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The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2026, issue of the Journal of
Clinical Oncology.
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Camrelizumab (C) plus rivoceranib (R) with transarterial chemoembolization (TACE)
vs TACE alone in unresectable hepatocellular carcinoma (UHCC): A randomized,
phase 3 trial.
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Background: The combination of C (anti—PD-1 antibody) + R (VEGFR2 tyrosine kinase inhib-
itor) significantly improved progression-free survival (PFS) and overall survival (0S) vs
sorafenib as first-line treatment for advanced HCC, and improved event-free survival vs
surgery alone as perioperative treatment for resectable HCC. We conducted a phase 3 trial
evaluating C+R with TACE in intermediate-stage HCC and here present data from the protocol-
specified PFS interim analysis (IA). Methods: In this multicenter, open-label, phase 3 trial,
patients (pts) with TACE-eligible uHCC, Child-Pugh A, ECOG performance status (PS) 0—1 and
no extrahepatic spread were randomized 1:1 to receive C (200 mg, iv, Q3W) + R (250 mg, po, QD)
+ TACE or TACE alone. TACE (cTACE or DEB-TACE) was administered at the investigator (INV)’s
discretion; C+R continued until loss of clinical benefits, unacceptable toxicities, or other
protocol-specified criteria. The primary endpoint was PFS by BIRC per mRECIST. As of
Sep.13, 2025, 214 PFS events occurred and a preplanned IA was performed. Results: 423 pts
(ECOG PS 1, 22.9%; AFP =400 ng/mL, 26.7%; portal vein invasion [vp1/2], 9.7%) were ran-
domized to C+R+TACE (n=214) or TACE (n=209). As of data cutoff, median follow-up was 16.4
mo. Median PFS by BICR per mRECIST was significantly longer with C+R+TACE vs. TACE (11.1vs.
8.3mo; HR0.73[95% CI10.56—0.96]; 1-sided p=0.0127). PFS by BICR per RECIST v1.1(13.9 vs 9.5
mo; HR 0.67 [95% CI 0.50—-0.91]) and by INV per mRECIST (13.8 vs 7.0 mo; HR 0.61 [95% CI
0.47-0.81]) and per REIST v1.1 (15.7 vs 8.4 mo; HR 0.61 [95% CI 0.45-0.81]) showed consistent
findings (Table 1). PFS benefits with addition of C+R persisted across most prespecified sub-
groups. OS was not mature, with an early trend favoring C+R+TACE (HR 0.76 [95% CI
0.46-1.24]); OS was 91.4% vs 85.5% at 12 mo, and 82.0% vs 73.3% at 24 mo. Among treated
pts, grade =3 TRAEs occurred in 73.7% (157/213) in C+R+TACE arm vs. 28.7% (60/209) in TACE
arm; of them, the most common in C+R+TACE arm were increased AST (20.7% vs 12.9%),
hypertension (19.7% vs 4.3%), increased ALT (17.8% vs 9.6%), and decreased platelet count
(11.3% vs 2.9%). Conclusions: C+R+TACE provided statistically significant and clinically mean-
ingful improvement in PFS vs TACE, with manageable safety, supporting this regimen as a
potential new treatment option for TACE-eligible uHCC. Follow-up for OS is ongoing. Clinical
trial information: NCT05320692. Research Sponsor: Jiangsu Hengrui Pharmaceuticals.

PFS outcomes (ITT set).

BIRC INV
C+R+TACE (n=214) TACE (n=209) C+R+TACE (n=214) TACE (n=209)
Per mRECIST
Median (95% Cl), mo 11.1 (7.8-14.0) 8.3 (6.9-9.5) 13.8 (8.5-17.3) 7.0 (5.7-9.5)
HR (95% CI)* 0.73 (O.56—0.96);f1-sided 0.61 (0.47-0.81)

p=0.0127
Per RECIST v1.1

Median (95% CI), mo 13.9 (10.9-19.4) 9.5(8.1-11.1) 15.7 (10.3-19.6) 8.4 (6.9-10.8)
HR (95% CI)* 0.67 (0.50-0.91) 0.61 (0.45-0.81)

*Stratified Cox proportional hazard model.
tStratified Log-Rank test.
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IMbrave251: Final analysis of atezolizumab (atezo) + lenvatinib (lenva) or sorafenib
(sora) vs lenva or sora alone in locally advanced or metastatic hepatocellular
carcinoma (LA/mHCC) previously treated with atezo and bevacizumab (bev).
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Background: Several immuno-oncology therapies are available for 1L HCC, but data are limited
after progression. IMbrave251 (NCT04770896) is the first global randomized Phase 3 trial to
assess atezo + lenva or sora (TKIs) vs lenva or sora alone in patients (pts) with LA/mHCC that
progressed after atezo + bev treatment (tx). This is the final analysis. Methods: Eligible pts had
LA/mHCC that was responsive to atezo + bev tx but then progressed (atezo + bev was given
for =4 cycles and =2 tumor assessments, of which =1 showed stable disease or complete/partial
response). In the atezo + TKI arm, pts received atezo (1200 mg Q3W) + lenva (8 mg for pts <
60 kg or 12 mg for pts =60 kg QW) or sora (800 mg QW). Pts in the TKI-only arm received lenva
or sora alone. The primary endpoint was OS. Secondary endpoints included PFS, ORR by RECIST
1.1, DOR, time to tumor progression (TTP), quality of life, and safety. Stratification factors were
disease etiology (hepatitis B/C infection vs non-viral), ALBI score (1 vs 2/3), AFP ( < 400
vs =400 ng/mL), and TKI therapy (lenva vs sora). Results: IMbrave251 enrolled 557 pts (full
analysis population). Median duration of follow-up was 12 mo. Pts were assigned to receive
atezo + TKI (n = 279) or TKI-only (n = 278). Most pts in both arms received lenva (92.1%) vs sora
(7.9%). At clinical cutoff (Oct 10, 2025), median (m)OS with atezo + TKI vs TKI-only was 14.6 vs
12.5 mo (stratified HR 0.88; P= 0.2115) and mPFS was 4.3 vs 4.8 mo (stratified HR 1.05),
respectively. Confirmed ORR was 7.5% vs 5.8% with atezo + TKI vs TKI-only. DOR was 10.2
vs 6.9 mo, respectively (stratified HR 0.47) (Table). Additional subgroup analyses and complete
duration of systemic therapy will be shown. In the atezo + TKI vs TKI-only arm, the median tx
duration was 5.6 vs 4.7 mo for lenva and 2.9 vs 2.3 mo for sora. No new or unexpected safety
signals were seen (safety analysis n = 554; Table). Conclusions: IMbrave251 did not meet its
primary OS endpoint but showed that the addition of atezo to TKIs had a manageable safety
profile. This study provides clinically relevant Phase 3 evidence addressing an important,
unanswered clinical question regarding 2L tx sequencing after immunotherapy and
establishes a new OS benchmark for 2L tx in LA/mHCC. Clinical trial information:
NCT04770896. Research Sponsor: F. Hoffmann-La Roche Ltd.

Atezo + lenva

or sora Lenva or sora Stratified
Efficacy (95% Cl) (n=279) (n=278) HR (95% CI)
mOS, mo 14.6 (12.6, 16.8) 12.5(10.7,15.5) 0.88 (0.72, 1.08)

P=0.2115

mPFS, mo 4.3 (4.1,5.4) 4.8 (4.2, 5.6) 1.05 (0.88, 1.25)
ORR, % 7.5(4.7,11.3) 5.8(3.3,9.2) A1.77 (-2.72, 6.26)?
mDOR, mo 10.2 (5.6, 13.0) 6.9 (5.5, 11.7) 0.47 (0.18,1.23)
mTTP, mo 4.4 (4.2,5.5) 5.4 (4.2, 5.6) 1.06 (0.87. 1.28)
Safety, n (%) n=279 n=275
Grade 3/4 | 5 AE 207 (74.2) | 15 (5.4) 182 (66.2) | 16 (5.8)
Serious AE | AE leading to 112 (40.1) 133 (11.8 101 (36.7) 119 (6.9)

withdrawal from any
study drugs

@Difference in confirmed ORR (95% Cl).
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First-line treatment of QLS31905 plus chemotherapy in patients with pancreatic
cancer and gastric cancer: Data from a phase 1b/2 study.

Xiaotian Zhang, Zhongtao Zhang, Shujun Yang, Yangiao Zhang, Feng Wang, Wenhui Yang, Jing Lv, Junye Wang, Mingjun Zhang, Weiwei Peng, Zuoxing Niu, Jingdong Zhang,
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Background: QLS31905, a Claudin18.2/CD3 bispecific antibody, showed manageable safety and
encouraging efficacy in Claudin18.2-positive patients (pts) with gastrointestinal tumors in a
phase 1 trial. Here we report the safety and efficacy of QLS31905 plus chemotherapy in the first-
line treatment of Claudini18.2-positive pts with pancreatic cancer (PC) and gastric cancer (GC).
Methods: This phase 1b/2 trial recruited Claudin 18.2-positive (defined as =1% of tumor cells
with =1+ staining intensity) pts with locally advanced unresectable or metastatic PC and GCwho
had not received systematic anti-tumor therapy. Pts with PC were administered QLS31905 at
350 ng/kg, 500 pg/kg, or 800 ng/kg Q2W or Q3W combined with gemcitabine plus nab-
paclitaxel (Cohort 1). Pts with GC were administered QLS31905 at 500 pg/kg or 800 pg/kg
Q3W combined with oxaliplatin plus capecitabine (Cohort 2). The primary endpoints were
maximum tolerated dose (MTD) and recommended phase 2 dose (RP2D) in phase 1b and was
objective response rate (ORR) in phase 2. Results: As of Dec 11, 2025, 88 pts with PC and 43 pts
with GC were enrolled. No dose-limiting toxicity occurred. MTD was not reached. RP2D was
determined as 800 p.g/kg Q3W for both pts with PC and GC. Grade =3 treatment-related adverse
events (TRAEs) occurred in 63 (71.6%) pts and 26 (60.5%) pts in Cohort 1 and Cohort 2,
respectively. Ten pts (11.4%) in Cohort 1 and four pts (9.3%) in Cohort 2 discontinued any of the
study treatment due to TRAEs. No QLS31905-related death occurred in both cohorts. In 82
efficacy-evaluable pts with PC, ORR and disease control rate (DCR) was 59.8% (95% confidence
interval [CI], 48.34%-70.44%) and 89.0% (95% CI, 80.18%-94.86%), respectively. Median
progression-free survival (PFS), duration of response (DoR), and overall survival (0OS) was
8.74 months (95% CI, 7.16-10.71), 8.94 months (95% CI, 5.32-not evaluable [NE]), and
15.87 months (95% CI, 13.14-NE), respectively. In 15 pts with low Claudin18.2 expression in
Cohort 1, ORR, DCR, median PFS, and median OS was 60.0% (95% CI, 32.29%-83.66%), 93.3%
(95% CI, 68.05%-99.83%), 11.04 months (95% CI, 7.33-NE), and 15.61 months (95% CI, 3.98-
NE), respectively. In 43 efficacy-evaluable pts with GC, ORR and DCR was 74.4% (95% CI,
58.83%-86.48%) and 93.0% (95% CI, 80.94%-98.54%), respectively. Median PFS and DoR was
10.09 months (95% CI, 6.87-NE) and not reached, respectively. In nine pts with low Claudin18.2
expression in Cohort 2, the ORR, DCR, median PFS, and 9-month PFS rate and was 77.8%,
100%, not reached, and 83.33%, respectively. Conclusions: QLS31905 plus chemotherapy in
first-line treatment for Claudin18.2-positive pts with PC and GC showed manageable safety and
potential efficacy. A phase 3 trial is ongoing to further confirm the efficacy and safety of
QLS31905 in pts with PC. Clinical trial information: NCT06041035. Research Sponsor: Qilu
Pharmaceutical Co., Ltd.
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A randomized phase Il dose optimization study for alveltamig (ZG006), a trispecific
T-cell engager targeting DLL3/DLL3/CD3, as monotherapy in patients with re-
fractory neuroendocrine carcinoma (ZG006-003).
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Background: Alveltamig (ZG006) is an innovative trispecific T cell engager (Tri-TCE) targeting
two distinct DLL3 epitopes on tumor cells and CD3 on T cells (DLL3/DLL3/CD3), designed to
bridge tumor cells and T cells, thereby mediating T cell specific killing of tumor cells. Here we
conducted a dose optimization study in refractory NEC. Methods: This is a randomized,
multicenter, open-label phase 2 study evaluating ZGoo6 in NEC patients (pts) who failed at
least one prior line of therapy. Pts were randomized 1:1 to receive ZG006 at either 10 mg or 30 mg
every two weeks, following a priming dose of 1 mg. The primary endpoint is objective response
rate (ORR) assessed by IRC per RECIST1.1. Results are reported for 64 pts who received at least
one dose of ZG006. Biomarker based efficacy analyses were performed based on a threshold
of =50% of tumor cells stained at any intensity for DLL3 with an investigational antibody
against DLL3 (SP347, Roche Diagnostics). Results: As of Sep. 10, 2025, a total of 64 pts (32 at
each dose group) were randomized and received at least one dose of ZG006. The median age was
56 years (range: 25-72), 35 (54.7%) were male. All pts had received =1 prior line of systemic
therapy, with 65.6% had prior anti-PD-(L)1 treatment. The confirmed ORR in 10 mg and 30 mg
groups were 21.9% (7/32) and 37.5% (12/32), respectively; Disease control rate (DCR) were
£40.6% (13/32) and 62.5% (20/32), respectively. Among the 19 responders, primary tumor sites
included cervix (8), gallbladder (4), stomach (3), rectum (3) and colon (1). Pts with =50% DLL3
staining in tumor cells had greater ORR, DCR, and progression-free survival (PFS). The con-
firmed ORR in 10 mg and 30 mg groups were 33.3% (6/18) and 56.3% (9/16), respectively; DCR
were 50.0% (9/18) and 75.0% (12/16), respectively; With a median follow up of 6.4 months,
median PFS were 3.02 and 8.41 months, respectively. Median DoR was not yet mature in both
groups at data cut-off. Treatment-related adverse events (TRAEs) occurred in all pts. The most
frequent events were pyrexia, cytokine release syndrome (CRS) and anaemia. Most CRS were
Grade 1-2, with only four grade 3 CRS, resolved with supportive care. TRAEs led to treatment
interruption in 15 pts (23.4%) and permanent discontinuation in 2 pts (3.1%, one in each dose
group). No grade 5 TRAE. No significant difference was observed in the safety profile between
these two dose groups. Conclusions: ZG0o06 demonstrated a robust and durable response and a
manageable safety profile in previously treated NEC pts, with superior efficacy observed at the
30 mg dose. The confirmed ORR of 56.3% and median PFS of 8.41 months in pts with =50%
DLL3 positive tumor cells are particularly encouraging, and support further development of
ZGoo6 for this patient population at the 30 mg dose. Clinical trial information: NCT06440057.
Research Sponsor: None.
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Nivolumab plus ipilimumab combined with chemotherapy as first-line treatment for
HER2-negative unresectable advanced or recurrent gastric/gastroesophageal
junction cancer: A randomized phase 3 trial (ATTRACTION-6).
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Background: Anti-PD-1 antibodies combined with chemotherapy (Chemo) are established as a
standard first-line (1L) treatment for HER2-negative gastric/gastroesophageal (G/GEJ) cancer.
Nivolumab (NIVO) and ipilimumab (IPI), an anti-CTLA-/4 antibody, have complementary
mechanisms of action on tumor immunity. Combining NIVO plus Chemo with IPI is expected
to suppress disease progression durably and prolong survival, as suggested in other types of
tumors. Methods: ATTRACTION- 6 is arandomized, phase 3 trial conducted in Japan, Korea, and
Taiwan. Previously untreated patients with HER2-negative unresectable advanced or recurrent
G/GEJ cancer were randomized 1:1 to receive NIVO 360 mg every 3 weeks, IPI 1 mg/kg every
6 weeks in addition to Chemo (S-1 plus oxaliplatin [SOX] or capecitabine plus oxaliplatin
[CAPOX]) or Chemo alone. Randomization was stratified by PD-L1 (CPS=5 or CPS < 5, inde-
terminate), ECOG PS (0 or 1), countries (Japan or Korea/Taiwan), and disease status (advanced
or recurrent). Primary endpoint was overall survival (0S). Secondary endpoints included pro-
gression free survival (PFS), objective response rate (ORR) per RECIST v1.1 assessed by site
investigator, and safety. Results: Between November 2021 and August 2023, 626 patients were
randomized 1:1 to the NIVO + IPI + Chemo arm (N = 315) or the Chemo arm (N = 311). At the
median follow-up of 31.3 months, the primary endpoint of OS was not met (HR 0.90; 95.8% CI
0.74-1.09; P= 0.267; median OS 15.7 vs 15.8 months). Median PFS was 8.9 vs 7.7 months (HR
0.83; 95% CI 0.69-1.00). Among patients with =1 measurable lesion at baseline, ORR was 57.9%
vs 38.5%. Grade=3 adverse events (AEs) and grade=3 treatment-related AEs occurred in 80.0%
and 64.8% in the NIVO + IPI + Chemo arm, respectively, and 62.4% and 42.9% in the Chemo
arm, respectively. Treatment-related deaths occurred in 0.3% vs 0%, and the only observed
event was gastroenteritis in the NIVO + IPI + Chemo arm. Conclusions: In ATTRACTION-6
study, NIVO + IPI + Chemo did not improve OS compared with Chemo as 1L treatment for
patients with HER2-negative unresectable advanced or recurrent G/GE] cancer. Although
toxicity increased with the addition of NIVO and IPI, no new safety signals were observed.
Clinical trial information: NCT05144854. Research Sponsor: Ono Pharmaceutical Co., Ltd.
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ONO0-4578 combined with nivolumab (NIVO) and chemotherapy (chemo) as first-
line (1L) treatment for patients with HER2-negative unresectable advanced or
recurrent (adv/rec) gastric/gastroesophageal junction cancer (G/GEJ): A ran-
domized, double-blind, phase 2 trial (ONO-4578-08).

Sung Hee Lim, Izuma Nakayama, Min-Hee Ryu, Jong Gwang Kim, Takeshi Omori, Sang Cheul Oh, Jin Young Kim, Sun Young Rha, Keun-Wook Lee, Nozomu Machida,
Sun Jin Sym, Yukiya Narita, Young-lee Park, Hiroki Hara, Hisashi Hosaka, Beodeul Kang, In-Ho Kim, Li-Yuan Bai, Kohei Shitara, ONO-4578-08 Study Group; Samsung
Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; National Cancer Center Hospital East, Kashiwa, Chiba, Japan; Asan Medical Center,
University of Ulsan College of Medicine, Seoul, South Korea; Kyungpook National University, Daegu, South Korea; Osaka International Cancer Institute, Osaka, Japan; Korea
University Guro Hospital, Korea University College of Medicine, Seoul, South Korea; Keimyung University Dongsan Hospital, Daegu, South Korea; Yonsei Cancer Center,
Yonsei University College of Medicine, Seoul, South Korea; Seoul National University College of Medicine, Seoul National University Bundang Hospital, Seongnam, South
Korea; Kanagawa Cancer Center, Yokohama, Japan; Gachon University Gil Medical Center, Incheon, South Korea; Aichi Cancer Center Hospital, Nagoya, Japan; Research
Institute and Hospital, National Cancer Center, Goyang, South Korea; Saitama Cancer Center, Saitama, Japan; Gunma Prefectural Cancer Center, Gunma, Japan; CHA
Bundang Medical Center, CHA University, Seongnam-si, South Korea; Seoul St. Mary's Hospital, The Catholic University of Korea, Seoul, South Korea; China Medical
University Hospital, Taichung, Taiwan; National Cancer Center Hospital East, Kashiwa, Japan

Background: Anti-PD-1 antibodies combined with chemo are the standard 1L treatment for
HER2-negative G/GE]J cancer. Prostaglandin E, (PGE,)-EP4 signaling is known to induce
immunosuppressive tumor microenvironment, by inducing the differentiation of MDSCs
and M2 macrophages, potentially contributing to resistance to immunotherapy. ONO-4578,
an EP/ antagonist, is expected to modulate tumor immunosuppression through inhibiting the
PGE,-EP4 signaling and to enhance the efficacy of anti-PD-1 antibody. The addition of ONO-
4578 appeared to augment the efficacy of NIVO in patients with G/GE]J cancer in the previous
phase 1 trial. This study aimed to evaluate the efficacy and safety of ONO-4578 combined with
NIVO and chemo compared with placebo combined with NIVO and chemo as 1L treatment for
patients with unresectable adv/rec G/GE] cancer. Methods: ONO-4578-08 study is a random-
ized, double-blind, phase 2 trial conducted in Japan, Korea, and Taiwan. Chemo-naive patients
with HER2-negative adv/rec G/GE] cancer were randomized in a 2:1 ratio (ONO-4578 group:
placebo group), stratified by PD-L1 expression level (CPS < 5 vs CPS=5), ECOG performance
status (0 vs 1), presence of peritoneal metastasis (yes vs no). Patients in each group received
ONO-4578 40 mg or placebo once daily, and all received NIVO 360 mg every 3 weeks and chemo
(SOX [S-1 + oxaliplatin]/CAPOX [capecitabine + oxaliplatin]). The primary endpoint was
investigator-assessed progression-free survival (PFS), powered (two-sided a = 0.10) to
detect a HR of 0.65 with 117 events in a planned enrollment of 210 patients; secondary endpoints
included overall survival (0S), objective response rate (ORR), and safety. Results: Between
December 2023 and September 2024, 226 patients were randomized to each group (150 vs 76
patients). With a median follow-up of 8.5 months, PFS was significantly longer in the ONO-
4578 group than the placebo group with a hazard ratio (HR) of 0.67 (90% confidence interval
[CI]: 0.48-0.92; P = 0.040; median PFS: 9.0 vs 6.9 months). At a minimum follow-up of
7.4 months, OS favored the ONO-4578 group (median OS: not reached vs 12.7 months; HR: 0.60
[95% CI: 0.37—0.96]). ORR was also higher in the ONO-4578 group (62.0% vs 48.7%). The most
common treatment-emergent adverse events (TEAEs) in the ONO-4578 group were diarrhea
(55.7% Vs 45.3%), anemia (55.0% Vs 34.7%), and peripheral sensory neuropathy (50.3% vs
46.7%). Serious TEAEs occurred in 53.7% of patients in the ONO-4578 group and 42.7% in the
placebo group. Conclusions: ONO-4578 combined with NIVO and chemo significantly improved
PFS compared with placebo combined with NIVO and chemo in treatment-naive patients with
HER2-negative unresectable adv/rec G/GE]J cancer with no new safety concerns. Clinical trial
information: NCT06256328. Research Sponsor: Ono Pharmaceutical Co., Ltd.
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Izalontamab brengitecan (iza-bren) versus chemotherapy in patients with recurrent
or metastatic esophageal squamous cell carcinoma (ESCC): A multicenter, ran-
domized, open-label, phase Il study.

Zhihao Lu, Zhangzhou Huang, Xiangjiao Meng, Yun Fan, Tao Wu, Qingsong Pang, Feng Wang, Yangiao Zhang, Shegan Gao, Tianshu Liu, Jin Zhou, Yong Fang, Ning Li, Wei Li,
Guochun Cao, Sa Xiao, Hai Zhu, Yi Zhu, Lin Shen; Peking University Cancer Hospital and Institute, Beijing, China; Fujian Cancer Hospital, Fuzhou, China; Shandong Cancer
Hospital and Institute, Jinan, China; Zhejiang Cancer Hospital, Hangzhou, China; Anyang Tumor Hospital, Anyang, China; Tianjin Medical University Cancer Institute and
Hospital, Tianjin, China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Harbin Medical University Cancer Hospital, Harbin, China; The First
Affiliated Hospital of Henan University of Science and Technology, Luoyang, China; Zhongshan Hospital, Fudan University, Shanghai, China; Sichuan Cancer Hospital,
Chengdu, China; Sir Run Run Shaw Hospital Zhejiang University School of Medicine, Hangzhou, China; Henan Cancer Hospital, Zhengzhou, China; The First Hospital of Jilin
University, Changchun, China; Jiangsu Cancer Hospital, Nanjing, China; Baili-Bio (Chengdu) Pharmaceutical Co., Ltd., Chengdu, China; Systimmune, Inc., Redmond, WA

Background: Chemotherapy plus a PD-1/PD-L1 inhibitor is the standard first-line treatment
for PD-L1 expressing advanced ESCC. However, most patients (pts) inevitably develop resis-
tance to first-line therapy, and second-line chemotherapy shows an ORR of less than 10% and a
median OS of less than 6 mo, highlighting the urgent need for novel therapeutics. Iza-brenis a
potentially first-in-class ADC consisting of an EGFR-HER3 bispecific antibody conjugated to a
potent topoisomerase I inhibitor Ed-04 via a cleavable linker. Iza-bren has shown promising
clinical activity in previously treated ESCC pts in phase I study. Here, we present results from a
phase III, randomized, open-label, multicenter study conducted in China evaluating the ef-
ficacy and safety of iza-bren versus chemotherapy as second line treatment for advanced ESCC.
Methods: Pts with recurrent or metastatic ESCC who had progressed after first-line treatment
with a PD-1/PD-L1 inhibitor plus platinum-based chemotherapy were randomized (1:1) to
receive iza-bren (2.5 mg/kg at D1D8 Q3W) or physician’s choice of chemotherapy (irinotecan,
paclitaxel, or docetaxel Q3W). Dual primary endpoints were OS and PFS by Blinded Independent
Central Review (BICR) per RECIST v1.1. Results: As of Oct 17, 2025, a total of 497 pts were
randomized to iza-bren (n = 249) or chemotherapy (n = 248). Baseline characteristics were
balanced between the two groups. At interim analysis, median follow-up for OS was 7.8 mo in
the iza-bren group and 7.6 mo in the chemotherapy group. Iza-bren has demonstrated sta-
tistically significant and clinically meaningful improvement in both OS and PFS by BICR
compared with chemotherapy. The median OS was 9.8 mo (95% CI, 7.9 to 11.0) with iza-
bren and 7.2 mo (95% CI, 6.2 to 8.2) with chemotherapy (HR, 0.64; 95% CI, 0.49 to 0.83; P =
0.0004). The median PFS by BICR was 4.2 mo (95% CI, 3.6 to 4.5) with iza-bren and 2.0 mo (95%
CI, 1.6 to 2.7) with chemotherapy (HR, 0.50; 95% CI, 0.40 to 0.63; P < 0.0001). ORR by BICR was
35.3% for iza-bren and 13.1% for chemotherapy. Grade=3 TRAEs, which were predominantly
hematologic in nature, occurred in 85.1% in the iza-bren group and 60.2% in the chemotherapy
group. TRAEs leading to drug discontinuation were 2.0% in the iza-bren group and 3.3% in the
chemotherapy group. TRAEs leading to death were 1.2% in the iza-bren group and 1.6% in the
chemotherapy group. Conclusions: The study met both dual primary endpoints at prespecified
interim analysis. Iza-bren demonstrated statistically significant and clinically meaningful
improvements in OS and PFS compared with chemotherapy in pts with recurrent or metastatic
ESCC who had progressed after first line PD-1/PD-L1 inhibitor plus platinum-based chemo-
therapy. The safety profile was manageable. The results support iza-bren as a new second-line
standard of care for ESCC. Clinical trial information: NCT06304974. Research Sponsor: Baili-
Bio (Chengdu) Pharmaceutical Co., Ltd.
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Neoadjuvant/adjuvant serplulimab vs. placebo combined with chemotherapy for
PD-L1—positive gastric cancer: A randomized, double-blind, multicenter phase 3
study.

Lin Shen, Xiaotian Zhang, Ke Ji, Linzhi Lu, Quan Wang, Quanlin Guan, Su Yan, Yanbing Zhou, Yan Yang, Zhibin Huo, Jun You, Yi Ba, Yingjiang Ye, Ye Chen, Shubin Wang,
Guoging Lv, Jingdong Zhang, Xuhui Hu, Futang Yang, Jiafu Ji, ASTRUM-006 Study Group; Department of Gastrointestinal Oncology, Peking University Cancer Hospital,
Beijing, China; Early Drug Development Center, Department of Gastrointestinal Oncology, Key Laboratory of Carcinogenesis and Translational Research (Ministry of
Education/Beijing), Peking University Cancer Hospital and Institute, Beijing, China; Beijing Cancer Hospital, Beijing, China; Gansu Province Wuwei Tumor Hospital, Wuwei,
China; The First Hospital of Jilin University, Changchun, China; The First Hospital of Lanzhou University, Lanzhou, China; The Affiliated Hospital of Qinghai University,
Xining, China; The Affiliated Hospital of Qingdao University, Shandong, China; Department of Gastroenterology, Gansu Provincial Cancer Hospital, Lanzhou, China; Xingtai
People’s Hospital, Xingtai, China; The First Affiliated Hostpital of Xiamen University, Xiamen, China; Tianjin Medical University Cancer Institute & Hospital, Tianjin, China;
Peking University People’s Hospital, Beijing, China; The First Affiliated Hospital of Henan University of Science and Technology, Luoyang, China; Peking University
Shenzhen Hospital, Shenzhen, China; Liaoning Cancer Hospital and Institute, Shenyang, China; Shanghai Henlius Biotech, Inc., Shanghai, China

Background: The addition of immune checkpoint inhibitors (ICIs) to chemotherapy (chemo) in
the neoadjuvant/adjuvant setting for gastric cancer (GC) has yielded mixed efficacy. Target
population and treatment regimen remain to be optimized. This study compared the efficacy of
serplulimab (anti-PD-1 antibody) plus chemo versus placebo plus chemo as neoadjuvant
therapy and serplulimab versus chemo as adjuvant therapy for resectable GC. Methods: Patients
with PD-L1 positive (PD-L1 CPS = 5), histologically confirmed, untreated, resectable gastric or
gastroesophageal junction (GEJ]) adenocarcinoma were randomized 1:1 to receive 3 cycles of
neoadjuvant intravenous (iv) serplulimab (4.5 mg/kg) or placebo, plus chemo (iv oxaliplatin,
130 mg/m? and oral S-1, 40-60 mg based on body surface area), followed by post-surgery
adjuvant serplulimab monotherapy (up to 17 cycles) or adjuvant chemo (5 cycles), Q3W. The
primary endpoint was investigator (INV)-assessed event-free survival (EFS). Efficacy superi-
ority was first evaluated and established in patients with PD-L1 CPS = 10 followed by that in the
PD-L1 CPS = 5 population. Results: Between November 26, 2019 and April 19, 2024, 588
patients were enrolled across 57 sites, with 292 randomized to the serplulimab group and 296 to
the placebo group. As of the data cutoff date of August 19, 2025 with a median follow-up
duration of 35.9 months, INV-assessed median EFS was significantly longer in the serplulimab
group (n = 193) than in the placebo group (n = 217) in the PD-L1 CPS = 10 population (not
reached [NR], 95% CI 43.0—not estimable [NE] vs. 42.0 months, 95% CI 20.5—NE; HR 0.65, 95%
CI 0.47-0.90; p = 0.0082), and in the PD-L1 CPS = 5 population (NR, 95% CI 37.9—NE vs.
35.9 months, 95% CI 21.3-52.0; HR 0.73, 95% CI 0.56—0.94; p = 0.0152), meeting the protocol-
specified superior criteria. Blinded independent central review-assessed median EFS was
consistent with that of the investigator. Pathological complete response rate was higher in
the serplulimab group than in the placebo group (21.6% vs 6.4%; odds ratio 3.95). Median OS
was immature in both groups. Grade = 3 treatment-related adverse events (TRAEs) were
reported in 136 (46.6%) and 172 (58.5%) patients in the serplulimab and placebo groups,
respectively. Discontinuation of any component of the study regimen due to TRAEs occurred in
19 (6.5%) and 31 (10.5%) patients in the respective groups. Conclusions: Neoadjuvant serplu-
limab plus chemo, followed by adjuvant serplulimab monotherapy, significantly prolonged EFS
in patients with PD-L1-positive, resectable GC or GEJ adenocarcinoma. Improvements in other
efficacy endpoints were also observed along with a favorable safety profile compared to
neoadjuvant/adjuvant chemo. This world-first chemotherapy-free regimen (adjuvant)
represents a promising treatment option for this indication. Clinical trial information:
NCT04139135. Research Sponsor: Shanghai Henlius Biotech, Inc.
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Zanidatamab + chemotherapy (CT) = tislelizumab for first-line (1L) HER2-positive
(HER2+) locally advanced or metastatic gastroesophageal adenocarcinoma
(mGEA): PD-L1 subgroup analysis from HERIZON-GEA-01.

Sun Young Rha, Kohei Shitara, Lin Shen, Josep Tabernero, Tianshu Liu, Keun-Wook Lee, Michael Schenker, Niall C. Tebbutt, Jaffer A. Ajani, Norhidayu Salimin,
Geoffrey Yuyat Ku, Jong Gwang Kim, Inmaculada Ales Diaz, Jingdong Zhang, Filippo Pietrantonio, Li-Yuan Bai, Samuel Le Sourd, Ye Chen, Jonathan E. Grim, Elena Elimova;
Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; National Cancer Center Hospital East, Kashiwa, Japan; State Key Laboratory of Holistic
Integrative Management of Gastrointestinal Cancers, Beijing Key Laboratory of Cell and Gene Therapy for Solid Tumor, Department of GI Oncology, Peking University
Cancer Hospital and Institute, Beijing, China; Vall d'Hebron Hospital Campus & Institute of Oncology (VHIO), UVic-UCC, I0B-Quiron, Barcelona, Spain; Zhongshan Hospital,
Fudan University, Shanghai, China; Seoul National University Bundang Hospital, Seoul National University College of Medicine, Seongnam, South Korea; SF Nectarie
Oncology Center Craiova and the University of Medicine and Pharmacy of Craiova, Craiova, Romania; Olivia Newton-John Cancer, Wellness and Research Centre, Austin
Health, Heidelberg, VIC, Australia; The University of Texas MD Anderson Cancer Center, Houston, TX; National Cancer Institute, Putrajaya, Malaysia; Memorial Sloan
Kettering Cancer Center, New York, NY; Kyungpook National University Medical Centre, Kyungpook National University School of Medicine, Daegu, South Korea; Hospital
Regional Universitario de Malaga, Malaga, Spain; Liaoning Cancer Hospital & Institute, Shenyang, Liaoning, China; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan,
Italy; China Medical University Hospital, China Medical University, Taichung, Taiwan; Centre Eugene Marquis, Rennes, France; BeOne Medicines, Ltd., Beijing, China; Jazz
Pharmaceuticals, Palo Alto, CA; Princess Margaret Cancer Centre, Toronto, ON, Canada

Background: In HERIZON-GEA-01 (NCT05152147), 1L zanidatamab + CT =+ tislelizumab signif-
icantly improved progression-free survival (PFS) and, with tislelizumab, yielded a statistically
significant overall survival (OS) benefit in HER2+ mGEA. Here we report efficacy in PD-L1 sub-
groups. Methods: Eligible patients (pts) with previously untreated HER2+ mGEA, irrespective of
PD-L1 status, were randomized (1:1:1) to zanidatamab (1800 mg [<70 kgl/2400 mg [=70 kg] IV
Q3W) + tislelizumab (200 mg IV Q3W) + capecitabine/oxaliplatin (CAPOX) or 5-FU/cisplatin (FP);
zanidatamab + CAPOX or FP; or tras + CAPOX or FP. PD-L1 expression was retrospectively assessed
using the VENTANA SP263 assay according to tumor area positivity (TAP) score and combined
positive score (CPS). Primary endpoints were PFS (BICR) and OS; efficacy by PD-L1 status (TAP)
was prespecified. Results: With 26 mo median follow-up, PFS (HR, 0.63; P <0.001) and OS (HR,
0.72; P = 0.004) were significantly prolonged with zanidatamab + tislelizumab + CT vs tras + CT in
the ITT population. In pts treated with zanidatamab + tislelizumab + CT, similarly prolonged PFS
and OS were observed in PD-Li1—negative and PD-Li1—positive pts (Table); data were consistent
between TAP and CPS. In PD-L1 TAP <1% and =1% pts, the 18-mo PFS was 50.3% and 42.6%,
respectively, and the 24-mo OS was 63.7% and 53.5% with zanidatamab + tislelizumab + CT. In the
tras + CT arm, OS was prolonged in PD-Li1—positive vs —negative pts. Of note, in the tras + CT arm,
15% of pts received subsequent checkpoint inhibitors and 29% received subsequent HER2-
targeted therapies vs 2% and 13%, respectively, in the zanidatamab + tislelizumab + CT arm.
Additional details on these subgroups will be presented at the congress. Conclusions: In HERIZON-
GEA-01, zanidatamab + tislelizumab + CT demonstrated meaningful improvements in PFS and OS
in both PD-Li-positive and PD-L1-negative pts as determined by TAP or CPS. The longer OS
observed with tras + CT in PD-L1—positive vs —negative pts may be at least partially explained by
differences in subsequent therapies. These findings are notable as they demonstrate benefit for this
regimen regardless of PD-L1 status. Clinical trial information: NCT05152147. Research Sponsor:
Jazz Pharmaceuticals; BeOne Medicines; Zymeworks Biopharmaceuticals.

Zanidatamab + Tislelizumab + CT Tras + CT

ITT

N 302 308

mPFS (95% CI), mo 12.4 (9.8, 18.5) 8.1 (7.0,8.9)

mOS (95% CI), mo 26.4 (21.5,30.3) 19.2 (16.8, 21.8)
TAP <1%

n (%) 90 (29.8) 98 (31.8)

mPFS (95% CI), mo 18.5 (9.7, 25.2) 7.9 (5.8,9.6)

mOS (95% Cl), mo 29.7 (24.7, NE) 15.8 (12.6, 21.4)
CPS <1

n (%) 78 (25.8) 80 (26.0)

mPFS (95% Cl), mo 18.5 (9.7, 25.2) 8.1 (5.8,9.8)

moOS (95% Cl), mo 30.3 (25.7, NE) 15.7 (12.6, 21.4)
TAP 21%

n (%) 187 (61.9) 188 (61.0)

mPFS (95% Cl), mo 11.3 (9.6, 18.5) 8.3(6.9,9.7)

mOS (95% Cl), mo 26.4 (18.7,35.9) 21.2(17.7,25.2)
CPS 21

n (%) 198 (65.6) 206 (66.9)

mPFS (95% CI), mo 12.3 (9.7, 18.5) 8.2 (6.9,9.1)

mOS (95% Cl), mo 26.4 (18.7, 34.6) 20.8 (17.3,23.9)
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A phase 2 pivotal study of savolitinib in patients with MET-amplified gastric cancer
or gastroesophageal junction adenocarcinomas.

Zhi Peng, Tianshu Liu, Jufeng Wang, Rongbo Lin, Hongli Liu, Feng Ye, Aiping Zhou, Zuoxing Niu, Qiong Wang, Jun Zhang, Enxiao Li, Yanru Qin, Xiujuan Qu, Hailong Liu,
Ning Liu, Xian Luo, Jie Yu, Yongxin Ren, Songhua Fan, Lin Shen; Department of GI Oncology, Peking University Cancer Hospital & Institute, Beijing, China; Zhongshan
Hospital, Fudan University, Shanghai, China; Henan Cancer Hospital, Zhengzhou, China; Department of Gastrointestinal Oncology, Fujian Provincial Cancer Hospital,
Fuzhou, China; Union Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; The First Affiliated Hospital of Xiamen University,
Xiamen, China; Cancer Hospital, Chinese Academy of Medical Sciences, Beijing, China; Shandong Cancer Hospital and Institute, Shandong First Medical University and
Shandong Academy of Medical Sciences, Jinan, China; Jiangsu Jiangyin People’s Hospital, Wuxi, China; Rui Jin Hospital, Shanghai Jiaotong University School of Medicine,
Shanghai, China; The First Affiliated Hospital of Xi'an Jiaotong University, Xi'an, China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; The First
Hospital of China Medical University, Shenyang, Liaoning, China; The First People’s Hospital of Chenzhou, Chenzhou, China; Jining First People’s Hospital, Jining, China;
HUTCHMED, Shanghai, China; Peking University Cancer Hospital, Beijing, China

Background: MET amplification is a poor prognosis for survival in patients (pts) with gastric
cancer (GC) or gastroesophageal junction adenocarcinoma (GEJa). Currently no approved
targeted therapy is available for MET-amplified GC/GEJa. Savolitinib is a potent and highly
selective oral MET-TKI. Here we reported the primary analysis results from a pivotal phase 2
trial investigating savolitinib in MET-amplified GC/GE]a, conducted with registration intent
(NCT04923932). Methods: Eligible pts had locally advanced or metastatic GC/GEJa with MET
amplification (gene copy number =10 by FISH) and had failed =2 lines of prior standard
therapy. Pts received savolitinib 200 mg (BW < 50 kg) or 300 mg (BW =50 kg) BID. The
primary endpoint was ORR assessed by an Independent Review Committee (IRC) per RECIST 1.1,
with a pre-specified efficacy threshold defined as the lower limit of the 95% CI of ORR
exceeding 15%. Secondary endpoints mainly included DCR, DoR, TTR, PFS, OS and safety.
An exploratory OS analysis was conducted in pts with MET-amplified GC/GEJa, who had
previously received first-line, second-line, or later-line standard therapies, but were ineligible
for study enrollment and did not receive the study drug. Plasma samples were also collected at
baseline and end of treatment (EOT) for comprehensive genomic profiling using a 671-gene
sequencing panel (Benrui GCP, OrigiMed). Results: As of Oct 8, 2025, 65 eligible pts were
enrolled and received savolitinib. Baseline characteristics were: median age of 57.4 years, ECOG
PS of 0 (13.8%) or 1 (86.2%), primary tumor sites of GC (84.6%) or GEJa (15.4%), and baseline
ctDNA MET-positive rate of 64.6% (42 pts). Per the IRC assessment, ORR was 32.3% (95%CI:
21.2%, 45.1%), which exceeded the pre-specified efficacy threshold; in baseline ctDNA MET-
positive pts (42 pts), IRC-assessed ORR was 45.2% (95%CI: 29.8%, 61.3%). IRC-assessed
secondary efficacy endpoints were: DCR of 63.1%; mTTR of 1.4 months; mDoR of 9.7 months;
and mPFS 4.0 of months. mOS was 6.9 months in the 65 treated pts, versus 4.8 months in 139 pts
who received alternative treatments rather than the study drug in the exploratory OS analysis.
Savolitinib-related TEAEs of Grade =3 occurred in 23 pts (35.4%). Exploratory ctDNA bio-
marker analysis showed that pts (N = 14) harboring baseline alterations in FGFR2, EGFR,
PIK3CA, BRAF, or KRAS had lower ORR (14.3%, 2/14) and shorter mPFS (1.4 months). Addi-
tionally, in pts (N = 26) who provided PD/EOT samples, 12 pts developed alterations in these
genes that were identified as putative acquired resistance mechanisms, and 4 pts had acquired
MET mutations. Conclusions: Savolitinib showed clinical efficacy and a tolerable safety profile
in pts with MET -amplified GC/GEJa who had received =2 lines of prior therapy, supporting it to
be a future treatment option for this genetically defined population. Clinical trial information:
NCT04923932. Research Sponsor: HUTCHMED Limited; AstraZeneca.
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Randomized phase Il trial of olaparib and pembrolizumab vs olaparib alone as
maintenance therapy in metastatic pancreatic cancer patients with germline BRCA1
or BRCA2 (gBRCA1/2) mutations: SWOG S2001.

Vincent Chung, Katherine A. Guthrie, Michael J. Pishvaian, Andrew M. Lowy, Davendra Sohal, Sarah Colby, Kim Anna Reiss, Gazala Khan, Rafael Winograd,

Jeffrey A. Meyerhardt, Eileen M. O'Reilly, E. Gabriela Chiorean, Philip Agop Philip; City of Hope Comprehensive Cancer Center, Duarte, CA; Fred Hutchinson Cancer Center,
and SWOG Statistics and Data Management Center, Seattle, WA; Johns Hopkins University School of Medicine, Washington, DC; UC San Diego Moores Cancer Center, La
Jolla, CA; Division of Hematology/Oncology, University of Cincinnati Cancer Center, Cincinnati, OH; Fred Hutch Cancer Center and SWOG Statistics and Data Management
Center, Seattle, WA; Abramson Cancer Center at the University of Pennsylvania, Philadelphia, PA; Henry Ford Health System, Detroit, MI; Laura and Isaac Perlmutter Cancer
Center at NYU Langone, New York, NY; Dana-Farber Cancer Institute, Harvard University, Boston, MA; Memorial Sloan Kettering Cancer Center, New York City, NY;
University of Washington, Fred Hutchinson Cancer Center, Seattle, WA; Henry Ford Cancer, Wayne State University School of Medicine, Detroit, MI

Background: Preclinical studies have demonstrated that PARP inhibitors modulate the immune
microenvironment by increasing genomic instability, PD-L1 expression and activating the
immune inflammatory stimulator of interferon genes (STING) pathway. The POLAR trial
demonstrated promising results combining pembrolizumab with olaparib as maintenance
therapy in patients (pts) with homologous recombination deficiency (HRD) mutations.
S$2001 is a randomized phase II trial evaluating the addition of pembrolizumab to olaparib
as maintenance therapy in patients with gBRCA1/2. Methods: Eligible pts had mPDA with
gBRCA1/2 mutations and had received a minimum of 4 months of platinum-based chemo-
therapy without progression. Pts were randomized 1:1 to olaparib 300 mg twice per day plus
pembrolizumab 200 mg every 3 weeks or olaparib alone. The primary endpoint was
progression-free survival (PFS) with a target hazard ratio (HR) of 0.6 (median PFS 7.0 vs
11.7 months) with 1-sided alpha=0.1 and 80% power. Secondary outcomes were safety and
tolerability, overall survival (OS), overall response rate (ORR), and disease control rate (DCR).
The accrual goal was 88 pts to have 78 eligible for analysis. Differences in PFS by treatment arm
were assessed via stratified log-rank test, with first line platinum-based chemotherapy,
Zubrod PS, and disease status after first line treatment as stratification factors. Tissue and
blood samples for correlative studies were banked. Results: The study enrolled 73 patients, with
68 eligible, and was closed for futility after a planned interim analysis showed that PFS was not
improved in the pembrolizumab + olaparib arm (p=0.82), despite higher ORR (p=0.20) (Table).
Treatment was well tolerated, with no grade 4-5 treatment-related adverse events and similar
toxicity profiles across arms. Autoimmune toxicities on the experimental arm included adrenal
insufficiency, hyperthyroidism, and hypothyroidism. Grade 3 adverse events in both arms
included neutropenia, anemia, thrombocytopenia, gastrointestinal toxicity and fatigue. Con-
clusions: S2001 is the first randomized controlled trial evaluating the addition of pembroli-
zumab to olaparib in pancreas cancer. Despite doubling the ORR and improvement in DCR and
PFS in the experimental arm, the high bar of improving PFS to 11.7 months was not met. Activity
seen in the experimental arm of S2001 is comparable to the HRD cohort of the POLAR trial which
demonstrated ORR 35%, DCR 90% and PFS of 8.2 months. Further follow-up for mature
survival outcomes and translational analysis of DNA and RNA are planned. Funding: NIH/
NCI/NCTN grants U10CA180888, U10CA180819 with additional support from by Merck & Co, Inc.
Clinical trial information: NCT04548752. Research Sponsor: NIH/NCI/NCTN grants;
U10CA180819; Merck & Co., Inc.

Pembrolizumab + Olaparib (n=34) Olaparib (n=34)
Median PFS 8.2 months 6.4 months
Median 0OS 20.0 months 22.1 months
ORR 28.1% 14.3%
DCR 84.4% 64.3%
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Results from a phase 2a study of atebimetinib in combination with mGnP in ad-
vanced or metastatic pancreatic cancer.

Vincent Chung, Peter Vu, Vincent T. Ma, Nataliya V. Uboha, Umair Majeed, Sunandana Chandra, Devalingam Mahalingam, Melissa Lynne Johnson, Meredith Pelster,
Anna C. Pavlick, Allyson J. Ocean, Barbara T. Ma, Alex Spira, Stephen Duffy, Jason Timothy Henry, Gregory P. Botta, Alexander Philipovskiy, Shubham Pant, Sant P. Chawla,
Daniel H. Ahn; Department of Medical Oncology and Therapeutics Research, City of Hope, Duarte, CA; University of California San Diego, San Diego, CA; Division of
Hematology, Medical Oncology, and Palliative Care, Department of Medicine, University of Wisconsin, Madison, WI; University of Wisconsin Carbone Cancer Center,

Madison, WI; Division of Hematology and Oncology, Mayo Clinic Florida, Jacksonville, FL; Northwestern University, Chicago, IL; Robert H. Lurie Comprehensive Cancer
Center, Northwestern University, Chicago, IL; Sarah Cannon Research Institute, Nashville, TN; Weill Cornell Medical College, New York, NY; NewYork-Presbyterian/Weill
Cornell Medical Center, New York, NY; NewYork-Presbyterian Hospital/Weill Cornell Medicine, New York, NY; NEXT Oncology Virginia, Fairfax, VA; Hematology-Oncology
Associates of CNY, Syracuse, NY; Sarah Cannon Research Institute at HealthONE, Denver, CO; University of California, San Diego, La Jolla, CA; Florida Cancer Specialists &
Research Institute, Seminole County, FL; The University of Texas MD Anderson Cancer Center, Houston, TX; Sarcoma Oncology Center, Santa Monica, CA; Division of
Hematology and Oncology, Mayo Clinic Arizona, Phoenix, AZ

Background: Pancreatic ductal adenocarcinoma (PDAC) is driven predominantly by oncogenic
KRAS signaling, yet prior attempts to target the MAPK pathway have been limited by toxicity
and emergence of resistance. Atebimetinib is a next-generation, deep cyclic inhibitor (DCI) of
MEK designed to achieve pulsatile pathway inhibition with improved tolerability. We report a
Phase 2a cohort evaluating atebimetinib in combination with modified gemcitabine/nab-
paclitaxel (mGnP) in the first-line treatment of advanced or metastatic PDAC
(NCT05585320). Methods: In this multicenter, open-label, nonrandomized Phase 2a study,
patients with previously untreated advanced or metastatic PDAC were eligible for participation
and were treated with orally administered atebimetinib daily in combination with mGnP
(modification: every other week dosing). The primary endpoint was objective response rate
(ORR) per investigator assessment using RECIST 1.1 criteria in response-evaluable patients. The
cohort was powered (~80%, one sided alpha 0.05) using an optimal Simon’s 2-stage design.
Results: Fifty-five patients were enrolled and treated with 320 mg atebimetinib daily + mGnP.
ECOG performance status was 0-1(100%); median age was 68 years (range 42-85 years), 62%
were =65 years, and 55% were male. No grade 5 treatment-related adverse events (AE) were
observed. No AE related to atebimetinib were higher than grade 3. Grade 3 AE related to
atebimetinib occurred in 29% of participants, with the most frequent being rash (5%), ALT
increased (5%), and AST increased (5%). Among the 50 response-evaluable patients, best
overall response (BOR) achieved were 21 PR, 21 SD, 7 PD, 1 NE. The ORR was 42%, and DCR was
84.%. With a median follow-up of 10.4 months (data cutoff Jan 7, 2026), 6- and 9-month 0S
rates were 88% and 79%, respectively; median PFS was 8.3 months and median OS was not
reached. Conclusions: Atebimetinib in combination with mGnP demonstrated favorable safety
and promising efficacy compared to historic standard-of-care (SoC) GnP.* A phase 3 registra-
tional trial is planned to start in mid-2026 for evaluation of atebimetinib + mGnP versus SoC
GnP. 1. Von Hoff DD, Ervin T, Arena FP, et al. Increased survival in pancreatic cancer with nab-
paclitaxel plus gemcitabine. N EnglJ Med. 2013;369(18):1691-1703. d0i:10.1056/NEJMo0a1304369
(PMID: 24131140). Clinical trial information: NCT05585320. Research Sponsor: None.
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Nilvanstomig (ZG005), an anti-PD-1/TIGIT bispecific antibody, plus bevacizumab
vs. sintilimab plus bevacizumab biosimilar as first-line therapy for advanced he-
patocellular carcinoma: A randomized, multi-center, phase Il trial.

Hong Wu, Lianxin Liu, Sulai Liu, Xiaoli Chai, Jie Qiu, Yangiao Zhang, Yu Zhang, Guicheng Wu, Yongyi Zeng, Junye Wang, Yong Zha, Bing Huang, Feixiang Wu, Jun Zheng,
Yinghua Lan, Binhua Lv, Liging Wu, Ruirui Xu, Anlan Zhang, Andrew X. Zhu; Department of General Surgery/Liver Transplant Center, West China Hospital, Sichuan
University, Chengdu, China; The First Affiliated Hospital of the University of Science and Technology of China/Anhui Provincial Hospital, Hefei, China; Hunan Provincial
People’s Hospital, Hunan, China; ChangSha TaiHe Hospital, Changsha, Hunan, China; The Second Hospital of Nanjing, Medical School of Nanjing University, Nanjing, China;
Department of Gastrointestinal Medical Oncology, Harbin Medical University Cancer Hospital, Harbin, China; Department of Hepatobiliary and Pancreas Surgery, Sichuan
Provincial People’s Hospital, University of Electronic Science and Technology of China, Chengdu, China; Chongging University Three Gorges Hospital, Wanzhou, China;
Mengchao Liver & Gallbladder Hospital of Fujian Medical University, Fujian, China; Department of Oncology, The Affiliated Hospital of Jining Medical College, Jining, China;
Department of Hepatobiliary Pancreatic Surgery, Yunnan Cancer Hospital, Yunnan, China; Hunan Provincial Cancer Hospital, Hunan, China; Guangxi Medical University
Cancer Hospital, Nanning, China; Yichang Central People’s Hospital, Yichang, China; The Second Affiliated Hospital of Chongging Medical University, Chongging, China;
Zelgen, Shanghai, China; Suzhou Zelgen Biopharmaceuticals Co., Ltd., Suzhou, China; Suzhou Zelgen Biopharmaceuticals Co.,Ltd., Shanghai, China

Background: Checkpoint inhibitors combined with anti-angiogenic therapy represents one of
the standard first-line therapies for advanced hepatocellular carcinoma (aHCC). Nilvanstomig
(ZGoo5) is a recombinant humanized anti-PD-1/TIGIT bispecific antibody. By blocking both
pathways, it can synergistically activate T cells and enhance the anti-tumor activity of NK cells.
This study evaluated ZGoo5 plus bevacizumab vs. sintilimab plus IBI305 (a bevacizumab
biosimilar) as first-line therapy for aHCC. Methods: In this randomized, open-label, multi-
center, phase 2 trial conducted in China, patients with aHCC who had not previously received
systemic treatment were randomly assigned (1:1:1) to receive ZG005 10 mg/kg plus bevacizu-
mab 15 mg/kg (Arm A); ZGoo5 20 mg/kg plus bevacizumab 15 mg/kg (Arm B); or sintilimab
200 mg plus IBI305 15 mg/kg (Arm C). All treatments were administered intravenously every
3 weeks until disease progression or unacceptable toxicity. Randomization was stratified by
baseline AFP level ( < 400 vs. =400 ng/mL), macrovascular invasion or extrahepatic metastasis
(presence vs. absence). The primary endpoint was IRC-assessed PFS per RECIST v1.1, with key
secondary endpoints including PFS per mRECIST, ORR and DCR by both criteria, and OS.
Results: As of the data cutoff (Nov 25, 2025), 95 patients were enrolled and received at least
one dose of treatment (Arm A, n = 31; Arm B, n = 32; Arm C, n = 32). Baseline characteristics were
well-balanced across the treatment arms. For all patients enrolled, the median age was 61 years
(range, 37-75), with 85.3% of patients being male. Disease characteristics included BCLC stage
B (28.4%) or C (71.6%), Child-Pugh score A5 (83.2%) or A6 (16.8%), baseline AFP =400 ng/mL
in 45.3% of patients, and HBV positivity in 73.7%. Macrovascular invasion and/or extrahepatic
metastasis were present in 71.6% (68/95) of patients. With a median follow-up of about
5 months, the IRC-assessed ORR was 32.3% in Arm A, 37.5% in Arm B, and 25.0% in Arm C
per RECIST v1.1; the corresponding ORRs per mRECIST were 54.8%, 50.0%, and 34.4%. The
IRC-assessed median PFS per RECIST v1.1 was not reached in Arm A or B, compared with
5.8 months in Arm C (Arm A vs. C: HR 0.40, 95% CI 0.15-1.05; Arm Bvs. C: HR 0.28, 95% CI 0.10-
0.79). The safety profiles were comparable across the three arms. No grade =3 hemorrhagic
adverse events were reported in either Arm A or B. Conclusions: The combination of ZGoo5 and
bevacizumab as first-line treatment in patients with aHCC demonstrated an early encouraging
efficacy with an acceptable safety profile. Higher response rates and prolonged PFS were
observed with the ZGoo5-based regimens. Longer follow up of the current study and future
phase 3 trials are warranted to validate the efficacy and safety of ZGoo5 in combination with
bevacizumab in aHCC. Clinical trial information: NCT06558227. Research Sponsor: Suzhou
Zelgen Biopharmaceuticals Co.,Ltd.
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Tegavivint, a downstream Wnt/B-catenin inhibitor: Dose-finding results from a
phase 1/2 trial in advanced hepatocellular carcinoma (aHCC).

David Hsieh, Eric Xueyu Chen, Joseph Wang Franses, Lynn G. Feun, Zishuo lan Hu, Gentry Teng King, Jimmy J. Hwang, David D. Stenehjem, Casey Cunningham, Daneng Li;
Gastrointestinal Medical Oncology, UT Southwestern Medical Center, Dallas, TX; Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre, Toronto,
ON, Canada; University of Chicago Medicine Comprehensive Cancer Center, Chicago, IL; Sylvester Comprehensive Cancer Center, University of Miami, Miami, FL;
Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; University of Washington Fred Hutchinson Cancer
Center, Seattle, WA; Levine Cancer Institute, Atrium Health, Charlotte, NC; University of Minnesota Department of Pharmacy Practice and Pharmaceutical Sciences, Duluth,
MN; Iterion Therapeutics, Houston, TX; Department of Medical Oncology and Therapeutics Research, City of Hope Comprehensive Cancer Center, Duarte, CA

Background: Wnt/g-catenin pathway activation is a hallmark of many cancers, with Wnt
pathway mutations (WPMs) present in ~40% of advanced HCC (aHCC). Tegavivint is a first-
in-class small-molecule inhibitor of TBL1, a transcriptional co-factor required for nuclear
B-catenin—dependent oncogenic gene expression. Binding of TBL1 by tegavivint disrupts the
TBL1/B-catenin complex, resulting in selective degradation of nuclear g-catenin while pre-
serving cytoplasmic and membrane-bound g-catenin functions associated with normal tissue
homeostasis. This mechanism inhibits Wnt-driven oncogenicity while avoiding toxicities
observed with upstream Wnt inhibitors. Here, we report dose-finding results from an ongoing
phase 1/2 study of tegavivint in aHCC (NCT05797805). Methods: This multicenter, open-label
phase 1/2 study employs a 3+3 dose-escalation design with backfill, followed by dose optimi-
zation. Eligible patients (pts) had aHCC previously treated with =1 systemic therapy, BCLC stage
C or B disease not amenable to locoregional therapy, and Child-Pugh class A or B (score = 7).
WPM status was assessed by liquid biopsy. Tegavivint was administered intravenously once
weekly. Primary objectives were safety and tolerability; secondary objectives included prelim-
inary efficacy and PK/PD. Results: As of 21 Jan 2026, 39 pts were enrolled (median age 68 years
[range 34—84]); 28 had WPMs, and the median number of prior systemic therapies was 2 (range
1-6). Pts were treated across four dose levels (3—8 mg/kg), demonstrating dose-proportional
increases in exposure. At 8 mg/kg, 2 of 5 pts experienced Grade 3 anemia within the DLT
window, establishing 3—6.5 mg/kg as the recommended dose range (RDR). Across all doses, the
most common (all grade/grade = 3; n/n) TRAEs were fatigue (9/0), hyperbilirubinemia (7/4;
isolated, asymptomatic and reversible), anemia (5/5; reversible), myalgia (4/0), and decreased
appetite (4/0). Among WPM pts evaluable for efficacy within the RDR (n = 18), those with < 3
previous lines of therapy (n = 9) achieved an overall response rate (ORR) of 22%, disease control
rate (DCR) of 89%, and median progression-free survival (mPFS) of 8 mo, compared with 0%
ORR, 56% DCR, and 4 mo mPFS in pts treated in later lines (n = 9). No significant clinical benefit
was observed in pts without WPMs. Pts remaining on treatment for = 4 months (n = 9)
demonstrated concordant improvements in liver enzymes, alpha-fetoprotein, platelet counts,
and/or ctDNA variant allele frequency. Conclusions: Tegavivint is the first Wnt/g-catenin
inhibitor to demonstrate monotherapy clinical activity and a manageable safety profile in
heavily pretreated aHCC pts with WPMs. Observed partial responses, durable disease control,
and on-target PD effects in 2L and 3L pts support further development of tegavivint as a
monotherapy or in combination with other treatments for this population. Clinical trial in-
formation: NCT05797805. Research Sponsor: Iterion Therapeutics.
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A phase Ib/Il trial of first-line trastuzumab, nivolumab, gemcitabine, and cisplatin in
HER2-positive biliary tract cancer (HERBOT): A multi-institutional study from the
Korean Cancer Study Group.

Choong-kun Lee, Taek Chung, Il Hwan Kim, Hong Jae Chon, Jin Won Kim, Se Jun Park, Bae Woo Kyun, Jung Hun Kang, Changhoon Yoo, Dong-Hoe Koo, Sora Kang,
Jung Yong Hong, Ju Won Kim, Ji-Hyang Lee, Chang Ho Ahn, Chang Gon Kim, Hye Jin Choi; Division of Medical Oncology, Department of Internal Medicine, Yonsei Cancer
Center, Yonsei University College of Medicine, Seoul, South Korea; Department of Pathology, Yonsei University College of Medicine, Seoul, South Korea; Division of
Oncology, Department of Internal Medicine, Inje University College of Medicine, Haeundae Paik Hospital, Busan, South Korea; Department of Medical Oncology, CHA
Bundang Medical Center, CHA University School of Medicine, Seongnam, South Korea; Seoul National University Bundang Hospital, Seoul National University College of
Medicine, Seongnam, South Korea; Division of Medical Oncology, Department of Internal Medicine, Seoul St. Mary's Hospital, College of Medicine, The Catholic University of
Korea, Seoul, South Korea; Chonnam National University Hwasun Hospital, Hwasun, South Korea; Gyeongsang National University, School of Medicine, Jinju-Si, South
Korea; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Division of Hematology/Oncology, Department of
Internal Medicine, Kangbuk Samsung Hospital, Sungkyunkwan University School of Medicine, Seoul, South Korea; Division of Hemato-Oncology, Department of Internal
Medicine, Chungnam National University Hospital, Daejeon, South Korea; Samsung Medical Center, Seoul, South Korea; Korea University Anam Hospital, Seoul, South
Korea; Lunit Inc., Seoul, South Korea; Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Division of Medical Oncology,
Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seodaemun-Gu, South Korea

Background: Several phase II trials support HER?2 as a promising actionable target in advanced
biliary tract cancers (BTCs). However, the efficacy of adding anti-HER2 therapy to the current
first-line standard-of-care (ICI plus gemcitabine/cisplatin [GemCis]) remains unknown. We
report the results of the HERBOT trial evaluating this quadruplet combination. Methods: This
multi-institutional, open-label, phase Ib/II study (KCSG-HB23-05; NCT05749900) enrolled
treatment-naive pts with locally advanced/unresectable or metastatic, HER2-positive BTC
(defined as centrally confirmed HER2 IHC3+, or IHC2+/ISH+, or ERBB2 gene copy number =6.0
by NGS). Pts received trastuzumab 6mg/kg (after 8mg/kg load) D1, nivolumab 360mg D1,
cisplatin 25mg/m? D1,8, and gemcitabine 1000mg/m? (dose level 0) or 800mg/m? (dose level
-1) D1,8 every 3 weeks. The primary endpoints were recommended phase II dose (RP2D, phase
Ib) and ORR per RECIST vi1.1 (phase II). Secondary endpoints included PFS, DCR, OS, safety.
Exploratory biomarker analyses included AI-powered whole-slide image (WSI) profiling of
HER2 expression and immune phenotype assessment. Results: Dose level 0 was established as
RP2D with no DLT. Among total of 40 pts, 29 (72.5%) had gallbladder cancer and 26 (62.5%)
were HER2 IHC 3+. The primary endpoint was met with an ORR of 55% (95%CI: 38.5 — 70.7; 1CR,
21 PR) and a DCR of 95% (95%CI: 83.5 — 99.4); median duration of response was 12.6 months
(95%CI: 5.7 — NR). With a median follow-up of 17.0 months, median PFS was 10.6 months (95%
CI: 7.8 — 17.4) and median OS was not yet reached. Three pts (7.5%) underwent curative-intent
conversion surgery. Pts with HER2 IHC 3+ showed a numerically longer PFS compared to IHC
2+/ISH+ (17.4 vs 9.7 months; HR 0.46, 95%CI: 0.20 — 1.07). Common grade =3 treatment-
related adverse events (TRAEs) included neutropenia (57.5%), anemia (30.0%), and throm-
bocytopenia (22.5 %). A grade 2 decreased ejection fraction occurred in 1 pt (2.5%); no grade =3
immune-related AEs were observed. Al-based WSI analyses revealed that =10% HER?2 3+ tumor
cells proportion was associated with higher ORR (80% vs 36.4%, P = 0.009) and numerically
superior PFS (17.4 vs 9.1 months; HR 0.54, 95%CI: 0.23 — 1.28). Pts with inflamed immune
phenotype (n = 4) showed durable responses (ORR 75%; mPFS and mOS NR). Conclusions: The
HERBOT trial demonstrates that adding trastuzumab to first-line ICI plus GemCis provides
robust antitumor activity and manageable safety in HER2-positive BTC. This study is the first to
report the efficacy of a HER2-targeted quadruplet regimen in the first-line setting, providing
strong clinical rationale for integrating HER2-targeted strategies into first-line treatment and
complementing ongoing global phase III trials in this molecularly defined subgroup. Clinical
trial information: NCT05749900. Research Sponsor: Korean Cancer Study Group; Boryung
Corp; ONO/BMS.
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Pemigatinib for untreated unresectable/metastatic cholangiocarcinoma (mCCA)
with fibroblast growth factor receptor-2 (FGFR2) rearrangement: Phase 3 FIGHT-
302 results.

Tanios S. Bekaii-Saab, Davide Melisi, Johanna Wilmink, Carlo Garufi, Nguyen H. Tran, Giampaolo Tortora, Filippo De Braud, Jan-Erik Frodin, Sara Lonardi, Emily Lin,
Hani M. Babiker, Bruce Shih-Li Lin, Lorenzo Fornaro, Andrés J. Mufioz Martin, Sonia loannidis, Aidan Gilmartin, John Edward Janik, Yufei Guo, Lorenza Rimassa,
Arndt Vogel; Division of Hematology/Oncology Mayo Clinic Arizona, Phoenix, AZ; University of Verona, Verona, Italy; Amsterdam UMC, Amsterdam, Netherlands; Azienda
Ospedaliera San Camillo-Forlanini, Roma, Italy; Mayo Clinic Florida, Jacksonville, FL; Fondazione Policlinico Universitario A. Gemelli, IRCCS, Rome, Italy; Istituto Nazionale
Tumori, Milan, Italy; Karolinska University Hospital, Stockholm, Sweden; Veneto Institute of Oncology I0V-IRCCS, Padua, Italy; Providence Cancer Institute, Portland, OR;
Division of Hematology Oncology, Mayo Clinic Florida, Jacksonville, FL; Virginia Mason Medical Center, Seattle, WA; Department of Medical Oncology 2, Azienda
Ospedaliera Universitaria Pisana, Pisa, Italy; Hospital General Universitario Gregorio Marafion, Madrid, Spain; Incyte Biosciences International Sarl, Morges, Switzerland;
Incyte Corporation, Wilmington, DE; Department of Biomedical Sciences, Humanitas University, Pieve Emanuele, Milan, Italy; Medizinische Hochschule Hannover,
Hannover, Germany

Background: First-line mCCA treatment is chemotherapy and immunotherapy. Based on the
phase 2 FIGHT-202 trial, pemigatinib was the first FGFR1-3 inhibitor approved in second line
and beyond for mCCA with FGFR2 rearrangement. Results from the phase 3, randomized, global
FIGHT-302 trial evaluating pemigatinib as first-line therapy are reported here (NCT03656536).
Methods: Patients (pts) aged =18 y with previously untreated mCCA with FGFR2 rearrangement
were randomized 1:1 to receive oral pemigatinib (13.5 mg once daily g21) or intravenous
chemotherapy (1000 mg/m? gemcitabine + 25 mg/m? cisplatin d1,8 g21 <8 cycles) stratified
by previous receipt of 1 chemotherapy cycle, geographic region, and tumor burden. Pemigatinib
crossover was allowed for control arm pts progressing on chemotherapy. Primary end point was
progression-free survival (PFS). Secondary efficacy, safety, and exploratory end points were
also analyzed. Results: After prescreening >4000 pts, only 196 had FGFR2 rearrangement and
were screened; 167 were randomized to receive pemigatinib (n=83) or chemotherapy (n=84)
before closing the study early due to slow accrual. Baseline characteristics and demographics
were similar between arms. Median PFS (mPFS) with pemigatinib versus chemotherapy was 8.3
versus 6.8 mo, respectively (hazard ratio [95% CI], 0.58 [0.39-0.87]; nominal P=.0078);
secondary efficacy endpoints generally supported primary results (Table). Median OS was
similar, although these results are confounded by FGFR inhibitor administration as second-
line treatment. In the crossover group (n=42, second-line pemigatinib), mPFS was 8.1 mo.
Safety was consistent with previous results (Table). Exploratory analyses of genetic co-
alterations associated with treatment response will be presented. Conclusions: FIGHT-302
was the first phase 3 trial of a targeted therapy for untreated mCCA. Pemigatinb demonstrated
superior activity and prolonged mPFS compared with first-line chemotherapy. The results
confirm the current management paradigm of pemigatinib administration after disease pro-
gression on chemotherapy. Clinical trial information: NCT03656536. Research Sponsor: Incyte
Corporation; N/A.

Pemigatinib Gemcitabine + cisplatin
mPFS (95% CI), mo® 8.3 (6.5-12.2) 6.8 (6.1-8.3)
Objective response rate, n/N (%)? 39/83 (47) 13/84 (15.5)
Median duration of response (95% Cl), mo? 14.2 (8.7-24.7) 6.3 (4.3-not estimable)
Median overall survival (95% CI)*®, mo 24.4 (18.6-35.9) 25.0 (18.7-34.2)
Treatment related TEAEs, n/N° (%) 80/83 (96) 70/73 (96)
Serious TEAEs, n/N (%)>4 23/83 (28) 17/73 (23)
Grade >3 TEAES, n/N (%)° 65/83 (78) 49/73 (67)
TEAEs leading to treatment discontinuation, n/N (%)° 5/83 (6) 8/73 (11)

Fatal TEAE, n/N (%)%4 3/83 (4) 0

2All randomized pts.

bInterpretation limited by second-line treatment with FGFR inhibitor in gemcitabine + cisplatin arm.
°Pts who received =1 study dose.

9None deemed treatment related.
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H&E 2.0: Artificial intelligence—driven prediction of N256-glycosylated CEACAMS5/6
expression in esophageal and gastric adenocarcinomas.

Felicia Wee, Zhen Wei Neo, Rachel Elizabeth Ann Fincham, Ruisi Li, Timothy Obi Wang, Craig Ryan Joseph, Bong Hwa Gan, Veronica Diermayr, Daniel Shao-Weng Tan,
Joe Yeong; Institute of Molecular and Cell Biology (IMCB), Agency for Science, Technology and Research (A*STAR), Singapore, Singapore; Department of Anatomical
Pathology, Singapore General Hospital, Singapore, Singapore; Experimental Drug Development Centre (EDDC), Singapore, Singapore; EDDC; A*STAR, Agency for Science,
Technology and Research, Singapore, Singapore; National Cancer Centre Singapore and Duke-NUS Medical Centre, Singapore, Singapore; Institute of Molecular and Cell
Biology (IMCB), Agency for Science, Technology and Research (A*STAR), Republic of Singapore, Singapore, Singapore

Background: The antibody-drug conjugate (ADC) EBC-129 has shown promising clinical re-
sponses in a Phase 1A/B trial, where higher H-scores correlate with responses, slated to start
Phase 2. It specifically targets N256-glycosylated CEACAM5/6, highly expressed on solid
tumours, including gastro-oesophageal adenocarcinomas. Recent advances in deep learning
enabled the extraction of morphological features from stained pathological images to predict
protein expression from haematoxylin and eosin (H&E) images. We investigated the feasibility
of training deep learning models on H&E images of gastro-oesophageal carcinomas and
assessed the models’ ability to predict EBC-129 antigen (Ag) expression directly from H&E
images. Methods: H&E and immunohistochemistry (IHC) images from same sections of
oesophageal and gastric adenocarcinoma TMA tissues (n = 103 cores) were acquired at the
same magnification. Tumour and EBC-positive areas were annotated in FIJI, with images pre-
processed in Python to obtain 112x112-pixel H&E image patches. Cell patches with tumour*EBC*
labels were classified positive while patches with all other labels were classified negative. Six
cores were held-out for testing while class balancing was conducted for the remaining 97 cores,
where image patches were split 80:20 for training and validation respectively. Deep learning
prediction of Ag was tested using two model architectures (DenseNet121and ResNet50 - with no
pre-trained weights) employing k-fold cross validation (k = 5). Performance metrics were
recorded for the best model of each split, with mean and standard deviation values tabulated
across 5 splits to determine the best performing model architecture family, followed by core-
level metrics to determine the best performing individual model. Results: Feasibility and
predictive potential of deep learning models was demonstrated, with superior performance
metrics exhibited by the DenseNet121 model. It outperformed ResNet50 across all metrics for
the combined held-out test set: AUC (0.796 * 0.092 vs 0.748 * 0.105), balanced accuracy (0.727
+ 0.075 Vs 0.664 * 0.100), F1 score (0.756 + 0.059 Vs 0.742 = 0.070) and AUPRC (0.426 = 0.132
VS 0.404 = 0.157). Friedman test and post-hoc Conover’s test revealed significant (p < 0.05)
differences in metrics amongst the 10 models, where subsequent rank sum of mean metric
values showed that DenseNet121 fold2__epocho9 performed best across the held-out test cores,
displaying robustness and generalisability. Conclusions: There is potential of deep learning
models to predict EBC-129 Ag expression from H&E images and suggest possible triaging of
patients suitable for treatment. Immediate next steps include examining virtual stain plots for
comparison to ground truth IHC images. Future work will extend to pancreatic ductal adeno-
carcinoma, building on encouraging findings from the Phase 1 trial. Research Sponsor: Singa-
pore  National Medical Research  Council; OFLCG23may-0039,0FLCG24MAY-
0028,0FLCG24may-0025,CIAINV25jan-0001,MOH-001067, MOH-001610-00; A*STAR GAP
Funding; 124D1AG059; Industry Alignment Fund-Industry Collaboration Fund; 12001E0065.
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A machine learning algorithm for optimizing treatment selection for patients with up
to three hepatocellular carcinomas measuring < 3 cm.

Takashi Kokudo, Yasuhide Yamada, Yoshinari Asaoka, Ryosuke Tateishi, Kiyoshi Hasegawa, Yoshinori Kabeya, Sumito Yoshida, Yuma Nakamura, Kengo Yoshimitsu,
Hirohisa Yano, Takamichi Murakami, Takumi Fukumoto, Etsuro Hatano, Mitsuo Shimada, Naoya Kato, Hiroko lijima, Masayuki Kurosaki, Michiie Sakamoto,
Masatoshi Kudo, Norihiro Kokudo; National Center for Global Health and Medicine, Tokyo, Japan; Teikyo University School of Medicine, Tokyo, Japan; Department of
Gastroenterology,Graduate School of Medicine, The University of Tokyo, Tokyo, Japan; Hepato-Biliary-Pancreatic Surgery Division, Department of Surgery, Tokyo
University, Tokyo, Japan; Healthcare & Life Sciences Services, IBM Japan, Ltd., Tokyo, Japan; Japan Medical Association Research Institute, Tokyo, Japan; Faculty of
Medicine, Fukuoka University, Fukuoka, Japan; Kurume University School of Medicine, Kurume, Japan; Kobe University Graduate School of Medicine, Kobe, Japan;
Department of Surgery, Kyoto University, Kyoto, Japan; Department of Surgery, Tokushima University, Tokushima, Japan; Department of Gastroenterology, Graduate
School of Medicine, Chiba University, Chiba, Japan; Hyogo Medical University, Nishinomiya, Japan; Department of Gastroenterology and Hepatology, Musashino Red Cross
Hospital, Musashino-Shi, Japan; Keio University School of Medicine, Tokyo, Japan; Department of Gastroenterology and Hepatology, Faculty of Medicine, Kindai University,
Osaka, Japan

Background: Liver resection (LR) and radiofrequency ablation (RFA) are recommended for
patients with early-stage hepatocellular carcinoma (HCC) with three nodules measuring <3 cm
and preserved liver function. This study aimed to develop a predictive model to guide treatment
decisions based on survival outcomes. Methods: This study included 18,958 patients with up to
three HCCs measuring =3 cm from the nationwide survey of Japan. The Recurrent Deep Survival
Machines (RDSM) model was employed for deep survival analysis. We employed 10-fold cross-
validation, the concordance index (C-index), and overall survival (OS) to assess model per-
formance. Survival curves were compared using the log-rank test. To identify potential con-
founding factors, 1:1 propensity score matching (PSM) was performed. Results: Patients
undergoing LR demonstrated significantly longer OS than those receiving RFA (5-year survival
rate 81.4% vs. 73.1%; P < 0.005). The trained RDSM model achieved a C-index of 0.68. In the
deep learning (DL) model, patients undergoing recommended treatment demonstrated sig-
nificantly longer survival than those who did not (5-year survival rate 81.2% vs. 73.9%; P <
0.005; PSM, 81.9% vs. 76.7%; P < 0.005). The DL modeling recommended LR in 6,966 (84.5%)
patients undergoing RFA, especially those showing typical imaging patterns (early enhance-
ment and washout in the computed tomography images [85.9% vs. 61.7% and 84.1 vs.74.3%,
respectively]). Conclusions: DL modeling effectively helped treatment allocation for patients
with up to three HCCs measuring =<3 cm. Our study indicates the potential utilization of DL
modeling in the treatment allocation of patients with up to three HCCs measuring <3 cm.
Research Sponsor: Small Business Innovation Research.
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Multi-modal Al modeling to predict clinical trial outcomes and benchmarks pan-
RAS versus KRAS G12D inhibition in KRAS G12D-mutant PDAC.

Marc Robert de Massy, Jerome Caron, Jean Bouteiller, Anna-Rose Gryspeert, Lélia Polit, Rafal Pietrzak, Mateo Longarini, Cartry Jerome, Jacques RR Mathieu,
Sabrina Bedja, Alice Boileve, Michel Pierre Ducreux, Fanny Jaulin, Gustave Ronteix; Orakl Oncology, LE Kremlin-Bicetre, France; Orakl Oncology, Le Kremlin-Bicétre, France;
Gustave Roussy Cancer Campus, Villejuif, France; Gustave Roussy, Villejuif, France; Université Paris Saclay, Villejuif, France

Background: In pancreatic ductal adenocarcinoma (PDAC), uncertainty persists regarding the
optimal positioning of pan-RAS inhibitors, allele-specific KRAS inhibitors, and chemotherapy
backbones. While patient-derived organoids (PDOs) provide functional resolution of drug
response, their clinical utility has been limited by cohort size and insufficient validation against
trial outcomes. Methods: A biobank of 135 colorectal cancer (CRC) and PDAC PDOs was as-
sembled with matched clinical annotation, omics characterization, and functional drug pro-
filing. Multi-modal AI models integrating molecular features, PDO drug response, and clinical
covariates were trained to predict patient-level progression-free survival (PFS) and longitu-
dinal response, and to aggregate these predictions into cohort-level clinical trial outcomes.
Model performance was evaluated by benchmarking predicted outcomes against published
results across 22 treatment arms from multiple clinical trials. A pan-RAS inhibitor
(daraxonrasib), a KRAS G12D-directed inhibitor (zoldonrasib), and FOLFIRINOX (FFX) were
compared as single agents or in combination in a KRAS G12D-mutant PDAC subset (n = 23), with
external benchmarking to published clinical data. Results: The Al models demonstrated robust
predictive performance at both the patient and cohort levels. Patient-level predictions were
driven by functional PDO drug response and established clinical factors, including performance
status and prior treatment exposure. At the cohort level, predicted and published outcomes
showed good agreement (R2 = 0.63), with correct ranking of treatment arms by efficacy in 78%
of cases. In pairwise arm-to-arm comparisons, the model identified the superior regimen in
80% of comparisons. When applied to KRAS G12D-mutant PDAC, virtual clinical trial simu-
lations preserved the relative efficacy hierarchy observed in external datasets. Zoldonrasib
showed heterogeneous predicted activity (simulated ORR 20% vs reported 30%), whereas
daraxonrasib demonstrated more favorable predicted outcomes (simulated ORR 35% vs re-
ported 36%). Combination with FFX further improved predicted efficacy for zoldonrasib,
particularly in first-line simulations (simulated ORR 38% vs reported 63%). Conclusions:
Multi-modal AI modeling trained on clinically annotated PDO collections enables calibrated
simulation of clinical trial outcomes and comparative assessment of therapeutic strategies in
KRAS-mutant PDAC. By capturing patient-level heterogeneity and cohort-level efficacy trends,
this framework provides a scalable decision-support tool for arm selection, therapeutic po-
sitioning, and trial design in KRAS-directed drug development. Research Sponsor: Fondation
Jean-Jacques et Felicia Lopez-Loreta pour I’Excellence Académique; Banque Publique
d’Investissement.
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Benchmarking the KEYNOTE-811 standard of care using Al-reconstructed external
control arms in advanced gastric cancer.

Augustine Annan, Mei Yang, Lizheng Shi, Xiaoyan Wang; NouStarX, Westport, CT; Tulane University, New Orleans, LA

Background: Randomized controlled trials in rare cancers and biomarker-enriched popula-
tions face significant recruitment burdens. External control arms (ECA) derived from historical
Individual Patient Data (IPD) can mitigate these challenges, yet cross-trial heterogeneity often
confounds comparisons. This study evaluates the feasibility of an AI-powered pipeline to
reconstruct IPD from historical HER2+ advanced gastroesophageal adenocarcinoma trials
and validates the cohort against a modern standard-of-care benchmark (KEYNOTE-811).
Methods: An LLM-computer vision pipeline digitized KM curves from 10 historical trials
(2011-2022) and the KEYNOTE-811 control arm (2023). IPD was reconstructed using a modified
Guyot algorithm with risk-table guidance and least-squares optimization. Accuracy was val-
idated against published HR and median survival. A propensity score matched (PSM) analysis (1:
1 nearest-neighbor) compared the KEYNOTE-811 control arm (n=348) to historical controls
(n=395). Sensitivity analyses addressed geographic imbalance (34% vs. 95% Asian) and early-
period confounding via 3- and 6-month landmarking. Results: Technical validation demon-
strated high fidelity: median OS concordance was 100%, with a reconstructed-to-published OS
HR delta of only 0.01 (0.85 vs 0.84). The initial PSM suggested significantly worse outcomes for
the KEYNOTE-811 control (OS HR 1.69, p<0.0001). However, this discrepancy was primarily
driven by regional heterogeneity. After region-specific matching, OS HR stabilized at 1.13
(p=0.40). A 6-month landmark analysis further resolved early-period bias, achieving statistical
equivalence for OS (HR 1.26, p=0.057) and PFS (HR 0.97, p=0.84). Residual imbalances in ECOG
(SMD 0.25) and primary site (SMD 0.32) persisted but did not negate the trend toward equiv-
alence. Conclusions: AI-powered IPD reconstruction achieves high fidelity to original trial data.
While naive pooled ECAs may display era-specific survival artifacts, rigorous causal inference
frameworks can resolve cross-trial heterogeneity. This study confirms that Al-reconstructed
ECAs are viable tools for benchmarking novel therapies when paired with robust methodo-
logical guardrails for regional and baseline covariate alignment. Research Sponsor: None.

PSM sensitivity analyses with covariate balance.
Analysis OS HR (95% CI) PFS HR (95% CI) Pairs Key Imbalances (SMD >0.2)

Main PSM 1.69 (1.37-2.08) 1.30 (1.05-1.61) 217 Age (0.86), ECOG (0.42),
Fhk * Primary site (0.49), Region (0.65)

+ Geographic matching 1.13 (0.85-1.50) 0.87 (0.66-1.16) 119 ECOG (0.25), Primary site (0.32)
+ 3-month landmark  1.16 (0.93-1.45) 1.17 (0.93-1.48) 194/ ECOG (0.25), Primary site (0.32)
177
( ) ) 174/ ECOG (0.25), Primary site (0.32)
115

***p<0.001, *p<0.05; SMD = standardized mean difference; All other covariates SMD <0.2.

+ 6-month landmark  1.26 (0.99-1.60) 0.97 (0.73-1.30
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First-line (1L) trastuzumab deruxtecan (T-DXd)-based regimens in advanced
HER2-expressing gastric cancer (GC), gastroesophageal junction adenocarcinoma
(GEJA), or esophageal adenocarcinoma (EA): Safety results from DESTINY-
Gastric03 (DG-03) Part 2 arms D and F, and Part 4.

Yelena Y. Janjigian, Hirokazu Shoji, Anna Kowalczyk, Sun Young Rha, Filippo Pietrantonio, Kohei Shitara, Aitana Calvo Ferrandiz, Hanneke W.M. Van Laarhoven,
Tianshu Liu, Boguslawa Karaszewska, Keun-Wook Lee, Kathia Cristina Abdalla, Eric Xueyu Chen, Jamil Asselah, M. Luisa Limon, Megan Scott, Caron Lloyd, Eric Nwazue,
Roy Rabbie, Jeeyun Lee; Gastrointestinal Oncology, Memorial Sloan Kettering Cancer Center, New York, NY; Department of Gastrointestinal Medical Oncology, National
Cancer Center Hospital, Tokyo, Japan; Department of Oncology and Radiotherapy and Early Phase Clinical Trials Center, University Clinical Centre at Medical University of
Gdansk, Gdansk, Poland; Department of Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Medical Oncology
Department, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital
East, Kashiwa, Japan; Medical Oncology, Hospital General Universitario Gregorio Marafion, Madrid, Spain; Department of Medical Oncology, Amsterdam University Medical
Center, University of Amsterdam, Amsterdam, Netherlands; Department of Medical Oncology, Zhongshan Hospital Fudan University, Shanghai, China; Department of
Oncology, Regional Polyclinical Hospital in Konin, Konin, Poland; Department of Internal Medicine, Seoul National University College of Medicine, Seoul National University
Bundang Hospital, Seongnam, South Korea; Centro Integrado de Pesquisa (CIP), Hospital de Base de S3o José do Rio Preto, S3o José Do Rio Preto, Brazil; Division of
Medical Oncology and Hematology, Princess Margaret Cancer Center, University Health Network, Toronto, ON, Canada; Gerald Bronfman Department of Oncology, McGill
University Health Centre, Cedars Cancer Center, Montreal, QC, Canada; Medical Oncology Service, Virgen del Rocio University Hospital, Seville, Spain; Oncology Biometrics,
Oncology R&D, AstraZeneca, Cambridge, United Kingdom; Late Development Oncology, Oncology R&D, AstraZeneca, New York, NY; Late Development Oncology, Oncology
R&D, AstraZeneca, Gaithersburg, MD; Late Development Oncology, Oncology R&D, AstraZeneca, Cambridge, United Kingdom; Samsung Medical Center, Sungkyunkwan
University School of Medicine, Seoul, South Korea

Background: T-DXd 6.4 mg/kg monotherapy is approved in several countries for advanced HER2+
(IHC 3+ or IHC 2+/ISH+) GC/GEJA after an indicated HER2-directed regimen. Early data have shown
promising antitumor activity with 1L T-DXd + immunotherapy + chemotherapy for advanced HER2+
GCs. Here, we report an approximate time-matched analysis of safety results for DG-03 Part 2 arms D
and F, and Part 4. Methods: DG-03 (NCT04379596) is a Phase 1b/2, open-label, multipart trial. Part 2
(arms A-F) enrolled patients (pts) with previously untreated advanced HER2+ (IHC 3+ or IHC 2+/
ISH+) GC/GEJA/EA. Pts in arm D received T-DXd 6.4 mg/kg + pembrolizumab (pembro) + fluoropyr-
imidine (FP; 5-fluorouracil or capecitabine), and pts in arm F received T-DXd 5.4 mg/kg + pembro +
FP.In Part 4, pts with previously untreated advanced HER2-expressing (IHC 3+, IHC 2+/ISH+, IHC 2+/
ISH—, or IHC 1+) GC/GEJA/EA were enrolled and received T-DXd 5.4 mg/kg + rilvegostomig (rilve; a
monovalent, Fc-reduced, bispecific IgG1 antibody against PD-1 and TIGIT receptors) + FP. HER2
status was based on local testing. Secondary endpoints included frequency of adverse events (AEs) and
serious AEs. Results: As of Feb 15, 2023, Aug 19, 2024, and Oct 16, 2025, 43, 32, and 62 pts received
treatment (Tx) in Part 2 arm D, Part 2 arm F, and in Part 4, respectively. Median (range) total duration
of Tx for both T-DXd and pembro was 6.1 (0.5—13.3) months (mo) in Part 2 arm D, and 6.9 (0.7-10.3)
mo for T-DXd and 7.5 (0.7—10.3) mo for pembro in Part 2 arm F. Median (range) total duration of Tx
for both T-DXd and rilve was 6.5 (0.7—14.7) mo in Part 4. A summary of safety data is shown in the
Table. Drug-related adjudicated interstitial lung disease (ILD)/pneumonitis events occurred in 2 pts
(5%) in Part 2 arm D, no pts in Part 2 arm F, and 2 pts (3%) in Part 4. Conclusions: Results with T-DXd
(5.4 mg/kg)—based regimens were generally consistent with the known safety profiles of each agent;
no new signals were observed. Safety data support use of pembro/rilve as combination partners for T-
DXd (5.4 mg/kg) in advanced HER2-expressing GCs. Clinical trial information: NCT04379596.
Research Sponsor: AstraZeneca.

Part 2 arm D T-DXd Part 2 arm Part 4 T-DXd
6.4 mg/kg + pembro + F T-DXd 5.4 mg/kg + 5.4 mg/kg +
n (%) FP (n=43) pembro + FP (n=32)  rilve + FP (n=62)
AEs 43 (100) 31 (97) 60 (97)
Drug-related AEs* 40 (93) 27 (84) 55 (89)
Grade >3 AEs 38 (88) 15 (47) 31 (50)
Drug-related Grade >3 AEs* 33 (77) 11 (34) 24 (39)
Serious AEs 25 (58) 12 (38) 22 (36)
Drug-related serious AEs* 19 (44) 5(16) 12 (19)
AEs leading to discontinuation 16 (37) 7 (22) 7(17)
of any IP
Drug-related AEs leading 49" 0 12
to death

*Assessed by the investigator as possibly related to any investigational product (IP); TILD/pneumonitis
n=2), respiratory failure due to pneumonitis/pneumocytis jirovecii infection (n=1), febrile neutropenia
n=1); *pneumonia.
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Sonesitatug vedotin (Sone-Ve) monotherapy in patients (pts) with claudin 18.2-
positive (CLDN18.2+) advanced or metastatic gastric or gastroesophageal junction
(GEJ) cancers: Data from CLARITY-PanTumor01.

Kohei Shitara, Kensei Yamaguchi, Hirokazu Shoji, Jeeyun Lee, Min-Hee Ryu, Morteza Aghmesheh, Eduardo Teran-Brage, Yelena Y. Janjigian, Elena Elimova,

Thomas Holden, Philip Szekeres, Kun Yu, Kenneth Thress, Laura Barker, Makoto Origuchi, Giuseppe Galletti, Jorge Martinez, Alexander G. Raufi; National Cancer Center
Hospital East, Kashiwa, Japan; Department of Gastroenterological Chemotherapy, Cancer Institute Hospital of the Japanese Foundation for Cancer Research, Tokyo,
Japan; Department of Gastrointestinal Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Medicine, Division of Hematology-Oncology,
Samsung Medical Center, Sungkyunkwan University, Seoul, South Korea; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul,
South Korea; Medical Oncology Department, Prince of Wales Hospital and University of New South Wales, Sydney, NSW, Australia; Gastrointestinal Cancer Unit, Vall
d'Hebron University Hospital, Barcelona, Spain; Memorial Sloan Kettering Cancer Center and Weill Cornell Medical College, New York, NY; Princess Margaret Cancer Centre,
Toronto, ON, Canada; Department of Medicine, Stanford University School of Medicine, Stanford, CA; Early Oncology Clinical, Oncology R&D, AstraZeneca, Cambridge,
United Kingdom; Oncology Data Science & Al, Oncology R&D, AstraZeneca, Waltham, MA; Translational Medicine, Oncology R&D, AstraZeneca, Waltham, MA; Early
Oncology Statistics, Oncology R&D, AstraZeneca, Cambridge, United Kingdom; Early Oncology Clinical, Oncology R&D, AstraZeneca, Waltham, MA; Early Oncology Clinical,
Oncology R&D, AstraZeneca, New York, NY; Early Oncology Clinical, Oncology R&D, AstraZeneca, Barcelona, Spain; Brown University Health Cancer Institute, Providence, RI

Background: Sone-Ve (AZD0901), an antibody-drug conjugate comprising an anti-CLDN18.2
antibody and monomethyl auristatin E, showed promising antitumor activity and a manageable
safety profile in pts with advanced or metastatic gastric/GE] cancers in the first-in-human
study conducted in China. Methods: CLARITY-PanTumoro1 is an ongoing, global, phase 2 study
(NCT06219941) evaluating Sone-Ve in gastric/GEJ cancers, PDAC, and BTC outside of China.
Here we report data for pts with CLDN18.2+ advanced or metastatic gastric/GEJ cancers and =2
lines of prior systemic therapy (substudy 1) receiving Sone-Ve 2.2 mg/kg IV Q3W (pts ran-
domized to 1.8 mg/kg are not reported). Primary endpoints were safety and objective response
rate (ORR; 30 pts were selected to estimate ORR; lack of efficacy is concluded if <6 confirmed
responses). Secondary endpoints included duration of response (DoR) and progression-free
survival (PFS). Molecular responses (MRs) based on circulating tumor DNA (ctDNA) were
evaluated. Results: As of Oct 31, 2025, 67 pts received Sone-Ve 2.2 mg/kg, including 30, 31,
and 6 pts from the randomized (RC), paired biopsy (PBC), and Japanese safety (JSC) cohorts,
respectively. All pts had adverse events (AEs; grade =3 in 34.3% overall, 36.7% of the RC, and
35.5% of the PBC). The most common grade =3 AEs were neutrophil count decreased (7.5%),
anemia (7.5%), vomiting (6.0%), and nausea (6.0%). Dose reductions were most commonly
due to gastrointestinal (GI) AEs and occurred in 40.3% of pts overall, 56.7% of the RC, and
19.4% of the PBC (adoption of a 4-drug antiemetic regimen improved GI tolerability in the PBC).
The ORR was 28.4% (95% CI: 18.0—40.7). Median DoR has not yet been reached. Additional data
are in the Table. Among evaluable pts, 58.6% (17/29) had sufficient baseline ctDNA levels to
enable MR analysis; of these, 10 (58.8%) had at least a partial MR (>50% ctDNA reduction)
within 2 cycles of Sone-Ve initiation. Conclusions: Sone-Ve 2.2 mg/kg demonstrated clinically
meaningful efficacy and a manageable safety profile consistent with the first-in-human study.
ctDNA MRs were observed in over half the evaluable pts. Clinical trial information:
NCT06219941. Research Sponsor: AstraZeneca.

RC PBC Total*
(n=30) (n=31) (n=67)
ORR, % (95% CI)* 26.7 (12.3-45.9) 29.0 (14.2-48.0) 28.4 (18.0-40.7)
Best overall response, n (%)"
Complete response 2 (6.7) 1(3.2) 3 (4.5)
Partial response 6 (20.0) 8 (25.8) 16 (23.9)
Stable disease 14 (46.7) 18 (58.1) 35 (52.2)
Progressive disease 7 (23.3) 4(12.9) 12 (17.9)
Not evaluable . 0 .
6-m$nth response rate, % (95% CI) 87.5 (38.7-98.1) NC (NC-NC) 71.9 (39.2-89.1)
PFS
Events, n/N (%) 22/31 (71.0) 19/31 (61.3) 47/68 (69.1)
Median, months (95% CI) 4.2 (2.9-8.6) 3.1 (2.8-5.5) 4.2 (3.0-7.0)
6-month, % (95% CI) 44.8 (26.5-61.6) 30.3 (13.3-49.3) 39.9 (27.7-51.9)

NC, not calculable.
*Includes the JSC.
TInvestigator-assessed per RECIST v1.1.
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An open-label phase Ib/Il study of trastuzumab deruxtecan combined with nivo-
lumab and CAPOX in patients with HER2-low gastroesophageal adenocarcinoma
(EPOC2203).

Yu Aoki, Izuma Nakayama, Masashi Wakabayashi, Hiroki Hara, Mitsuhiro Furuta, Shota Fukuoka, Hirokazu Shoji, Keiko Minashi, Yu Komura, Takashi Ikeno, Akihiro Sato,
Nozomu Fuse, Naoya Sakamoto, Takeshi Kuwata, Takeo Fujita, Takahiro Kinoshita, Kohei Shitara; Department of Gastroenterology and Gastrointestinal Oncology, National
Cancer Center Hospital East, Kashiwa, Japan; Department of Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Clinical Research Support
Office, National Cancer Center Hospital East, Kashiwa, Japan; Department of Gastroenterology, Saitama Prefecture Cancer Center, Saitama, Kitaadachi District, Japan;
Division of Molecular Pathology, Kanagawa Cancer Center, Yokohama-Shi Asahi-Ku, Japan; Department of Gastroenterological Chemotherapy, Cancer Institute Hospital of
the Japanese Foundation for Cancer Research, Tokyo, Japan; Department of Gastrointestinal Medical Oncology, National Cancer Center Hospital, Tokyo, Japan;
Department of Gastroenterology, Chiba Cancer Center, Chiba, Japan; Division of Pathology, National Cancer Center Exploratory Oncology Research & Clinical Trial Center,
National Cancer Center, Kashiwa, Japan; Department of Genetic Medicine and Services, National Cancer Center Hospital East, Kashiwa, Japan; Department of Esophageal
Surgery, National Cancer Center Hospital East, Kashiwa, Japan; Department of Gastric Surgery, National Cancer Center Hospital East, Tokyo, Japan; National Cancer Center
Hospital East, Kashiwa, Japan

Background: Trastuzumab deruxtecan (T-DXd) is standard of care for previously treated
patients with HER2-positive metastatic gastroesophageal adenocarcinoma (mGEA) with ex-
ploratory analyses of the DESTINY-Gastrico1 trial suggested activity in HER2-low (IHC 1+/2+
ISH-negative) disease and preclinical synergy with anti-PD-1 therapy. Methods: EPOC2203
(jRCT2031230477) is a prospective, multicenter, phase Ib/II study evaluating first-line T-DXd
combined with nivolumab and CAPOX in HER2-low mGEA. Patients received T-DXd (5.4 or 4.4
mg/kg, day1) in combination with nivolumab (360mg/body, day1) and CAPOX (capecitabine
750 mg/m? twice daily on days 1-14; oxaliplatin 70 mg/m? on day 1) every 3 weeks. The primary
endpoints were DLT rate to determine RP2D in phase Ib and ORR in phase II. Assuming a
threshold ORR of 58% and an expected ORR of 80%, 28 patients in the full analysis set (FAS)
treated at the RP2D were planned (one-sided o = 0.10; power = 80%). Results: A total of 30
patients were enrolled. The median age was 59 years; 83.3% had HER2 IHC 1+ disease, 63.3%
had gastric primary, and 96.7% had PD-L1 CPS =1. Two DLTSs, both febrile neutropenia,
occurred at T-DXd 5.4 mg/kg, while none were observed at 4.4 mg/kg in phase Ib part, which
was selected as the RP2D. Among patients in the FAS (n = 28), the investigator-assessed ORR
was 89.3% (80% CI, 77.7—96.0; P< 0.001), exceeding the prespecified threshold. At median
follow-up of 10.1 months, median PFS was 8.1 months (95% CI, 5.6—not estimable). The 6-
month OS was 89.3% (95% CI, 70.4—96.4). Six patients underwent conversion surgery, in-
cluding three with pathological complete response. Grade =3 treatment-emergent adverse
events occurred in 46.4% of patients who were treated at the recommended dose (n = 28). The
most common grade =3 adverse events were neutropenia (25.0%), anemia (14.3%), febrile
neutropenia (3.6%), and diarrhea (3.6%). Interstitial lung disease was observed in 3 patients
(10.7%), with no grade =3 events. No treatment-related deaths were observed. Conclusions: T-
DXd (4.4 mg/kg) combined with nivolumab and CAPOX demonstrated encouraging antitumor
activity with a manageable safety profile as first-line treatment for HER2-low mGEA, support-
ing further evaluation. Clinical trial information: jRCT2031230477. Research Sponsor: Daiichi
Sankyo.
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Application of unsupervised genetic clustering to identify biologically distinct
cholangiocarcinoma subtypes with differential survival.

Qianchen Zhang, Fumihiro Kawano, Daniel Sing Han Cheah, Kathryn Chen Tsai, Helen Kemprecos, Alshammary Shadi, Arundhati Pillai, Megha Vijay Guggari,
Gregory Polites, Mark Cohen, Zeynep Madak Erdogan, Claudius Conrad; Carle lllinois College of Medicine, Urbana, IL; Carle Foundation Hospital, Urbana, IL; University of
lllinois Urbana-Champaign, Urbana, IL

Background: Cholangiocarcinoma (CCA) is a genetically heterogeneous malignancy for which
current anatomic and histologic classifications inadequately predict survival. We hypothesized
that unsupervised machine learning clustering of mutations and copy number alterations(CNA)
could identify biologically distinct CCA subgroups with clinically meaningful differences in
survival. Methods: Genomic and clinical data were obtained from the MSK cholangiocarcinoma
dataset from cBioPortal. 790 patients with intrahepatic and extrahepatic CCA with available
mutation and CNA data were included. Multiple unsupervised approaches were evaluated,
including k-means, hierarchical clustering, non-negative matrix factorization, PCA—k-
means, and UMAP—k-means. Model performance was assessed using silhouette scores, with
UMAP-k-means (n=4 clusters) selected as the optimal method. Clusters were defined by
dominant genetic alterations and compared for overall survival using Kaplan—Meier analysis
with pairwise log-rank testing. Subgroup analyses included patients without curative-intent
surgery and a young-onset cohort. Results: UMAP—k-means delineated four distinct genomic
clusters ordered by progressively worse median survival. Cluster 1, defined by ARID1A or BAP1
mutations, demonstrated the most favorable survival outcomes. Cluster 2 consisted of tumors
wild type for recurrent driver alterations. Cluster 3 was characterized by TP53, KRAS, or IDH1
mutations. Cluster 4, defined by CDKN2A double deletion or ERBB2 amplification, exhibited the
poorest median survival. Overall survival differed significantly across clusters, with all pairwise
Kaplan—Meier comparisons reaching statistical significance except between clusters 1 and 2.
These survival differences remained significant in patients who did not undergo curative-
intent surgery. Notably, cluster 4 remained associated with significantly worse survival within
the young-onset cohort. Conclusions: Unsupervised genomic clustering using UMAP—-k-
means identified biologically distinct subtypes of cholangiocarcinoma, with clinically signif-
icant survival differences that persist across surgical and age-based subgroups. These findings
support future genomic subtyping as a prognostic framework and a rationale for biology-driven
clinical trial stratification in cholangiocarcinoma. Research Sponsor: None.

Unsupervised genetic clustering identifies biologically distinct cholangiocarcinoma subtypes with dif-
ferential survival.

log-rank log-rank log-rank
Primary Genetic test P-value test P-value test P-value
Cluster alterations N patients Median OS vs cluster 2 vs cluster 3 vs cluster 4
1 ARID1A or BAP1 120 28.0 0.308 <0.001 <0.001
mutant
2 Wild types 224 26.7 - 0.003 <0.001
3 TP53, KRAS or IDH1 319 22.0 - 0.002
mutant
4 CDKN2A deletion 127 16.9

or ERBB2 amplification
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Disitamab vedotin (DV) plus toripalimab (Tor) and chemotherapy (Chemo)/
trastuzumab (Tra) for first-line (1L) HER2-expressing locally advanced or meta-
static (la/m) gastric cancer (GC): Updated results from the RC48-C027 trial.

Zhi Peng, Changzheng Li, Xiang Wang, Yangiao Zhang, Liuzhong Yang, Xiwen Huang, Ting Deng, Linzhi Lu, Hong Zong, Jun Zhang, Meili Sun, Dongyan Cai, Feng Ye,
Wei Deng, Yin Jin, Jieer Ying, Jianzhi Liu, Dan Feng, Jianmin Fang, Lin Shen; Department of GI Oncology, Peking University Cancer Hospital & Institute, Beijing, China;
Department of Digestive System, Shandong First Medical University Affiliated Tumor Hospital, Jinan, China; Department of Medical Oncology, Xuzhou Central Hospital,
Xuzhou, China; Second Department of Gastroenterology, Harbin Medical University Cancer Hospital, Harbin, China; Department of Medical Oncology, the First Affiliated
Hospital of Xinxiang Medical College, Xinxiang, China; Department of Oncology, Meizhou People’s Hospital, Meizhou, China; Department of GI Medical Oncology, Tianjin
Medical University Cancer Institute & Hospital, Tianjin, China; Department of Gastroenterology, Gansu Wuwei Tumour Hospital, Wuwei, China; Department of Medical
Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of Oncology, Ruijin Hospital Affiliated to Shanghai Jiao Tong University
School of Medicine, Shanghai, China; Department of Oncology, The Central Hospital Affiliated to Shandong First Medical University, Jinan, China; Department of Medical
Oncology, Affiliated Hospital of Jiangnan University, Wuxi, China; Department of Medical Oncology, The First Affiliated Hospital of Xiamen University, Xiamen, Fujian,
China; Department of General Surgery, Beijing Friendship Hospital, Capital Medical University, Beijing, China; Department of Digestive System, The First Affiliated Hospital
of Wenzhou Medical University, Wenzhou, China; Department of Hepato-Pancreato-Biliary & Gastric Medical Oncology, Zhejiang Cancer Hospital, Hangzhou, China;
RemeGen Co., Ltd., Yantai, China; School of Life Science and Technology, Tongji University, Shanghai, China

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2026, issue of the Journal of
Clinical Oncology.
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A phase 2 clinical study of nimotuzumab plus S-1 and concurrent radiotherapy in 75
years and older patients with esophageal squamous cell carcinoma.

Xiaojie Xia, Xiaolin Ge, Hui Chen, Minghui Zhao, Fei Li, Junjie Gu; The First Affiliated Hospital of Nanjing Medical University, Nanjing, China; Department of Radiotherapy,
The First Affiliated Hospital of Nanjing Medical University, Nanjing, Jiangsu, China

Background: Concurrent chemoradiotherapy is the standard treatment method for inoperable
and locally advanced esophageal cancer. Nevertheless, due to decreased physical function and
the presence of multiple complications, older patients often have reduced tolerance to radio-
therapy and chemotherapy. Methods: We conducted this prospective, single-center, phase II
study to evaluate the efficacy and safety of nimotuzumab (an epidermal growth factor receptor
antibody) plus concurrent radiotherapy and S-1in 75 years and older patients with stage II-IVB
esophageal squamous cell carcinoma (ESCC). The primary endpoint was progression-free
survival (PFS). The secondary endpoints were overall survival (0S), objective response rate
(ORR), disease control rate (DCR), safety, nutritional indicators, and quality of life (QOL). Most
nutritional indicators remained stable after treatment. Results: As of June 2024, a total of 56
patients were enrolled in this study. The median follow-up was 24.1 months (95% CI: 8.8, 34.1).
11 patients had complete response, 39 patients had partial response, 5 patients had stable
disease, and 1 patient had progressive disease. The ORR was 89.2%, and the DCR was 98.1%. The
1- and 3-year PFS rates were 67.8% (95% CI: 55.5%, 80.1%) and 35.8% (95% CI: 17.6%, 54.0%),
with the median PFS was 25.3 months (95% CI: 16.5, 34.1). The 1- and 3-year OS rates were
79.6% (95% CI: 68.8%, 90.4%) and 40.1% (95% CI: 21.1%, 59.1%), with the median OS was
28.2 months (95% CI: 24.1, 32.3). Most adverse events were grade 1-2 (85.7%). Among sur-
vivors, 45.5% patients reported high satisfaction with their QOL, and 84.8% patients did not
experience weight loss. Conclusions: Our treatment combination of nimotuzumab plus S-1and
concurrent radiotherapy indicated favorable efficacy and safety profile. This might be an
underlying treatment choice for older patients with ESCC. Clinical trial information:
NCT06048913. Research Sponsor: None.
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Preclinical efficacy of the anti-EBV agent brincidofovir (BCV) in EBV-associated
gastric carcinoma (EBVaGC).

Tetsu Kamitani, Masatoshi Hazama, Taroh Satoh, Minori Koshiji Rosales; SymBio Pharmaceuticals, Tokyo, Japan; Translational Research Department, SymBio
Pharmaceuticals, Ltd., Tokyo, Japan; Center for Cancer Genomics and Precision Medicine, Osaka University Hospital, Osaka, Japan; SymBio Pharma USA, Inc., Durham, NC

Background: Immune checkpoint inhibitor (ICI) plus chemotherapy is an approved therapy for
EBVaGC whose tumors express PD-L1 (CPS =1). However, some patients are resistant to ICI or
exhibit myelosuppression, making them unable to tolerate chemotherapy. BCV, an antiviral
drug with no myelotoxicity, is effective against EBV (EC50: 30 nM), and has demonstrated anti-
tumor activity against head and neck cancer and EBV-associated lymphoma. Recently, we
found that SNU-719, an EBVaGC cell line, is sensitive to BCV in vitro (IC50: 1.95 uM). To seek
conventional chemo-free regimens for EBVaGC, we have studied the preclinical efficacy of BCV
monotherapy and combination therapy with ICI against EBVaGC. Methods: BCV was tested for
its ability to induce dsDNA breaks in SNU-719 cells by y-H2A.X immunostaining. To assess
synergy of BCV with ICI, we analyzed BCV-induced immunogenic cell death (ICD) in SNU-719
cells using calreticulin and HMGB-1 assays. Additionally, we assessed BCV-induced expression
of PD-L1 using gPCR and FACS. Since BCV induced both ICD and PD-L1 expression in vitro, we
then evaluated the in vivo anti-tumor activity of BCV with or without ICI in humanized NOG
mice bearing SNU-719 xenografts. Specifically, mice received intraperitoneal administration of
vehicle, BCV, pembrolizumab (Pembro), or Pembro+BCV. Subcutaneous tumor growth was
monitored for each group. After euthanasia, the SNU-719 xenografts were also used to measure
the mRNA expression levels of EBV genes including EBNA1. Results: BCV induced both dsDNA
breaks and ICD in SNU-719 cells, similar to the positive control bleomycin. It also induced PD-L1
mRNA and protein expression. Subsequent in vivo studies showed that, while BCV or Pembro
monotherapy showed partial efficacy, the combination therapy of BCV and Pembro was ef-
fective in all mice. Notably, treatment with BCV significantly reduced the expression levels of
EBNA1 mRNA (p < 0.05) in the tumor tissue of SNU-719 xenografts. Conclusions: EBV is an
oncovirus and its gene product EBNA1 is an oncoprotein for EBVaGC. This study showed a
significant reduction of EBNA1 mRNA expression by BCV. Therefore, in addition to its own anti-
tumor effects, BCV may contribute significantly to the suppression of EBVaGC tumorigenesis
via its anti-EBV activity. From a clinical perspective, BCV was effective against EBVaGC xe-
nografts when combined with ICL. This less toxic regimen may be beneficial for EBVaGC
patients, especially those with myelosuppression. Research Sponsor: SymBio Pharmaceuticals
Limited.
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Early treatment failure despite first-line immunotherapy in real-world MSI-H/dMMR
gastroesophageal cancer.

Shannon L. Rhodes, Elizabeth Won, Antreas Hindoyan, Hayden Honeycutt; Amgen, Inc., Thousand Oaks, CA; Amgen Inc., Thousand Oaks, CA

Background: Clinical trials of first-line (1L) immunotherapy (I0) in gastroesophageal cancer
(GEC) demonstrate greater benefit in patients with microsatellite instability—high or mismatch
repair—deficient (MSI-H/dMMR) tumors compared with the overall trial population. However,
the benefit is not universal, and outcomes remain suboptimal for a subset of patients. Real-
world (RW) evidence describing outcomes with 1L I0 in MSI-H/dMMR GEC is limited. This study
characterized treatment patterns and outcomes among RW MSI-H/dMMR GEC patients treated
with 1L IO to better define residual unmet need. Methods: Using the Flatiron Health electronic
health record-derived deidentified database, adults (=18 years) diagnosed with locally ad-
vanced unresectable, metastatic, or recurrent gastric (GC), gastroesophageal junction (GEJ), or
esophageal cancer (EC) between 17 Apr 2021 and 31 Dec 2024 were identified. Patients were
required to have documented MSI-H or dAMMR status and no trastuzumab exposure. Data were
available through 08 Sep 2025. Time to next treatment or death served as a RW proxy for
progression. Results: Among 3,047 eligible patients, MSI-H/dMMR prevalence varied by dis-
ease site and stage, ranging from 5.8% in metastatic GC to 17.6% in locally advanced GC; from
2.4% t0 10.4% in GE]J disease; and from 3.4% to 4.4% in EC. A total of 199 MSI-H/dMMR GEC
patients were identified (median age 75 years [IQR 66—82]; 36% female; 37% metastatic at
diagnosis; 95% adenocarcinoma). Of the 155 MSI-H/dMMR patients who received 1L therapy,
32% received IO alone, 31% IO plus chemotherapy, and 37% chemotherapy alone. Among
patients treated with 1L IO = chemotherapy, 37% initiated 2L therapy or died within 6 months,
increasing to 47% and 54% by 9 and 12 months, respectively. Baseline characteristics were
largely similar between patients with and without progression within the first 12 months
(Table). Conclusions: In this real-world cohort of MSI-H/dMMR GEC patients, a substantial
proportion experienced early treatment failure despite 1L I0. More than one-third initiated
second line therapy or died within 6 months, and over half progressed or died within 1 year.
These findings underscore heterogeneity in benefit from 1L IO and highlight an ongoing need
for improved risk stratification and alternative precision-based treatment approaches.
Research Sponsor: None.

Characteristics of MSI-H/dMMR GEC patients by progression status at 12 months post start of 1L 10

therapy.
Progressors Non-progressors**

N=35 N=30

Age, Median [IQR] 72 [66, 83] 73 [64, 80]
Female, % 34.3 40.0
Location, % GC 62.9 63.3
GEJ 8.6 13.3
EC 28.6 23.3
Status*, % Metastatic 48.6 46.7
Non-metastatic 45.8 50.0
ECOG at 1L*, % 01 25.7 26.7
2+ 57.1 50.0

*Some patients are missing disease status and/or ECOG.

**Patients included in non-progressors were required to have activity in the data at least 12 months after
1L 10 initiation.
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Tislelizumab (Tisle) combined with POFI (irinotecan, paclitaxel, oxaliplatin, and 5-
FU/levoleucovorin) as first-line treatment for advanced gastric/gastroesophageal
junction adenocarcinoma (AGC): Update from a single-arm, open-label phase I/l
trial (SYLT-023).

Jiajing Chen, Rongbo Lin, Liyu Su, Zaisheng - Ye, Changhua Zhuo, Shenghong Wei, Zhixiong Li, Shen Zhao; Department of Gastrointestinal Medical Oncology, Fujian Cancer
Hospital, Fuzhou, China; Department of Gastrointestinal Oncology, Fujian Provincial Cancer Hospital, Fuzhou, China; Fujian Cancer Hospital, Fuzhou, China; Fujian Cancer
Hospital & Fujian Medical University Cancer Hospital, Fuzhou, China; Departments of Gastrointestinal Surgical Oncology, Fujian Provincial Cancer Hospital and Fujian
Medical University Cancer Hospital, Fuzhou, China; Department of Surgery, Fujian Cancer Hospital, Fujian Medical University Cancer Hospital, Fuzhou, China; The First
Hospital of Putian, Putian, Fujian, China; Gastrointestinal Medical Oncology, Fujian Cancer Hospital, Fuzhou, China

Background: Tisle is an anti-PD-1antibody. The combination of Tisle + XELOX/FP is a first-line
treatment of AGC in China. Both irinotecan and paclitaxel have also shown antitumor activity in
AGC. This Phase I/II study evaluated the efficacy and safety of Tisle + POFI in this population.
Methods: This single-center, single-arm phase I/II study enrolled treatment-naive patients
with pMMR/MSS AGC, aged 18-75, who have at least one measurable lesion according to
RECIST 1.1 and an ECOG PS of 0-1. Eligible participants received POFI (irinotecan/paclitaxel
(mg/m2):135/45 (dl #1),150/45 (d1 #2),135/67.5 (dl #3), and 135/90 (dl #4), oxaliplatin 85 mg/
m?, levoleucovorin 200 mg/m?, and 5-FU 2400 mg/m? for 46 hours every 2 weeks) in com-
bination with Tisle 200mg every 2 weeks. The primary endpoint was the objective response rate
(ORR) per RECIST 1.1. Results: As of Dec. 23, 2025, 47 patients were enrolled (median age: 58
years, range: 31-72; 26%(12/47) ECOG PS 1; 74% poorly differentiated; 68%(32/47) with =2
metastatic sites; 34% with programmed death-ligand 1 combined positive score [PD-L1
CPS] =1). The confirmed ORR was 76.6% (36/47), and the disease control rate was 95.7%.
Median progression-free survival (PFS) was 11.1 months (95% CI: 8.8, 13.4) (versus 6.9 months
(5.7-7.2) for ITT population for RATIONALE 305, ESMO 2023). Median duration of response was
9.7 months (95% CI: 6.7, 12.2). Median overall survival was 16.0 months (95% CI: 12.4, 23.0). All
patients experienced treatment-emergent adverse events. The most common grade 3/4 ad-
verse events included neutropenia (53.2%), leukopenia (27.7%), and anemia (21.3%). No new
safety signals were identified. Conclusions: Tisle + POFI showed promising efficacy and a
manageable safety profile as first-line treatment for HER2-negative, pMMR/MSS AGC, war-
ranting further investigation. Clinical trial information: NCT05319639. Research Sponsor:
None.
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CLDN18.2-targeting antibody-drug conjugate BA1301 in advanced solid tumors:
Results from a phase I clinical trial.

Dan Su, Xin Wang, Yongchang Zhang, Jinglei Qu, Yigui Chen, Zhifang Liu, Xiaoming Yu, Jianxin Wang, Lin Zhao, Qinglei Gao, Liuzhong Yang, Hongmei Lu, Guangwei Lyu,
Xiaojuan Jing, Deyong Song, Changlin Dou, Yangiao Zhang; Gastroenterology Department, The Affiliated Cancer Hospital of Harbin Medical University, Harbin, China; Phase
I Clinical Trial Unit, Shanxi Cancer Hospital, Taiyuan, Shanxi, China; Hunan Cancer Hospital, Changsha, China; The First Hospital of China Medical University, Shenyang,
Liaoning, China; Fujian Provincial Cancer Hospital, Fuzhou, China; Phase I Clinical Trial Unit, The Second Hospital of Shandong University, Jinan, China; Medical Oncology,
The Second Hospital of Shandong University, Jinan, China; Department of Oncology, The First Affiliated Hospital of Nanyang Medical College, Nanyang, China; Department
of Medical Oncology,Peking Union Medical College Hospital / Chinese Academy of Medical Sciences, Beijing, China; Department of Gynecological Oncology, Tongji
Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; Department of Medical Oncology, the First Affiliated Hospital of Xinxiang
Medical College, Xinxiang, China; Medical Oncology, Linyi Cancer Hospital, Linyi, China; Research and Development Center, Shandong Boan Biotechnology Co., Ltd., Yantai,
China; Department of Gastrointestinal Medical Oncology, Harbin Medical University Cancer Hospital, Harbin, China

Background: Aberrant expression of claudini8.2 (CLDN18.2) has frequently been observed in
various solid tumors, making it a promising therapeutic target for those aggressive cancers.
BA1301 is an ADC consisting of a fully humanized anti-CLDN18.2 monoclonal antibody con-
jugated to monomethyl auristatin E, a potent cytotoxic agent via site-specific glycol conju-
gation and a cleavable linker with a drug-to-antibody ratio of 4. Here we reported the results
from a phase 1 dose escalation and dose expansion study of BA1301. Methods: Eligible pts failed
or intolerant to standard therapy were enrolled. BA1301 was intravenously administered with
accelerated titration (0.1/0.4 mg/kg Q3W) and traditional 3+3 design (1.2/2.0/2.5/3.0mg/kg
Q3W). Dose expansion was evaluated at 1.6/2.0/2.5mg/kg Q3W. CLDN18.2 was test by immu-
nohistochemistry [IHC] Claudin18.2 (EPR19202-244) Assay developed by Medx. Moderate to
high expression of CLDN18.2 defined as IHC membrane staining intensity =2 in =40% of tumor
cells. Endpoints were safety and efficacy per RECIST v1.1. Results: As of Dec 22, 2025, a total of 91
patients with advanced cancers (gastric cancer (59, 64.8%], biliary tract cancer [14, 15.4%],
pancreatic cancer [11, 12.1%], gynecologic cancers [3, 3.3%] and other 4 tumor types) were
enrolled, 49 (53.8%) patients had received =2 systemic therapies (median 2, range 1-7). In dose
escalation (n = 24), No DLTs were observed.80 (87.9%) patients had at least one treatment-
related adverse events (TRAEs), and 33 (36.3%) had grade 3 or 4 TRAEs. The most common
TRAEs were corneal disorder (51, 56.0%) and anemia (30, 33.0%). 3(3.3%) pts discontinued
treatment due to TRAEs, and no treatment related death reported. Among patients with
CLDN18.2 moderate to high expression (N=76), 69 at the =1.6 mg/kg dose level had at least
one post-baseline tumor assessment. Key efficacy outcomes are presented (Table).
Conclusions: BA1301 was well-tolerated with a manageable safety profile and demonstrated
promising anti-tumor activity in patients with CLDN18.2 moderate to high expression. The
findings support further development of BA1301 as a new therapeutic approach to treat
CLDN18.2-positive solid tumors. The trial (NCT06927349) is ongoing in China. Clinical trial
information: NCT06927349. Research Sponsor: None.

Cancer Type ORR n (%) [95%ClI] DCR n (%) [95%CI]
Gastric cancer (N=49) 14 (28.6 ) [16.6, 43.3] 35 (71.4) [56.7, 83.4]
Biliary tract cancer (N=10) 3 (30.0) [6.7, 65.2] 6 (60.0) [26.2, 87.8]
Pancreatic cancer (N=7) 1(14.3) [0.4, 57.9] 5 (71.4) [29.0, 96.3]
Gynecologic cancer (N=3) 1 (33.3)[0.8,90.6] 3 (100.0) [29.2, 100.0]
In total (N=69) 19 (27.5) [17.5, 39.6] 49 (71.0) [58.8, 81.3]
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Prognostic impact of AXL expression in upper gastrointestinal cancer in MONSTAR-
SCREEN-2: An international collaborative study between United States and Japan.

Kyosuke Seguchi, Tadayoshi Hashimoto, Takao Fujisawa, Hideaki Bando, Akitaka Makiyama, Toshihiro Kudo, Kentaro Yamazaki, Koushiro Ohtsubo, Taroh Satoh,
Chigusa Morizane, Shogen Boku, Eiji Oki, Fumio Nagashima, Shigenori Kadowaki, Karam Ashouri, Sandra Algaze, Heinz-Josef Lenz, Takayuki Yoshino, Naoki Takahashi;
Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; National Cancer Center Hospital East, Kashiwa,
Japan; Department of the Promotion of Drug and Diagnostic Development, National Cancer Center Hospital East, Kashiwa, Japan; Department for the Promotion of Drug
and Diagnostic Development, Division of Drug and Diagnostic Development Promotion, National Cancer Center Hospital East, Kashiwa, Japan; Cancer Center, Gifu
University Hospital, Gifu, Japan; Department of Medical Oncology, Osaka International Cancer Institute, Osaka, Osaka, Japan; Division of Gastrointestinal Oncology,
Shizuoka Cancer Center, Sunto-Gun, Japan; Department of Medical Oncology, Kanazawa University Hospital, Kanazawa, Japan; Center for Cancer Genomics and Precision
Medicine, The University of Osaka Hospital, Suita, Japan; Department of Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital, Tokyo, Japan;
Department of Medical Oncology, Kansai Medical University Hospital, Hirakata, Japan; Department of Advanced Medicine and Innovative Technology, Kyushu University
Hospital, Fukuoka, Japan; Department of Medical Oncology, Kyorin University Faculty of Medicine, Tokyo, Japan; Department of Clinical Oncology, Aichi Cancer Center
Hospital, Nagoya, Japan; Division of Medical Oncology, Norris Comprehensive Cancer Center, Keck School of Medicine, University of Southern California, Los Angeles, CA;
Norris Comprehensive Cancer Center, University of Southern California, Los Angeles, CA; University of Southern California Norris Comprehensive Cancer Center, Los
Angeles, CA; Department of Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Gastroenterology, Saitama Cancer Center,
Saitama, Japan

Background: AXL, a receptor tyrosine kinase of the TAM family, promotes epithelial-
mesenchymal transition (EMT) and tumor progression. Elevated AXL expression is reported
as poor prognostic factor with immunosuppressive features in colorectal cancer (Karam
Ashouri, et al. ] Immunother Cancer. 2025). We investigated the prognostic impact of AXL
expression and its associated molecular and tumor microenvironment (TME) features in upper
gastrointestinal (GI) cancers. Methods: Treatment-naive patients with gastric cancer (GC) and
esophageal cancer (EC) enrolled in MONSTAR-SCREEN-2 with available RNA-seq data (Caris
MI TumorSeek) were analyzed. AXL expression was dichotomized by median into high and low
groups within each cancer type. Molecular alteration, including somatic mutations and copy
number alterations, and expression of receptor tyrosine kinases, including FGFRs, VEGFRs, and
EGFR were compared between groups. Overall survival (OS) was evaluated using Kaplan-Meier
analysis and Cox proportional hazards models. Tumor microenvironment (TME) cell infiltra-
tion, assessed using xCell deconvolution and gene set enrichment analysis (GSEA) performed
using Hallmark gene sets, was compared between AXL-high and AXL-low groups. Results: A
total of 320 patients were analyzed (GC: n = 270; EC: n = 50). In GC, AXL-high patients were
older than AXL-low patients (median 71 vs 66 years, p = 0.012), while no other baseline
characteristics, including sex, histology, primary site, metastatic sites, microsatellite
instability-high, and tumor mutation burden-high status, differed between groups. ARID1A
mutations were enriched in AXL-high GC (p < 0.05), while CCNE1 amplification was associated
with AXL-low (p < 0.05). Across both cancer types, AXL-high tumors exhibited significantly
higher expression of FGFR1, VEGFR1-3, and MET (p < 0.01). In GC, AXL-high was associated
with significantly shorter OS compared to AXL-low (median 12.9 vs 16.6 months; HR 1.44, 95%
CI 1.03-2.02; p = 0.034). Similarly in EC, AXL-high showed worse OS compared to AXL-low
(median 10.4 vs not reached; HR 2.46, 95%CI 1.08-5.62; p = 0.027). TME analysis revealed
increased stromal scores, endothelial cells, M1/M2 macrophages, and regulatory T cells, along
with higher expression of immune checkpoint molecules, including PD-L2 and CTLA4, in AXL-
high tumors. GSEA showed enrichment of EMT, IFN-v response, and PI3K/AKT/mTOR path-
ways in AXL-high GC. Conclusions: AXL overexpression is a prognostic biomarker in upper GI
cancers, and is associated with worse survival and a distinct molecular and immune landscape
characterized by EMT activation and immune-suppressive TME. These findings support AXL
as a potential therapeutic target and warrant further investigation of AXL-targeted therapy in
upper GI cancers. Research Sponsor: None.
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CDH17 expression and tumor microenvironment composition in gastric cancer.

Ammanuel Taye, Ruthvik Edara, John McGlothlin, Yifei Zhang, Jennifer J. Wheler, Joseph J. Zhao, Raghav Sundar; Yale School of Medicine, New Haven, CT; Yale University,
New Haven, CT; Smilow Cancer Hospital at Yale New Haven, New Haven; Yale University School of Medicine, New Haven, CT; BigHat Biosciences, San Mateo, CA; Yong Loo
Lin School of Medicine, National University of Singapore, Singapore, Singapore

Background: Cadherin 17 (CDH17), commonly referred to as liver-intestine cadherin, is a
calcium-dependent cell adhesion molecule, is overexpressed across multiple gastrointestinal
epithelial malignancies and is implicated in tumorigenesis and aggressive tumor phenotypes
through diverse signaling pathways. Preclinical studies have demonstrated the therapeutic
potential of anti-CDH17 approaches across multiple therapeutic modalities. However, the
relationship between CDH17 and cellular characteristics within the gastric cancer tumor mi-
croenvironment (TME) is yet to be sufficiently characterized. Methods: To systematically
investigate the association between CDH17 expression and TME composition in gastric cancer,
we conducted a comprehensive multi-cohort analysis of clinically annotated gastric cancer
samples with RNA sequencing data. Within each cohort, CDH17 expression levels were quan-
tified and dichotomized into high and low expression groups based on cohort-specific median
transcripts per million (TPM) values. We applied the xCell immune deconvolution algorithm to
estimate the relative immune and stromal cell populations enrichment across all samples.
Results: In total, we studied 1,811 samples within ten datasets. CDH17 high-expressing gastric
cancers demonstrated a distinctive TME signature characterized by selective cellular depletion
rather than generalized immune suppression. Natural killer (NK) cell enrichment was identified
in three cohorts; however, this pattern lacked pan-cohort consistency. Notably, CDH17 high
expression was associated with significant depletion in multiple critical effector populations,
including CD8+ cytotoxic T lymphocytes (CD8+ T-cells: 6/10 cohorts p < 0.05), myeloid
dendritic cells and cancer-associated fibroblasts (8/10 cohorts, p < 0.05), and hematopoietic
stem cells (5/10 cohorts, p < 0.05). In contrast, other immune and stromal cell populations
demonstrated heterogeneous patterns of association with CDH17 expression, with no clear or
uniform enrichment or depletion across cohorts. Conclusions: CDH17 high-expressing gastric
cancers harbor an immunologically "cold" tumor microenvironment characterized by selective
depletion of critical effector immune and stromal cell populations. Research Sponsor: None.
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Quality-adjusted survival comparison for tislelizumab (TIS) + chemotherapy (CT)
versus placebo (PBO) + CT as first-line (1L) treatment in gastric/gastroesophageal
junction adenocarcinoma (GC/GEJC) patients with peritoneal metastasis (PM):
Long-term follow-up from RATIONALE-305.

Rutika Mehta, Hiroki Hara, Markus H. Moehler, Wenxi Tang, Kaijun Wang, Zhang Zhang, Viktor Chirikov, Wenying Quan, Lin Zhan; NewYork-Presbyterian Hospital/ Weill
Cornell Medicine, New York, NY; Department of Gastroenterology, Saitama Cancer Center, Ina, Japan; Department of Medicine, University Medical Center of Johannes
Gutenberg University, Mainz, Germany; BeOne Medicines USA, San Carlos, CA; BeOne Medicines (Beijing) Co., Ltd, Beijing, China; OPEN Health, New York, NY

Background: There is an unmet need for better treatment among patients (pts) with PM. A post
hoc analysis of the phase 3 RATIONALE-305 (NCT03777657) trial showed that TIS + CT as 1L
treatment for GC/GEJC pts with PM improved survival compared to PBO + CT (Qiu et al, 2025).
The current study evaluated whether this survival benefit translated into quality of life (QoL)
adjusted survival gains. Methods: This post hoc analysis used long-term follow-up data from
the RATIONALE-305 trial (minimum follow-up 3 years; data cutoff February 28, 2024). The
analysis focused on the intent-to-treat (ITT) population and subgroups defined by pro-
grammed death ligand-1 (PD-L1) =1% as well as =5% by Tumor Area Positivity (TAP) score.
The well-established Quality-adjusted Time Without Symptoms or Toxicity (Q-TWiST) meth-
odology was used. QoL adjusted survival was calculated as the average time spent in three
distinct health states during the trial follow-up: survival time with grade 3/4 toxicity, survival
without progression/toxicity, and survival post progression, each weighted by QoL utility
parameters specific to that state. A sensitivity analysis (SA) using trial-derived, treatment-
specific EQ-5D utility values was also conducted. QoL adjusted relative survival gains =15%
were considered “clearly clinically important,” in line with commonly accepted Q-TWiST
benchmarks (DOI 10.1007/s11136-005-1579-7). Results: At the maximum follow-up of
57 months in all randomized pts in RATIONALE-305, TIS + CT (n=501) pts experienced greater
mean QoL adjusted survival than PBO + CT (n=496) (16.3 vs 13.1 months). Among pts with PM,
TIS + CT (n=220) showed higher mean QoL adjusted overall survival than PBO + CT (n=214) (13.4
vs 10.8 months; 17.7% relative Q-TWiST gain) that was clearly clinically important. QoL
adjusted survival benefit was also clearly clinically important in TIS + CT pts with PM with
PD-L1 TAP score =1% (16.8% gain) and PD-L1 score =5% (33.0% gain) compared with PBO +
CT. SA results further favored TIS + CT (Table). Conclusions: Treatment with TIS + CT resulted
in clinically meaningful improvement in long-term quality-adjusted survival for GC/GEJC pts
with PM versus those receiving CT alone. Clinical trial information: NCT03777657. Research
Sponsor: BeOne Medicines, Ltd.

TIS + CT vs PBO + CT treatment difference.
Mean Q-TWiST, months (95% CI)  Relative Q-TWiST Gain

Pts with PM?*

ITT pts (n=434) 2.6 (0.1 to 5.0), P=0.04 17.7%
PD-L1 TAP 21% (n=386) 2.5 (0.1 to 5.1), P<0.05 16.8%
PD-L1 TAP >5% (n=217) 47 (11 to 8.6), P=0.02 33.0%
Pts with PM (SA using EQ-5D scores)”

ITT pts (n=434) 3.1 (0.8 to 5.5), P<0.01 21.3%
PD-L1 TAP 21% (n=386) 3.1 (0.5 to 5.6), P=0.02 20.8%
PD-L1 TAP >5% (n=217) 48 (1.3 t0 8.2), P<0.01 33.9%

2Using standardized base case Q-TWIST utility weights.
bUsing US mapping algorithm weights.
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Real-world adoption and sequencing of CLDN18.2, PD-L1, and HER2 testing in
advanced gastric and gastroesophageal junction adenocarcinoma.

Yifei Zhang, Osama Radi, Xiao Wang, Wei Wei, Raghav Sundar; Yale University School of Medicine, New Haven, CT; Yale University, New Haven, CT; Yale Cancer Center, New
Haven, CT; Yale School of Medicine, New Haven, CT

Background: The FDA approval of zolbetuximab for CLDN18.2-positive advanced gastric and
gastroesophageal junction adenocarcinoma (GEA) in Oct 2024, based on the SPOTLIGHT and
GLOW trials, represents an important advance in biomarker-driven therapy. We aimed to
describe real-world adoption of CLDN18.2 testing in the US, and CLDN18.2 co-expression with
other clinically relevant biomarkers. Methods: Using the US-based, electronic health record-
derived deidentified Flatiron Health Research Database, we evaluated biomarker testing pat-
terns among patients diagnosed after 2016 across three periods: pre-SPOTLIGHT publication
(2016—-2022), post-SPOTLIGHT/pre-FDA approval (Jan 2023—Sep 2024), and post-FDA ap-
proval (Oct 2024 onward). We assessed CLDN18.2 testing uptake and co-expression with PD-L1
and HER2. Results: In total, our study included 11,099 patients (7,515 pre-SPOTLIGHT, 2,364
pre-FDA, 1,220 post-FDA). Compared to HER2 testing, 1.1% had CLDN18.2 testing pre-
SPOTLIGHT, 21.3% pre-FDA and 39.5% post-FDA. The prevalence of biomarker positivity
was as follows: HER2 20.1% (2,617/13,033), PD-L1 25.6% (1,913/7,487), CLDN18.2 42.6% (473/
1,109). Among patients tested for all three biomarkers with available result dates, 69.9%
underwent upfront comprehensive testing (HER2, PD-L1, CLDN18.2 within one week), while
30.1% had sequential testing, with a median interval of 91 days between tests. Among 1,034
patients tested for all three biomarkers, 13.9% were dual PD-L1/CLDN18.2 positive, and 4.4%
were triple-positive. Conclusions: In this real-world analysis, CLDN18.2 testing uptake in-
creased following SPOTLIGHT but remained incomplete, and nearly one-third underwent
sequential rather than upfront comprehensive biomarker testing, resulting in clinically mean-
ingful delays. These findings highlight the need for improved education and implementation of
upfront, comprehensive biomarker testing strategies to optimize treatment sequencing and
preserve therapeutic options for patients with GEA. Research Sponsor: None.

Visit meetings.asco.org and search by abstract for the full list of abstract authors and their disclosure information. Abstract data
current as of May 12, 2026.


http://meetings.asco.org

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY

4036 Poster Session

Phase I/l trial of anti-CLDN18.2/PD-L1 recombinant humanized bispecific antibody
Q-1802 plus XELOX in treatment-naive CLDN18.2-positive advanced GC/GEJ.

Jifang Gong, Yakun Wang, Yuping Sun, Shugin Ni, Jianwei Yang, Yangiao Zhang, Wenhui Yang, Liu Yang, Jiayi Li, Tianshu Liu, Jinsheng Shi, Hongying Zhao, Xian Wang,
Jingdong Zhang, Yanhong Deng, Xiaoge Kou, Peng Nie, Ye Chen, Xiangdong Qu, Lin Shen; Department of Gastrointestinal Oncology, Peking University Cancer Hospital &
Institute, Beijing, China; Phase I Clinical Trial Center, Shandong First Medical University Affiliated Cancer Hospital, Jinan, China; Department of Oncology, Fujian Cancer
Hospital, Fuzhou, China; Second Department of Gastroenterology, Harbin Medical University Cancer Hospital, Harbin, China; Shanxi Province Cancer Hospital/Shanxi
Hospital Affiliated to Cancer Hospital, Chinese Academy of Medical Sciences/Cancer Hospital Affiliated to Shanxi Medical University, Taiyuan, Shanxi, China; Department
of Oncology, Zhejiang Provincial People’s Hospital, Hangzhou, China; Department of Oncology, The First Affiliated Hospital of Xiamen University, Xiamen, China;
Department of Oncology, Fudan University Affiliated Zhongshan Hospital, Shanghai, China; Department of Oncology, Cangzhou People’s Hospital, Cangzhou, China;
Department of Oncology, Xuzhou Cancer Hospital, Xuzhou, China; Department of Oncology, Sir Run Run Shaw Hospital Affiliated to Zhejiang University School of Medicine,
Hangzhou, China; The Second Department of Gastrointestinal, Liaoning Cancer Hospital, Shenyang, China; Department of Medical Oncology, The Sixth Affiliated Hospital of
Sun Yat-sen University, Guangzhou, China; The Third Department of Gastrointestinal, The First Affiliated Hospital of Xinxiang Medical College, Xinxiang, China; Department
of Gastrointestinal Surgery, Gansu Wuwei Cancer Hospital, Wuwei, China; Department of Gastrointestinal Tumor Surgery, The First Affiliated Hospital of Henan University
of Science and Technology, Luoyang, China; QureBio Ltd., Shanghai, China

Background: First-line therapy for HER2-negative advanced GC/GEJ remains a huge unmet
clinical need. Claudin 18.2 (CLDN18.2), a tight junction protein, is specifically expressed in
normal gastric mucosa but aberrantly overexpressed in various cancers, making it a high-value
therapeutic target. Q-1802 is a first-in-class humanized bispecific antibody targeting both
CLDN18.2 and PD-L1. Q-1802 can bind CLDN18.2 on tumor cells and kill them through Fc
mediating antibody-dependent cellular cytotoxicity (ADCC) and phagocytosis (ADCP). Mean-
while, it can activate immune system to eliminate tumor cells by blocking PD-1/PD-L1 binding.
Methods: Qure-1802-201 was a multicenter, open-label, nonrandomized phase I/1I trial. El-
igible pts: CLDN18.2-positive (=40% tumor cells with 2+/3+ membranous staining), HER2-
negative, treatment-naive, histologically confirmed unresectable locally advanced/metastatic
GC/GE]J. Pts received Q-1802 (10 mg/kg or 20 mg/kg Q2W) plus standard XELOX (oxaliplatin IV
d1; capecitabine PO di1-14 Q3W). Primary endpoints: DLT/MTD (Phase 1) and ORR per RECIST
v1.1 (Phase II). Secondary endpoints: efficacy, safety, pharmacokinetics, pharmacodynamics,
immunogenicity. Results: As of Dec 11, 2025, 62 pts were enrolled (45 in 10 mg/kg, 17 in 20 mg/
kg). No DLT observed; MTD not reached. All pts had TEAEs and Q-1802-related TEAEs; the
latter mainly included nausea (75.8%), AST increase (61.3%), nausea (59.7%), ALT increase
(51.6%), fatigue (50.0%). Incidences of =3 Grade TEAEs and Q-1802-related =3 Grade TEAEs:
74.2% and 43.5%, respectively. Most common Q-1802-related =3 Grade TEAE: thrombocy-
topenia (8.1%), followed by neutropenia (6.5%), anemia, WBC decrease, hypokalemia (4.8%
each). Rate of Q-1802 permanent discontinuation due to TEAEs: 6.5%; no treatment-related
death. ORR and median progression-free survival (mPFS) in 60 efficacy-evaluable pts were
70.0% (42/60; 95% CI: 56.8%—81.2%) and 11.3 months (95% CI: 8.0—16.8). A correlated trend
was observed between efficacy and CLDN18.2 expression. In the 10 mg/kg cohort, ORR and
mPFS were 73.0% (27/37; 95% CI: 55.9%—86.2%) and 11.3 months (95% CI: 7.1-16.8) in pts
with CLDN18.2 high expression (2+/3+=70%, N = 37), which were improved to 81.8% (9/11;
95% CI: 48.2%—97.7%) and 12.2 months (95% CI: 2.7—NE) when CLDN18.2 high expression
companied with PD-L1 CPS=5 (N = 11). DCR was nearly complete (non-response in 1 of 60 pts).
ORR in the 20 mg/kg cohort (70.6%, 12/17; 95% CI: 44.0%—89.7%) was similar to 10 mg/kg
(69.8%, 30/43; 95% CI: 53.9%—82.8%.). Overall survival (OS) in all pts and PFS in the 20 mg/kg
cohort are under follow-up. Conclusions: Q-1802 plus XELOX has manageable safety and
promising antitumor activity as first-line therapy for CLDN18.2-positive/HER2-negative ad-
vanced GC/GE]J, supporting a phase III trial (Q-1802 10 mg/kg as recommended dose). Clinical
trial information: NCT05964543. Research Sponsor: None.
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A phase 1 study of SHR-3821, an ADCC-enhanced CLDN18.2/4-1BB bispecific
antibody, in patients with advanced solid tumors.

Hongfeng Gou, Li Zheng, Xiuying Xiao, Liwei Wang, Hongli Li, Jieer Ying, Yueyin Pan, Shugin Ni, Zuoxing Niu, Jun Zhang, Ling Lu, Xiaoyan Lin, Wei He, Wenlong Zhai,
Wenhui Yang, Bin Bai, Pingan Yao, Han Cui, Jiankun Hu; Gastric Cancer Center, West China Hospital, Sichuan University, Chengdu, China; Clinical Trial Center, West China
Hospital, Sichuan University, Chengdu, China; Renji Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Renji Hospital Shanghai, Jiaotong
University School of Medicine, Shanghai, China; Department of Gastrointestinal Medical Oncology, Phase | Clinical Trial Ward, Tianjin Medical University Cancer Institute &
Hospital, Tianjin, China; Zhejiang Cancer Hospital, Hangzhou, China; Anhui Provincial Cancer Hospital, Hefei, China; Phase | Clinical Trial Center, Shandong First Medical
University Affiliated Cancer Hospital, Jinan, China; Shandong First Medical University Affiliated Cancer Hospital, Jinan, China; Department of Oncology, Ruijin Hospital
Affiliated to Shanghai Jiao Tong University School of Medicine, Shanghai, China; Affiliated Hospital of Xuzhou Medical University, Xuzhou, China; Fujian Medical University
Union Hospital, Fuzhou, China; Department of Medical Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of Hepatobiliary
Pancreatic Surgery, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Shanxi Cancer Hospital, Taiyuan, China; Jiangsu Hengrui Pharmaceuticals Co.,
Ltd., Shanghai, China

Background: CLDN18.2 is a highly selective tumor-associated antigen overexpressed in gas-
trointestinal malignancies, and has emerged as a promising therapeutic target. 4-1BB is a co-
stimulatory receptor expressed on activated immune cells; its activation enhances antitumor
immunity. SHR-3821 is an ADCC-enhanced bispecific antibody that specifically targets
CLDN18.2 and activates 4-1BB in a CLDN18.2-dependent manner, enabling tumor-specific
killing while minimizing systemic toxicity. This phase 1 study aims to evaluate the safety,
tolerability, pharmacokinetics, and preliminary efficacy of SHR-3821 in patients with
CLDN18.2-positive advanced solid tumors. Methods: Eligible patients had CLDN18.2-
positive advanced solid tumors that had progressed on or lacked standard therapies. Patients
received SHR-3821 via intravenous infusion every 3 weeks at prespecified dose levels: 0.1, 1, 3,
10, 15, 20 and 30 mg/kg during dose escalation (using a Bayesian optimal interval design),
followed by dose expansion and efficacy expansion at 15 and 20 mg/kg. Primary endpoints
included safety, maximum tolerated dose, and recommended phase 2 dose. Results: As of
November 30, 2025, 40 patients with CLDN18.2-positive advanced solid tumors (23 gastric
cancer [GC], 17 pancreatic cancer [PC]) were treated with SHR-3821 at doses ranging from 0.1to
20 mg/kg. No dose-limiting toxicities occurred, and the maximum tolerated dose was not
reached across the evaluated dose range. Grade =3 treatment-related adverse events (TRAESs)
occurred in 15 patients (37.5%), most commonly decreased neutrophil count (20.0%),
decreased lymphocyte count (7.5%), and vomiting (5.0%). No TRAEs led to death; one
(2.5%) patients discontinued treatment due to TRAEs. Preliminary pharmacokinetic analyses
demonstrated dose-proportional increases in systemic exposure following a single 1—20 mg/kg
administration, with terminal elimination half-lives ranging from 4.2 to 7.0 days. ORR in GC
were 22.2% at 15 mg/kg and 37.5% at 20 mg/kg (Table). Conclusions: SHR-3821 showed
tolerable safety and promising antitumor activity in patients with CLDN18.2-positive GC
and PC. These data support further clinical development of SHR-3821. Clinical trial information:
NCT06618651. Research Sponsor: Jiangsu Hengrui Pharmaceuticals.

Efficacy in GC and PC.

GC PC
15 mg/kg 20 mg/kg 15 mg/kg 20 mg/kg
(N=9) (N=8) (N=4) (N=7)
Confirmed ORR, % 11.1 0 0 0
(n/N; 95% CI) (1/9; 0.28-48.25)  (0/8; 0.00-36.94)  (0/4; 0.00-60.24)  (0/7; 0.00-40.96)
Confirmed DCR, % 55.6 62.5 50.0 42.9
(n/N; 95% CI) (5/9; 21.20-86.30)  (5/8; 24.49-91.48) (2/4; 6.76-93.24)  (3/7; 9.90-81.59)
Unconfirmed ORR", % 222 375 0 0
(n/N; 95% CI) (2/9; 2.80-60.01)  (3/8; 8.52-75.51)  (0/4; 0.00-60.24)  (0/7; 0.00-40.96)
Unconfirmed DCR, % 55.6 62.5 50.0 429
(n/N; 95% CI) (5/9; 21.20-86.30)  (5/8; 24.49-91.48) (2/4; 6.76-93.24)  (3/7; 9.90-81.59)

ORR, objective response rate; DCR, disease control rate.
*Four patients were pending efficacy confirmation.
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Randomized phase Il trial of trifluridine/tipiracil (FTD/TPI) plus ramucirumab (RAM)
versus FTD/TPI for previously treated patients with advanced gastric or gastro-
esophageal junction adenocarcinoma: Final analysis of RETRIEVE study (WJOG
15822G).

Hirokazu Shoji, Naoki Takahashi, Hiroki Hara, Takayuki Ando, Akitaka Makiyama, Jin Matsuyama, Ryohei Kawabata, Hiroshi Imamura, Keiko Minashi, Takeshi Yamada,
Yosuke Kito, Hiroki Osumi, Mitsuhiro Furuta, Kengo Nagashima, Toshihiko Matsumoto, Kenro Hirata, Hisato Kawakami, Kentaro Yamazaki, Shuichi Hironaka, Kei Muro;
Department of Gastrointestinal Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Gastroenterology, Saitama Cancer Center, Saitama,
Japan; Department of Gastroenterology, Saitama Prefecture Cancer Center, Saitama, Kitaadachi District, Japan; Third Department of Internal Medicine, University of
Toyama, Toyama, Japan; Cancer Center, Gifu University Hospital, Gifu, Japan; Department of Gastroenterological Surgery, Higashiosaka City Medical Center, Higashiosaka,
Japan; Sakai City Medical Center/Osaka Cancer Institute Center, Osaka, Japan; Toyonaka Municipal Hospital, Osaka, 0SAKA-FU, Japan; Department of Gastroenterology,
Chiba Cancer Center, Chiba, Japan; Department of Gastroenterology, University of Tsukuba, Tsukuba, Japan; Department of Medical Oncology, Ishikawa Prefectural Central
Hospital, Ishikawa, Japan; Department of Gastroenterological Chemotherapy, Cancer Institute Hospital of the Japanese Foundation for Cancer Research, Tokyo, Japan;
Department of Gastroenterology, Kanagawa Cancer Center, Yokohama, Japan; Biostatistics Unit, Clinical and Translational Research Center, Keio University Hospital,
Tokyo, Japan; Department of Medical Oncology, Ichinoimiya-Nishi Hospital, Aichi, Japan; Division of Gastroenterology and Hepatology, Department of Internal Medicine,
Keio University School of Medicine, Tokyo, Japan; Department of Clinical Oncology, Tohoku University School of Medicine, Sendai, Japan; Division of Gastrointestinal
Oncology, Shizuoka Cancer Center, Sunto-Gun, Japan; Department of Medical Oncology, Kyorin University Faculty of Medicine, Tokyo, Japan; Department of Clinical
Oncology, Aichi Cancer Center Hospital, Nagoya, Japan

Background: Promising activity of trifluridine/tipiracil (FTD/TPI) plus ramucirumab (RAM)
has been reported in single-arm phase II trials as third- or later-line treatment for advanced
gastric cancer (GC) and gastroesophageal junction (GEJ) adenocarcinoma (Lancet Gastro-
enterol Hepatol. 2021; 6: 209-217). We previously reported the primary analysis of the RE-
TRIEVE study at ASCO-GI 2026, which demonstrated no significant difference in progression-
free survival (PFS; median 2.69 vs 2.07 months) between FTD/TPI plus RAM and FTD/TPI alone.
Here, we present the final analysis, including overall survival (OS) as a key secondary endpoint,
along with updated results of other endpoints. Methods: RETRIEVE study is a multicenter,
prospective, open-label, randomized phase II trial comparing FTD/TPI plus RAM versus FTD/
TPI alone in patients with unresectable or recurrent GC or GEJ adenocarcinoma who were
refractory or intolerant to fluoropyrimidine, taxane, or irinotecan, and refractory to RAM.
Treatment is repeated every 4 weeks until disease progression or unacceptable toxicity. Key
eligibility criteria include age of =20 years; ECOG performance status of 0 or 1, and at least a
measurable lesion per RECIST 1.1. Results: Between January 2023 and June 2024, 111 patients
were randomly assigned to receive FTD/TPI plus RAM (n = 56) or FTD/TPI alone (n = 55). At a
median follow-up of 18.4 months, median OS was 6.08 months in the combination arm and
7.36 months in the monotherapy arm (hazard ratio [HR], 1.233; 95% CI, 0.817—1.862; P = 0.318).
The proportion of patients who received subsequent treatment was 64.3% in the combination
arm and 56.4% in the monotherapy arm. In the updated analysis, median PFS was 2.69 months
in the combination arm and 2.07 months in the monotherapy arm (HR, 1.010; 80% CI,
0.781-1.307; P = 0.959). Objective response rate (ORR; 5.4% vs 9.1%, P = 0.489) and disease
control rate (DCR; 50.0% vs 47.3%, P = 0.850) were consistent with the primary analysis. No
novel adverse events were identified from the primary analysis. Any grade of n (49.1% vs 25.5%)
and diarrhea (29.1% vs 14.5%) were more frequently observed in the combination arm than in
the monotherapy arm. Conclusions: The final analysis demonstrated that FTD/TPI plus RAM
did not provide a significant OS benefit compared with FTD/TPI alone in third- or later-line
treatment for advanced GC and GEJ adenocarcinoma. Updated results of PFS, tumor response,
and safety profile were consistent with the primary analysis. Clinical trial information:
jRCTs041220120. Research Sponsor: Taiho Pharmaceutical Co., Ltd.
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Evaluation of homologous recombination deficiency (HRD) in gastric cancer: Real-
world prevalence and outcomes with first-line (1L) platinum-based therapy.

Dani Ran Castillo, Daniel Park, Derek Tai, Binyam Yilma, Stamatina Fragkogianni, Unnati Jariwala, Yingyue Li, Margaret Han, Shijia Li, Francesca Battaglin, Xiaolin Zhu;
Department of Medical Oncology, City of Hope Comprehensive Cancer Center, Duarte, CA; Division of Hematology and Oncology, Harbor-UCLA Medical Center, Torrance,
CA; Department of Internal Medicine, Loma Linda University, Loma Linda, CA; Tempus Al, Inc., Chicago, IL; Tempus Al Inc., Chicago, IL; School of Medicine, University of
California San Francisco, San Francisco, CA; Bridgeport Hospital, Bridgeport, CT; Tempus Al, Inc., Chicago, CA; Helen Diller Family Comprehensive Cancer Center, University
of California, San Francisco, San Francisco, CA

Background: Metastatic gastric and gastroesophageal junction cancers (GC/GEJ]) have poor
outcomes with limited predictive biomarkers to guide first-line (1L) therapy. HRD predicts
sensitivity to platinum chemotherapy and PARP inhibition in several malignancies, but its
clinical relevance is not well defined in GC/GEJ. We evaluated the association between HRD
alterations, genomic context, and clinical outcomes following 1L platinum-based therapy
(PBT) in metastatic GC/GE]. Methods: We queried the de-identified Tempus multimodal da-
tabase using the Tempus Lens Platform to analyze a cohort of patients with advanced GC/
GE]J. All patients had DNA (xT, 648 gene DNA-seq panel) and/or RNA sequencing (xR, whole
transcriptome RNA-seq). Patients were classified as HRD-altered (HRD-alt) if they harbored
pathogenic or likely pathogenic germline or somatic alterations in at least one of 23 predefined
HRD-associated genes; all others were classified as HRD wild-type (HRD-wt). Tumor muta-
tional burden (TMB-H, = 10 mut/Mb) and microsatellite instability (MSI) were assessed. Real-
world (rw) overall survival (rwOS) was estimated using Kaplan—Meier methods. Hazard ratios
(HRs) from Cox-proportional hazards models were adjusted for relevant clinical and molecular
covariates at a significance level of p < 0.05. Results: Among 1,066 eligible patients, 257 (24%)
were HRD-alt and 809 (76%) were HRD-wt. HRD-alt tumors were associated with TMB-H
(21% vs 5.9%, p< 0.001) and MSI-high status (12% vs 1.2%, p< 0.001). Median OS was longer in
HRD-alt compared with HRD-wt patients (15 vs 12 months, HR:0.79, p = 0.033). Notably, HRD-
alt tumors were strongly enriched for ERBB2 alterations compared to HRD-wt tumors (30% vs
8.8%, p< 0.001), predominantly driven by amplification (86%). Further stratification by HRD
and ERBB2 status showed reduced HRs for rwOS in HRD-alt only (HR 0.78; 95%, p = 0.034), dual
ERBB2/HRD-alt tumors (HR 0.63; 95% CI, 0.45—0.88, p = 0.006), and ERBB2-alt only (HR 0.52;
95% CI, 0.36—-0.76, p < 0.001) compared to the wt/wt group. ERBB2-alt tumors demonstrated
distinct co-mutation patterns enriched for cell-cycle and proliferative genes (CCNE1, TOP2A),
whereas ERBB2—-wt tumors more frequently harbored KRAS, ARID1A, and CDH1 alterations.
Conclusions: In this large rw-cohort of metastatic GC/GEJ, HRD alterations identified a bio-
logically distinct subgroup with improved OS and greater durability on 1L PBT. HRD status was
associated with ERBB2 amplification, and the HRD/ERBB2 status was associated with improved
survival. These findings support HRD as a clinically relevant biomarker in GC/GE] and justify
prospective evaluation of HRD-informed treatment strategies. Research Sponsor: None.
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KEYNOTE-811: 6-year median follow-up of pembrolizumab plus trastuzumab and
chemotherapy for previously untreated advanced HER2-positive gastric or gas-
troesophageal junction adenocarcinoma.

Akihito Kawazoe, Sun Young Rha, Yuxian Bai, Jianming Xu, Sara Lonardi, Jean Phillipe Metges, Patricio Eduardo Yanez Weber, Lucjan Wyrwicz, Lin Shen, Yurii Ostapenko,
Mehmet Bilici, Hyun Cheol Cheol Chung, Kohei Shitara, Mauricio Mahave, Eric Van Cutsem, Josep Tabernero, Linzhi Xu, Giulia Indellicati, Ken Hatogai, Yelena Y. Janjigian;
National Cancer Center Hospital East, Kashiwa, Japan; Department of Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea;
Harbin Medical University Cancer Hospital, Harbin, China; Fifth Medical Center, Chinese PLA General Hospital, Beijing, China; Veneto Institute of Oncology I0V-IRCCS,
Padua, Italy; CHU Brest - Institut de Cancerologie et dHematologie ARPEGO Network, Brest, France; Universidad de La Frontera, James Lind Cancer Research Center,
Temuco, Chile; Maria Sklodowska-Curie National Research Institute of Oncology, Warsaw, Poland; Peking University Cancer Hospital and Institute, Beijing, China; National
Cancer Institute, Kyiv, Ukraine; Atatiirk University Faculty of Medicine, Erzurum, Turkey; Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea;
Fundacion Arturo Lopez Pérez, Santiago, Chile; University Hospitals Gasthuisberg and KU Leuven, Leuven, Belgium; Vall d'Hebron Hospital Campus and Institute of
Oncology (VHIO), I0B-Quiron, Uvic-UCC, Barcelona, Spain; Merck & Co., Inc., Rahway, NJ; MSD Italy, Rome, Italy; Memorial Sloan Kettering Cancer Center and Weill Cornell
Medical College, New York, NY

Background: At the final analysis of the phase 3 KEYNOTE-811 trial (NCT03615326), first-line
(1L) pembrolizumab (pembro) plus trastuzumab and chemotherapy (chemo) showed superior
0S and consistently improved PFS and ORR with durable responses vs placebo plus trastuzumab
and chemo in participants (pts) with HER2-positive (HER2+) advanced or metastatic gastric or
gastroesophageal (G/GEJ]) adenocarcinoma, particularly in pts with PD-L1 combined positive
score (CPS) =1 tumors. Results supported the approval of pembro plus trastuzumab and chemo
for 1L treatment of advanced or metastatic HER2+ G/GEJ adenocarcinoma with PD-L1 CPS =1.
We report results after an additional 20 months of follow-up. Methods: Eligible pts with
untreated advanced or metastatic HER2+ G/GE] adenocarcinoma, measurable disease, and
ECOG PS 0 or 1 were randomly assigned 1:1to receive pembro 200 mg or placebo IV Q3W for up to
35 cycles plus trastuzumab 6 mg/kg (after loading dose of 8 mg/kg) and chemo (CAPOX or FP).
Dual primary end points were OS and PFS per RECIST vi.1 by BICR. Secondary end points
included ORR and DOR (per RECIST v1.1 by BICR), and safety. Data cutoff date was November 12,
2025. Results: Overall, 698 pts were randomly assigned to the pembro group (n = 350) or
placebo group (n = 348). Median follow-up was 70.0 months (range, 50.9-84.2). In the
intention-to-treat (ITT) population (all randomly assigned pts), median OS was 20.0 months
(95% CI, 17.8-22.1) in the pembro group vs 16.8 months (95% CI, 14.9-18.7) in the placebo
group. In pts with PD-L1CPS =1, median OS was 20.1 months (95% CI, 17.9-22.9) vs 15.7 months
(95% CI,13.5-18.5). PFS, ORR, and DOR were also consistent between the ITT population and pts
with PD-L1 CPS =1 (Table). Treatment-related AEs occurred in 341 pts (97.4%; grade =3, 206
[58.9%]) in the pembro group and 335 (96.8%; grade =3, 177 [51.2%]) in the placebo group.
Conclusions: Pembro plus trastuzumab and chemo continued to show improved OS, PFS, and
ORR vs placebo plus trastuzumab and chemo after a median study follow-up of 70 months,
especially in pts with PD-L1 CPS =1. No new safety signals were seen. The findings continue to
support pembro plus trastuzumab and chemo as the preferred 1L treatment for advanced or
metastatic HER2+ G/GE]J adenocarcinoma. Clinical trial information: NCT03615326. Research
Sponsor: Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.

ITT PD-L1 CPS 21
N = 698 n =594
Pembro group  Placebo group  Pembro group  Placebo group
n = 350 n = 348 n =298 n =296
0S, median (95% Cl), months 20.0 (17.8-22.1) 16.8 (14.9-18.7) 20.1 (17.9-22.9) 15.7 (13.5-18.5)
HR (95% Cl) 0.81 (0.69-0.95) 0.79 (0.66-0.94)
PFS, median (95% Cl), 10.0 (8.6-12.2) 8.1 (7.0-8.5) 10.9 (8.5-12.5) 7.3 (6.8-8.4)
months
HR (95% Cl) 0.73 (0.61-0.87) 0.72 (0.60-0.87)
ORR, % (95% Cl) 72.6 (67.6-77.2) 60.1 (54.7-65.2) 73.2 (67.7-78.1) 58.4 (52.6-64.1)
DOR, median (range), 11.3 (1.1+ to 9.5 (1.4+ to 11.3 (1.1+ to 9.6 (1.4+ to
months 80.0+) 79.6+) 80.0+) 79.6+)
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Efficacy and safety of PD-1 inhibitor plus chemotherapy vs chemotherapy alone in
advanced gastric cancer patients with low or negative PD-L1 expression.

Abdallah Al Ghnaimat, Sana Shaik, Shifa Mohamed Rafi, Muhammad Umer Farooq Mujahid, Bilal Ahmad, Aseel Abu Ata; Hashemite University, Department of Medicine,
Zarqaa, Jordan; Thilisi State Medical University, Thilisi, Georgia; University of Health Sciences, Lahore, Pakistan; Shaikh Khalifa Bin Zayed Al Nahyan Medical and Dental
College, Lahore, Pakistan; School of Medicine, The University of Jordan, Amman, Jordan

Background: Advanced gastric and gastroesophageal junction (GEJ) adenocarcinoma remains a
major global health challenge with limited treatment options and poor prognosis in metastatic
or unresectable disease. Immune checkpoint inhibitors targeting the programmed death-1
(PD-1) pathway, when combined with standard chemotherapy, have improved outcomes in
overall populations, as shown in pivotal trials such as CheckMate-649 and KEYNOTE-859.
However, efficacy is strongly influenced by tumor PD-L1 expression, with patients exhibiting
low or negative PD-L1 expression (combined positive score [CPS] <1 or <5, or tumor area
positivity [TAP] <5%) derive less pronounced benefit. Subgroup analyses from ORIENT-16 and
RATIONALE-305 show heterogeneous results, leaving uncertainty regarding the benefit of PD-
1 inhibitors in this subgroup. We aimed to evaluate the efficacy and safety of first-line PD-1
inhibitor—chemotherapy combinations versus chemotherapy alone in this clinically important
population. Methods: A systematic search of PubMed/MEDLINE, Embase, Cochrane Library,
Scopus, ClinicalTrials.gov, and major oncology conferences was conducted through January 16,
2026. We included Phase III randomized controlled trials comparing PD-1 inhibitor plus
chemotherapy with chemotherapy alone in adults with treatment-naive advanced gastric or
GEJ adenocarcinoma and low/negative PD-L1 expression (CPS <1, <5, or TAP <5%). Meta-
analyses were conducted using RevMan 5.4 with the generic inverse variance method for time-
to-event outcomes (HR) and Mantel-Haenszel method for dichotomous outcomes (RR).
Heterogeneity was assessed using I2. Primary outcomes were overall survival (0OS) and
progression-free survival (PFS); secondary outcomes included objective response rate and
safety. Results: Four Phase III RCTs (CheckMate-649, KEYNOTE-859, ORIENT-16,
RATIONALE-305) comprising 4,761 patients were included. Subgroup data from patients with
low/negative PD-L1 expression were analyzed. PD-1 inhibitors did not improve OS (HR 0.92,
95% CI0.81-1.03, P=0.16; I2=0%) or PFS (HR 0.84, 95% CI 0.70—-1.02, P=0.08; I2=47%). Results
were consistent across CPS and TAP methods. Toxicity was significantly increased, with higher
grade =3 adverse events (RR 1.48, P<0.001) and immune-related adverse events (any grade RR
2.80; grade =3 RR 4.30). Conclusions: In advanced gastric/GE] adenocarcinoma with low/
negative PD-L1 expression, first-line PD-1 inhibitor plus chemotherapy provides no survival
benefit and substantially increases toxicity. These findings support biomarker-guided treat-
ment selection and highlight the need for alternative therapeutic strategies. Research Sponsor:
None.
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Characterization and management of gastrointestinal (Gl) adverse events (AEs)
with zanidatamab + chemotherapy (CT) = tislelizumab in first-line (1L) HER2-
positive (HER2+) locally advanced or metastatic gastroesophageal adenocarci-
noma (MGEA): Analysis from HERIZON-GEA-01.

Elena Elimova, Sun Young Rha, Kohei Shitara, Tianshu Liu, Josep Tabernero, Keun-Wook Lee, Michael Schenker, Niall C. Tebbutt, Jaffer A. Ajani, Norhidayu Salimin,
Geoffrey Yuyat Ku, Jong Gwang Kim, Inmaculada Ales Diaz, Jingdong Zhang, Filippo Pietrantonio, Li-Yuan Bai, Samuel Le Sourd, Ye Chen, Jonathan E. Grim, Lin Shen;
Princess Margaret Cancer Centre, Toronto, ON, Canada; Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; National Cancer Center Hospital
East, Kashiwa, Japan; Zhongshan Hospital, Fudan University, Shanghai, China; Vall d'Hebron Hospital Campus & Institute of Oncology (VHIO), UVic-UCC, 10B-Quiron,
Barcelona, Spain; Seoul National University Bundang Hospital, Seoul National University College of Medicine, Seongnam, South Korea; SF Nectarie Oncology Center
Craiova and the University of Medicine and Pharmacy of Craiova, Craiova, Romania; Olivia Newton-John Cancer, Wellness and Research Centre, Austin Health, Heidelberg,
VIC, Australia; The University of Texas MD Anderson Cancer Center, Houston, TX; National Cancer Institute, Putrajaya, Malaysia; Memorial Sloan Kettering Cancer Center,
New York, NY; Kyungpook National University Medical Centre, Kyungpook National University School of Medicine, Daegu, South Korea; Hospital Regional Universitario de
Malaga, Malaga, Spain; Liaoning Cancer Hospital & Institute, Shenyang, Liaoning, China; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; China Medical
University Hospital, China Medical University, Taichung, Taiwan; Centre Eugene Marquis, Rennes, France; BeOne Medicines, Ltd., Beijing, China; Jazz Pharmaceuticals, Palo
Alto, CA; State Key Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Beijing Key Laboratory of Cell and Gene Therapy for Solid Tumor,
Department of GI Oncology, Peking University Cancer Hospital and Institute, Beijing, China

Background: In HERIZON-GEA-01, replacing 1L trastuzumab (tras) + CT with zanidatamab +
CT = tislelizumab significantly improved progression-free survival and, with tislelizumab,
yielded a statistically significant overall survival benefit in HER2+ mGEA. The safety profile was
manageable; diarrhea was the most common AE. Here we further characterize GI AEs and
diarrhea management. Methods: Eligible patients (pts) with previously untreated HER2+ mGEA
were randomized 1:1:1 to zanidatamab (1800 mg [<70 kgl/2400 mg [=70 kg] IV Q3W) +
tislelizumab (200 mg IV Q3W) + capecitabine/oxaliplatin (CAPOX) or 5-FU/cisplatin (FP);
zanidatamab + CAPOX or FP; or tras + CAPOX or FP. CT could be discontinued per physician
preference after cycle 6. Tras dose reductions were not permitted. Diarrhea prophylaxis
(loperamide 4 mg orally BID) was mandatory in zanidatamab-containing arms for the first
7 days of cycle 1. Results: Median treatment duration was 43.1 wk with zanidatamab +
tislelizumab + CT, 31.0 with zanidatamab + CT, and 30.0 with tras + CT. Median number of
CT cycles was 6, 6, and 7, respectively. Diarrhea was the most common GI AE in all arms; other
GI AEs were generally similar across arms. Among pts who experienced diarrhea, most had first
onset in cycle 1 (76% in =3 wk) with median duration <2.5 wk (Table). Few pts had their first
onset of diarrhea occur after cycle 6 when pts could discontinue CT. HER2-targeted therapy
discontinuations (4.1%, 1.3%, 0.3%, respectively) and dose reductions (9.9%, 10.8%, NA) or
delays (13.6%, 13.4%, 7.6%) due to diarrhea were infrequent. Diarrhea was more often managed
with CT dose reduction (21.8%, 23.6%, 14.2%, respectively). Imnmune-mediated colitis occurred
in 2.7% of pts with zanidatamab + tislelizumab + CT. Additional incidence and management
data will be presented. Conclusions: In zanidatamab-treated pts, most diarrhea events were
grade 1/2, and first-onset events tended to occur in cycle 1 and resolved in <3 wk. Diarrhea rarely
led to zanidatamab discontinuation. The safety of zanidatamab-containing regimens appears
favorable given the survival benefits; diarrhea should be managed with prophylactic loper-
amide and CT dose modifications as needed. Clinical trial information: NCT05152147. Research
Sponsor: Jazz Pharmaceuticals; BeOne Medicines; Zymeworks Biopharmaceuticals.

Zanidatamab +

Tislelizumab + CT Zanidatamab + CT Tras + CT
Diarrhea n =294 n = 305 n = 302
Any-grade, n (%) 244 (83.0) 241 (79.0) 161 (53.3)
Grade 1 79 (26.9) 80 (26.2) 84 (27.8)
Grade 2 92 (31.3) 99 (32.5) 38 (12.6)
Grade >3 73 (24.8) 61 (20.0) 39 (12.9)
Time to first onset, n (%), wk
<3 188 (77.0) 192 (79.7) 108 (67.1)
>3 to <6 25 (10.2) 27 (11.2) 22 (13.7)
>6 to <9 7(2.9) 14 (5.8) 11 (6.8)
>9 to <12 4(1.6) 401.7) 2(1.2)
>121t0<18 8 (3.3) 3(1.2) 7(4.3)
>18 12 (4.9) 1(0.4) 11 (6.8)
Duration of first onset, 2.0(1.6,2.6) 2.4(1.9,29) 1.4(1.0,2.7)

median (95% Cl), wk

2Grade missing for 1 pt.
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Clinicopathologic and molecular features of Krukenberg tumors from gastric cancer
(GC): A single-institution experience.

Nancy Nguyen, Sadia Mlamba, Sofia Guzman, Nguyen Nguyen, Kyung-il John Kim, Fei Fei, Dani Ran Castillo; Department of Internal Medicine, Alameda Health System -
Highland Hospital, Oakland, CA; Department of Ambulatory Care, City of Hope Comprehensive Cancer Center, Duarte, CA; Department of Molecular Cell and Developmental
Biology, University of California, Los Angeles, Los Angeles, CA; Department of Internal Medicine, Kaiser Foundation Hospitals, Fontana, CA; Department of Pathology, City
of Hope Comprehensive Cancer Center, Duarte, CA; Department of Medical Oncology, City of Hope Comprehensive Cancer Center, Duarte, CA

Background: Krukenberg tumors (KTs), ovarian metastases most commonly arising from
gastric adenocarcinoma, represent an aggressive and understudied metastatic phenotype,
frequently associated with diffuse-type gastric cancer (GC). The molecular determinants un-
derlying this metastatic pattern remain poorly characterized. We aimed to define the clinico-
pathologic and genomic landscape of GC-associated KTs. Methods: We conducted a
retrospective review of 103 patients with metastatic gastric or gastroesophageal junction
adenocarcinoma treated at City of Hope (2020—2025). Twenty-two patients with confirmed
KTs were identified. Clinicopathologic data were extracted from electronic medical records.
Next-generation sequencing (NGS) for KTs was performed on primary or metastatic tumor
specimens. Survival outcomes were estimated using the Kaplan-Meier method, with
progression-free survival (PFS) and overall survival (OS) reported with 95% confidence in-
tervals (CIs). Results: The median age at diagnosis was 45 years (range, 30— 64). HER2 positivity
was infrequent (14%), and PD-L1 expression was heterogeneous across tumors. Genomic
profiling demonstrated recurrent alterations in TP53 (53%), ARID1A (20%), CDH1 (13%), KRAS
(13%), and PIK3CA (13%). Notably, 86.4% of KTs exhibited CLDN18.2 immunohistochemical
expression > 75%, and 80% of patients had low PD-L1 CPS scores ( < 5). The CLDN18::
ARHGAP26 fusion was detected in 30% of sequenced tumors, representing a highly recurrent
structural alteration. Median PFS was 9 months (95% CI, 4—15), and median OS was 17 months
(95% CI, 5—30). Conclusions: GC—associated KTs demonstrate a distinct molecular architec-
ture enriched for diffuse-type genomic features, including frequent TP53 mutations and re-
current CLDN18::ARHGAP26 fusions, aligning with the poor prognosis observed in this cohort.
Our findings establish CLDN18 fusions as a recurrent molecular hallmark of GC—associated
ovarian metastases, providing novel clinicopathologic insight into mechanisms of ovarian
metastatic tropism. Importantly, the high prevalence of CLDN18.2 protein expression
identifies a biologically actionable therapeutic vulnerability. CLDN18.2-directed strategies
may represent an effective biomarker-driven treatment approach capable of achieving disease
control without reliance on surgical intervention. These data define a high-risk, biologically
distinct metastatic phenotype and support precision-guided therapeutic targeting, in this
clinically aggressive patient population. Research Sponsor: None.
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SYS6010 combined with SYH2051 in advanced solid tumors: Results from a phase
Ib/1l trial.

Rongbo Lin, Liyu Su, Jiajing Chen, Rui-Hua Xu, Yan Zhang, Zuoxing Niu, Fei Yin, Yibing Liu, Zhiquan Qin, Zhiwei Li, Ying Liu, Ting Deng, Xiwen Huang, Jiansong Ji, Hui Yang,
Huiyan Luo, Jinheng Hao, Ying Xin, Xuechao Wan, Lianchao Tian; Department of Gastrointestinal Medical Oncology, Fujian Cancer Hospital, Fuzhou, China; Sun Yat-sen
University Cancer Center, Guangzhou, China; Phase | Drug Research Center, Cancer Hospital of Shandong First Medical University, Jinan, China; Digestive Internal Medicine
Second Ward, Cancer Hospital of Shandong First Medical University, Jinan, China; Department of Gastroenterology, Fourth Hospital of Hebei Medical University,
Shijiazhuang, China; The Fourth Hospital of Hebei Medical University, Shijiazhuang, Hebei, China; Department of Medical Oncology, Zhejiang Provincial People’s Hospital,
Hangzhou, China; Department of Gastroenterology, Harbin Medical University Cancer Hospital, Harbin, China; Department of Gastroenterology, Henan Cancer Hospital,
Zhengzhou, China; Tianjin Medical University Cancer Institute & Hospital, Tianjin, China; Department of Gastrointestinal, Hepatobiliary & Pancreatic Oncology, Meizhou
People’s Hospital, Meizhou, China; Cancer Center, Lishui Central Hospital, Lishui, China; Department of Oncology, The Affiliated Suzhou Hospital of Nanjing Medical
University, Suzhou, China; Department of Medical Oncology, Sun Yat-sen University Cancer Center, Guangzhou, China; CSPC Pharmaceutical Group Co., Ltd., Shijiazhuang,
China

Background: SYS6010 is an antibody-drug conjugate (ADC) composed of an epidermal growth
factor receptor (EGFR)-specific antibody, a cleavable linker, and the topoisomerase I inhibitor
JS-1. SYH2051 is an ATM inhibitor that disrupts DNA repair. The combination of SYS6010 and
SYH2051 has shown preliminary antitumor activity (ASCO 2025) in advanced gastrointestinal
tumors, particularly gastric cancer (GC). Here, we report the safety and preliminary efficacy of
SYS6010 plus SYH2051 in patients with advanced solid tumors in phase Ib. Methods: This was a
multi-center, open-label study. Phase Ib enrolled patients with advanced, EGFR-positive or
EGFR-mutant solid tumors, including gastric cancer (GC) with EGFR expression (=1+) in =30%
of tumor cells, who were refractory or intolerant to standard treatment. Phase Ib consisted of
dose escalation and expansion parts. Dose escalation followed a 3+3 design, exploring SYS6010
at doses of 3.2 mg/kg and 3.6 mg/kg (both Q2W) in combination with SYH2051 at 20 mg, 40 mg,
60 mg, and 80 mg (QD). The primary endpoints were safety, maximum tolerated dose (MTD),
and recommended phase Il dose (RP2D). Results: As of October 31, 2025, a total of 117 patients
(median age, 58 years; male, 73.5%; ECOG PS 1, 72.6%; metastasis, 100%) were enrolled. Most
common tumor types included gastric cancer (GC, n = 66), colon cancer (n = 24), and rectal
cancer (n = 15). One dose-limiting toxicity (grade 4 thrombocytopenia) was reported in the
regimen of SYS6010 3.2 mg/kg plus SYH2051 60 mg. The RP2D was determined to be SYS6010
3.6 mg/kg plus SYH2051 40 mg. Overall, 94.0% (110/117) of enrolled patients reported at least
one treatment-related adverse event (TRAE). The common TRAEs (=30%) were anemia
(68.4%), leukopenia (50.4%), neutropenia (48.7%), decreased appetite (47.0%), nausea
(43.6%), hypoalbuminemia (40.2%), fatigue (39.3%), and thrombocytopenia (33.3%).
Grade = 3 TRAEs occurred in 44.4% (52/117) of patients. Treatment discontinuations due to
TRAEs were reported in 0.9% (1/117) of patients for SYS6010 and in 0.9% (1/117) for SYH2051. No
deaths were reported due to TRAEs. Among all efficacy-evaluable GC patients treated with the
RP2Dregimen (n = 33), the confirmed objective response rate (CORR) was 15.2%, disease control
rate (DCR) was 69.7%, and median progression-free survival (mPFS) was 4.5 mo (95% CI,
2.1-5.7). For the 17 patients receiving RP2D regimen as =3rd-line therapy, cORR was 23.5%,
DCR was 88.2%, and mPFS was 5.4 mo (95% CI, 2.5—NR). The 3-mo and 6-mo PFS rates were
72.4% and 36.2%, respectively. Overall survival data were immature. Conclusions: The com-
bination of SYS6010 and SYH2051 showed acceptable safety and tolerability in patients with
advanced solid tumors. Promising antitumor activity was observed in patients with advanced
GC, particularly among those receiving the regimen as =3rd-line therapy. Clinical trial infor-
mation: NCT07104877. Research Sponsor: CSPC Megalith Biopharmaceutical Co.,Ltd.
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Efficacy and safety of tecotabart vedotin plus toripalimab with or without che-
motherapy as first-line treatment for CLDN18.2-positive advanced gastric or
gastroesophageal junction adenocarcinoma: Phase Il study results.

Jin Li, Haiping Jiang, Mingzhu Huang, Lixin Wan, Chunmei Bai, Yu Zheng, Aiping Zhou, Jing Dai, Jun Zhou, Rusen Zhao, Yiping Mou, Xianglin Yuan, Ning Wu, Linbin Dou,
Da Fei, Xia Qin, Crystal Qin; China Pharmaceutical University Shanghai GoBroad Cancer Hospital, Shanghai, China; The First Affiliated Hospital, Zhejiang University School
of Medicine, Hangzhou, China; Department of Medical Oncology, Fudan University Shanghai Cancer Center, Shanghai, China; Nanyang Central Hospital, Nanyang, China;
Peking Union Medical College Hospital, Beijing, China; Sir Run Run Shaw Hospital, Zhejiang University School of Medicine, Hangzhou, China; Department of Medical
Oncology, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College,
Beijing, China; Gastrointestional Oncology (Chemoradiotherapy) Department, Zhongnan Hospital of Wuhan University, Wuhan, China; Shanghai GoBroad Cancer Hospital
China Pharmaceutical University, Shanghai, China; Department of Medical Oncology, Zibo Municipal Hospital, Zibo, China; Zhejiang Provincial People’s Hospital, Hangzhou,
China; Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; Shanghai Pudong Gongli Hospital, Shanghai, China; LaNova
Medicines, Shanghai, China

Background: Tecotabart vedotin (TV; LM-302) is a novel and potent MMAE-based ADC
targeting CLDN18.2. Previous data (ASCO 2025, abstract#4039) demonstrated promising ef-
ficacy and manageable safety profile of TV plus PD-1 inhibitor in patients (pts) with systemic
therapy-naive advanced gastric or gastroesophageal junction (G/GEJ) cancer. Updated phase II
results of TV plus toripalimab (T) with or without chemotherapy in this first-line setting are
presented. Methods: Eligible pts had histologically confirmed, no prior systemic therapy,
HER2-negative G/GE]J adenocarcinoma with CLDN18.2 positivity (IHC 2+/3+ in =1% of tumor
cells). Pts received TV (1.8 mg/kg Q2W) plus T (3 mg/kg Q2W), with or without capecitabine or
S-1. The primary endpoint was PFS per RECIST v1.1. Secondary endpoints were efficacy, safety,
PK, and biomarker analysis. Data cutoff: November 25, 2025. Results: A total of 71 pts with G/
GEJ adenocarcinoma were enrolled: 39 in the TV+T cohort and 32 in the TV+T+Chemo cohort.
Baseline CLDN18.2 high expression (=25%) was presented in 82.1% of pts in the TV+T cohort
and 84.4% in the TV+T+Chemo cohort. PD-L1 CPS =1 was observed in 61.5% and 81.3% of pts,
respectively. Median follow-up was 16.16 months in the TV+T cohort and 14.82 months in the
TV+T+Chem cohort. The median PFS (95% CI) was 10.68 months (6.28, NE) and 12.55 months
(6.80, NE), respectively. Among pts with CLDN18.2 =25%, the median PFS (95% CI) was
12.22 months (6.87, NE) and NE (8.44, NE), the median DOR (95% CI) was 13.86 months (9.36,
NE) and NE (7.10, NE), ORR was 64.5% and 69.2%, and DCR was 96.8% and 96.2%, respectively.
Median OS was not reached in either cohort. In pts with CLDN18.2 <25%, TV+T (N=7) and
TV+T+Chemo (N=5) showed a median PFS (95% CI) of 5.72 (1.15, NE) and 6.80 (5.55, NE)
months, ORR of 14.3% and 40.0%, DCR of 71.4% and 100%, and OS (95% CI) of 10.78 (2.56, NE)
months and NE (8.25, NE), respectively. TRAEs occurred in all pts. Grade =3 TRAEs occurred in
66.7% of ptsin the TV+T cohort and 81.3% of pts in the TV+T+Chemo cohort. The most common
Grade =3 TRAEs (incidence =20%) were decreased neutrophil count in the TV+T cohort, and
decreased neutrophil count and decreased white blood cell count in the TV+T+Chemo cohort.
TEAEs leading to dose reduction occurred in 17.9% (Grade =3: 12.8%) and 43.8% (Grade =3:
18.8%) of pts, respectively. TEAEs led to treatment discontinuation occurred in 15.4%
(Grade =3: 7.7%) and 31.3% (Grade =3: 28.1%), respectively. No treatment-related deaths
were reported. Conclusions: TV+T, with or without chemotherapy, demonstrated encouraging
anti-tumor activity and manageable safety as first-line treatment for CLDN18.2-positive
advanced G/GEJ cancer. The doublet shows comparable efficacy to the triplet with enhanced
tolerability, supporting further large-scale clinical investigation. Clinical trial information:
NCT05934331. Research Sponsor: LaNova Medicines Limited.
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Phase Il trial of SYS6010, an EGFR antibody-drug conjugate (ADC) in patients with
advanced esophageal squamous cell carcinoma (ESCC).

Rongbo Lin, Rui-Hua Xu, Yibing Liu, Fei Yin, Zhiwei Li, Zhiquan Qin, Xiaodong Jiang, Shegan Gao, Ruinuo Jia, Siyuan Huang, Shugin Ni, Hongxia Lu, Youguo Dai, Ting Deng,
Jinheng Hao, Xuechao Wan, Ying Xin, Xiangwei Wu, Ying Chen, Limei Zhang; Department of Gastrointestinal Medical Oncology, Fujian Cancer Hospital, Fuzhou, China; Sun
Yat-sen University Cancer Center, Guangzhou, China; The Fourth Hospital of Hebei Medical University, Shijiazhuang, Hebei, China; Department of Gastroenterology, Fourth
Hospital of Hebei Medical University, Shijiazhuang, China; Department of Gastroenterology, Harbin Medical University Cancer Hospital, Harbin, China; Department of
Medical Oncology, Zhejiang Provincal People’s Hospital, Hangzhou, China; Department of Radiation Oncology, The First People’s Hospital of Lianyungang, Lianyungang,
China; Department of Gastrointestinal Medical Oncology, The First Affiliated Hospital of Henan University of Science and Technology, Luoyang, China; The First Affiliated
Hospital of Zhengzhou University, Zhengzhou, China; Phase I Clinical Trial Center, Cancer Hospital of Shandong First Medical University, Jinan, China; Department of
Gastroenterology, Shanxi Provincial Cancer Hospital, Taiyuan, China; Department of Gastric and Small Intestine Surgery, Yunnan Cancer Hospital, Kunming, China; Tianjin
Medical University Cancer Institute & Hospital, Tianjin, China; CSPC Pharmaceutical Group Co., Ltd., Shijiazhuang, China

Background: SYS6010 is an EGFR- ADC composed of an EGFR-specific antibody, a cleavable
linker, and the topoisomerase I inhibitor (TOPOi) JS-1. Preliminary clinical data from the phase
I study of SYS6010 monotherapy in patients with solid tumors showed an acceptable safety and
encouraging preliminary efficacy (ChiCTR2300072141). Here, we report the efficacy and safety
results of SYS6010 in patients with ESCC in the phase II trial. Methods: Patients with advanced
ESCC that was refractory or intolerant to standard therapy were enrolled. In the dose-expansion
part, SYS6010 was administered intravenously at a dose of 3.6 mg/kg every 2 weeks (Q2W). The
primary endpoint was objective response rate (ORR) assessed by the investigator. Results: As of
Jan 14, 2026, 48 patients with ESCC (median age, 64.5 years; male, 89.6%; ECOG PS 1, 87.5%;
metastatic disease, 93.8%) were enrolled and received SYS6010. Ten patients (20.8%) had
received =3 prior lines of systemic therapy. The median follow-up was 3.9 months (mo; Q1-Q3:
3.1-5.6). Among 40 efficacy-evaluable patients, the confirmed ORR (cORR) was 35% (95%CI
20.6-51.7), and the disease control rate (DCR) was 67.5% (95%CI 50.9-81.4). Median
progression-free survival (mPFS) was 4.6 mo (95% CI, 2.7-NR; 48% maturity). The 3-mo
and 6-mo PFS rates were 56.3% and 41.4%, respectively. 15 patients remain on treatment with
SYS6010. For TOPOi-naive patients (n = 34), cORR and DCR were 41.2% (95%CI 24.7-59.3) and
70.6% (95%CI 52.5-84.9), respectively. mPFS was 4.6 mo (95%CI 2.8-NR; 45% maturity), with
3-mo and 6-mo PFS rates of 62.5% and 43.2%, respectively. 14 patients remain on treatment
with SYS6010. Overall, 97.9% (47/48) of patients experienced treatment-related adverse
events (TRAEs). Grade =3 TRAEs occurred in 31 (64.6%) patients. Common grade =3 TRAEs
(=5%) included neutropenia (29.2%), anemia (18.8%), leukopenia (18.8%), thrombocytopenia
(12.5%), lymphocytopenia (8.3%), vomiting (8.3%), and nausea (6.3%). TRAEs led to treatment
discontinuation in 4 (8.3%) patients. One death of unknown reason was reported and assessed
by the investigator as related to the study drug. Conclusions: SYS6010 demonstrated a man-
ageable safety profile and promising antitumor activity, supporting further development in
patients with advanced ESCC, especially TOPOi-naive patients. A phase 3 study is planned to
compare SYS6010 with standard of care (SOC) in patients with TOPOi-naive ESCC. Clinical trial
information: ChiCTR2500099933. Research Sponsor: CSPC Megalith Biopharmaceutical Co.,
Ltd.
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Cadonilimab in combination with ivonescimab and chemotherapy as first-line (1L)
therapy in patients with advanced gastric (G) or gastroesophageal junction ade-
nocarcinoma (GEJA): Updated results from an open-label phase Il trial.

Guangyu Wang, Chunhui Zhang, Jiebing Tang, Yue Ma, Qingwei Li, Dan Su, Changjie Lou, Zhigang Ma, Hongjiang Song, Yangiao Zhang; The Affiliated Cancer Hospital of
Harbin Medical University, Harbin, China

Background: Cadonilimab (AK104), an anti-PD-1/CTLA-4 bispecific antibody, plus chemo-
therapy significantly improved OS versus chemotherapy and had a tolerable safety profile in
first-line (1L) treatment of advanced G/GEJA patients (pts), including those with low PD-L1
expression. Currently, it has been approved by NMPA. Ivonescimab (AK112), also approved in
China, is a novel bispecific antibody against PD-1 and VEGF and has shown a clinically sig-
nificant improvement in efficacy with favorable safety for advanced NSCLC in two phase 3
studies (HARMONi-2 and HARMONi-A). Here, we presented the updated data for the safety and
efficacy of AK104 combined with AK112 and chemotherapy as 1L treatment in advanced G/GEJA.
Methods: Pts with previously untreated advanced G/GEJA were enrolled. The phase II trial
consisted of a dose-escalation part (part 1) and a dose expansion part (part 2). Eligible pts were
firstly enrolled into sequential part1 including 10mg/kg and 15mg/kg AK104 (Q6W, D8) com-
bined with AK112 (20mg/kg, Q3W, D1) and chemotherapy (SOX or XELOX) following the
conventional 3+3 design. If the starting dose of 10mg/kg AK104 led to =2 dose-limiting
toxicities (DLTs), 6mg/kg AK104 would be administered. After the part 1 completed, eligible
pts were enrolled into the part 2 and received AK104 (the recommended dose, Q6W, D8)
combined with AK112 (20 mg/kg, Q3W, D1) and chemotherapy (SOX or XELOX). The primary
outcomes were safety and ORR. Secondary endpoints included DCR, PFS, OS, biomarkers of drug
activity and pharmacokinetics. Results: As of 19 January 2026, 54 pts were enrolled with a
median age of 60 years (range: 39-75). 55.6% were PD-L1 CPS < 5, 42.6% had liver metastases
and 40.7% had peritoneal metastases. Among efficacy evaluable pts, the ORR was 71.7% and
DCR was 95.7%. The median PFS (mPFS) was 8.4 months (mo) (95%Cl: 6.0-13.1) and OS
analysis was immature. In the pts with liver metastases, the ORR was 81.8%, DCR was 90.9%
and mPFS was 10.7 mo (95%Cl: 5.7-13.1). In the pts with peritoneal metastases, the ORR was
72.2%, DCR was 100.0% and mPFS was 6.4 mo (95%Cl: 5.45-NR). Grade 3-4 treatment-related
adverse events (TRAEs) were reported in 18.5% pts, mainly including hypokalemia (5.6%),
decreased neutrophil count (3.7%), decreased platelet count (3.7%) and hyperbilirubinemia
(3.7%). There were no grade 4/5 TRAEs or treatment-related deaths. Conclusions: Updated
results demonstrated that AK104 combined with AK112 and chemotherapy as 1L treatment
continued to show highly encouraging anti-tumor activity with a manageable safety profile in
pts with advanced G/GEJA, including those with liver or peritoneal metastases. Clinical trial
information: NCT06196697. Research Sponsor: None.
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Molecular circulating tumor DNA (ctDNA) profiling from patients (pts) treated with
zanidatamab + chemotherapy (CT) in first-line (1L) HER2-positive (HER2+) ad-
vanced or metastatic gastroesophageal adenocarcinoma (mGEA).

Elena Elimova, Geoffrey Yuyat Ku, Keun-Wook Lee, Sun Young Rha, Sara Wienke, Geethika Yalamanchili, Phillip M. Garfin, Emanuele Loro, Diana Shpektor, Jaffer A. Ajani;
Princess Margaret Cancer Centre, Toronto, ON, Canada; Memorial Sloan Kettering Cancer Center, New York, NY; Seoul National University Bundang Hospital, Seoul National
University College of Medicine, Seongnam, South Korea; Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Guardant Health, Palo Alto, CA;
Jazz Pharmaceuticals, Palo Alto, CA; Jazz Pharmaceuticals, Cambridge, United Kingdom; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Zanidatamab is a dual HER2-targeted bispecific antibody that binds to HER2
extracellular domains 2 and 4. In the phase 3 HERIZON-GEA-01 trial, 1L zanidatamab =+
tislelizumab + CT significantly prolonged progression-free survival (PFS) and, with tislelizu-
mab, yielded significant overall survival benefits versus trastuzumab + CT in HER2+ mGEA.
Consistent results were previously reported in a phase 2 trial of zanidatamab + CT. ctDNA
profiling provides a noninvasive approach to identify pts who could benefit from HER2-targeted
therapies, and on-treatment ctDNA reductions may be associated with response. Here we
report ctDNA profiling from the phase 2 trial. Methods: The phase 2 trial (NCT03929666)
evaluated zanidatamab + CT (mFOLFOX6, CAPOX, or 5-FU/cisplatin [FP]) in 1L mGEA. Pts in
part 1 had HER2-expressing (IHC 3+ or 2+) mGEA. Pts in part 2 had HER2+ (IHC 3+ or IHC 2+/
FISH+) mGEA by central assessment (ccHER2+). Primary endpoint was confirmed objective
response rate (cORR). PFS was a secondary endpoint. Plasma ctDNA samples were collected
prior to cycle 1 of zanidatamab (baseline [BL]) and on treatment (cycle 2 day 15 for zanidatamab
+ CAPOX or FP; cycle 3 day 1 for zanidatamab + mFOLFOX6) for NGS by Guardant360 and/or
Guardant Infinity. Results: 46 pts were enrolled (zanidatamab + mFOLFOX6 [n = 24], CAPOX [n
=20], FP[n = 2]). Most (41[89%]) pts had ccHER2+ mGEA. cORRwas 76.2% (95% CI 60.5, 87.9)
and median PFS was 12.5 (95% CI 8.2, 21.8) mo. BL ctDNA was available from 39 pts; 29 had on-
treatment samples, and 16 had matched BL and on-treatment samples. The concordance was
94% (34/36) between centrally assessed ERBB2 amplification by FISH in tissue and ERBB2
amplification in plasma ctDNA by NGS. Among 34 pts with detectable ERBB2 amplification at
BL, median PFS was 18.6 (95% CI 12.0, NE) mo. All pts with available samples and confirmed
complete (CR) or partial (PR) response or stable disease (SD) had undetectable on-treatment
ERBB2 amplification in ctDNA. Most pts with ERBB2 indel, fusion, or SNV (79% [15/19]) or with
PIK3CA amplification or SNV (86% [12/14]) at BL had CR or PR. Nearly all (94% [15/16]) pts with
available matched samples had a > 80% decrease in ctDNA from BL to on-treatment assess-
ment on the Guardant Infinity panel. On-treatment ctDNA samples from pts with progressive
disease or SD showed recurrence/persistence of ERBB2 alterations and co-alterations across
PI3K/AKT and RAS/MAPK pathways. Additional data will be presented. Conclusions: Molecular
ctDNA profiling showed that 1L zanidatamab + CT in HER2+ mGEA could markedly reduce total
ctDNA levels and ERBB2 amplification detection early in treatment. Antitumor activity was
observed among pts whose tumors harbored ERRB2 and PIK3CA mutations, both of which are
associated with resistance to standard HER2-targeted therapies. Clinical trial information:
NCT03929666. Research Sponsor: Jazz Pharmaceuticals; Zymeworks Biopharmaceuticals.
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Survival outcomes according to ramucirumab (RAM)-related hypertension (HTN) in
patients (pts) with advanced HER2-negative gastric (G) or gastro-esophageal
junction (GEJ) cancer: An exploratory analysis of the phase Ill ARMANI trial.

Roberta Fazio, Gabriele Ting, Cecilia Villa, Floriana Nappo, Matteo Fassan, Chiara Ghirardini, Elisa Giommoni, Carlotta Ceccon, Samantha Di Donato, Lorenzo Fornaro,
Oronzo Brunetti, Ferdinando De Vita, Andrea Spallanzani, Alessandro Bittoni, Valerie Bethaz, Antonia Strippoli, Tiziana Pia Latiano, Giovanni Gerardo Cardellino,
Filippo Pietrantonio, Giovanni Randon; Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, NA, Italy; Palliative Care Unit, Fondazione
IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Medical Oncology 1, Veneto Institute of Oncology I0V-IRCCS, Padua, Italy; Department of Medicine (DIMED) University of
Padua and Veneto Institute of Oncology (I0V-IRCCS ), Padua, NA, Italy; Oncology Unit, University Hospital of Ferrara, Ferrara; Oncology Unit Santa Maria delle Croci
Hospital - AUSL Romagna, Ravenna, NA, Italy; Oncology Unit, Azienda Ospedaliero-Universitaria Careggi, Firenze, Italy; Department of Surgery, Oncology and
Gastroenterology, University of Padua, Padua, Italy; Medical Oncology Department, ASL Toscana Centro, Santo Stefano Hospital, Prato, NA, Italy; Department of Medical
Oncology 2, Azienda Ospedaliera Universitaria Pisana, Pisa, Italy; Medical Oncology Unit - IRCCS Istituto Tumori "Giovanni Paolo II", Bari, Italy; Division of Medical Oncology,
Department of Precision Medicine, University of Study of Campania "L. Vanvitelli", Naples, Italy; Department of Oncology and Hematology, University Hospital of Modena,
Modena, NA, Italy; Department of Medical Oncology, IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) “Dino Amadori”, Meldola, NA, Italy; Department of Oncology,
University Hospital San Luigi Gonzaga, University of Turin, Orbassano, NA, Italy; Medical Oncology, Comprehensive Cancer Center, Fondazione Policlinico Universitario
Agostino Gemelli, IRCCS, Rome, NA, Italy; Department of Oncology, Fondazione IRCCS "Casa Sollievo della Sofferenza” Hospital, San Giovanni Rotondo, Foggia, Italy;
Department of Oncology, Azienda Sanitaria Universitaria Friuli Centrale, Udine, Italy; Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan,
Italy

Background: Retrospective studies suggest an association between treatment-related HTN and
improved outcomes with anti-angiogenic agents, with most evidence derived from colorectal
cancer pts treated with bevacizumab. Data on the prognostic significance of RAM-induced HTN
are limited. We therefore explored the association between treatment-related HTN and survival
outcomes in the ARMANI trial. Methods: ARMANI was a phase III trial enrolling pts with
advanced HER2-negative G/GE] cancer who had disease control after a 3-month first-line
fluoropyrimidine and oxaliplatin (FOX) induction chemotherapy. Pts were randomized to
switch maintenance with paclitaxel plus RAM (PTX-RAM) or the continuation of FOX. The
objectives of this exploratory analysis were to evaluate the association between grade (G)=2
HTN and survival outcomes across treatment arms (using the FOX arm as reference [ref]) and
within the PTX—RAM arm. To mitigate time-related bias, Cox proportional hazards models
were fitted with HTN modeled as a time-dependent covariate, considering pts ‘non-HTN’ until
G=2 HTN onset and ‘HTN’ thereafter. Because HTN is a post-randomization event, survival
analyses in the PTX-RAM arm by HTN status were adjusted for baseline characteristics using
inverse probability weighting based on propensity scores derived from a logistic regression
model. Results: Among 276 pts (141 in PTX-RAM and 135 in FOX arm), G=2 HTN occurred in 20
cases (7.2%), all observed in the PTX-RAM arm (20/141, 14.2%). The incidence of G=2 HTN was
similar between males and females (15.8% versus 10.9%) and between pts aged < 70 and =70
years (14.4% versus 13.5%). Median time to G=2 HTN-onset was 3 months. In the between-arm
comparison, the PTX-RAM arm showed improved progression-free survival (PFS) versus FOX
regardless of HTN development (p = 0.192). In contrast, the overall survival (OS) benefit was
greater in the HTN group (p = 0.071). These findings are detailed in the Table below. In analyses
restricted to the PTX—RAM arm, G=2 HTN onset was associated with improved OS (HR 0.43;
95% CI, 0.22-0.83; p = 0.033), whereas no significant difference was observed for PFS (HR 0.88;
95% CI, 0.50-1.57; p = 0.735). Conclusions: The development of G=2 HTN was associated with a
significant OS benefit in pts treated with PTX—RAM in the ARMANI trial. These findings support
further research to identify biomarkers predictive of HTN onset to refine pts selection for switch
maintenance strategies. Clinical trial information: NCT02934464. Research Sponsor: None.

Median PFS Median 0S
(months) (months)
(95% CI) HR (95% CI) (95% CI) HR (95% CI)
FOX 3.5(2.8-4.2) ref 10.5 (8.5—-13.5) ref
PTX-RAM (non-HTN) 6.5 (5.8-7.7)  0.44 (0.32-0.60) 12.2 (10.6—14.4)  0.65 (0.49—0.87)
PTX-RAM (HTN) 9.0 (42-16.9) 0.61 (0.38—0.99) 24.6 (13.3—-64.4)  0.39 (0.22-0.69)
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Genomic biomarkers of primary resistance to anti-EGFR monoclonal antibodies
(mAbs) by comprehensive genomic profiling (CGP) in EGFR-amplified (ampl) ad-
vanced gastroesophageal adenocarcinoma (aGEA) and correlative analysis from a
single-arm study with panitumumab.

Cecilia Villa, Sara Lonardi, Leonardo Provenzano, Chiara Cavalli, Giovanni Pennoni, Giulia Coppola, Camilla Damonte, Carolina Sciortino, Silvia Marchesi, Federica Bertuzzi,
Margherita Ambrosini, Paolo Manca, Federica Morano, Michele Prisciandaro, Francesca Bergamo, Giovanna Sabella, Paolo Cantu, Filippo Pietrantonio, Giovanni Randon;
Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, NA, Italy; Oncology 1 Unit, Department of Medical Oncology, Veneto Institute of
Oncology IOV - IRCCS, Padua, Italy; Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Medical Oncology Department, Fondazione
IRCCS Istituto Nazionale Tumori, Milan, Italy; First Division of Pathology, Department of Pathology and Laboratory Medicine, Fondazione IRCCS Istituto Nazionale Tumori,
Milan, Italy; Gastroenterology and Digestive Endoscopy Unit, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy

Background: EGFR ampl is found in up to 6% of patients with aGEA and accounts for the efficacy
of anti-EGFRs in this patients’ subgroup. The AMNESIA panel with KRAS/PIK3CA/MET muta-
tions and KRAS/EGFR/MET amplifications represented a paradigm of negative selection to
trastuzumab in HER2+ aGEA. Here, we aimed to characterize the prevalence and prognostic
relevance of genomic drivers of primary resistance to EGFR blockade in EGFR-ampl aGEA.
Methods: Patients with EGFR-ampl aGEA were retrieved from 3 CGP screening sources, i.e. the
ARMANI phase 3 trial, an observational cohort established at the Fondazione IRCCS Istituto
Nazionale dei Tumori (INT) of Milan and 11 patients with EGFR ISH positive aGEA treated with
panitumumab as =2L from the 117/15 INT screening platform (thereafter Panitumumab study).
CGP was performed by means of FoundationOne CDx next-generation sequencing (NGS).
AMNESIA-EGFR panel grouped genomic alterations with clinical and biological rationale as
driver of primary resistance to anti-EGFR mAbs, i.e. EGFR rearrangements, FGFR2/HER2/MET/
RAS co-ampl, RAS/MEK1/PIK3CA ex20 mut, AKT1/2 mut and PTEN loss. We evaluated prevalence
of AMNESIA-EGFR alterations in the ARMANI and observational cohort. Then, we explored the
prognostic impact of AMNESIA-EGEFR panel and lack of EGFR ampl by NGS in the Panitumumab
study. Results: EGFR-ampl by NGS was found in 3/130 (2.3%) and 7/128 (5.5%) pts in the
ARMANI and observational cohort. EGFR ampl was confirmed by NGS in 8/11 pts (73%) in the
panitumumab cohort. Among patients with EGFR-ampl tumors by NGS, AMNESIA-EGEFR al-
terations were found in 9/18 (50%) pts, including: KRAS ampl (16.7%), EGFR rearrangement
(11.1%), PTEN loss (11.1%), FGFR2 co-ampl (5.6%), MET co-ampl (5.6%) and MEK1 mut (5.6%).
AMNESIA-EGFR panel alterations were mutually exclusive, except for one case with concurrent
MET co-ampl and MEK1 mutation. In the Panitumumab study, disease control rate (DCR) was
18.2% including a partial response and a stable disease. Median progression-free survival (PFS)
and overall survival (OS) were 2.0 months (95%CI, 1.8-NA) and 5.3 months (95%CI, 3.38-NA).
7/11 pts had tumors with AMNESIA-EGEFR alterations or lacked EGFR ampl by NGS. AMNESIA-
EGFR+ or lack of EGFR ampl were associated with inferior DCR (0% vs 50%), PFS (median PFS
2.0 vs 3.8 months; HR 3.17 [95% CI, 0.64-NA] and OS (median OS 5.3 vs 6.4 months; HR 1.80
[95%CI, 0.45—7.14]). Conclusions: Genomic drivers of primary resistance to anti-EGFR mAbs
are common in EGFR-ampl aGEA. A negative selection paradigm based on CGP may optimize
outcomes with anti-EGFRs. Innovative drugs that may bypass resistance mechanisms to mAbs,
such as bispecific antibodies, antibody-drug conjugates and bispecific T-cell engagers, are
awaited. Research Sponsor: None.
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Real-world treatment patterns and overall survival (OS) in patients (pts) with HER2-
positive (HER2+) advanced or metastatic gastroesophageal adenocarcinomas

(mGEA) in the US.

Farshid Dayyani, Xiaozhou Fan, Joan Zape, Roderick Murphy, Keith A. Betts, Yan Wang, Shuang Wang, Ariel Chao, Wenqing Su, Douglas S. Fuller, Javier Sabater,
Michael K. Gibson, Peter C. Enzinger; UC Irvine Health, Orange, CA; Jazz Pharmaceuticals, Philadelphia, PA; Jazz Pharmaceuticals, London, United Kingdom; Analysis
Group, Inc., Los Angeles, CA; Analysis Group, Inc., Boston, MA; Vanderbilt-Ingram Cancer Center, Nashville, TN; Dana-Farber Cancer Institute, Harvard Medical School,

Boston, MA

Background: The first-line (1L) standard of care for pts with HER2+ mGEA is HER2-targeted
therapy (HER2 Tx) plus platinum-based chemotherapy (CT). Recent immunotherapy (I0)
addition to this regimen prolonged OS of pts with HER2+ programmed death-ligand 1 (PD-
L1)-positive (PD-L1+) mGEA. Here, we describe real-world treatment patterns and OS in pts
with HER2+ mGEA in the US since the FDA approval of 1L I0. Methods: Adults with HER2+
mGEA who initiated 1L systemic therapy between May 2021 and 2025 and had =6 mo of follow-
up (or died within 6 mo) after 1L initiation, were identified from the Flatiron Health Electronic
Health Records database. OS from 1L initiation was evaluated with the Kaplan-Meier method in
the overall HER2+ cohort and in a subset of pts with PD-L1+ disease. Outcomes were also
reported with HER2 Tx + CT = 10 use. Results: Of 2237 pts with known HER2 status prior to 1L
therapy, 21% were HER2+, defined as immunohistochemistry (IHC) 3+, IHC 2+/ERBB2-am-
plified, or per physician’s note. Mean (SD) age was 66.1(11.7), 20% of pts were female, and 66%
had an Eastern Cooperative Oncology Group performance status <1. Of 292 pts with HER2+
mGEA and known PD-L1 status prior to 1L, 81% were PD-L1+ (combined positive score =1 or per
physician’s note). Of the 467 pts with HER2+ mGEA who received 1L therapy, 60% had HER2 Tx,
28% had CT alone, and 10% received I0-based regimens without HER2 Tx. Of the 281 pts on 1L
HER2 Tx, 58% had HER2 Tx + IO + CT and 37% had HER2 Tx + CT. Overall, 228/467 (49%) pts
treated in the 1L went on to receive second-line (2L) therapy. In the 2L setting, 70% of pts
received HER2 Tx, including 38% pts who only received CT or I0-based regimens without HER2
Tx in 1L treatment. A total of 42% of pts on 2L therapy received 1L and 2L HER2 Tx. Among the
467 pts with HER2+ mGEA, median OS (mOS) from 1L initiation was 17.4 mo. In the PD-L1+
subgroup, mOS was 19.0 mo in pts on HER2 Tx + IO + CT, and 17.2 mo in pts on HER2 Tx + CT
without IO (Table). Across treatment groups, mOS remained <2 years, and the 24-mo OS rate
was <40%. Conclusions: Despite the availability of HER2 Tx, a significant unmet need remains,
as 40% of pts with HER2+ mGEA did not receive this option in 1L regimens. OS was numerically
longer with HER2 Tx + IO + CT vs without IO in the HER2+/PD-L1+ mGEA subgroup. These data
underscore the need to improve OS and the opportunity to enhance biomarker-guided man-
agement of HER2+ mGEA. Research Sponsor: Jazz Pharmaceuticals.

0S analysis.
HER2+/PD-L1+
HER2+ Subgroup
1L HER2 Tx + 1L HER2 Tx +
HER2+ (Overall) 10+CT 1L HER2 Tx + CT PD-L1+ (all) 10 +CT 1L HER2 Tx + CT
(n=467,100%) (n=164,35%) (n=103,22%) (n=237,100%) (n=9540%) (n=40,17%)
Median 0S, mo 17.4 19.3 17.2 17.2 19.0 17.2
(95% CI) (15.7, 20.5) (157, 22.3) (13.5,21.3) (15.0, 20.9) (15.6, 24.6) (12.6, 24.4)
0S Rate, (%)
6-mo 83.0 85.5 79.8 82.3 87.2 775
12-mo 65.5 67.6 66.4 64.1 67.9 66.2
18-mo 48.9 52.4 46.3 47.2 53.0 4.7
24-mo 34.7 37.2 26.3 36.0 39.5 30.6
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Updated results of benmelstobart plus anlotinib combined with SOX in the first-line
treatment of advanced gastric or gastroesophageal junction (G/GEJ) adenocarci-
noma with low PD-L1 expression: A single-arm, multicenter phase Il clinical trial.

Yong-Xu Jia, Zhiwei Chang, Ya-Li Zhong, Wang Xiu-Qing, Donghai Cui, Hui-Qiong Han, Ya-Ping Gao, Jian He, Xiao-Lei Liu, Jie Yan, Yanru Qin; Department of Oncology,
Zhengdong Campus, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of Medical Oncology, The First Affiliated Hospital, Zhengzhou
University, Zhengzhou, China; Xinyang Central Hospital, Xinyang, China; Department of Oncology, Anyang Tumor Hospital, Anyang, China; Department of Medical Oncology,
The First Affiliated Hospital, Zhengzhou University, Zhengzhou, Henan, China; Department of Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou,
China

Background: While PD-1 inhibitors plus chemotherapy have become standard first-line ther-
apy for advanced HER2-negative gastric/gastroesophageal junction (G/GEJ) adenocarcinoma,
patients with low PD-L1 expression (Combined Positive Score (CPS) < 5) derive limited benefit.
Anti-angiogenic agents can modulate the tumor immune microenvironment and synergize
with immune checkpoint inhibitors. Anlotinib, a multi-targeted tyrosine kinase inhibitor
approved in China, offers a promising combination strategy. This study evaluates the efficacy
and safety of benmelstobart (a PD-L1 inhibitor) combined with anlotinib and SOX (S-1 plus
oxaliplatin) as first-line therapy in patients with advanced G/GEJ adenocarcinoma and low PD-
L1 expression. Methods: Patients with HER2-negative, unresectable, locally advanced, or
metastatic G/GE] adenocarcinomas and PD-L1 CPS < 5, who had not received prior systemic
therapy were included. They received benmelstobart (1200mg, iv, d1, qg3w) combined with
anlotinib (10mg, po, d1~14, q3w), oxaliplatin (130mg/m?, d1, iv, @3w) and S-1 (40mg, po, bid,
di~14, g3w) for 6 cycles as initial therapy. Maintenance therapy with benmelstobart (1200mg,
iv, d1, g3w) plus anlotinib (10mg, po, d1~14, q3w) followed for non-progressive disease until PD
or unacceptable toxicity occurred. Tumor responses were evaluated by RECIST 1.1 criteria. The
target sample size was 37, with ORR as the primary endpoint, and safety, DCR, DoR, PFS, and 1-
year OS rate as secondary endpoints. Results: From June 2023 to June 2025, 37 patients were
enrolled. At the data cut-off date (December, 2025), the best overall response indicated that
there were 31 PR (83.8%) and 6 SD (16.2%). Therefore, the preliminary ORR was 83.8% (95%CI:
68-93.8), DCR was 100% (95%CI: 90.5-100). The preliminary prognostic result exhibited that
the median PFS of the 37 patients was 11.3 months (95%CI: 8.07-14.53). The 1-year OS rate was
91.33% (95%CI: 75.46—97.12). Safety was manageable, common TRAEs > 20% included platelet
count decreased (54.1%), white blood cell decreased (32.4%), anemia (24.3%). Conclusions:
The combination of benmelstobart, anlotinib, and SOX demonstrated promising efficacy with a
manageable safety profile as first-line therapy for advanced G/GE]J adenocarcinoma with low
PD-L1 expression. These findings warrant validation in larger cohorts. Clinical trial informa-
tion: NCT06939452. Research Sponsor: None.
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Nimotuzumab combined with paclitaxel and cisplatin as first-line treatment for
metastatic esophageal squamous cell carcinoma: A prospective, multicenter,
double-blind, randomized controlled clinical study.

Zhihao Lu, Miaozhen Qiu, Bin Hu, Lianke Liu, Tianshu Liu, Lei Chen, Li Enxiao, Tao Sun, Xiaohong Wu, Yiping Zhang, Dai Guanghai, Chunjiao Wu, Xiaoyan Lin, Xiaobing Chen,
Ningju Wang, Hongming Pan, Yu-Xian Bai, Xiuli Yang, Lin Shen, Ruihua Xu; Beijing Cancer Hospital, Beijing, China; Sun Yat-sen University Cancer Center, State Key
Laboratory of Oncology in South China, Collaborative Innovation Center for Cancer Medicine, Sun Yat-sen University, Guangzhou, China; Department of Oncology, The First
Affiliated Hospital of USTC, Hefei, China; Jiangsu Province Hospital, Nanjing, China; Zhongshan Hospital Affiliated to Fudan University, Shanghai, China; Cancer Hospital Of
Shantou University Medical College, Shantou, China; Internal Medicine-Oncology Department, The First Affiliated Hospital of Xi'an Jiaotong University, Xi'an, China;
Liaoning Cancer Hospital & Institute, Shenyang, China; Affiliated Hospital of Jiangnan University, Wuxi, China; Zhejiang Cancer Hospital, Hangzhou, China; Fifth Medical
Center, Chinese People’s Liberation Army General Hospital, Beijing, Beijing, China; JILIN Cancer Hospital, Changchun, China; Fujian Medical University Union Hospital,
Fuzhou, China; Henan Cancer Hospital, Zhengzhou, China; General Hospital of Ningxia Medical University, Yinchuan, China; Department of Medical Oncology, Zhejiang
University School of Medicine, Sir Run Run Shaw Hospital, Hangzhou, China; Harbin Medical University Cancer Hospital, Harbin, China; Nanyang Medical College First
Affiliated Hospital, Nanyang, China; Department of Gastrointestinal Oncology, Peking University Cancer Hospital, Beijing, China; Sun Yat-sen University Cancer Center,
Guangzhou, China

Background: Chemotherapy for advanced esophageal squamous cell carcinoma (ESCC) is
limited due to the lack of effective drugs. Such as traditional two drugs chemotherapy (5-
Fluorouracil and Cisplatin) as first-line treatment for metastatic and recurrent ESCC has an
efficacy of 25-35%. Nimotuzumab is an anti-epidermal growth factor receptor (EGFR) mono-
clonal antibody. Previous studies have shown that its combination with paclitaxel and cisplatin
(TP regimen) has a good efficacy, with an objective response rate (ORR) of up to 55%, median
overall survival (mOS) 13.9 months in some small-sample trials. Methods: Eligible patients
from 36 centers in China, who were randomly assigned to receive nimotuzumab (400 mg once
per week, up to 2 years) or placebo followed by TP regimen (paclitaxel 175 mg/m?2, cisplatin
60 mg/m?, Day 1, with a 21-day cycle, up to 6 cycles) until disease progression or unacceptable
toxicity. The primary end point was overall survival (0S) and the secondary end points were
progression-free survival (PFS), response rates, quality of life (QoL) and safety. Results: A total
of 640 patients were screened. 503 patients were enrolled and 161 patients with EGFR gene
amplification tumors were eligible. In the full analysis set of 497 patients who had took at least
one dose of medication, there were no differences in baseline characteristics. The mOS were 12
vs 11.5 months, and the median PFS were 5.6 vs 5.4 months respectively, suggesting survival
benefit trend in the trial. ORR were 55.5% and 50.4% for both arms. In the EGFR gene
amplification subgroup, the mOS was 13.3 vs 9.5 months (log-rank test, hazard ratio [HR] =
0.66 (95%CI, [0.47-0.93]), P = 0.016) for two groups. Patients who were with ESCC at stage IV,
as well as who had not undergone surgery, radical radiotherapy, or neoadjuvant and adjuvant
therapy showed significant survival benefits after the addition of nimotuzumab. Median PFS
were 6.0 vs 5.5 months for two arms (log-rank test, HR = 0.63 [0.43-0.91], P = 0.014). Both OS
and PFS were longer in the nimotuzumab group than in the placebo group. The ORR of the two
groups were 61.3% and 44.0%, respectively (P = 0.029). There were no statistically significant
differences in the QoL scores of the FAS population at each time point before and after
treatment. The incidence of adverse events were comparable in the experimental group and
the control group. Such as the incidence of serious adverse event (SAE) was 30.7% and 34.5%,
serious adverse drug reaction (SADR) was 2.7% and 8.3%, the incidence of above grade 3
treatment emergent adverse event (TEAE) was 85.3% and 83.3%, respectively, etc.
Conclusions: In patients with metastatic EGFR gene amplification ESCC, nimotuzumab plus
TP as first-line treatment significantly improved OS and PFS with a good safety profile.
Research Sponsor: None.
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Heterogeneity in biomarkers for advanced gastric cancer, gastroesophageal
junction cancer, and esophageal adenocarcinoma (GC/GEJC/EAC) across regions:
Insights from CheckMate-649.

Lin Shen, Kohei Shitara, Markus H. Moehler, Jaffer A. Ajani, Marcelo Garrido, Tianshu Liu, Carlos Gallardo, Lucjan Wyrwicz, Kensei Yamaguchi, Elena Elimova, Yuxian Bai,
Gonzalo Lopez, Ruslan Novosiadly, Ming Lei, Jenny Yanzhen Zhang, Stephen McCraith, Bryan Frantz, Lan Chen, Yelena Y. Janjigian; Peking University Cancer Hospital and
Institute, Beijing, China; National Cancer Center Hospital East, Kashiwa, Japan; Johannes Gutenberg University Clinic, Mainz, Germany; The University of Texas MD
Anderson Cancer Center, Houston, TX; Clinica San Carlos de Apoquindo, Pontificia Universidad Catélica, Santiago, Chile; Zhongshan Hospital, Fudan University, Shanghai,
China; Fundacion Arturo Lopez Pérez, Providencia, Chile; Klinika Onkologii i Radioterapii, Narodowy Instytut Onkologii, Warszawa, Poland; The Cancer Institute Hospital of
JFCR, Tokyo, Japan; Princess Margaret Cancer Centre, Toronto, ON, Canada; Harbin Medical University, Harbin, China; Bristol Myers Squibb, Cambridge, MA; Bristol Myers
Squibb, Princeton, NJ; Bristol Myers Squibb, Shanghai, China; Memorial Sloan Kettering Cancer Center and Weill Cornell Medical College, New York, NY

Background: In CheckMate 649, first-line nivolumab plus chemotherapy showed improved
clinical efficacy vs chemotherapy in patients (pts) with advanced GC/GEJC/EAC, with varied
benefit across regions in a subgroup analysis. To identify biomarkers predictive of differential
efficacy outcomes, we did post hoc exploratory biomarker analyses by region. Methods: Post
hoc exploratory analyses were done with whole-exome sequencing (WES) and RNA-seq of
baseline tumor tissue. Pts were grouped by region: China (CN), Asia (including CN), United
States + Canada + European Union (UCE), Latin America (LA). For WES-evaluable pts, gene
alterations were profiled and pts grouped into genomic subtypes: chromosomal instability
(CIN), genomically stable (GS), hypermutated (H), and Epstein—Barr virus (EBV)-positive.
Gene expression signatures (GES) related to mitogen-activated protein kinase (MAPK) path-
way, stroma, and angiogenesis were assessed by RNA-seq, and pts were stratified into tertiles
based on GES score: high, medium, or low. Results: Of 1512 pts randomized, 647 were WES-
evaluable (79, 141, 351, 155 in CN, Asia, UCE, and LA, respectively) and 769 RNA-evaluable (50,
106, 423, 240, respectively). A numerically lower proportion of CIN subtype and higher pro-
portion of EBV subtype was seen in LA vs other regions (Table). Percentage (%) of select gene
alterations was generally comparable across regions: of note, there was numerically higher % of
altered FGFR2 (10%) in CN, altered TP53 (58%), KRAS (16%), CDKN2A (11%), and CDH1 (7%) in
UCE, and altered PIK3CA (10%) and ERBB2 (22%) in LA. By contrast, there was numerically lower
% of altered EGFR (4%) in Asia and altered ARID1A (8%) in LA. GES profile was broadly similar
across regions, with numerically higher % of MAPK-high subgroup in UCE, stroma-medium/
low subgroup in LA, and angiogenesis-low subgroup in CN (Table). Conclusions: While the
biomarker profile was largely comparable across regions, differential features were noted for
certain subgroups; clinical utility of these biomarkers requires validation in future trials.
Clinical trial information: NCT02872116. Research Sponsor: Bristol Myers Squibb.

Regions CN Asia(including CN) UCE LA
Genomic subtypes CIN 53 (67) 86 (61) 223 (64) 81 (52)
GS 22 (28) 47 (33) 99 (28) 49 (32)

H 4 (5) 6 (4) 18 (5) 6 (4)
EBV 0 2 (1) 11 (3) 19 (12)

GES

5-gene MAPK High 15 (30) 31 (29) 145 (34) 74 (31)
Medium 13 (26) 29 (27) 153 (36) 79 (33)
Low 22 (44) 46 (43) 125 (30) 87 (36)
15-gene stroma High 20 (40) 38 (36) 151 (36) 70 (29)
Medium 11 (22) 34 (32) 138 (33) 79 (33)
Low 19 (38) 34 (32) 134 (32) 91 (38)
5-gene angiogenesis High 15 (30) 35 (33) 137 (32) 81 (34)
Medium 14 (28) 34 (32) 138 (33) 89 (37)
Low 21 (42) 37 (35) 148 (35) 70 (29)

Data are n (%). % was calculated as events divided by number of WES- or RNA-seq—evaluable pts.
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Sintilimab combined with short-course intensified chemotherapy regimen nab-POF
in the treatment of metastatic gastric cancer (FDZL-GC002): A single-arm, phase 2
trial.

Weijian Guo, Wanjing Feng, Qiushuang Wang, Xiaodong Zhu, Qirong Geng, Yusheng Wang, Zhe Zhang, Yan Li, Xiaoying Zhao, Mingzhu Huang, Xuedan Sheng; Department of
Medical Oncology, Fudan University Shanghai Cancer Center; Department of Oncology, Shanghai Medical College, Fudan University, Shanghai, China; Department of
Medical Oncology, Fudan University Shanghai Cancer Center, Shanghai, China; Fudan University Shanghai Cancer Center, Shanghai, China; First Hospital of Shanxi Medical
University, Taiyuan, China; Suzhou Ninth Hospital, Suzhou, Jiangsu, China

Background: This prospective phase II study investigates a novel therapeutic strategy com-
bining PD-1 inhibitor sintilimab (Sin) with short-course intensified chemotherapy regimen
Nab-POF as first-line treatment for metastatic gastric cancer (MGC), based on the hypothesis
that short-duration, high-intensity chemotherapy may potentiate antitumor immunity while
reducing the cumulative immunosuppressive burden of prolonged chemotherapy. Methods:
Eligible patients (pts) received Sin (200mg IV), nab-paclitaxel (125mg/m?), oxaliplatin (85mg/
m?2), and fluorouracil (2400mg/m? as a 48-hour infusion) (plus trastuzumab for HER2+ pts)
Q2W. After 6 cycles, pts without disease progression received maintenance treatment (cape-
citabine + Sin). Upon disease progression, HER2- pts underwent reinduction with the Nab-POF
regimen + Sin, for up to 6 cycles, followed by maintenance therapy (S-1 +/- Sin). Tumor
response was assessed every 3 cycles. PFS1 was defined as the time from informed consent to
first progression. PFS2 was defined as the time from consent to second progression. If
reinduction therapy was not performed, PFS2 equals to PFS1. The primary endpoint was
PFS2 in HER2- pts. Results: In total, 123 pts were enrolled up to 09/2025. 118 pts were evaluable.
This report presents the results for the HER2- population. Among 90 HER2- pts, the median
age was 60 (23-83), with 72.2% male. The common metastatic sites included the liver (36.7%),
peritoneum (26.7%), bone (13.3%), and lungs (6.7%). ORR was 82.2% (74/90) and DCR was
100%. Nine pts received complete response and CR rate was 10.0%. 2-year DFS and OS rate were
both 100% among pts with CR. 60 pts progressed and 47 patients died. 25 pts experienced
reinduction with the Nab-POF regimen = Sin. Median PFS1 was 13.6mo (95%CI 9.8-16.1) and
median PFS2 was 16.2mo (95%CI 11.0-23.2). Median OS was 21.3mo (95%CI 11.3-NR). 1-year OS
rate was 72.2% (95%CI 63.5-82.1) and 2-year OS rate was 44.2% (95%CI 33.9-57.6). Subgroup
analysis showed whether signet ring cells are present or not, whether liver metastasis occurs or
not, and the level of CPS were not related to the therapeutic effect. All pts experienced
treatment-related adverse events (AEs). Grade 3/4 AEs were 55.6% (50/90) and neutrophil
decrease was the most common at 36.7% (33/90). Immune-related AEs occurred in 22(24.4%)
pts, including 6 (6.7%) grade 3/4 events, which were effectively controlled. Conclusions: Sin
plus short-course intensified chemotherapy regimen Nab-POF demonstrates high response
and CR rate, and remarkable long-term effects. This approach may represent a feasible first-
line treatment strategy, warranting further evaluation in randomized trials. Clinical trial
information: NCT05982301. Research Sponsor: None.
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Radiogenomic biomarkers for identifying surgery-sparing candidates in locally
advanced gastric or gastro-esophageal junction cancer treated with perioperative
immunochemotherapy: A discovery and validation study.

Song-Bin Guo, Xiaopeng Tian, Hailong Li, Wei-Juan Huang; Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China; State Key Laboratory of Oncology in
South China, Collaborative Innovation Center of Cancer Medicine, Sun Yat-sen University Cancer Center, Department of Medical Oncology, Sun Yat-sen University Cancer
Center, Guangzhou, China; Department of Medical Oncology, Sun Yat-sen University Cancer Center, Guangzhou, China; Department of Pharmacology, College of Pharmacy,
Jinan University, Guangzhou, Guangdong, China

Background: Perioperative immunochemotherapy has markedly increased pathologic com-
plete remission (pCR) rates in patients with locally advanced gastric cancer or gastroesophageal
junction cancer (LAGC/GEJC), raising the possibility of surgery-sparing strategies in selected
patients. However, reliable non-invasive tools to identify pCR preoperatively are lacking. This
study aimed to develop and validate a radiogenomic model integrating CT radiomics and
peripheral blood single nucleotide polymorphism (SNP) data to predict pCR. Methods: This
retrospective multicenter study included 642 patients with LAGC/GEJC from 14 institutions
who received perioperative immunochemotherapy. Patients were assigned to a primary cohort
(n = 442; training n = 309, internal validation n = 133) and an external validation cohort (n =
200). Radiomic features were extracted from preoperative CT images, and SNPs were genotyped
from peripheral blood. Feature selection was performed using LASSO, generating radiomic
(Rad-score) and genomic (Gen-score) signatures. A combined radiogenomic model incorpo-
rating Rad-score, Gen-score, and clinical variables was developed using multivariable logistic
regression. Model performance was evaluated using AUC and decision curve analysis (DCA).
Results: Fourteen radiomic features and eight SNPs were selected. The radiogenomic model
consistently outperformed single-modality models across cohorts. In the training set, the
combined model achieved an AUC of 0.915 (95% CI 0.880—-0.950), exceeding Rad-score (AUC
0.832) and Gen-score (AUC 0.798; both P < 0.001). In the internal validation set, the AUC was
0.882 (95% CI 0.825-0.939), and in the external validation set, 0.852 (95% CI 0.795—-0.909),
remaining superior to either modality alone. DCA demonstrated greater net clinical benefit of
the combined model. At the optimal cutoff, 91.5% of true pCR cases were correctly identified in
the validation cohort. Conclusions: A radiogenomic model integrating CT radiomics and pe-
ripheral blood SNP signatures enables accurate, non-invasive prediction of pCR in LAGC/GE]JC
patients undergoing perioperative immunochemotherapy and may support identification of
candidates for surgery-sparing management. Research Sponsor: National Nature Science
Foundation for Distinguished Young Scholars of Guangdong Province; National Natural Science
Foundation of China; Guangdong Basic and Applied Basic Research Foundation; Fundamental
Research Funds for the Central Universities, Sun Yat-sen University.
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Induction chemotherapy plus camrelizumab followed by concurrent chemo-
radiotherapy for unresectable locally advanced esophageal squamous cell carci-
noma (ImpactCRT): Long-term outcomes of a single-arm phase Il trial.

Fang Peng, Jialiang Wu, Yong Bao, Chao Cheng, Huimin Lian, Shuang Wu, Shaoging Niu, Tiantian Yu; Department of Radiation Oncology, The First Affiliated Hospital of Sun
Yat-sen University, Guangzhou, China; Department of Radiation Oncology, Shenzhen Qianhai Taikang Hospital, Shenzhen, China; Department of Radiation Oncology, the
First Affiliated Hospital of Sun Yat-sen University, Guangzhou, China; Department of Thoracic Surgery, The First Affiliated Hospital of Sun Yat-sen University, Guangzhou,
China

Background: Concurrent chemoradiotherapy (CCRT) is the standard treatment for unresect-
able locally advanced esophageal squamous cell carcinoma (ESCC), with 3-year overall survival
(0S) approximately 30%. Induction chemoimmunotherapy followed by CCRT appears prom-
ising, but long-term efficacy remains unclear. In the ImpactCRT study, induction chemother-
apy plus camrelizumab followed by CCRT has shown promising efficacy in patients with
unresectable locally advanced ESCC. Here, we reports long-term outcomes with =3-year
follow-up. Methods: ImpactCRT was a prospective, single-arm, phase II study at the First
Affiliated Hospital of Sun Yat-sen University. Eligible patients were aged 18—75 years with
untreated, unresectable locally advanced ESCC (cT1—-4bNo—-3Mo or M1 limited to supracla-
vicular nodes). Patients received two 21-day cycles of induction therapy with albumin-bound
paclitaxel (260 mg/m?), carboplatin (AUC 5), and camrelizumab (200 mg) on day 1, followed by
two 28-day cycles of fluorouracil (750 mg/m? per 24 h for 5 days) and cisplatin (75 mg/m? on
day 1) administered concurrently with radiotherapy (50—-63 Gy in 25—-28 fractions). The pri-
mary endpoint was the 1-year OS rate in the per-protocol set (PPS). The trial was registered
with ChiCTR (ChiCTR2000034304). Results: Between July 12, 2020, and October 14, 2022, 49
patients were enrolled; all completed induction chemoimmunotherapy, and 46 received CCRT
and comprised the PPS. As of January 1, 2026, median follow-up among surviving patients was
53.7 months (range 41.1-65.5). In the PPS, the 1-, 2-, 3-, and 4-year OS rates were 87.0% (95%
CI 77.7-97.3), 73.9% (95% CI 62.3—-87.8), 65.2% (95% CI 52.8—80.5), and 60.9% (95% CI
48.3—76.7), respectively. Corresponding PFS rates were 71.7% (95% CI 59.8—86.0), 63.0%
(95% CI50.5—-78.7), 56.5% (95% CI 43.9—72.8), and 50.0% (95% CI 37.5—66.8). Median OS was
not reached (95% CI 4£0.7 months—not reached), and median PFS was 45.5 months (95% CI
26.7—not reached). Disease progression occurred in 17 patients (37.0%), all within 3 years after
treatment (median 6.1 months; range 2.9—35.2): locoregional failure in 7 (15.2%), distant
metastasis in 5 (10.9%), and simultaneous locoregional and distant failure in 5 (10.9%). During
follow-up, 20 patients (43.5%) died, including 12 (26.1%) due to disease progression. Grade 3
late toxicities occurred in three patients, all esophageal strictures; no grade =3 late toxicities
were observed in the lung, heart, or other organs. Conclusions: Induction chemotherapy plus
camrelizumab followed by CCRT showed improved long-term survival and acceptable late
toxicity in unresectable locally advanced ESCC. Median PFS exceeded three years and appeared
superior to previous reports. This regimen warrants further evaluation in randomized con-
trolled trials. Clinical trial information: ChiCTR2000034304. Research Sponsor: None.
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Impact of molecular profile on switch maintenance to paclitaxel plus ramucirumab
(PTX-RAM) versus continuation of first-line fluoropyrimidine and oxaliplatin (FOX)
chemotherapy (ChT) in patients (pts) with advanced HER2-negative gastric or
gastroesophageal junction (G/GEJ) cancer: An exploratory endpoint of the ARMANI
phase 3 randomized trial.

Paolo Manca, Margherita Ambrosini, Alessandra Raimondi, Michele Prisciandaro, Floriana Nappo, Stefano Tamberi, Lorenzo Fornaro, Elisa Giommoni, Andrea Spallanzani,
Samantha Di Donato, Ferdinando De Vita, Alessandro Bittoni, Antonia Strippoli, Giovanni Pennoni, Smruthy Sivakumar, Alexa Betzig Schrock, Sabina Murgioni,

Sara Lonardi, Filippo Pietrantonio, Giovanni Randon; Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Department of Medical
Oncology, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Medical Oncology 1, Veneto Institute of Oncology 10V-IRCCS, Padua, Italy; Medical Oncology,
Ospedale Santa Maria delle Croci, Ravenna, Italy; Department of Medical Oncology 2, Azienda Ospedaliera Universitaria Pisana, Pisa, Italy; Oncology Unit, Azienda
Ospedaliero-Universitaria Careggi, Firenze, Italy; University Hospital of Modena, Modena, Italy; Medical Oncology Department, ASL Toscana Centro, Santo Stefano Hospital,
Prato, NA, Italy; Division of Medical Oncology, Department of Precision Medicine, University of Campania “L Vanvitelli”, Naples, NA, Italy; Department of Medical Oncology,
IRCCS Istituto Romagnolo per lo Studio dei Tumori (IRST) “Dino Amadori”, Meldola, NA, Italy; Medical Oncology, Comprehensive Cancer Center, Fondazione Policlinico
Universitario Agostino Gemelli, IRCCS, Rome, NA, Italy; Foundation Medicine, Inc., Boston, MA; Oncology Unit 1, Veneto Institute of Oncology IOV-IRCCS, Padova, Italy;
Oncology Unit 1, Veneto Institute of Oncology I0V-IRCCS, Padua, Italy; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy

Background: The ARMANI trial proved the superiority of PTX-RAM switch maintenance over
continuation of FOX first-line ChT in patients with advanced HER2-negative G/GE] cancer.
Here, we present the prognostic and predictive impact of baseline gene alterations. Methods:
ARMANI was an Italian, multicenter, open-label, randomized phase 3 trial in which patients
with HER2-negative G/GE]J cancer who achieved disease control after 3 months of induction
FOX chemotherapy were randomized to either PTX-RAM switch maintenance or continuation
of FOX. Pre-induction chemotherapy samples were sequenced by means of FoundationOne
CDx, a panel comprising 324 cancer-related genes. Variants of unknown significance were
filtered out. Presence of at least one pathogenic alteration was used to classify samples as
altered or wild-type for the respective pathway (Cell cycle, PI3K, RAS, RTK, TGFg, TP53 and
WNT). Homologous repair deficiency (HRD) positivity was defined as the presence of a positive
HRD signature (HRDsig+) as defined by FoundationOne CDx. Results: Sequencing data was
available for 130 patients, with 65 patients treated in each arm, and 103 were evaluable for
HRDsig. The most frequently altered pathways were TP53 (69.2%), Cell cycle (43.1%), PI3K
(24.6%), RTK (24.6%) and RAS (23.1%). Presence of at least one alteration in the WNT pathway
was observed for 22/130 patients (16.9%) and was associated with significantly higher rate of
objective response to maintenance regimen (55.6% vs 17.3%, p = 0.002), longer mPFS (8.8 vs
6.0 months; HR = 0.54, 95%(CI: 0.33-0.89; p = 0.017) and longer mOS (18.1 vs 14.1 months; HR =
0.53, 95%CI: 0.31-0.91, p = 0.021). TP53 pathway status was predictive for OS as switching
maintenance to PTX+RAM improved OS in patients without TP53 pathway alterations (mOS
16.8 vs 8.8 months; HR 0.40, 95% CI 0.20—0.78) but not in those with at least one TP53 pathway
alteration (mOS 14.7 vs 17.4 months; HR 0.94, 95% CI 0.60—-1.48) (p for treatment interaction =
0.044). Ten out of 103 (9.7%) were HRDsig+. HRDsig+ status was not associated with neither
PFS nor OS advantage (p = 0.676 and p = 0.623) and was not predictive of better outcomes in the
FOX arm (p for treatment interaction for PFS = 0.919 and p for treatment interaction for OS =
0.558). Conclusions: Alterations in the WNT pathway have a positive prognostic significance in
patients with G/GE] cancer who achieved disease control after 3 months of FOX. TP53 pathway
alterations bear potential for guiding the choice of PTX+RAM switch maintenance. HRDsig+ is
not predictive of sensitivity of FOX in this setting. Clinical trial information: NCT02934464.
Research Sponsor: None.
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Comparison of CLDN18/CLDN18.2 IHC assays (43-14A vs EPR19202) and the
correlation with clinical efficacy in patients with gastric/gastroesophageal junction
adenocarcinoma treated by the novel antibody-drug conjugate XNW27011.

Jinming Yu, Tianshu Liu, Qifeng Shi, Dan Zhao, Yanwen Wang, Jianguo Li, Juan Luo, Hui Zhao, Meijie Le, Hongxia Zheng, Linlin Wang; Shandong Cancer Hospital and
Institute, Shandong First Medical University and Shandong Academy of Medical Sciences, Jinan, China; Zhongshan Hospital, Fudan University, Shanghai, China; Evopoint
Biosciences Co., Ltd., Chengdu, China; Evopoint Biosciences Co., Ltd., Suzhou, China; Evopoint Biosciences USA, Inc., Concord, MA

Background: Claudin 18.2 (CLDN18.2), the dominant isoform of CLDN18 in gastric tissues, is a
highly specific tight junction protein of the gastric mucosa with considerably retained expres-
sions in gastric and gastroesophageal junction (G/GEJ]) adenocarcinoma, making it a clinically
actionable therapeutic target. Accurate immunohistochemical (IHC) assessment of CLDN18.2
expression is critical for patient selection in CLDN18.2-targeted therapies. Here, we report the
findings of the analytical comparability, concordance and clinical efficacy outcomes between
two CLDN18/CLDN18.2 antibodies (VENTANA CLDN18 [43-14A] and Abcam CLDN18.2
[EPR19202]), from a Phase I/II study of a novel antibody-drug conjugate XNW27011
(NCT06792435). Methods: This retrospective study utilized formalin-fixed paraffin-
embedded (FFPE) samples of 121 patients with G/GEJ adenocarcinoma enrolled in the Phase
I/11 study of XNW27011. Each sample was stained with CLDN18 (43-14A) and CLDN18.2-specific
(EPR19202) antibodies. Efficacy in objective response rate (ORR) was evaluated across CLDN18/
CLDN18.2 expression strata defined by each assay antibody in patients treated with XNW27011
at doses of 2.4—6.0 mg/kg administered intravenously every 3 weeks. Concordance between the
two assay antibodies was assessed by the percentage of the overall agreement (positive or
negative) primarily at the cutoff of =20% tumor cells with 2+ to 3+ membranous staining.
Results: Therapeutic efficacy outcomes of XNW27011 in ORR were highly consistent across
expression strata defined by either 43-14A or EPR19202 assay antibody. In patients with
CLDN18/CLDN18.2 expression defined as IHC =2+ in =20% of tumor cells, ORRs were 45.5%
and 45.3% using EPR19202 and 43-14A assay antibody, respectively. EPR19202 and 43-14A THC
assays demonstrated high concordance, with an overall agreement of 90.1%. Conclusions: The
IHC assays of CLDN18.2 expression with EPR19202 or CLDN18 expression with 43-14A dem-
onstrate comparable analytical performance with high concordance. The alignment of efficacy
outcomes across the two antibody-defined strata supports that CLDN18 and CLDN18.2-specific
antibodies can identify patient populations with similar clinical benefit. Both antibodies can
support the clinical development of XNW27011 in the treatment of patients with G/GEJ ade-
nocarcinoma. Research Sponsor: None.
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Phase Il study of ceralasertib (ATR inhibitor) plus durvalumab in patients with
advanced gastric cancer (AGC) who progressed on prior anti-PD-(L)1 therapy.

Sung Hee Lim, Minae An, Ji Eun Shin, Minsuk Kwon, Seung Tae Kim, Jeeyun Lee; Division of Hematology-Oncology, Department of Medicine, Sungkyunkwan University
School of Medicine, Samsung Medical Center, Seoul, South Korea; Division of Hematology-Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan
University School of Medicine, Seoul, Seoul, South Korea; Division of Hematology-Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan University
School of Medicine, Seoul, South Korea

Background: The standard first-line therapy for advanced gastric cancer (AGC) now includes
immune checkpoint inhibitors (ICIs), but resistance is inevitable. ATR inhibition may sensitize
tumors to ICIs by enhancing DNA damage and activating the cGAS-STING pathway. We eval-
uated the efficacy and immunologic impact of ceralasertib (ATRi) plus durvalumab in I0-
pretreated AGC. Methods: This open-label phase II trial (NCT03780608) enrolled patients with
metastatic gastric adenocarcinoma who progressed on prior anti-PD-(L)1 therapy. Patients
received ceralasertib (240mg BID, Days 1—7) and durvalumab (1500mg IV, Day 8) every 28 days.
The primary endpoint was ORR (RECIST v1.1). Serial endoscopic biopsies were collected at
baseline (BL), post-ATRi monotherapy (FU1), and post-durvalumab combination (FU2) for
multi-omics analysis (WES/WTS/scRNA-seq). Results: Thirty patients were enrolled (median 4
prior lines; all HER2-negative). ORR was 33.3% (10/30) and DCR was 56.7%. Median PFS was
4.3 months (95% CI, 1.45—7.10); median OS was not reached. Patients receiving study treatment
immediately after prior IO failure had significantly longer PFS than those with intervening non-
I0lines (p < 0.05). Grade 3 TRAEs occurred in 10% (3/30) of patients, with no new safety signals
identified. Dose reductions of ceralasertib occurred in 4 patients. Multi-omics revealed that
higher baseline scarHRD scores correlated with shorter PFS (p = 0.031). scRNA-seq showed that
responders (R) had significant depletion of aneuploid clones post-treatment, whereas non-
responders (NR) exhibited clonal persistence. Mechanistically, R showed baseline enrichment
of the ATR-ATRIP axis, indicating functional dependency on replication stress tolerance. ATR
inhibition in R induced replication fork collapse and ATM-CHEK2-mediated apoptosis. Con-
versely, NR displayed base excision repair deficiency signatures and adaptive G1-phase reten-
tion, facilitating evasion of ATRi-induced lethality. Conclusions: Ceralasertib plus durvalumab
is efficacious and well-tolerated in I0-refractory AGC. The higher efficacy observed in patients
treated immediately after prior IO failure suggests that ATR inhibition may effectively reverse
acquired resistance to PD-1 blockade. This biomarker-driven approach warrants further val-
idation in a larger cohort. Clinical trial information: NCT03780608. Research Sponsor: None.
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Biomarker-driven assessment of immunochemotherapy with or without fru-
quintinib as first-line treatment for advanced gastric/GEJ adenocarcinoma: Initial
clinical results and subgroup analysis from the MGC-FLORA study.

Xiaodong Zhu, Chenchen Wang, Mingzhu Huang, Wanjing Feng, Jieyun Zhang, Yuedi Dai, Qin Ding, Ruiwen Liu, Ziteng Li; Department of Medical Oncology, Fudan University
Shanghai Cancer Center, Shanghai, China; Fudan University Shanghai Cancer Center, Shanghai, China

Background: The MGC-FLORA study is a prospective biomarker-exploratory trial primarily
designed to identify predictive biomarkers (including gut microbiota and blood-based bio-
markers) for first-line immunochemotherapy in advanced gastric/gastroesophageal junction
(G/GEJ) adenocarcinoma. A key exploratory question is whether adding anti-angiogenic ther-
apy (fruquintinib) modifies the efficacy landscape and its associated biomarkers. This interim
analysis compares clinical outcomes between chemotherapy plus immunotherapy (CHEM
cohorts) and chemotherapy plus immunotherapy plus fruquintinib (FRUQ_cohorts). The FRUQ
cohort is concurrently registered as an independent phase II clinical study (NCT06158919).
Methods: This analysis included patients enrolled before September 30, 2025, with follow-up
until January 15, 2026. Patients with previously untreated, unresectable locally advanced or
metastatic G/GEJ adenocarcinoma were enrolled into two cohorts in this non-randomized
study: CHEM (PD-1 inhibitor plus XELOX/SOX) and FRUQ (PD-1 inhibitor plus XELOX/SOX plus
fruquintinib 4mg QD, days 1-14). After 6 induction cycles, oxaliplatin was discontinued in both
cohorts, and maintenance therapy consisted of S-1/capecitabine plus PD-1 inhibitor, with or
without continued fruquintinib. Blood and stool samples were collected at baseline (C1D1), after
two treatment cycles, and at progression for future biomarker analysis (gut microbiota, cfDNA/
cfRNA); the present report focuses on clinical outcomes. Results: A total of 126 patients were
included (CHEM: n = 83; FRUQ: n = 43), with a median follow-up of 10.97 months. In the overall
population, median PFS was 8.38 months and median OS was 18.53 months. Among evaluable
patients, ORR was 47.1% (16/34) in the CHEM cohort versus 76.7% (33/43) in the FRUQ cohort,
indicating a higher response rate with the addition of fruquintinib. Median PFS was 8.38 months
for CHEM and 10.35 months for FRUQ (HR = 0.63, 95% CI 0.37-1.08; p = 0.09). After propensity
score matching for sex, age, liver metastasis status, number of target lesions, and Claudini8.2
expression (n = 29 per cohort), the PFS benefit associated with fruquintinib became more
pronounced (HR = 0.45, 95% CI 0.20-1.02; p = 0.05). Conclusions: This initial analysis from the
biomarker-oriented MGC-FLORA study suggests that the addition of fruquintinib to first-line
immunochemotherapy may improve clinical efficacy in advanced G/GEJ adenocarcinoma.
Consistent trends toward prolonged PFS were observed in both the overall and propensity
score—matched populations, supporting a potential therapeutic benefit of fruquintinib. These
findings warrant further validation in randomized trials and integrated biomarker analyses.
Research Sponsor: None.
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Toripalimab plus chemotherapy and radiotherapy for treatment-naive advanced
esophageal squamous cell carcinoma: Long-term survival and recurrence patterns.

Lei Wu, Gang Wan, Yixiang Zhu, Mei Lan, Qifeng Wang; Radiation Oncology Key Laboratory of Sichuan Province, Sichuan Clinical Research Center for Cancer, Sichuan
Cancer Hospital & Institute, Sichuan Cancer Center, University of Electronic Science and Technology of China, Chengdu, China; Department of Radiation Oncology, Sichuan
Clinical Research Center for Cancer, Sichuan Cancer Hospital & Institute, Sichuan Cancer Center, Affiliated Cancer Hospital of University of Electronic Science and
Technology of China, Chengdu, Sichuan, China; Department of Radiation Oncology, Sichuan Cancer Hospital & Institute, Sichuan Cancer Center, University of Electronic
Science and Technology of China, Chengdu, Sichan, China

Background: Concurrent chemoradiotherapy plus PD-1 blockade is standard for locally ad-
vanced esophageal squamous cell carcinoma (ESCC), but its role in advanced disease remains
undefined. We investigated the safety and efficacy of Toripalimab combined with chemother-
apy and radiotherapy (RCIT) as first-line treatment for advanced ESCC, analyzing long-term
survival, recurrence patterns, and immune biomarkers. Methods: This single-arm, phase II
trial enrolled treatment-naive patients with stage IV ESCC (N3 nodal or oligometastases; 5
lesions in 3 organs). Treatment comprised induction chemoimmunotherapy (2 cycles) followed
by concurrent radiotherapy (Cycles 3-4) and maintenance immunotherapy. Patients received
Paclitaxel (135-175 mg/m2) and Carboplatin (AUC 4-6) plus Toripalimab (240 mg) on day 1
(Q3W). Intensity-modulated radiotherapy (50-50.4 Gy/25-28f) targeted primary/regional
lesions, while SBRT (30-40 Gy/3-5f) targeted oligometastases. The primary endpoint was
progression-free survival (PFS). Secondary endpoints included overall survival (0S), recur-
rence patterns, health-related quality of life (HRQOL), and biomarker analysis via multiplex
immunofluorescence (mlIF). Results: Thirty-three patients were enrolled. At a median follow-
up of 33.4 months, the 2-year PFS and OS rates were 30.3% (95% CI: 18.1-50.8) and 48.5% (95%
CI: 34.1-68.9), respectively. In the efficacy-evaluable population completing radiotherapy (n =
26), outcomes were significantly superior to those who did not, with amedian OS of 27.4 months
and a 2-year OS of 61.5% (HR = 0.26, p = 0.004). Recurrence occurred in 26 (78.8%) patients,
comprising locoregional only (27.3%), distant only (18.2%), and combined failure (33.3%).
Notably, among patients completing RT, in-field recurrence (57.7%) remained a predominant
failure pattern despite multimodal therapy. HRQOL analysis demonstrated significant post-
induction improvement in pain and social functioning scores, whereas radiotherapy transiently
worsened dysphagia at 3 months post-RT (p = 0.041). Translational analysis revealed that high
baseline tumor infiltration of CD8+ T cells, PD-L1+ dendritic cells, and PD-L1+ macrophages,
alongside elevated serum IL-4, IL-17, and IFN-y\gamma, were significantly associated with
long-term survival (OS =24 months; p < 0.05). Conclusions: First-line RCIT yields promising
long-term survival in advanced oligometastatic ESCC, particularly in patients completing the
full radiotherapeutic course, achieving a 2-year OS of 61.5%. However, high rates of in-field
recurrence suggest a need for further optimization of local control strategies. Baseline immune
infiltrates and cytokine profiles offer potential predictive value for patient stratification.
Randomized trials are warranted to validate these findings. Clinical trial information:
ChiCTR2100046715. Research Sponsor: This work was supported by the NSFC program
(82573448).
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Disitamab vedotin (RC48), tislelizumab, and S-1 as first-line therapy for HER2-
overexpressing advanced gastric or gastroesophageal junction adenocarcinoma
(GC/GEJC): Updated survival and exploratory biomarker results from the RCTS trial.

Lian Liu, Song Li, Zimin Liu, Yanguo Liu, Kainan Li, Lei Cong, Fangli Cao, Aina Liu, Haiyan Liu, Ling Li, Linli Qu, Yi Zhai, Feng Wang, Dongmei Zhou, Ping Wang, Jisheng Li,
Duanbo Shi; Qilu Hospital of Shandong University, Jinan, China; Department of Medical Oncology, Affiliated Hospital of Qingdao University, Qingdao, China; Qilu Hospital of
Shandong University, Jinan, Shandong, China; The Third Hospital of Shandong Province, Jinan, China; Shandong Provincial Hospital Affiliated to Shandong First Medical
University, Jinan, China; Qilu Hospital of Shandong University, Qingdao, China; Department of Oncology, Yantai Yuhuangding Hospital, Affiliated to Medical College of
Qingdao University, Yantai, China; The Second Affiliated Hospital of Shandong First Medical University, Taian, Shandong, China; Tengzhou Central People’s Hospital,
Tengzhou, China; Zibo Center Hospital, Zibo, China; Affiliated Hospital of Binzhou Medical University, Binzhou, China; Yantaishan Hospital, Yantai, China; Department of
Medical Oncology, Qilu Hospital, Cheeloo College of Medicine, Shandong University, Jinan, China

Background: Anti-PD1 antibody has significantly improved survival in patients with HER2-
overexpressing and PD-L1 combined positive score (CPS) =1 GC/GEJC when added to trastu-
zumab and chemotherapy. Recent trials revealed that HER2-targeted antibody-drug conju-
gates combined with anti-PD1 antibody, have also shown promising efficacy in this population.
We report updated survival, safety, and exploratory biomarker results of RC48 combined with
tislelizumab and the oral fluoropyrimidine S-1 as first-line therapy for patients with HER2-
overexpressing GC/GEJC. Methods: This single-arm, multicenter clinical trial enrolled patients
with unresectable or metastatic HER2-overexpressing (IHC 3+ or 2+, regardless of FISH status)
GC/GE]JC. Patients received RC48 (2.5 mg/kg), tislelizumab (200 mg), and S-1 (40—60 mg BID
for 14 days) every 3 weeks until disease progression or intolerable toxicity. The primary
endpoint was objective response rate (ORR). Secondary endpoints were progression-free
survival (PFS), overall survival (OS) and safety. Exploratory analyses included dynamic pe-
ripheral T-cell receptor (TCR) sequencing and longitudinal circulating tumor DNA/cell-free
DNA (cfDNA) profiling. Results: 57 patients were enrolled, 71.9% HER2 IHC 3+, 17.5% IHC 2+/
FISH+, and 10.5% IHC 2+/FISH-; 45.6% had CPS =1. Until Dec 31, 2025, the median follow-up
was 28.2 months. In the ITT population, the confirmed ORR was 89.5% (95% CI: 78.5—96.0%),
including 8.8% complete responses; disease control rate was 98.2%. Median PFS was
13.8 months (95% CI: 10.3—24.0), and median OS was 31.9 months (95% CI: 22.1—not reached).
In the CPS =1 and CPS < 1 subgroups, ORRs were 92.3% (95% CI: 74.9—99.1%) and 87.1% (95%
CI: 70.2—96.4%), with median PFS 16.7 vs 10.0 months and median OS 31.9 vs 25.4 months,
respectively. Grade =3 treatment-related adverse events occurred in 64.9%, mainly decreased
white blood cell count (29.8%), decreased neutrophil count (12.3%), anemia (10.5%), and
peripheral motor neuropathy (10.5%). In patients with paired TCR samples, higher treatment-
induced clonal expansion score was associated with improved PFS (HR 0.34; P = 0.017) and OS
(HR 0.33; P = 0.037), with particularly prognostic discrimination in the CPS < 1 subgroup. In
patients with longitudinal cfDNA, cfDNA tumor fraction increases preceded imaging-defined
progression in most patients who progressed. Conclusions: The combination of RC48, tisle-
lizumab and S-1 as a first-line therapy shows encouraging response rates and updated survival
with manageable safety in HER2-overexpressing GC/GEJC, including patients with CPS < 1. TCR
clonal expansion may serve as a robust biomarker of antitumor immune activation, indepen-
dent of PD-L1 expression levels. Clinical trial information: NCT05586061. Research Sponsor:
None.
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Efficacy of nimotuzumab combined with concurrent chemoradiotherapy for pa-
tients with postoperative loco-regional recurrent esophageal squamous cell car-
cinoma: A phase Il study.

Jialiang Zhou, Jia Wu, Tiangi Yang, Dong Kong, Yanjun Zhou, Zi Wang, Jianfeng Huang, Yunxia Zhang, Qiang Fan, Jun Che, Leyuan Zhou; Affiliated Hospital of Jiangnan
University, Wuxi, China; Jiangnan University, Wuxi, China

Background: The clinical therapeutic effect for patients with postoperative loco-regional
recurrent esophageal squamous cell carcinoma (ESCC) is not satisfactory. Nimotuzumab, an
EGFR-targeted humanized antibody, showed efficacy in the treatment of ESCC. We explored the
efficacy of nimotuzumab combined with concurrent chemoradiotherapy (CCRT) for patients
with postoperative loco-regional recurrent ESCC. Methods: Eligible patients (18-75 years) with
postoperative loco-regional recurrent ESCC were enrolled in this single-arm phase II study,
received nimotuzumab (400mg on D1, 200mg/w for 6 weeks) combined with CCRT (chemo-
therapy:TP regimen, radiotherapy: 45-50.4Gy/25-28f/5-6w), sequentially nimotuzumab
200mg every 3 weeks plus chemotherapy (patients with partial response or stable disease).
The primary endpoint was objective response rate (ORR), the second endpoints were disease
control rate (DCR), overall survival (0S), progression-free survival (PFS), and local-regional
control (LRC) and adverse events. Results: From Sep 2021 to Apr 2024, 44 patients were
screened, ultimately 42 patients were included in the Full Analysis set. The median age was
69 years (range: 48-75). 12 (28.57%) patients achieved complete response, 24 (57.14%) pa-
tients with partial response, 5 (11.90%) patients with stable disease, and 1 (2.38%) patient with
progressive disease. ORR was 85.71%, and DCR was 97.62%. The failure patterns showed that 10
(23.81%) patients had loco-regional recurrence, and 9 (21.43%) had distant metastases after
CCRT. The median follow-up was 29.3 months (95%CI: 25.7-38.0). 3-year OS was 51.8% (95%
CI: 36.9-72.8%), with the median OS was not reached. 3-year PFS was 33.4% (95%CI: 20.4-
54.7%), and the median PFS was 15.1 months (95%CI: 11.8-NE), 3-year LRC was 46.1% (95%(CI.:
29.9-71.0%), the median LRC was 30.8 (95%CI: 16.6-NE). The most common Graded 3-5
adverse events (AEs) included leukopenia, thrombocytopenia, hemoglobin decreased, radiation
esophagitis, radiation-induced lung injury, fatigue, and radiodermatitis. 4 patients experi-
enced Grade 3-5 radiation esophagitis, in which 2 patients developed esophageal fistulas (1
patient died). No nimotuzumab-related serious AEs occurred. Conclusions: Nimotuzumab
combined with CCRT showed promising ORR and survival with tolerable toxicity in patients
with  postoperative loco-regional recurrent ESCC. Clinical trial information:
ChiCTR2200063875. Research Sponsor: None.
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Survival outcome of sandwich therapy with induction chemoimmunotherapy fol-
lowed by concurrent chemoradiotherapy and sequential immune maintenance
therapy in locally advanced unresectable esophageal squamous cell carcinoma
(ESCC) patients: A multi-center prospective study.

Zhichao Fu, Wenzhen Zhang, Su Miao Yi, Wang chang Nan, Zhu Li Jun, Wu Hai Shan; 900 Hospital of the Joint Logistics Support Force, Fuzhou, China; Fuzong Clinical
Medical College of Fujian Medical University (900th Hospital), Fuzhou, Fujian, China; Quanzhou Guanggian, Fuzhou, Fujian, China; Shanghai University, Fuzhou, Fujian,
China; Fujian Cancer Hospital, Fuzhou, China

Background: PD-1 inhibitor, combined with chemotherapy, is recommended in first-line
treatment for metastatic ESCC, but its role remains undefined in locally advanced ESCC. This
trial aimed to investigate the survival outcome and safety of the ‘Sandwich Therapy’ consisting
of induction chemoimmunotherapy followed by definitive chemoradiotherapy (dCRT) and
sequential immune maintenance therapy. Methods: This is a multicenter, prospective study.
Patients with histologically confirmed, clinical stage I-IVA and unresectable esophageal squa-
mous cell carcinoma (ESCC) were included. Patients received 1-8 cycles of chemo-
immunotherapy (intravenous paclitaxel (175 mg/m?) plus platinum-based chemotherapy),
then concurrent chemoradiotherapy followed by tislelizumab (200mg intravenously, every
3 weeks) until disease progression or the end of the study. The primary outcome was
progression-free survival (PFS). The secondary outcomes included overall survival (0S) and
the incidence of adverse events (AE). Results: Between August 2022 and Aug 2025, 77 patients
were enrolled and all proceeded to the immune maintenance therapy phase. The median age
was 61years (IQR 55-69), and 78% had clinical stage III or IV disease. With median follow-up of
19 months (95CI), median PFS was 17.0 months (95% CI:12.0—-36.0) , with 1-, 2- and 3-year PFS
rate of 56.4%, 39.9% and 25.6%, respectively. The median OS was 45.0 months (95%CI:20.1-
69.3), with 1-, 2- and 3-year OS rate of 74.9%, 63.2% and 50%, respectively. The objective
response rate (ORR) was 55.8%, and the disease control rate was 92.2%. Grade =3 AE occurred
in 27 (35.1%) patients during the treatment. The most common grade =3 AE was lymphopenia,
which was reported in 22 (28.6%) patients. Conclusions: For locally advanced ESCC, induction
chemoimmunotherapy followed by dCRT and subsequent maintenance of immunotherapy may
improve PFS and OS with a manageable safety profile. Clinical trial information: NCT05515315.
Research Sponsor: None.
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Incidence and prognostic impact of recurrence in esophageal carcinoma patients
achieving complete pathological response after neoadjuvant chemoradiotherapy or
perioperative chemotherapy.

Sibgha Aimon, Muhammad Anas Bin Akhtar, Abdul Ahad, Aamir Ali Syed, Shahid Khattak, Nighat Bakhtiar, Toqeer Zahid, Ali Raza Khan; Shaukat Khanum Memorial Cancer
Hospital and Research Centre, Lahore, Pakistan; Shaukat Khanum Memorial Cancer Hospital and Research Centre Lahore, Lahore, Pakistan

Background: Esophageal carcinoma remains a global challenge, ranking 7th in cancer-related
mortality. While the CROSS trial established neoadjuvant chemoradiotherapy (nCRT) as a
standard of care with a 29% pathological complete response (pCR) rate, real-world data in
diverse histological populations—particularly Squamous Cell Carcinoma (SCC)—are evolving.
We aimed to evaluate the impact of pCR on Overall Survival (OS) and Disease-Free Survival
(DFS) in a high-volume surgical cohort. Methods: A retrospective analysis of a prospective
database was conducted for patients undergoing curative-intent esophagectomy at a tertiary
cancer center (2019—2023). Inclusion: Patients receiving neoadjuvant therapy (nCRT or peri-
operative chemotherapy). Exclusion: Patients with upfront surgery, palliative resections, or
incomplete records. Survival outcomes were analyzed using Kaplan-Meier curve. Results: Of
546 patients, 51% were male with a mean age of 44 * 9 years. nCRT was the primary neo-
adjuvant modality (92.3%), followed by perioperative chemotherapy (7.7%). pCR was achieved
in 54.8% of patients. At a median follow-up of 5 years, the overall recurrence rate was 27.1%j;
notably, only 28.3% of the pCR group experienced recurrence compared to the non-pCR group
(p < 0.001). Recurrence patterns distant (48.6%), followed by locoregional (44.6%), and both
(6.8%). The pCR group demonstrated superior survival outcomes: Mean OS: 57 = 0.7 months vs
52 + 1 months in non-pCR (p = 0.001); Mean DFS: 52 + 1 months vs 35 + 1 months in non-pCR
(p < 0.001). Total study mortality was 8.4%. Conclusions: In this large South Asian cohort, pCR
was achieved in over half of the patients following neoadjuvant therapy and served as a robust
predictor of both OS and DFS. These findings reinforce pCR as a critical surrogate endpoint for
long-term oncological success and suggest that tumor biology in this region may be partic-
ularly sensitive to multimodality protocols. Research Sponsor: None.

Clinical characteristics and survival outcomes.
Variable Value (n=546)

Tumor Location Distal Esophagus: 52.6%
Mid Esophagus: 25.3%
Gastroesophageal Junction: 12.6%

Histology Squamous Cell Carcinoma (SCC): 85.7%
Adenocarcinoma: 14.3%
Neoadjuvant Therapy Chemoradiotherapy (nCRT): 92.3%
Chemotherapy: 7.7%
Surgical Procedure McKeown Esophagectomy: 78.6%

Ivor Lewis Esophagectomy:18.7%
Trans-hiatal Esophagectomy: 2.7%

Pathological Stage (TNM) 69.5% / 10.5% / 16.6% / 3.4%
I/1n/m/v
Resection Margin RO (Negative): 95.1%
R1 (Microscopic Positive): 4.9%
Pathological Complete Response (pCR) Overall: 54.8%

Squamous cell Carcinoma: 95.3%
Adenocarcinoma: 4.6%
Recurrence Overall Rate: 27.1%
Recurrence within PCR group: 7.6%
Overall Survival (Months) pCR = 57+0.7
Residual Disease = 52+1 months
p=0.001
Disease-Free Survival (Months) pCR = 52+1
Residual Disease = 35+1
p= <0.001
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Efficacy of durvalumab and safety by treatment period in MATTERHORN: A ran-
domized, phase 3 study of durvalumab plus 5-fluorouracil, leucovorin, oxaliplatin,
and docetaxel (FLOT) chemotherapy in resectable gastric/gastroesophageal
junction (G/GEJ) cancer.

Zev A. Wainberg, Eric Van Cutsem, Thorsten Gotze, Mehmet Ali Nahit Sendur, Yousuf Al-Farhat, Piotr Jan Wysocki, Wasat Mansoor, Michael Bitzer, Vitalii Skoropad,
Felipe Rey, Do-Youn Oh, Moishe Liberman, Daniela Molena, Kei Muro, Woo Jin Hyung, Lin-Yang Cheng, Francisco Hernandorena, Scott Robbins, Yelena Y. Janjigian,
Josep Tabernero; Department of Gastrointestinal Medical Oncology, David Geffen School of Medicine at UCLA, Los Angeles, CA; Department of Gastroenterology/Digestive
Oncology, University Hospitals Leuven and KU Leuven, Leuven, Belgium; The Frankfurt Institute of Clinical Cancer Research (IKF) and Krankenhaus Nordwest, University
Cancer Center Frankfurt, Frankfurt, Germany; Department of Medical Oncology, Ankara Yildinm Beyazit University and Ankara Bilkent City Hospital, Ankara, Turkey;
Department of Oncology, Tolna Varmegyei Balassa Janos Korhaz, Szekszard, Tolna, Hungary; Department of Oncology, Jagiellonian University Medical College Hospital,
Krakéw, Poland; Department of Medical Oncology, The Christie NHS Foundation Trust, Manchester, United Kingdom; Department of Internal Medicine |, Eberhard-Karls
University, Tuebingen, Germany; A. Tsyb Medical Radiological Research Center, Branch of The National Medical Research Radiological Center, Ministry of Health of the
Russian Federation, Obninsk, Russian Federation; Centro de Investigacion y Desarrollo Oncoldgico, Clinica CIDO, Temuco, Chile; Division of Medical Oncology, Department
of Internal Medicine, Seoul National University Hospital; Cancer Research Institute, Seoul National University College of Medicine, Seoul, South Korea; Division of Thoracic
Surgery, Department of Surgery, Centre Hospitalier de I'Université de Montréal, Centre de Recherche du CHUM, Montréal, QC, Canada; Division of Thoracic Surgery,
Memorial Sloan Kettering Cancer Center and Weill Cornell Medicine, New York, NY; Department of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Japan;
Department of Surgery, Yonsei University College of Medicine, Seoul, South Korea; Oncology R&D, Oncology Biometrics, AstraZeneca, Gaithersburg, MD; Oncology R&D,
Late-Stage Development, AstraZeneca, Gaithersburg, MD; Gastrointestinal Oncology Service, Memorial Sloan Kettering Cancer Center and Weill Cornell Medicine, New
York, NY; Medical Oncology Department, Vall d'Hebron Hospital Campus & Institute of Oncology (VHIO), UVic-UCC, Barcelona, Spain

Background: In MATTERHORN (NCT04592913), perioperative durvalumab (D) + FLOT signif-
icantly improved event-free survival (EFS) and overall survival vs placebo (Pbo) + FLOT in
participants (pts) with resectable G / GEJ cancer. Here, we report EFS by treatment period
completion status. Methods: In this global, double-blind, Phase 3 study, pts with histologically
confirmed, resectable, untreated G / GEJ adenocarcinoma were randomized 1:1 to D 1500 mg or
Pbo every 4 weeks (Q4W) on Day 1 + FLOT every 2 weeks on Days 1 and 15 for 4 cycles (2 cycles
each neoadjuvant and adjuvant [adjuvant: 4—12 weeks post-surgery]), followed by D 1500 mg or
Pbo Q4W for 10 additional cycles (adjuvant monotherapy). EFS (time from randomization to
progression, local or distant recurrence, or death) was assessed by treatment period completion
status (Table). Safety was also assessed. Landmark EFS rates were calculated by the Kaplan—
Meier method. Hazard ratios and their confidence intervals were estimated by the Cox pro-
portional hazards model. Results: The number of pts who received treatment in each period was
similar in the D + FLOT and Pbo + FLOT treatment arms (Table). EFS landmark rates at 12 and
24 months were highest in pts who completed all adjuvant D / Pbo in both arms; EFS was
improved in the D + FLOT vs Pbo + FLOT arm irrespective of treatment periods started /
completed (Table). A smaller proportion of Grade 3—-4 adverse events (AEs) and serious AEs
(SAEs) were reported in the adjuvant monotherapy period with D + FLOT and Pbo + FLOT (Grade
3—4: 21.2% and 20.5%; SAEs: 14.5% and 14.5%, respectively) when compared with the overall
treatment period (Grade 3—-4: 71.6% and 71.2%; SAEs: 48.2% and 44.1%, respectively). In the
adjuvant monotherapy period, the rate of any AEs leading to discontinuation of D / Pbo was
5.8% in the D + FLOT vs 2.7% in the Pbo + FLOT arm. Conclusions: EFS landmark rates were
greatest for pts who completed the full adjuvant regimen compared with those who discon-
tinued prematurely in both arms. Moreover, the addition of D to FLOT improved EFS regardless
of treatment periods started / completed. Safety was manageable and tolerable in the adjuvant
monotherapy period. Clinical trial information: NCT04592913. Research Sponsor: AstraZeneca.

Received any neoadju- Received any neoadju-

vant treatment but did vant tr and Received any adj
not complete surgery completed surgery treatment but did not Completed all adjuvant D
(N=132) (N=96)* complete D / Pbo (N=223) / Pbo (N=493)

D + FLOT Pbo + FLOT D+ FLOT Pbo + FLOT D+ FLOT Pbo+FLOT D +FLOT Pbo + FLOT
(n=62) (n=70) (n=48) (n=48) (n=116) (n=107) (n=248) (n=245)

EFS landmark
rate, %

12 mo 16.0 8.3 59.0 41.6 67.4 66.4 99.6 98.8
24 mo 10.0 6.2 49.2 333 46.7 29.8 91.8 87.2
EFS hazard ratio 0.80 0.65 0.65 0.63

(95% CI) (0.55-1.18) (0.38-1.13) (0.46-0.91) (0.41-0.97)

*These pts did not receive adjuvant treatment.
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Non-invasive strategy for gastric cancer detection: Integration of cell-free DNA
fragmentomics and protein biomarkers.

Lian Lian, Yueqing Huang, Xuefei Xu, Nannan Jiang, Wei Zhang, Haihua Shi, Qiaonan Duan, Chong Zhou, Xianmin Li, Xiaoming Shen, Qinghao Tan, Shuguang Han,
Fan Zheng, Ying Wang, Xiaoya Xu, Dongyu Liu, Jian Wang, Dadong Zhang, Min Huang, Wenjie Wang; Department of Oncology, Suzhou Xiangcheng People’s Hospital,
Suzhou, China; Suzhou Municipal Hospital, Suzhou, Jiangsu, China; Suzhou Xiangcheng People’s Hospital, Suzhou, Jiangsu, China; 3D Medicines Inc., Shanghai, China;
Department of Clinical and Translational Medicine, 3D Medicines Inc., Shanghai, China; Department of Radiation Oncology, Xuzhou Central Hospital, Xuzhou, China; Gusu
School Nanjing Medical University, Suzhou, Jiangsu, China; The Affiliated Jiangyin Clinical College of Xuzhou Medical University, Xuzhou, Jiangsu, China

Background: Gastric cancer (GC) ranks the fifth most common cancer worldwide. Although
gastroscopy is widely acknowledged as the gold standard for GC detection, its invasiveness
limits its utility in large-scale screening. Accurate, non-invasive diagnostic modalities are
urgently needed. Cell-free DNA (cfDNA) fragmentomics has emerged as a promising tool for
cancer detection. This study aimed to develop and validate a novel non-invasive model for GC
detection based on cfDNA fragmentomics and protein biomarkers. Methods: A total of 257
participants, comprising 120 GC patients and 137 non-cancer individuals, were enrolled and
divided into a training cohort (n = 129) and a test cohort (n = 128). Low-coverage whole-
genome sequencing was performed on plasma cfDNA. We evaluated eight multi-dimensional
cfDNA fragmentomics features individually, and selected four, including fragment size ratio,
copy number variation, 9-bp end motif, and fragment size at transcription starting sites, to
build an ensemble model (GaFraD) to detect GC. Furthermore, conventional protein biomarkers
of GC were assessed and integrated with GaFraD model to generate a CONFIRM model aimed at
improving diagnostic performance. Results: The GaFraD model achieved an area under the
receiver-operating characteristic curve (AUC) of 0.953 (95% CI: 0.918 — 0.979) in the training
cohort and 0.970 (95% CI: 0.944 — 0.990) in the test cohort, with a sensitivity of 95.0% and a
specificity of 80.9%. By incorporating protein biomarkers CA19-9 and PG-I/PG-II, the CON-
FIRM model further reached an AUC of 0.967 (95% CI: 0.929 — 0.992) in the training cohort and
0.986 (95% CI: 0.966 — 1.000) in the test cohort, attaining a sensitivity of 95.0% and specificity
of 95.6%. Moreover, the CONFIRM model also exhibited remarkable performance in discrim-
inating early-stage GC patients from controls (AUC = 0.983, sensitivity: 95.6%, specificity:
94.2%). Conclusions: Our model exhibits high discriminatory power in distinguishing GC
patients from controls, highlighting the strong clinical potential of combining cfDNA frag-
mentomics with protein biomarkers for non-invasive, early GC detection. This approach
offers a promising pathway towards earlier, accurate, and non-invasive clinical diagnosis of
GC. Research Sponsor: the Scientific Research Project of Jiangsu Provincial Health Commission;
72022039; Suzhou Gusu Health Talent Plan; GSWS2022115; the Science and Technology Project
Foundation of Suzhou; SKY2023034; SS202093; SYW2024164; the Key Scientific Research
Projects of Jiangsu Provincial Health Commission; ZD2021053.
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Prevalence of CDH1 germline variants in gastric cancer patients with exome-inferred
ancestry.

Skylar Nahi, Richard Green, Shifra Krinshpun, Sara L. Bristow, Susan Rojahn, Zeynep Sayar, Preethi Srinivasan, Samuel Rivero-Hinojosa, Avinash Ramu, Bree Mitchell,
Vasily N. Aushev, Adham A. Jurdi, Alyssa Antonopoulos, Sam C. Wang, Minetta C. Liu; UT Southwestern Medical Center, Dallas, TX; Natera, Inc., Austin, TX; Natera, Austin,
X

Background: Germline pathogenic or likely pathogenic (P/LP) CDH1 variants increase the
lifetime risk of developing diffuse gastric cancer (DGC). Given that the epidemiology and
prognosis of gastric cancer vary based on patient ancestry, and Hispanic and Black/African-
American patients have been underrepresented in clinical and translational research, we sought
to determine the prevalence of CDH1 variants in a diverse population of gastric cancer patients.
Methods: Germline whole exome sequencing (WES) data from gastric cancer patients were
obtained as part of commercial ordering of personalized circulating tumor DNA testing
(Signatera, Natera, Inc.) from March 2024 to June 2025. Ancestry was inferred by EthSeq
and classified into predefined groups: European (EUR), admixed American (AMR), African
(AFR), and East Asian (EAS). Germline single-nucleotide variants and short insertions/
deletions were identified and annotated with Variant Effect Predictor (v.105), and the path-
ogenicity of variants in CDH1 was determined using classifications available in the ClinVar
database. The prevalence of P/LP variants and variants of uncertain significance (VUS) were
compared across ancestries. Potential pathogenicity of VUS was evaluated using in silico pre-
dictors SIFT (v5.2.2), Polyphen (v2.2.2), and AlphaMissense (hg19). Results: Among 2,567
patients, 55% (1,414/2,567) were male and the median age was 67 years. Ancestry inference
identified 47% (n=1,201) as EUR, 22% (n=575) as AMR, 18% (n=457) as AFR, and 13% (n=334) as
EAS. Patients with AMR ancestry were younger compared to EUR ancestry patients (median 62
years vs 69 years; adj p<0.0001), and less likely to be male (51% [295/575] vs. 58% [693/1201];
OR, 0.7; 95% CI, 0.63—0.94; p=0.015). No significant differences in age or sex were observed in
patients with AFR (median 68 years, 55% male) or EAS (median 68 years, 52% male) ancestry
compared to EUR. Overall, 0.7% (n=17) gastric cancer patients had a P/LP variant, and there was
no difference across ancestries (0.8% of EUR, 0.5% of AMR, 0.4% of AFR, and 0.6% of EAS
patients). We found that 1.1% (n=27) of the cohort had a CDH1 VUS, the rate for which did not
vary across ancestries (1.2% of EUR, 0.52% of AMR, 0.84% of AFR, 0.60 of EAS). Of the 21 unique
VUS, 33% (n=7) were each predicted to be pathogenic by all three in silico predictors. One unique
VUS was observed in two unrelated patients: NM_ 004360.5:¢.635G>T (p.Gly212Val). The
predicted-pathogenic VUS were similarly distributed across ancestries. Conclusions: This
real-world analysis highlights that CDH1 VUS were similarly distributed across ancestries.
Notably, we found that one-third of VUS identified were predicted to have pathogenic function
across three in silico prediction tools. This highlights the need for functional assays to deter-
mine the variant biology to improve gastric cancer risk assessment. Research Sponsor: None.
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Neoadjuvant and adjuvant pembrolizumab plus chemotherapy for locally advanced
gastric or gastroesophageal junction adenocarcinoma: Outcomes from the
microsatellite instability-high population of the phase 3 KEYNOTE-585 study.

Sun Young Rha, Lucjan Wyrwicz, Yung-Jue Bang, Hisateru Yasui, Takaki Yoshikawa, Takashi Oshima, Nina A. Karaseva, Mikhail Osipov, Sergey Afanasyev, Salah-Eddin Al-
Batran, Patricio Eduardo Yanez Weber, Filippo Pietrantonio, Sara Lonardi, Marcelo Garrido, Sharon Pelles-Avraham, Deirdre J. Cohen, Anran Wang, Pierre Leconte,
Ken Hatogai, Kohei Shitara; Department of Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Maria Sklodowska-Curie
National Research Institute, Warsaw, Poland; Seoul National University College of Medicine; Seoul National University Graduate School, Seoul, South Korea; Kobe City
Medical Center General Hospital, Hyogo, Japan; National Cancer Center Hospital, Tokyo, Japan; Kanagawa Cancer Center, Yokohama, Japan; St Petersburg State
Budgetary Institution of Healthcare Clinical Oncology Dispensary, St Petersburg, Russian Federation; Leningrad Regional Clinical Hospital, St Petersburg, Russian
Federation; Cancer Research Institute, Siberian Branch of the Russian Academy of Medical Sciences, Tomsk, Russian Federation; Krankenhaus Nordwest, UCT-University
Cancer Center, Frankfurt, Germany; Oncology-Hematology Unit, Department of Internal Medicine, School of Medicine, Universidad de la Frontera, Temuco, Chile; National
Cancer Institute, Milan, Italy; Veneto Institute of Oncology 10V-IRCCS, Padua, Italy; Clinica San Carlos de Apoquindo, Pontificia Universidad Catdlica, Santiago, Chile; Tel
Aviv Sourasky Medical Center, Tel Aviv, Israel; Icahn School of Medicine at Mount Sinai, Tisch Cancer Institute, New York, NY; Merck & Co., Inc., Rahway, NJ; MSD France,
Puteaux, France; National Cancer Center Hospital East, Kashiwa, Japan

Background: In the randomized phase 3 KEYNOTE-585 study (NCT03221426), perioperative
pembrolizumab (pembro) plus chemotherapy (chemo) significantly improved pathologic com-
plete response (pCR) vs placebo (pbo) plus chemo (diff, 10.9%; 95% CI, 7.5-14.8; P < 0.00001),
with no new safety signals in participants (pts) with locally advanced gastric or gastroesoph-
ageal junction (G/GEJ) adenocarcinoma. We present outcomes for the microsatellite
instability-high (MSI-H) population. Methods: Eligible pts had untreated resectable locally
advanced G/GE]J adenocarcinoma (including Siewert type 2 or 3 tumors); MSI was centrally
assessed. Pts enrolled in the main cohort (n = 804) received neoadjuvant pembro 200 mg
intravenously (IV) every 3 weeks (Q3W) or pbo plus chemo (cisplatin + capecitabine or 5-FU) for
3 cycles; after surgery, pts received adjuvant pembro or pbo plus chemo Q3W for 3 cycles, then
adjuvant pembro or pbo Q3W for 11 cycles. Pts in the fluorouracil, docetaxel, and oxaliplatin
(FLOT) cohort (n = 203) received neoadjuvant pembro 200 mg IV Q3W or pbo Q3W for 3 cycles
plus FLOT Q2W for 4 cycles; after surgery, pts received adjuvant pembro or pbo Q3W for 3 cycles
plus FLOT Q2W for 4 cycles, then adjuvant pembro or pbo Q3W for 11 cycles. End points were pCR
(blinded independent central review [BICR]), event-free survival (EFS; RECIST vi1.1 by BICR),
overall survival (0S), and safety. We report outcomes in the main and FLOT cohorts combined.
The data cutoff date was February 16, 2024 (final analysis). Results: Data from the 81 pts with
MSI-H status were analyzed (n = 43, pembro + chemo; n = 38, pbo + chemo). The pCR rate was
39.5% (95% CI, 25.0-55.6) in the pembro group and 0% (95% CI, 0.0-9.3) in the pbo group
(diff, 39.5%; 95% CI, 26.3-54.5). The median EFS was not reached (NR; 95% CI, 49.9-NR) and
60.1 months (95% CI, 18.6-NR), respectively (HR, 0.58; 95% CI, 0.26-1.31); 24/48-month EFS
rates were 78%/73% in the pembro group and 68%/68% in the pbo group. The median OS was
NR (95% CI, NR-NR) in both treatment groups (HR, 0.50; 95% CI, 0.19-1.30); 24/48-month OS
rates were 91%/86% in the pembro group and 76%/74% in the pbo group. Treatment-related
adverse events (AEs) occurred in all 43 pts (100%) in the pembro group and 37 (97%) in the pbo
group. Grade 3-5 treatment-related AEs occurred in 32 (74%) and 25 (66%) pts, respectively.
Discontinuation of any drugs due to treatment-related AEs occurred in 15 pts (35%) in the
pembro group and 12 (32%) in the pbo group. No deaths due to treatment-related AEs were
reported. Conclusions: In this post hoc analysis, efficacy outcomes for pts with MSI-H G/GE]
adenocarcinoma suggested a consistent trend with numerically more pronounced difference
between the treatment groups, with a manageable safety profile. Further studies in this
population are warranted. Clinical trial information: NCT03221426. Research Sponsor: Merck
Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.

Visit meetings.asco.org and search by abstract for the full list of abstract authors and their disclosure information. Abstract data
current as of May 12, 2026.


http://www.clinicaltrials.gov/ct2/show/NCT03221426
http://meetings.asco.org

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY
LBA4075 Poster Session

Neoadjuvant chemoradiotherapy versus neoadjuvant chemotherapy followed by D2
gastrectomy and adjuvant chemotherapy for locally advanced gastric cancer (Neo-
CRAG): A randomized, multicenter, phase 3 trial.

Rui-Hua Xu, Wei Wang, Yu-Jing Zhang, Yong Li, Yong-Xiang Li, Yan Zhao, Han Liang, Jian-Si Chen, Jin Wan, Yian Du, Zhenning Wang, Ping Zhao, Jian Zhang, Yanbing Zhou,
Jing Jin, Yuan-fang Li, Zhiwei Zhou; Department of Medical Oncology, Sun Yat-sen University Cancer Center, State Key Laboratory of Oncology in South China, Guangdong
Provincial Clinical Research Center for Cancer, Sun Yat-sen University, Guangzhou, China; Department of Gastric Surgery, Sun Yat-sen University Cancer Center, State Key
Laboratory of Oncology in South China, Guangdong Provincial Clinical Research Center for Cancer, Sun Yat-sen University, Guangzhou, Guangdong, China; Department of
Radiation Oncology, Sun Yat-sen University Cancer Center, State Key Laboratory of Oncology in South China, Guangdong Provincial Clinical Research Center for Cancer,
Sun Yat-sen University, Guangzhou, China; Department of Gastrointestinal Surgery, Department of General Surgery, Guangdong Provincial People’s Hospital, Guangdong
Academy of Medical Sciences, Southern Medical University, Guangzhou, Guangdong, China; Department of General Surgery, The First Affiliated Hospital of Anhui Medical
University, Hefei, China; Department of Gastric Surgery, Cancer Hospital of China Medical University, Liaoning Cancer Hospital & Institute, Cancer Hospital of Dalian
University of Technology, Shenyang, China; Department of Gastric Surgery, Tianjin Medical University Cancer Institute & Hospital, Tianjin, China; Department of
Gastrointestinal Surgery, Guangxi Medical University Affiliated Cancer Hospital, Nanning, China; Department of Gastrointestinal Surgery, The Second Clinical College of
Guangzhou University of Chinese Medicine, Guangzhou University of Chinese Medicine, Guangzhou, China; Department of Gastric Surgery, Zhejiang Cancer Hospital,
Hangzhou Institute of Medicine (HIM), Chinese Academy of Sciences, Hangzhou, Zhejiang, China; Department of Surgical Oncology and General Surgery, The First Affiliated
Hospital of China Medical University, Shenyang, Liaoning, China; Department of Gastrointestinal Surgery, Sichuan Cancer Hospital & Institute, Sichuan Cancer Center,
School of Medicine, University of Electronic Science and Technology of China, Chengdu, China; Department of Gastrointestinal Surgery, The First Affiliated Hospital of
Zhejiang University School of Medicine, Hangzhou, China; Department of General Surgery, The Affiliated Hospital of Qingdao University, Qingdao, China; National Cancer
Center/National Clinical Research Center for Cancer/Cancer Hospital & Shenzhen Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College,
Shenzhen, China

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2026, issue of the Journal of
Clinical Oncology.
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A multicenter non-randomized phase Ill study of sentinel node navigation surgery
for early gastric cancer.

Yuko Kitagawa, Naoto Takahashi, Fumiaki Yano, Masanori Terashima, Hironori Tsujimoto, Shinichi Kinami, Takaaki Arigami, Masaki Ohi, Shinichi Kadoya, Noriyuki Inaki,
Hideki Hayashi, Kazuo Koyanagi, Satoshi Kamiya, Junichi Sakamoto, Ryo Takemura, Kazumasa Fukuda, Hirofumi Kawakubo, Satoru Matsuda, Yasunori Sato,

Hiroya Takeuchi; Department of Surgery, Keio University School of Medicine, Tokyo, Japan; Department of Gastrointestinal Surgery, The Jikei University Kashiwa Hospital,
Tokyo, Japan; Department of Surgery, The Jikei University Hospital, Tokyo, Japan; Division of Gastric Surgery, Shizuoka Cancer Center, Nagaizumi, Japan; Department of
Surgery, National Defense Medical College Hospital, Saitama, Japan; Department of Gastroenterologic Surgery, Kanazawa Medical University, Kahoku-Gun, Japan;
Department of Digestive Surgery, Kagoshima University Graduate School of Medical and Dental Sciences, Kagoshima, Japan; Department of Gastroenterological Surgery,
Mie University Hospital, Mie, Japan; Department of Gastroenterological Surgery, Ishikawa Prefectural Central Hospital, Ishikawa, Japan; Department of Gastrointestinal
Surgery, Kanazawa University Hospital, Ishikawa, Japan; Chiba University, Graduate School of Medicine, Department of Gastroenterology, Chiba-Shi Inage-Ku, Japan;
Department of Gastroenterological Surgery, Tokai University School of Medicine, Isehara, Japan; Tokai Central Hospital, Kakamigahara Gifu, Japan; Department of
Preventive Medicine and Public Health, Keio University School of Medicine, Tokyo, Japan; Department of Preventive Medicine and Public Health, Keio University, Tokyo,
Japan; Department of Surgery, Hamamatsu University School of Medicine, Hamamatsu, Japan

Background: Sentinel node navigation surgery (SNNS) has the potential to minimize the extent
of gastrectomy, thereby improving quality of life (QOL) after surgery for patients with early
gastric cancer (GC). This prospective, multicenter, non-randomized, phase III study aims to
evaluate the long-term outcomes of SNNS for early GC. Methods: A total of 13 institutions
enrolled clinically diagnosed primary TINOMo gastric cancer patients with a single lesion
(=40 mm) and without previous endoscopic treatment. Sentinel nodes (SNs) were identified
using dye and radioisotope tracers, then subjected to intraoperative rapid pathology. Patients
with negative SN metastasis underwent individualized surgery consisting of limited stomach
resection and SN basin dissection, while those with positive SN metastasis underwent standard
gastrectomy with D2 lymph node dissection. The primary endpoint was five-year relapse-free
survival (RFS). The secondary endpoints were overall survival (OS), SN detection rate, diag-
nostic accuracy for SNs, SN distribution, and the distribution of metastatic and non-SNs.
Postoperative QOL was also assessed. RFS was assessed in the full analysis set (FAS), excluding
patients who did not undergo intraoperative SN biopsy and pathological assessment during
surgery. The data cutoff date for the analysis was May 31, 2025. Clinical trial information:
jRCTs031180432. Results: A total of 187 patients were enrolled from May 2014 to May 2020. Of
the 180 patients in FAS, 62.2% were male. The median (range) age was 64 (27—-85). cT1a/cT1b
was 18.3%/81.7%, respectively. The median follow-up time was 60.2 months (range: 9.0—62.8).
The 5-year RFS rate (95% CI) was 95.6% (91.43—98.06). Since the lower boundary of the 95% CI
exceeded the predefined threshold of 90%, the study met its primary endpoint. Events for RFS
included one recurrence and three non-cancer deaths. SNs were identified in all patients, and
LN metastasis was detected in 17 patients (9.4%) during surgery. Finally, 143 patients (79.4%)
underwent individualized surgery consisting of limited stomach resection and SN basin dis-
section. The 5-year RFS rate (95% CI) for this cohort was 96.5% (92.03 - 98.86). There was no
mortality after surgery. Conclusions: SNNS for early GC has been shown to be non-inferior to
standard gastrectomy, with an acceptable toxicity profile. SNNS represents a promising al-
ternative as a potential new standard treatment for early GC. Clinical trial information:
jRCTs031180432. Research Sponsor: Japan Agency for Medical Research and Development
(AMED).
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FGF4-mediated resistance to combined anti-angiogenic and immunotherapy in
esophageal squamous cell carcinoma via suppression of high endothelial venules
and tertiary lymphoid structure formation.

Weixiong Yang, Zengli Fang, Sicong Ma, Ning Gao, Yuze Wang, Bozhu Jian, Fengjia Wu, Junchao Cai, Chao Cheng; The First Affiliated Hospital, Sun Yat-sen University,
Guangzhou, China; Department of Immunology, Zhongshan School of Medicine, Sun Yat-sen University, Guangzhou, China; Department of Thoracic Surgery, The First
Affiliated Hospital of Sun Yat-sen University, Guangzhou, China

Background: Many patients with locally advanced esophageal squamous cell carcinoma (LA-
ESCC) fail to achieve a pathological complete response (pCR) following neoadjuvant immu-
nochemotherapy plus anti-angiogenic therapy, which is associated with a poor prognosis. The
identification of predictive biomarkers and the elucidation of resistance mechanisms
constitute a major challenge. This study aims to identify relevant biomarkers and elucidate
the underlying mechanisms to improve therapeutic outcomes. Methods: Exploratory analyses
were conducted on 70 untreated LA-ESCC patients from a phase II clinical trial
(ChiCTR2100051763) treated with two 21-day cycles of neoadjuvant treatment with intrave-
nous camrelizumab (200mg), albumin-paclitaxel (260mg/m?), carboplatin (AUC=5) on day 1,
and oral apatinib (250mg) on days 1-14, followed by the third cycle without apatinib. Pre-
treatment tumor tissues were subjected to transcriptomic and whole-exome sequencing to
identify differential pathways and genetic alterations between patients achieving pCR and non-
PCR. Candidate biomarkers were further validated by immunohistochemistry. In vitro and
in vivo experiments were employed to elucidate the mechanisms underlying treatment resis-
tance. Results: Pathway analysis identified significant enrichment of the fibroblast growth
factor receptor (FGFR) signaling pathway in non-pCR patients, with FGF4 as the most upre-
gulated factor. FGF4 alterations were primarily gene amplifications, occurring in 40% of cases.
FGF/4 expression predicted treatment resistance (non-pCR) with an AUC of 0.857 (95% CI:
0.744—-0.97). Multiplex immunohistochemistry revealed that tumors overexpressing FGF4
exhibited impaired vascular normalization, evidenced by significantly reduced pericyte cov-
erage and basement membrane integrity. These tumors also showed lower densities of high
endothelial venules (HEVs), CD8+ T cells, and tertiary lymphoid structures (TLSs) following
combination therapy. In vivo experiments confirmed that FGF4 overexpression led to decreased
pericyte and basement membrane coverage, reduced HEV density, and diminished CD8+ T cell
infiltration. Notably, pharmacological inhibition of FGFR signaling reduced tumor growth and
increased the pCR rate, effectively reversing the resistance mediated by FGF4. Conclusions:
Aberrant FGF4 expression drives resistance to combined immunochemotherapy and anti-
angiogenic therapy by impeding vascular normalization, which subsequently suppresses the
formation of HEVs and tertiary TLSs. Targeting FGFRs might be a promising strategy to
overcome FGF4-driven treatment resistance in ESCC. Clinical trial information:
ChiCTR2100051763. Research Sponsor: National Natural Science Foundation of China;
82373307; the Natural Science Foundation of Guangdong Province; the institutional funding
of The First Affiliated Hospital of Sun Yat-sen University.
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Non-operative management in mismatch repair deficient (IMMR) esophagogastric
cancer (EGC) following immune checkpoint inhibition (ICI).

Charlton Tsai, Joanne Chou, Marinela Capanu, Emma Schatoff, Amitabh Srivastava, Samuel Louis Cytryn, Geoffrey Yuyat Ku, David Herman llson, Benoit Rousseau,
Andrea Cercek, Yelena Y. Janjigian, Luis A. Diaz Jr., Steven Brad Maron; Memorial Sloan Kettering Cancer Center, New York City, NY; Memorial Sloan Kettering Cancer
Center, New York, NY; Gastrointestinal Oncology Service, Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY; MSK's Center for Young Onset
Colorectal and Gastrointestinal Cancer, New York, NY; Gastrointestinal Oncology Service, Memorial Sloan Kettering Cancer Center, New York, NY

Background: ICI achieves deep and durable responses in patients with dAMMR and microsatellite
instability-high (MSI-H) EGC, creating an opportunity for non-operative management (NOM)
of localized disease. However, limited data exists regarding long-term outcomes with NOM and
factors associated with ICI failure, which we evaluated in this retrospective cohort study.
Methods: We identified patients with EGC managed at MSK from 2007-2025 whose tumors
were dMMR by IHC or MSI-H by next generation sequencing and analyzed patient/tumor
characteristics and clinical outcomes in those who received curative-intent therapy (systemic
therapy and/or surgery; ICI was first introduced in 2018). Clinical complete response (cCR) was
defined as the absence of disease by available clinical, radiographic, and endoscopic assess-
ment. Results: A total of 211 patients with localized dAMMR/MSI-H EGC were identified, with
median follow-up of 48 months (IQR 24-77). Primary tumor sites were stomach (71%), GE
junction (17%), and esophagus (12%). Among 122 patients who underwent germline testing, 15
(12%) had Lynch syndrome. Initial treatment was upfront surgery in 85 patients (40%),
chemotherapy (chemo) in 68 (32%), ICI alone in 44 (21%), and chemo/ICI in 14 (7%). Among
58 patients treated with ICI +/- chemo, 27 (47%) achieved a cCR. 6 patients underwent surgery
despite cCR, with pathologic complete response (pCR) rate of 4/6 (67%); pCR rate in those
without cCR was 3/16 (19%), yielding an overall pCR rate of 32%, higher than the pCR rate
observed with chemo alone (5/48 [10%]). 21 patients elected for NOM after cCR; among those
with =1year of follow-up, 16 of 17 (94%) remain alive and surgery-free at 1 year. cCR rates were
similar between those receiving ICI alone (45%) and chemo/ICI (50%). Notably, 2/2 (100%)
patients treated with dual ICI therapy achieved cCR. Lower cCR rates were observed in patients
with shorter time on ICI therapy (5/17 [29%] with =3 months of ICI vs 14/30 [47%] with > 3
and < 6 months vs 8/11 [73%] with =6 months) and in those with clinical nodal involvement (6/
17 [35%]vs 14/19 [74%] in NO); 3 patients who underwent surgery had pCR at tumor but residual
nodal disease. cCR rate was also numerically lower in the 19% of patients with MMR hetero-
geneity, defined by focal loss of MMR proteins on IHC or discordant MMR status between tissue
specimens (4/11 [36%] vs 23/47 [49%] in non-heterogeneous cases). Conclusions: In this MSK
cohort, ICI induced deep responses in nearly half of patients with localized dAMMR/MSI-H EGC.
Patients achieving cCR who pursued NOM demonstrated excellent outcomes, with most
remaining surgery-free at 1year, supporting the viability of NOM after careful multidisciplinary
review. Research Sponsor: National Cancer Institute; P30 CA008748; U.S. National Institutes of
Health; UL1TR00457; Brian Piccolo Endowed Cancer Research Fellowship.
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Total neoadjuvant immunotherapy plus chemotherapy in Borrmann type IV gastric
cancer (PERISCOPE-01 study): An open-label, single-arm, phase 2 trial.

Haibo Qiu, Chao Ding, Dandan Li, Yukai Jin, Wenwu Liu, Shuting Yang, Xiaojiang Chen, Ya Ding, Guoming Chen, Yongming Chen, Jianrong Guo, Shu-Qiang Yuan, Yao Liang,
Yuanxiang Guan, Xiao-wei Sun, Yingbo Chen, Zhiwei Zhou, Yuan-fang Li, Xiaoshi Zhang; Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China; State Key
Laboratory of Oncology in South China, Collaborative Innovation Center for Cancer Medicine, Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China;
Biotherapy Center, Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China; Sun Yat-sen University Cancer Center, Guangzhou, China; Department of Gastric
Surgery, Sun Yat-sen University Cancer Center, State Key Laboratory of Oncology in South China, Guangdong Provincial Clinical Research Center for Cancer, Sun Yat-sen
University, Guangzhou, Guangdong, China

Background: Borrmann type IV (Borrmann-1V) gastric cancer (GC), or linitis plastica, is marked
by diffuse infiltration, early metastasis, and poor prognosis, with limited benefit from con-
ventional therapies. This study evaluated the efficacy and safety of a total neoadjuvant regimen
combining immunotherapy and chemotherapy in Borrmann-IV GC. Methods: This trial
(NCT06451211) enrolled patients with Borrmagnn-1V gastric cancer without distant metastasis.
Participants received a total neoadjuvant regimen consisting of tislelizumab (an anti—PD-1
antibody) combined with platinum-based chemotherapy (oxaliplatin plus capecitabine or S-1)
for 6 cycles at 3-week intervals, followed by radical surgical resection. The prespecified primary
endpoint was the pathological response rate, defined as tumor regression grade (TRG) 0/1.
Results: A total of 56 patients were enrolled, all patients had no distant metastasis confirmed by
laparoscopic exploration and ascitic fluid cytology. The median age was 58 years; all patients
were pMMR. In the efficacy analysis population (n=47), 41 patients completed 5—6 cycles and 6
patients completed 3—4 cycles of preoperative chemotherapy plus immunotherapy, no patients
experienced disease progression leading to tumor metastasis during preoperative treatment. 47
patients underwent radical surgical resection, including 42 total gastrectomy, with an Ro
resection rate of 98% (46/47). The prespecified primary endpoint of TRG 0/1 was achieved
in 32% of patients (15/47; 95% CI, 21%—48%). Notably, 17% (n = 8) achieved pCR (ypToNo),
and 53% (n =25) were ypNo. Pathological response (TRG 0/1) was significantly higher in Lauren
intestinal/mixed versus diffuse types (53% vs. 21%; p < 0.05), while efficacy was comparable
between PD-L1 CPS =5 and <5 (44% vs. 30%). Grade 3/4 treatment-related adverse events
occurred in 32% of patients (n=18), mainly thrombocytopenia and liver function impairment.
Surgical morbidity (Clavien—Dindo grade II/III) occurred in 10.6% of surgical patients (5/47),
including 1 patient with postoperative bleeding and 3 patients with anastomotic leakage; no
perioperative mortality was observed. Conclusions: Total neoadjuvant tislelizumab plus che-
motherapy demonstrated promising efficacy and an acceptable safety profile in patients with
Borrmann-IV gastric cancer. Lauren classification may serve as a potential predictive bio-
marker and warrants further study. Clinical trial information: NCT06451211. Research Sponsor:
None.
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Perioperative chemotherapy plus disitamab vedotin (RC48) and toripalimab in
HER2-overexpressed locally advanced gastric or gastroesophageal junction cancer
(PERISCOPE-02): An open-label, single-arm, phase 2 trial.

Xiaojiang Chen, Dandan Li, Yukai Jin, Wenwu Liu, Shuting Yang, Ya Ding, Jingjing Li, Chao Ding, Yuanxiang Guan, Yingbo Chen, Zhiwei Zhou, Yuan-fang Li, Xiao-wei Sun,
Xiaoshi Zhang, Haibo Qiu; Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China; State Key Laboratory of Oncology in South China, Collaborative Innovation
Center for Cancer Medicine, Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China; Biotherapy Center, Sun Yat-sen University Cancer Center, Guangzhou,
Guangdong, China; Department of Gastric Surgery, Sun Yat-sen University Cancer Center, State Key Laboratory of Oncology in South China, Guangdong Provincial Clinical
Research Center for Cancer, Sun Yat-sen University, Guangzhou, Guangdong, China

Background: The use of Disitamab vedotin (RC48) and programmed death-1 (PD-1) inhibitor is
effective in patients with HER2-expressing advanced gastric or gastroesophageal junction (G/
GEJ) cancer. However, their use has not been investigated in patients with localized disease.
This trial evaluated the safety and anti-tumor activity of perioperative chemotherapy combined
with RC48 and toripalimab in the treatment of locally advanced HER2-overexpressed (defined
as IHC 2+ or 3+) G/GE]J cancer. Methods: This study was an investigator-initiated, open-label,
single-arm, phase 2 trial was conducted at Sun Yat-sen University Cancer Center. Eligible
patients with HER2-overexpressed locally advanced G/GE]J cancer received 3-4 cycles of neo-
adjuvant XELOX plus RC48 and toripalimab, followed by surgery. The primary endpoint was
TRG 0/1 after neoadjuvant treatment. This study is registered at Chinese Clinical Trial Registry
(ChiCTR2400081677). Results: Between July 11, 2024, and July 11, 2025, of 26 patients screened
for eligibility, 25 patients were enrolled, all patients had no distant metastasis confirmed by
laparoscopic exploration and ascitic fluid cytology, 20 (80%) patients had clinical stage III
disease and 5(20%) with stage II. Of these 25 patients, the median age was 58 (IQR, 37-74)
years. Tumors were located in the stomach in 21(84%) patients and in the gastroesophageal
junction in 4 (16%) patients. The patients with HER2 IHC expression of 2+ and 3+ was 21 (84%)
and 4 (16%) respectively. 15 (60%) patients had the PD-L1 CPS of 1 or more, 24 (96%) patients
were pMMR. The primary endpoint of TRG 0/1 was met in 16 (64%) patients, 9 (36%) patients
achieved pCR (ypToNO), and 24 (96%) were ypNoO. 10 (40%) patients experienced grade 3
treatment-related adverse events, the most common treatment-related adverse events were
increased ALT or AST (5 [20%] patients) and neutropenia (3 [12%] patients), no grade 4
treatment-related adverse events. Surgical morbidity (Clavien-Dindo II/IIT) occurred in 2 of
25 (8%) patients, with no 30-day surgical mortality. Conclusions: Our findings suggested that
perioperative chemotherapy plus RC48 and toripalimab had controllable safety and showed
encouraging efficacy in patients with HER2-overexpressed G/GE]J cancer. Clinical trial infor-
mation: ChiCTR2400081677. Research Sponsor: None.
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Whole-genome sequencing—based ultra-sensitive ctDNA molecular residual dis-
ease assessment in resectable gastric cancer: Results from MONSTAR-SCREEN-3.

Etsuro Bando, Masahiro Yura, Yusuke Koseki, Itaru Yasufuku, Akitaka Makiyama, Kazunari Misawa, Yasuo Tsuda, Satoru Matsuda, Masaya Nakauchi, Souya Nunobe,
Takashi Oshima, Shinji Hato, Toshiaki Shichinohe, Kazuyoshi Yamamoto, Tadayoshi Hashimoto, Izuma Nakayama, Jeff Jasper, Takayuki Yoshino, Eiji Oki,

Takahiro Kinoshita; Department of Gastric Surgery, Shizuoka Cancer Center, Nagaizumi, Japan; Department of Gastric Surgery, National Cancer Center Hospital East,
Kashiwa, Japan; Division of Gastric Surgery, Shizuoka Cancer Center, Suntogun, Japan; Department of Clinical Anatomy Development Studies, Gifu University Graduate
School of Medicine, Gifu-City, Japan; Cancer Center, Gifu University Hospital, Gifu, Japan; Department of Gastroenterological Surgery, Aichi Cancer Center Hospital,
Nagoya, Japan; Department of Gastroenterological Surgery and Clinical Research Institute Cancer Research Division, National Kyushu Medical Center, Fukuoka, Japan;
Keio University School of Medicine, Shinjuku-Ku, Tokyo, Japan; Fujita Health University, Toyoake, Japan; Department of Gastroenterological Surgery, Cancer Institute
Hospital of the Japanese Foundation for Cancer Research, Tokyo, Japan; Kanagawa Cancer Center, Yokohama, Japan; Shikoku Cancer Center, Matsuyama, Japan,;
Hokkaido University, Sapporo, Japan; Department of Gastroenterological Surgery, Osaka International Cancer Institute, Osaka, Japan; National Cancer Center Hospital
East, Kashiwa, Japan; Department of Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Myriad Genetics, Inc., Salt Lake City, UT;
Department of Advanced Medicine and Innovative Technology, Kyushu University Hospital, Fukuoka, Japan; Department of Gastric Surgery, National Cancer Center
Hospital East, Tokyo, Japan

Background: Circulating tumor DNA (ctDNA) has emerged as a promising biomarker for post-
surgical molecular residual disease (MRD) detection; however, its clinical utility in gastric
cancer remains poorly defined. The MONSTAR-SCREEN-3 evaluates the clinical performance
of a whole-genome sequencing (WGS)—based MRD assay in a pan-cancer cohort, including
patients with gastric cancer. Methods: MONSTAR-SCREEN-3 is a prospective multicenter
study targeting 1,100 patients with solid tumors curative-intent treatment, including gastric
cancer. Personalized panels were constructed using Precise MRD (Myriad Genetics), incorpo-
rating up to 1,000 tumor-specific alterations identified through whole-genome sequencing
(WGS) of matched tumor tissue. Serial plasma samples were collected at baseline, post-
neoadjuvant treatment (NAT) when applicable, 1-month post-surgery, every 3 months in year
1, and every 6 months thereafter up to 2 years. Assay performance was evaluated for ctDNA
detection and recurrence monitoring. Results: As of November 2025, 88 patients with resect-
able gastric cancer were enrolled. Median age was 69 years (range: 33-87), with female
predominance (52.2%). Treatment strategies included upfront surgery (56%, n = 49) and
NAT (44%, n = 39). MRD results were available for 220 samples from 57 patients. Clinical
staging included Stage I (6%), Stage II (39%), Stage III (51%), and Stage IV (5%). Personalized
panel creation succeeded in 100% of patients (57/57), vielding panels containing 588-1,000
alterations. Baseline ctDNA detection was achieved in 96.4% (54/56), with 31.5% at ultra-
sensitive levels (tumor fraction < 100 parts per million [ppm]). Post-operative MRD positivity
was 7.8% (4/51) at 1 month and 19.5% (8/41) at 3 months, with 25.0% and 50.0% detected at
ultra-sensitive levels, respectively. Among 24 patients receiving NAT with pathological as-
sessment, post-NAT MRD status demonstrated 70.0% sensitivity and 100% specificity for
pathological complete response (pCR) (MRD positivity, 70% in non-pCR vs. 0% in pCR; P <
0.01); 57.1% of MRD-positive cases were detected at ultra-sensitive levels. Two MRD-positive
patients developed radiological recurrence, with MRD detection preceding imaging by 2.0 and
4.3 months. Conclusions: This WGS-based personalized ctDNA assay demonstrated high
technical feasibility and baseline detection sensitivity in gastric cancer, with notable ultra-
sensitive detection capability. Post-NAT MRD status demonstrated potential as a predictor of
pathological complete response. Extended follow-up and comprehensive longitudinal ctDNA
dynamics will be presented. Research Sponsor: SCRUM-Japan Funds (https://scrum-
japan.ncc.go.jp/) and Myriad Genetics.
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Pathological complete response and ctDNA analyses in SCIENCE: Results from a
randomized, phase Ill trial of neoadjuvant chemotherapy plus sintilimab and
chemoradiotherapy plus sintilimab versus chemoradiotherapy in resectable locally
advanced esophageal squamous cell carcinoma.

Xuefeng Leng, Lei Gong, Jiahua Lyu, Wenwu He, Yungchang Chen, Weidong Hu, Lei Xian, Tongchen Hu, Haining Zhou, Yifeng Zheng, lan Wong, Wencheng Zhang, Yan Miao,
Feifei Li, Qingyun Li, Li Xie, Shichuan Zhang, Tongyu Lin, Peng Tang, Yongtao Han; Department of Thoracic Surgery, Sichuan Cancer Hospital & Institute, Sichuan Cancer
Center, School of Medicine, University of Electronic Science and Technology of China, Chengdu, Sichuan, China; Tianjin Medical University Cancer Hospital & Institute,
Tianjin, China; Department of Radiation Oncology, Sichuan Cancer Hospital & Institute, Sichuan Cancer Center, School of Medicine, University of Electronic Science and
Technology of China, Chengdu, China; Sichuan Cancer Hospital and Institute, Sichuan Cancer Center, School of Medicine, University of Electronic Science and Technology
of China, Chengdu, China; Department of Thoracic Surgery, Zhongnan Hospital of Wuhan University, Wuhan, China; Department of Cardiothoracic Surgery, The Second
Affiliated Hospital of Guangxi Medical University, Nanning, China; Department of Thoracic Surgery, The People’s Hospital of Leshan in Sichuan Province, Leshan, China;
Department of Thoracic Surgery, Suining Central Hospital, Suining, China; Department of Thoracic Surgery, General Hospital of Chengdu Military Region, Chengdu, China;
Department of Surgery, Queen Mary Hospital, Hong Kong, China; Tianjin Medical University Cancer Institute and Hospital/National Clinical Research Center for Cancer,
Tianjin, China; Sichuan Cancer Hospital and Research Institute, Chengdu, Sichuan, China; Genecast Biotechnology Co., Ltd., Beijing, China; Genecast Biotechnology Co.,
Ltd., Wuxi, China; Shanghai Jiao Tong University School of Medicine, Shanghai, China; Phase | Clinical Trial Ward of Medical Oncology Center, Sichuan Clinical Research
Center for Cancer, Sichuan Cancer Hospital & Institute, Sichuan Cancer Center, Affiliated Cancer Hospital of University of Electronic Science and Technology of China,
Chengdu, China; Tianjin Medical University Cancer Institute & Hospital, National Clinical Research Center for Cancer, Tianjin, China

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2026, issue of the Journal of
Clinical Oncology.
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Perioperative durvalumab plus neoadjuvant chemoradiotherapy (CROSS) with and
without tremelimumab in esophageal adenocarcinoma: The prospective phase Il
RICE trial (NCT04159974).

Hans Anton Schloesser, Anja Lohneis, Maria Garcia-Marquez, Martin Thelen, Petra Schiller, Kerstin Rosenberger, Kerstin Wennhold, Seung-Hun Chon, Eugen Bauer,
Loreen S. Rudek, Philipp Linde, Naita M. Wirsik, Hans F. Fuchs, Lars M. Schiffmann, Reinhard Buettner, Martin Hellmich, Michael von Bergwelt, Axel M. Hillmer,
Christiane J. Bruns, Thomas Zander, Gastrointestinal Cancer Group Cologne; Department of General, Visceral, Thoracic and Transplantation Surgery, University of Cologne,
Faculty of Medicine and University Hospital Cologne, Cologne, Germany; Department | of Internal Medicine and Gastrointestinal Cancer Group Cologne, University of
Cologne Faculty of Medicine and University Hospital Cologne and Center for Integrated Oncology Aachen Bonn Cologne Diisseldorf, Cologne, Germany; Center for
Molecular Medicine Cologne, University of Cologne, Faculty of Medicine and University Hospital Cologne, Cologne, Germany; Institute of Medical Statistics and
Computational Biology, University of Cologne, Faculty of Medicine and University Hospital Cologne, Cologne, Germany, Cologne, Germany; Department Transfusion
Medicine, University of Cologne, Faculty of Medicine and University Hospital Cologne, Cologne, Germany; Department of Radiation Oncology, Cyberknife and Radiation
Therapy, Faculty of Medicine and University Hospital of Cologne, University of Cologne, Cologne, Germany; Institute of Pathology, University of Cologne, Faculty of
Medicine and University Hospital Cologne, Cologne, Germany, Cologne, Germany; University Medical Center Gottingen, Department of Medical Statistics, Goettingen,
Germany; Department of Medicine IlI, University Hospital, LMU Munich, Munich, Germany

Background: Anti-PD- (L)1 is effective in esophageal adenocarcinoma (EGA). The phase I RICE
trial (NCT04159974) evaluated the addition of neoadjuvant and adjuvant durvalumab, with or
without tremelimumab, to neoadjuvant chemoradiotherapy (CROSS). Methods: Patients with
locally advanced (=uT3/Nx or uT2/N+) non-metastatic EGA received two doses of neoadjuvant
durvalumab in addition to CROSS, followed by surgery. Adjuvant therapy was randomized 1:1 to
durvalumab (12 doses) alone (arm A) or durvalumab plus one dose of tremelimumab (arm B).
Translational analyses included HLA-I genotyping, immunohistochemistry, whole-exome
sequencing and RNA-sequencing. Clinical outcomes were analyzed in patients who received
at least one neoadjuvant dose (mITT) and in those who were randomized and received at least
one adjuvant dose (R-mITT). Results: In the mITT set (n=56), 95% completed neoadjuvant
therapy and 93% underwent resection. The rate of grade =3 non-hematologic adverse events
during neoadjuvant treatment was 25% (13/56 G3, 1/56 G4). Surgery was feasible with a rate of
anastomotic leakage of 6%. Major pathological response (MPR, <10% viable tumor cells) was
achieved in 54% (30/56) including a 23% (13/56) pathological complete response rate (pCR,
ypTo/ypNo). The rate of MPR was higher than in propensity-based comparisons with FLOT
(25%) and CROSS (37%). Two-year overall (0OS) and progression-free (PFS) survival of the
mITT set were 72.7% and 53.1%, respectively. After completion of Stage I of the trial (safety run
in), 38 patients were included in the R-mITT set. 80% in arm A (durvalumab monotherapy,
n=20) and 44% in arm B (durvalumab plus tremelimumab, n=18) completed at least 80% of
adjuvant immunotherapy. Combined immunotherapy in the R-mITT set was associated with
higher grade =3 toxicity (22% G3/ 22% G4 in Arm B vs. 15% G3 / 0% G4 in arm A) and did not
improve survival (2-year OS/PFS 95.0%/80.0% [arm A] vs. 82.4%/54.2% [arm B]). Tumor
mutational burden, heterozygosity of HLA-I, expression of genes related to antigen presen-
tation and T-cell abundance were associated with pathological response. However, discordant
cases across all biomarkers underscore the complexity of tumor-immune interactions under-
lying response to immunotherapy. Conclusions: RICE demonstrates safety and feasibility of
adding anti-PD-L1 to neoadjuvant CROSS in EGA and shows promising response rates. While
CROSS is no longer considered standard of care, our results support efficacy of durvalumab,
consistent with results for FLOT plus durvalumab in the MATTERHORN trial. Addition of
tremelimumab to durvalumab is not supported by our study. Clinical trial information:
NCT04159974. Research Sponsor: Astra Zeneca.
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Paclitaxel/cisplatin (TP) vs cisplatin/5-fluorouracil (PF) neoadjuvant chemo-
radiotherapy for locally advanced esophageal squamous cell carcinoma (ESCC): A
randomized trial.

Ta-Chen Huang, Chien-Huai Chuang, Chih-Hung Hsu, Hung-Yang Kuo, Chia-Chi Lin, Tsung-Che Wu, Jason C. Cheng, Feng-Ming Hsu, Kuan-Yin Ko, Pei-Ming Huang,
Jang-Ming Lee; National Taiwan University Hospital, Taipei, Taiwan; National Taiwan University Cancer Center, Taipei, Taiwan; National Taiwan University Cancer Center,
Taipei City, Taiwan; National Taiwan University Hospital, Taipei City, Taiwan; Department of Oncology, National Taiwan University Cancer Center, Taipei, Taiwan; National
Taiwan University Hospital Hsin-Chu Branch, Hsinchu, Taiwan

Background: Neoadjuvant chemoradiotherapy (nCRT) followed by esophagectomy is standard
treatment for patients with resectable locally advanced ESCC. A direct comparison of taxane/
platinum nCRT versus PF nCRT in prospective randomized clinical trials has never been
reported. Methods: This is a single-center, open-label, randomized phase II/III trial (registered
as NCT0623737 at ClinicalTrial.gov). Patients with locally advanced ESCC (T3/4aNoMo or T1-
3N1-3Mo per AJCC 7t ed.) were randomized 1:1 to TP (paclitaxel 50 mg/m2 weekly plus cisplatin
30 mg/m2 weekly for 5 weeks) or PF (cisplatin 75 mg/m2 day 1 plus 5-FU 1,000 mg/m2 days 1-4
on weeks 1 and 5) chemotherapy with concurrent radiotherapy 45 Gy/25 fractions. Esopha-
gectomy was performed 6 to 10 weeks after completing CRT. Primary endpoint was pathological
complete response (pCR) rate for phase II part. If significant pCR benefit of TP versus PF nCRT
was found in phase II part, the trial would continue enrolment for the phase III part with overall
survival as primary endpoint. Results: From Mar 2017 to Jul 2025, 128 patients were enrolled in
the phase II part; 6 withdrew before treatment. The intention-to-treat (ITT) population
included 122 patients (61 patients per arm); median age was 61 (35-77) years with TP and
58 (39-77) with PF; 90% and 89% were male, respectively. Esophagectomy was performed in
51/61 (84%) vs. 49/61 (80%), and Ro resection was achieved in 43/51 (84%) vs. 36/49 (73%)
(p=0.183), respectively. The pCR rate per ITT population was 23/61 (37.7%) with TP vs 17/61
(27.9%) with PF (p=0.247). The difference of pCR rate did not meet the boundary to continue the
trial to the phase III part. Median overall survival was 54 vs 43 months (HR 0.76; p=0.284) and
median progression-free survival was 33 vs 25 months (HR 0.74; p=0.193) for TP vs PF. Median
recurrence free survival was not reached in both arms. Grade 3-4 adverse events during nCRT
occurred in 29/61 (47.5%) with TP and 40/61 (65.6%) with PF (p=0.045); most common
grade =3 events were leucopenia (23.0% vs 32.8%), esophagitis (11.5% vs 29.5%), and dys-
phagia (14.8% vs 27.9%). Postoperative 90-day mortality was 0% in both arms. Conclusions:
TP-nCRT did not significantly improve pCR versus PF-nCRT in patients with locally advanced
ESCC. Clinical trial information: NCT0623737. Research Sponsor: None.

Efficacy and safety outcomes for TP-nCRT versus PF-nCRT.

TP PF Statistics
ITT, n 61 61 -
Resection, n (%) 51 (84) 49 (80) p=0.638
RO resection rate (%) 43/51 (84) 36/49 (73) p=0.183
PCR (ITT) rate (%) 23/61 (37.7) 17/61 (27.9) p=0.247
PCR (resected population) rate (%) 23/51 (45.1) 17/49 (34.7) p=0.288
0S, median (mo) 54 43 HR 0.76; p=0.284
PFS, median (mo) 33 25 HR 0.74; p=0.193
Grade 3-4 AEs during nCRT, n (%) p=0.045

Postoperative 90-day mortality

29 (47.5%)
0

40 (65.6%)
0
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Phase Il study of adjuvant nab-paclitaxel plus S-1 after D2 resection in stage Ill
diffuse gastric cancer (NORDICA study).

Ke Peng, Shan Yu, Li Liang, Chi Zhang, Yiyi Yu, Yan Wang, Tianshu Liu, Yuehong Cui; Zhongshan Hospital Fudan University, Shanghai, China; Department of Medical
Oncology, Zhongshan Hospital, Fudan University, Shanghai, China; Department of Medical Oncology, Cancer Center, Zhongshan Hospital, Fudan University, Shanghai,
China; Department of Oncology, Zhongshan Hospital, Fudan University, Shanghai, China; Zhongshan Hospital, Fudan University, Shanghai, China

Background: Stage III diffuse-type gastric cancer (DGC) is highly aggressive, with a substantial
risk of postoperative recurrence. Adjuvant chemotherapy with nab-paclitaxel plus S-1 (AS
regimen) has shown potential efficacy in early studies, but its safety and effectiveness in this
high-risk population remain unclear. Methods: This single-center, prospective phase II trial
enrolled patients with stage IIT DGC who underwent D2 gastrectomy between January 2020 and
October 2023. All patients first received one cycle of S-1 monotherapy as a pre-screening
tolerance test. Eligible patients then received adjuvant AS therapy: nab-paclitaxel 260 mg/m?
on day 1 every 3 weeks (maximum 400 mg) plus S-180—120 mg/day on days 1—14 every 3 weeks
for 6 cycles, followed by 8 cycles of S-1 monotherapy. The primary endpoint was 1-year disease-
free survival (DFS); secondary endpoints included 3-year DFS, overall survival (0S), and safety.
To explore potential molecular correlates of treatment response, whole-exome sequencing was
performed on tumor specimens obtained from surgical resection in 24 patients, including 12
patients who experienced recurrence within 2 years (resistant group) and 12 patients with DFS
of 2 years or longer (sensitive group). Results: The 1-year DFS and OS rates were 84.9% (95% CI,
75.3—95.9%) and 100%, respectively. The 3-year DFS and OS rates were 45.2% (95% CI,
32.5—-63.0%) and 62.5% (95% CI, 49.0—79.8%), with a median DFS of 27.7 months (95%
CI, 16.5—NR). The most common =grade 3 treatment-related adverse events were neutropenia
(29.2%), leukopenia (20.8%), rash (6.3%), febrile neutropenia (6.3%), and oral mucositis
(4.2%). CDH1 and OBSCN mutations were more frequent in the resistant group,
suggesting a potential link to early recurrence. Conclusions: Adjuvant AS therapy is feasible
and demonstrates promising efficacy for stage III DGC, with an acceptable safety profile.
Molecular findings may help identify patients at higher risk of recurrence, supporting further
evaluation in larger, randomized phase III trials. Clinical trial information: NCT03977220.
Research Sponsor: None.
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Interim results from a prospective phase Il study of stratified treatment of localized
cervical esophageal squamous cell carcinoma by induction immunochemotherapy
(SCENIC trial).

Chunguang Li, Jun Liu, Ming Zhang, Hong Zhang, Yang Yang, Zhichao Liu, Jinchen Shao, Yifeng Sun, Rong Hua, Bin Li, Zhigang Li; Department of Thoracic Surgery,
Shanghai Chest Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Department of Radiation Oncology, Shanghai Jiao Tong University School of
Medicine, Shanghai, China; Department of Integrated Traditional Chinese and Western Medicine, Shanghai Chest Hospital, Shanghai Jiao Tong University School of
Medicine, Shanghai, China; Department of Pathology, Shanghai Chest Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China

Background: Definitive concurrent chemoradiotherapy (dCRT) is the standard treatment for
cervical esophageal squamous cell carcinoma (CESCC). However, when dCRT fails, salvage
esophagectomy is technically challenging. Moreover, optimizing patient selection for dCRT
remains an unresolved concern. We propose a stratified screening strategy by incorporating
induction immunochemotherapy, aiming to identify suitable candidates for organ-sparing
dCRT and timely surgical treatment. Methods: This prospective interventional phase II study
(SCENIC, ChiCTR2200057732) enrolled patients with clinical stage T,_; Nany MO (AJCC TNM
8th) resectable CESCC. Eligible participants received induction therapy (IT) of intravenous PD-1
inhibitor tislelizumab (200mg, day 1) plus nab-paclitaxel (100 mg/m?, day 1,8,15) and carbo-
platin (area under curve of 5 mg/mL/min, day 1), administered over two 3-week cycles. Four
weeks after IT, treatment response was evaluated via endoscopy and PET-CT. Patients were
then divided into 3 groups: remarkable response (RR); limited partial response (LPR); and poor
response (POR). RR patients received dCRT, while LPR and POR patients underwent radical
surgery. Tislelizumab was maintained after dCRT in RR patients, and postoperative adjuvant
therapy was dependent on the patient’s condition, including chemotherapy, radiotherapy,
immunotherapy, or follow-up. The primary endpoint is 2-year event-free survival (EFS).
Results: From Jul 2022 to Sep 2024, 42 patients were enrolled, with 40 completing two-
cycle IT and response evaluation. Post-IT responses were RR in 62.5% (25/40), LPR in 25.0%
(10/40), and POR in 12.5% (5/40). All RR patients received subsequent dCRT. In 11 non-RR
patients,7 underwent total phryngo-laryngo-esophagectomy(TPLE), 4 received dCRT. Overall,
40 patients (96.0%) had any-grade treatment-related adverse events with leukocytopenia
being most prevalent. 5 patients (12.5%) had adverse events of grade 3 or worse. With a median
follow-up of 22.3 months (range, 4.5-40.9 months), 2-years EFS rate and overall survival (OS)
rate in ITT population was 60.9% and 76.6%. 2-years EFS rate and OS rate in RR group and non-
RR group is 78.8% vs 28.0%(p = 0.0011) and 84.8% vs 70.1%(p = 0.0703), respectively.
Conclusions: The 2-year survival of RR patients with dCRT followed by IT appears promising
compared to historical data. This stratified strategy of induction immunochemotherapy is
effective in identifying candidates suitable for dCRT in patients with resectable CESCC. Clinical
trial information: ChiCTR2200057732. Research Sponsor: None.
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Perioperative therapy with tifcemailmab plus toripalimab and chemotherapy for
resectable thoracic esophageal squamous cell carcinoma (BT-NICE trial): A pro-
spective phase Il study.

Chengzhi Ding, Zhikun Cao, Jiwei Li, Wenxue Wei, Quan Zhang, Zhijun Han, Jianjun Wang, Yahao Zhang, Yiming Zhang, Xiaoming Zhu, Huajun Li, Sen Wu, Yi He, Li Wei;
Henan Provincial People’s Hospital, Zhengzhou, China; Zhengzhou University People’s Hospital, Zhengzhou, Henan, China; Shanghai Junshi Biosciences Co., Ltd, Shanghai,
Shanghai, China; Department of Thoracic Surgery, Henan Provincial People's Hospital, Zhengzhou, China

Background: Tifcemailmab is a first-in-class humanized monoclonal antibody targeting B-
and T-lymphocyte attenuator (BTLA), a novel inhibitory immune checkpoint. This phase II BT-
NICE trial represents the first clinical study designed to evaluate the efficacy and safety of a
perioperative treatment regimen that combines a BTLA inhibitor (tifcemailmab), a PD-1 in-
hibitor (toripalimab), and chemotherapy for resectable thoracic ESCC. Methods: Patients(pts)
with histologically confirmed, resectable thoracic ESCC (clinical stage cT1b-3N1-3Mo or cT2-
3NoMo) were enrolled. They received 2 cycles of neoadjuvant therapy with tifcemailmab,
toripalimab, and standard chemotherapy (every 3 weeks). Following radical esophagectomy,
pts with a pathological complete response (pCR) received up to 15 cycles of adjuvant dual
immunotherapy (tifcemailmab + toripalimab). Pts without a pCR received 2 cycles of adjuvant
chemotherapy plus dual immunotherapy, followed by dual immunotherapy for up to 13 cycles.
The primary endpoint was pCR rate. Secondary endpoints included major pathological response
(MPR) rate, objective response rate (ORR), RO resection rate, adverse events (AEs), event-free
survival (EFS), and overall survival (OS). Results: Between October 20, 2024, and September 30,
2025, a total of 25 patients were successfully enrolled and underwent surgery after completing
neoadjuvant therapy. The median age was 63 years (range 53-75), and 19 (76.0%) were male.
Most pts (23/25, 92.0%) had stage III disease. The R0 resection rate was 100% (25/25). The ORR
(neoadjuvant) was 96.0% (24/25). The MPR rate was 56.0% (14/25), and the pCR rate was
40.0% (10/25). Pathologic downstaging was achieved in 84.0% of patients. Grade 3-4
treatment-related AEs occurred in 24.0% (6/25) of pts, and grade 3-4 immune-related AEs
occurred in 20.0% (5/25); the most common were rash and hypothyroidism. Overall postop-
erative complications were 20% (5/25). One pt experienced postoperative complications (pul-
monary infection and anastomotic leakage). No treatment-related surgical delays or 30-day
mortality occurred. Conclusions: The BT-NICE regimen demonstrates promising efficacy and
is feasible with a manageable safety profile in pts with locally advanced, resectable ESCC. This
study provides the first clinical evidence supporting the incorporation of a BTLA inhibitor into a
perioperative treatment paradigm for ESCC. Clinical trial information: NCT06588335. Research
Sponsor: Shanghai Junshi Biosciences Co., Ltd.
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The early-onset paradox of gastric cancer: Assessment of geographic clustering,
biology, treatment, and outcomes.

Pranati Dharmesh Shah, Dani Ran Castillo, Derek Tai, Mengni Guo, Neel Sagar Talwar, Sofia Guzman, Daniel Park, Rifat Mannan, Max Hazeltine, Yan Xing, Gagandeep Brar,
Mustafa Raoof, Cathy Eng, Shengyang Wu; Loma Linda University, Loma Linda, CA; Department of Medical Oncology, City of Hope Comprehensive Cancer Center, Duarte,
CA; Department of Internal Medicine, Loma Linda University, Loma Linda, CA; Loma Linda University Health, Loma Linda, CA; City of Hope National Medical Center, Upland,
CA; Department of Ambulatory Care, City of Hope Comprehensive Cancer Center, Duarte, CA; Division of Hematology and Oncology, Harbor-UCLA Medical Center, Torrance,
CA; City of Hope Comprehensive Cancer Center, Duarte, CA; City of Hope, Mission Hills, CA; Division of Surgical Oncology, Department of Surgery, City of Hope National
Medical Center, Duarte, CA; Vanderbilt Ingram Cancer Center, Nashville, TN; Valley Health System, Paramus, NJ

Background: Early-onset gastric cancer (EOGC), defined as diagnosis before age 45, represents
an increasingly recognized and clinically distinct subset of gastric cancer (GC) in the United
States. While prior studies largely from Asian cohorts suggest more aggressive tumor biology,
contemporary U.S. data characterizing demographic patterns, treatment strategies, geographic
variation, and outcomes in resectable disease is limited. Methods: Using a U.S. cancer registry
(2006—2022), we studied patients aged 18—90 with stage II-III gastric cancer post-
gastrectomy. Excluding palliative or incomplete cases, we analyzed overall survival (0S) via
Cox models, adjusting for demographics and treatment. P-values were calculated using the
Chi-square test to compare racial distribution across age groups. Results: Among eligible
patients, 1,943 (7.4%) had EOGC. EOGC disproportionately affected Hispanic (23.8%; p <
0.001), Black (14.2%; p < 0.001), and Asian (10.2%; p < 0.001) populations, with White patients
accounting for 49.4%, with a male predominance (2:1). Demographic and socioeconomic
profiles were distinct within the EOGC population. A greater proportion of EOGC patients
resided in areas with a median household income < $38,000 (17.1%; p = 0.025). The <45 group
was more frequently uninsured (7.6%) or Medicaid insured (19.7%) and represented the
highest proportion of residents from areas with the lowest educational attainment (21.6%).
Geographic clusters emerged in the South/Middle Atlantic and Pacific (TX, CA, AK, HI). EOGC
tumors more frequently exhibited diffuse or signet-ring histology (~30%) and advanced nodal
involvement. Despite receiving more intensive multimodality therapy, including perioperative
or neoadjuvant chemotherapy (74.1%), EOGC patients had lower pathologic response rates and
no survival advantage. Median OS was 49.8 months (36-month OS: 58.3%). Conclusions: Even
with aggressive treatment, EOGC shows worse pathology and no better survival rates than
older-onset cases. New U.S. data confirms this aggressive biology and highlights significant
demographic and socioeconomic disparities. To improve outcomes, the focus should shift from
just intensifying treatment to prioritizing earlier detection and targeted regional screening.
Research Sponsor: None.

Demographic characteristics stratified by age groups.

<45 Years 46-69 Years 270 Years Total Cohort
Variable (n=1943) (n=15927) (n=8397) (N=26267) p-value
Race, n (%) <0.001
White 960 (49.4) 10912 (68.5) 5918 (70.5) 17790 (67.7)
Black 276 (14.2) 1890 (11.9) 838 (10.0) 3004 (11.4)
Hispanic 462 (23.8) 1611 (10.1) 766 (9.1) 2839 (10.8)
Asian 198 (10.2) 1166 (7.3) 731 (8.7) 2095 (8.0)
Other 47 (2.4) 348 (2.2) 144 (1.7) 539 (2.1)
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Neoadjuvant cadonilimab plus CapeOX in patients with clinical stage Ill gastric or
esophagogastric junction adenocarcinoma (GC/EGJC): A prospective, single-arm
phase Il study.

Liying Zhao, Yanfeng Hu, Jiang Yu, Fengping Li, Hao Liu, Xinhua Chen, Tian Lin, Mingli Zhao, Yanrui Liang, Jing Wu, Hao Chen, Lina Yu, Zhao Chen, Min Lai, Li Guoxin;
Department of General Surgery & Guangdong Provincial Key Laboratory of Precision Medicine for Gastrointestinal Tumor, Nanfang Hospital, Southern Medical University,
Guangzhou, China; Department of Pathology, Nanfang Hospital and Basic Medical College, Southern Medical University, Guangzhou, Guangdong, China; Department of
Imaging, Nanfang Hospital, Southern Medical University, Guangzhou, China; Department of General Surgery, Nanfang Hospital, Southern Medical University, Guangzhou,
Guangdong, China; Beijing Tsinghua Changgung Hospital, School of Clinical Medicine, Tsinghua University; Department of General Surgery & Guangdong Provincial Key
Laboratory of Precision Medicine for Gastrointestinal Tumor, Nanfang Hospital, Southern Medical University, Beijing, China

Background: Perioperative PD-L1 inhibitor plus chemotherapy has shown survival benefit in
PD-L1-positive patients with locally advanced GC/EGJC. However, evidence for neoadjuvant
PD-1/CTLA-4 bispecific blockade remains limited. This study evaluates neoadjuvant cadoni-
limab plus CapeOX in patients with clinical stage III GC/EGJC. Methods: This prospective,
single-arm phase II study (NCT'06310473) enrolled patients (pts) with cT3-4aN1-3Mo disease
(AJCC 8th), staged by contrast-enhanced CT and staging laparoscopy with peritoneal cytology
to exclude peritoneal metastasis and positive peritoneal cytology (CY1). Pts received cadoni-
limab (10 mg/kg) plus standard-dose CapeOX every 3 weeks for 3 cycles. Pts without progressive
disease on repeat CT and laparoscopy underwent curative-intent surgery, followed by 3-5
cycles of adjuvant CapeOX. The primary endpoint was the pathologic complete response rate
(pCR, defined as no residual tumor in stomach and lymph node). The data cutoff was January 15,
2026. Results: From May 2024 to August 2025, 30 pts with GC/EGJC were enrolled (GC, n = 21;
EGJC, n = 9); 83.3% (25/30) were cT4a and 73.3% (22/30) were cN2-3. PD-L1 CPS < 1 was
observed in 14.8% (4/27) of evaluable pts. All pts completed 3 neoadjuvant cycles. Three pts did
not undergo surgery: one refused resection and subsequent antitumor therapy after achieving a
cCRto neoadjuvant therapy; one had a PR and continued systemic therapy; and one had PD with
liver invasion on repeat laparoscopy and initiated second-line therapy. The other 27 pts
underwent resection; one had CY1 on postoperative assessment and was considered PD, with
an Roresection rate of 96.3% (26/27). The pCR and major pathologic response (MPR) rates were
22.2% (6/27) and 37.0% (10/27), respectively. The tumor downstaging rate was 74.1% (20/27),
including a ypNo rate of 55.6% (15/27). Adjuvant therapy was administered in 23/27 (85.2%),
with four pts still on therapy. Treatment-related adverse events occurred in 100% (30/30),
including grade=3 events in 20.0% (6/30). Notable events included one perioperative cardio-
vascular death (G5); one pulmonary embolism (G3) diagnosed 5 weeks postoperatively that
resolved with anticoagulation; one patient with concomitant anastomotic leakage (G4), intra-
abdominal infection (G4), and immune-related adrenal insufficiency (G2) who recovered after
endoscopic covered-stent placement and conservative management; additional G3 events
included ascites, neutropenia, and peripheral neuropathy (n = 1 each). No postoperative re-
currence was observed among resected pts at data cutoff. Conclusions: Neoadjuvant cadoni-
limab plus CapeOX appears safe and effective in patients with clinical stage III GC/EGJC,
achieving a moderate pCR rate and warranting further exploration of neoadjuvant immuno-
chemotherapy combination strategies. Clinical trial information: NCT06310473. Research
Sponsor: None.
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Neoadjuvant adebrelimab combined with chemotherapy in locally advanced
esophageal squamous cell carcinoma: A single-arm, phase Il trial.

Chao Wu, Jie Li, Meng-Jiao Fan, Si yue Nie, Guoging Zhang, Yi Hu, Xiaobin Hou; Department of Medical Oncology, Senior Department of Oncology, Chinese PLA General
Hospital, Beijing, China; Department of Pathology, The First Medical Center of Chinese PLA General Hospital, Beijing, China; Senior Department of Oncology, Chinese PLA
General Hospital, Beijing, China; People’s Liberation Army General Hospital, Beijing, China

Background: Neoadjuvant therapy is the standard treatment for patients with locally advanced
resectable esophageal squamous cell carcinoma (ESCC). This study evaluated the efficacy and
safety of adebrelimab (anti-PD-L1 antibody) combined with neoadjuvant chemotherapy and
explored immune correlates associated with treatment response (ChiCTR2400085858).
Methods: Patients with locally advanced ESCC (cT1ib-T2N+Mo or cT3-4NanyMo) received
three preoperative cycles of adebrelimab (1200 mg, IV, di1, Q3W) plus nab-paclitaxel
(125 mg/m?, 1V, d1, d8, Q3W) and carboplatin (AUC 5 mg/mL/min, IV, d1, Q3W). The primary
endpoint was pathological complete response (pCR). Secondary endpoints included major
pathological response (MPR), RO resection rate, disease-free survival (DFS), overall survival
(0S) and safety. PD-L1 expression was measured by immunohistochemistry using the com-
bined positive score (CPS). Multiplex immunohistochemistry was performed to assess spatial
immune microenvironment changes. Results: Forty-three patients were enrolled from October
2023 to June 2025. The median age was 61 years (range, 42-75), and 39 patients (91.0%) were
male. Patients with cStage II/III/IVA were 6/16/22. Among the 35 patients who underwent
surgery, all achieved Ro resection (100%), with pCR and MPR rates of 22.9% (8/35) and 45.7%
(16/35), respectively. The median follow-up was 13.2 months (range 2.4-21.9), with 1-year DFS
and OS estimates of 94.2% (95%Cl: 86.7%-100.0%) and 86.8% (95%Cl: 76.5%-98.4%). Pa-
tients with PD-L1 CPS = 10 (57%, 20/35) demonstrated a higher pCR rate compared with those
with PD-L1 CPS < 10 (43%, 15/35), specifically 30% (6/20) vs 13.3% (2/15). Multiplex immu-
nohistochemistry revealed distinct spatial immune remodeling during neoadjuvant therapy. At
baseline, PD-L1 expression was predominantly associated with CD11b* myeloid cells in peri-
tumoral regions and was enriched in good responders (TRG 0-1), accompanied by higher
peritumoral CD3* T-cell infiltration. Post-treatment analyses demonstrated divergent T-cell
dynamics, with decreased peritumoral T-cell density in good responders (TRG 0-1) and in-
creased infiltration in poor responders (TRG 2-3). Treatment-related adverse events were
consistent with the known safety profile. The most common treatment-related grade 3/4 AEs
were leukopenia (41.9%), alopecia (27.9%), thrombocytopenia (9.3%), anemia (7.0%), and
hepatic dysfunction (2.3%). Conclusions: Neoadjuvant adebrelimab combined with chemo-
therapy demonstrated promising efficacy and manageable toxicity in patients with locally
advanced ESCC. Myeloid-associated PD-L1 expression and treatment-induced T-cell redis-
tribution may represent immune correlates of response and warrant further investigation.
Clinical trial information: ChiCTR2400085858. Research Sponsor: None.

Visit meetings.asco.org and search by abstract for the full list of abstract authors and their disclosure information. Abstract data
current as of May 12, 2026.


http://meetings.asco.org

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY

4091 Poster Session

Neoadjuvant tislelizumab plus oxaliplatin and S-1 for locally advanced Siewert type
Il esophagogastric junction adenocarcinoma: A prospective multicenter phase Il
study.

Yanzhao Xu, Peng Su, Zhenhua Li, Mingbo Wang, Shiwang Wen, Yuefeng Zhang, Yonggang Zhu, Junhao Qi, Bokang Sun, Wenda Gao, Haijun Wang, Yuguan Ma,
Chunyong Su, Tiecheng Wu, Zigiang Tian; Department of Thoracic Surgery, The Fourth Hospital of Hebei Medical University, Shijiazhuang, China; Department of Thoracic
Surgery, Xingtai People's Hospital, Xingtai, China; Department of Thoracic Surgery, Handan Central Hospital, Handan, China; Department of Thoracic Surgery, Handan First
Hospital, Handan, China

Background: Adenocarcinoma of the esophagogastric junction (AEG) is a malignant tumor with
high morbidity and mortality globally. Among subtypes, Siewert type Il AEG remains a clinical
challenge owing to its unique anatomical location and distinct clinicopathological features.
This study aimed to evaluate the efficacy and safety of Tislelizumab in combination with
oxaliplatin and S-1 as neoadjuvant therapy for patients with locally advanced Siewert type II
AEG. Methods: This is a prospective, multicenter clinical trial. Eligible patients were aged 19-75
years with pathologically confirmed Siewert type II adenocarcinoma of the esophagogastric
junction, clinical stage T2-4N0-3Mo, ECOG performance status 0-1, and adequate major organ
function. All patients received 3 cycles of neoadjuvant therapy consisting of: tislelizumab
(200 mg, D1, Q3W), oxaliplatin (130 mg/m2, D1, Q3W), and S-1 (40-60mg based on BSA, po,
bid, D1-14, Q3W). Following efficacy evaluation, patients underwent resection of the esoph-
agogastric junction adenocarcinoma 4-8 weeks after completion of neoadjuvant therapy. The
primary endpoint is pathologic complete response (pCR). Secondary endpoints include major
pathologic response (MPR), objective response rate, RO resection rate, overall survival (OS),
disease-free survival (DFS), and safety. Results: As of June 2025, a total of 40 patients were
enrolled in this study. The median age was 66 years (range, 37-76), 87.5% were male, and
92.5% had an ECOG performance status of 0. Among them, 87.5% (n = 35) of the patients
completed 3 cycles of neoadjuvant therapy. The remaining 5 cases completed 1 (n = 1, due to
grade=3 TRAESs), 2 (n = 2, due to grade=3 TRAEs and patient decision, respectively), and 4 (n =
2, patient decision) cycles of treatment. All patients underwent resection of the esophagogastric
junction adenocarcinoma. The R0 resection rate was 97.5% (39/40), with no patients requiring
re-operation or experiencing perioperative mortality. The pathologic complete response (pCR)
rate was 25% (10/40). The primary tumor pCR rate reached 30% (12/40), and the major
pathologic response (MPR) rate was 37.5% (15/40). Treatment-related adverse events (TRAESs)
of any grade occurred in 95% (38/40) of patients, with grade =3 TRAEs observed in 15% (6/40).
Conclusions: Neoadjuvant therapy with Tislelizumab in combination with oxaliplatin and S-
1for locally advanced Siewert type Il esophagogastric junction adenocarcinoma yields a favor-
able pathological complete response (pCR) rate and shows a good safety profile. Clinical trial
information: ChiCTR2300075638. Research Sponsor: Excellent Talents Program of the De-
partment of Finance of Hebei Province; ZF2025209.
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SCALE-2: A phase 2 trial evaluating neoadjuvant short-course radiotherapy com-
bined with chemotherapy and toripalimab in resectable locally advanced esopha-
geal squamous cell carcinoma.

Ning Jiang, Xiangzhi Zhu, Feng Jiang, Cheng Chen, Xiaochen Huang, Yinan Wu, Zhen Guo, Weizhong Shen, Youtao Xu, Jingfeng Mei, Renhong Guo, Binhui Ren,
Jingyuan Zhang, Jun Zhu, Lijun Zhao, Guochun Cao, Cheng Kong, Yang Zhao, Ming Jiang; Jiangsu Cancer Hospital & Jiangsu Institute of Cancer Research & The Affiliated
Cancer Hospital of Nanjing Medical University, Nanjing, Jiangsu, China; The Affiliated Cancer Hospital of Nanjing Medical University, Jiangsu Cancer Hospital, Jiangsu
Institute of Cancer Research, Nanjing, Jiangsu, China; Department of Thoracic Surgery, Nanjing Medical University Affiliated Cancer Hospital & Jiangsu Cancer Hospital &
Jiangsu Institute of Cancer Research, Nanjing, Jiangsu, China; Jiangsu Cancer Hospital, Nanjing, China; Department of Pathology, The Affiliated Cancer Hospital of Nanjing
Medical University, Jiangsu Cancer Hospital, Jiangsu Institute of Cancer Research, Nanjing, J, Nanjing, China; Cancer Institute of Jiangsu Province, Nanjing, China; Jinagsu
Province Institute of Cancer Research, Jiangsu Cancer Hospital, Nanjing, China; Department of Radiation Oncology, The Affiliated Cancer Hospital of Nanjing Medical
University, Jiangsu Cancer Hospital, Jiangsu Institute of Cancer Research, Nanjing, Jiangsu, China; Jiangsu Cancer Hospital (The Affiliated Cancer Hospital of Nanjing
Medical University), Nanjing, China; Department of Biostatistics, Nanjing Medical University, Nanjing, Jiangsu, China; The Affiliated Cancer Hospital of Nanjing Medical
University, Jiangsu Cancer Hospital, Jiangsu Institute of Cancer Research, Jiangsu, China

Background: The SCALE-1 Phase Ib trial demonstrated that short-course neoadjuvant radio-
therapy combined with toripalimab and chemotherapy, followed by esophagectomy, exhibited
manageable toxicity and promising efficacy in patients (pts) with resectable locally advanced
ESCC (RLaESCC). This Phase II trial aims to further valuate efficacy and safety of this novel
short-course regimen in a larger cohort. Methods: RLaESCC pts with clinical stages cT3-
4aNoMo/cT1-4aN+Mo received neoadjuvant paclitaxel (135 mg/m?), carboplatin (AUC=5), and
toripalimab (240 mg) every 3 weeks for two cycles. Short-course neoadjuvant radiotherapy (30
Gy/12f; 5 days per week) was administered between the two doses of neoadjuvant immune-
chemotherapy. Compared to SCALE-1, high-risk nodal regions were selectively included in the
irradiation volume. Weekly weight changes were used to assess preoperative waiting time.
Esophagectomies were scheduled 8-10 weeks after completing neoadjuvant treatment. The
primary endpoint was pathological complete response (pCR) rate, with secondary endpoints
included disease free survival (DFS), overall survival (OS) and safety. Results: From April 28,
2024 to February 26, 2025, 63 pts were enrolled (intention-to-treat population, ITT), with
stage distribution:I (3.2%), II (14.3%), III (63.5%) and IVA (19%). Following the exclusion of 3
pts who refused surgery, pathological assessment of the surgical specimens revealed that
56.7% (34/60) pts achieved pCR (ypToONoO or ypTisNo) and 91.7% (55/60) achieved MPR. The
median number of resected lymph nodes was 19 (range: 6—45). At a median follow-up of
23.9 months (cutoff date: Jan 19, 2026), median OS and DFS were not reached. In the ITT
population, the 2-year OS and DFS rates were 90.4% (95% Cl: 82.4-98.4%) and 81.5% (95% Cl:
70.5-92.5%), respectively. Postoperative complications occurred in 45% (27) pts, with
18.3%(11) experiencing Grade =3 events. The most frequent Grade 3 and above complications
were anastomotic leakage (n=4) (with or without pleural effusion or hemothorax) and airway
mucus obstruction (n=4). Moreover, one case of postoperative delirium was observed (Grade
IV), and one patient died of septic shock secondary to an anastomotic leak. All 63 pts completed
neoadjuvant radiotherapy. However, 2 pts discontinued the second dose of toripalimab, and 16
pts required dose reductions during the second cycle of neoadjuvant chemotherapy. The most
frequent grade 3/4 adverse events were neutropenia (n=27, 42.9%) and leukopenia (n=21,
33.3%). Notably, no grade 3 esophagitis or pneumonitis occurred. Conclusions: The SCALE
regimen demonstrated potent antitumor activity, achieving 56.7% pCR and 91.7% MPR. Fa-
vorable 2-year OS and DFS further highlight its potential to improve long-term outcomes for
RLaESCC pts. Clinical trial information: NCT05424432. Research Sponsor: None.
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Noninvasive detection of early gastric cancer via red blood cell DNA features as-
sociated with tumor-induced hematopoietic stress.

Xingyun Yao, Haobo Sun, Cheng Fang, Qingqu Guo, Jun Wang, GuoFeng Chen, Songzhao Zhang, Baozhong Li, Yanwu Jin, Fei Meng, Jie Jin, Xiaofei Gao, Yuehua Han; School
of Life Sciences, Westlake University, Hangzhou, Zhejiang, China; Research Center for Industries of the Future and School of Life Sciences, Westlake University, Hangzhou,
China; The Second Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang, China; The Second Affiliated Hospital, Zhejiang University School of
Medicine, Hangzhou, China; Second Affiliated Hospital of Zhejiang University School of Medicine, Hangzhou, China; Anyang Tumor Hospital, Anyang, China; The Second
Hospital, Cheeloo College of Medicine, Shandong University, Jinan, China; Timing Biotech, Hangzhou, Zhejiang, China; Timing Biotech, Hangzhou, China

Background: Early detection of gastric cancer (GC) is limited by invasive endoscopy and the low
sensitivity of current blood-based biomarkers for early-stage disease. Emerging evidence
indicates that GC engages in complex crosstalk with the bone marrow microenvironment,
imposing stress on hematopoiesis. Tumor-derived exosomal and inflammatory mediators
reprogram transcriptional and epigenetic profiles in hematopoietic progenitors, driving ab-
normal hematopoiesis and inducing genomic instability. Here, we report a noninvasive strategy
for GC detection based on genome-wide profiling of DNA remnants in mature red blood cells
(rbcDNA) and validate its performance for early-stage disease across independent multicenter
cohorts. Methods: We analyzed rbcDNA from 1—2 mL peripheral blood of 865 individuals,
including 434 treatment-naive patients with stage I-III GC (~60% stage I) and 431 non-GC
controls with benign gastric conditions. Shallow whole-genome sequencing revealed repro-
ducible rbcDNA read-depth features that distinguished GC from non-cancer states. Amachine-
learning classifier was trained on dimensionally reduced rbcDNA features in a discovery cohort
(n = 435), with a cutoff fixed at 90% specificity. The locked model was then evaluated in a test
cohort (n = 109) and three independent validation cohorts from distinct medical centers (n =
321). Results: In a discovery cohort, we identified GC-associated rbcDNA features that were
significantly enriched in hematopoietic regulation and cell-cycle pathways, reflecting systemic
hematopoietic stress rather than tumor-derived copy-number alterations. The resulting clas-
sifier achieved AUCs of 93% in the discovery cohort and 95% in the test cohort. At the
predefined cutoff, the classifier yielded 83% overall sensitivity and 79% sensitivity for stage
I GC in the test cohort. Across three independent medical center cohorts, the model achieved
sensitivities of 83%), 90%, and 86%, with specificities ranging from 89% to 94%, consistent
with the discovery and test cohorts. The assay effectively distinguished early-stage GC from
precancerous lesions, including atrophic gastritis and intestinal metaplasia, while showing
limited detection in non-gastric solid tumors. Importantly, rbcDNA identified ~80% of GC
cases that were negative for conventional serum tumor markers. Conclusions: These findings
establish rbcDNA as an effective biomarker for accurate, noninvasive detection of early-stage
GC. Research Sponsor: None.
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Prognostic value of perioperative ctDNA monitoring in patients with esophageal
squamous cell carcinoma (ESCC) undergoing neoadjuvant chemotherapy (NAC)
and surgery.

Akinori Watanabe, Satoru Matsuda, Shun Yamamoto, Shota Fukuoka, Takahiro Tsushima, Shigenori Kadowaki, Hiroya Takeuchi, Takako Yoshii, Ken Kato, Hiroki Osumi,
Kotoe Oshima, Masahiro Niihara, Kenro Hirata, Yasuo Hamamoto, Hirofumi Kawakubo, George Laliotis, Rama S. Madhurapantula, Adham A. Jurdi, Minetta C. Liu,
Yuko Kitagawa; Department of Gastroenterology, Kitasato University School of Medicine, Sagamihara, Japan; Department of Surgery, Keio University School of Medicine,
Tokyo, Japan; Department of Head and Neck, Esophageal Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Gastroenterological
Chemotherapy, Cancer Institute Hospital of the Japanese Foundation for Cancer Research, Tokyo, Japan; Division of Gastrointestinal Oncology, Shizuoka Cancer Center,
Shizuoka, Japan; Department of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; Department of Surgery, Hamamatsu University School of Medicine,
Hamamatsu, Japan; Department of Gastroenterology, Saitama Cancer Center, Saitama, Japan; Department of Gastroenterological Chemotherapy, Cancer Institute
Hospital of Japanese Foundation for Cancer Research, Tokyo, Japan; Department of Upper Gastrointestinal Surgery, Kitasato University School of Medicine, Sagamihara,
Japan; Division of Gastroenterology and Hepatology, Department of Internal Medicine, Keio University School of Medicine, Tokyo, Japan; Natera, Inc., Austin, TX

Background: Recent results from a multicenter phase II clinical trial (jRCTs031200094) dem-
onstrated that neoadjuvant FLOT (fluorouracil, leucovorin, oxaliplatin, and docetaxel) im-
proves survival outcomes of patients with resectable ESCC. In this analysis, we evaluated the
value of circulating tumor DNA (ctDNA) dynamics after FLOT and curative-intent surgery to
predict treatment response and long term outcomes. Methods: The jRCTs031200094 clinical
study enrolled 37 patients with ESCC to receive neoadjuvant FLOT followed by curative-intent
surgery. Plasma samples were collected NAC, post-NAC (prior to surgery), and within 2—
12 weeks post surgery [molecular residual disease (MRD) window]. A clinically validated,
personalized, tumor-informed mPCR-NGS assay (Signatera, Natera, Inc.) was used on the
banked specimens for ctDNA detection. Survival analyses were performed to calculate
progression-free survival (PFS) stratified by ctDNA status at the post-NAC and post surgery
timepoints. Results: This retrospective analysis included the 34 patients with ESCC and avail-
able ctDNA results. Patients had a median age of 66 years (range: 44—80), and the majority were
male (79% [27/34]). Tumor locations included the middle (53%, 18/34), lower (41%, 14/34), and
upper esophagus (5.9%, 2/34). The clinical stage distribution was 8.8% (3/34) stage I, 21% (7/
34) stage II, 56% (19/34) stage III, and 15% (5/34) stage IV. Ro resection was achieved in 94%
(29/31) of resected patients; 3 patients did not undergo esophagectomy due to disease pro-
gression or patient preference. Baseline ctDNA positivity was observed in 97.1% (33/34) of
patients. Among 33 patients with ctDNA data available at the post-NAC timepoint, ctDNA-
positivity was associated with significantly inferior PFS (HR: 3.17, 95% CI: 1.22-8.21; P=0.018),
higher rate of lymph node positivity and higher tumor regression grade (TRG). Of the 29
patients with ctDNA data in the MRD window 31.3% (9/29) were ctDNA-positive and ctDNA-
positivity in the MRD window was associated with significantly inferior PFS (HR: 5.89; P=0.001)
and overall survival (OS; HR: 7.23; P=0.019). In addition, ctDNA dynamics in response to NAC
and surgery were highly predictive of long term outcomes. Sustained clearance after NAC
correlated with 80% 24m PFS. Inferior survival was observed in patients who remained ctDNA
positive after NAC but cleared after surgery (HR 3.17) and in patients without clearance after
surgery (HR 7.63). Conclusions: This study demonstrates prognostic and predictive value of
single timepoint and longitudinal ctDNA status in the neoadjuvant and postsurgical manage-
ment of patients with ESCC. Persistent ctDNA positivity following NAC and in the MRD window
was strongly associated with inferior PFS, and early ctDNA clearance conferred the most
favorable outcomes. Clinical trial information: jRCTs031200094. Research Sponsor: None.
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Individualized estimation of benefit from adjuvant docetaxel plus S-1 in stage Ill
gastric cancer using deep learning—based counterfactual survival analysis of the
START-2 trial.

Hiroki Sato, Wataru Ichikawa, Kazuhiro Yoshida, Yasuhiro Kodera, Mitsugu Kochi, Yoshihiro Kakeji, Masahiro Takeuchi, Yu Sunakawa, Masashi Fujii, Takeshi Sano; OITA
University Faculty of Medicine, Yufu, Japan; Showa University Fujigaoka Hospital, Yokohama-Shi Aoba-Ku, Japan; Gifu University, Gifu, Japan; Department of Surgery,
NHO Nagoya Medical Center, Nagoya, Japan; Nihon University School of Medicine, Itabashi-Ku, Japan; Division of Gastrointestinal Surgery, Department of Surgery, Kobe
University Graduate School of Medicine, Kobe, Japan; Graduate School of Mathematical Sciences, The University of Tokyo, Tokyo, Japan; Department of Clinical Oncology,
St. Marianna University School of Medicine, Kawasaki, Japan; Japan Clinical Cancer Research Organization, Tokyo, Japan; The Cancer Institute Hospital of the Japanese
Foundation for Cancer Research, Tokyo, Japan

Background: The START-2 trial demonstrated that docetaxel plus S-1 (DS) was superior to S-1
alone in terms of relapse-free survival (RFS) and overall survival (0S) as adjuvant chemo-
therapy for patients (pts) with stage III gastric cancer (GC) (J Clin Oncol 2019; Gastric Cancer
2022). We conducted the START-2 AR study, a retrospective analysis, to develop a neural
network—based model for predicting RFS and estimating individual-level treatment benefit.
Methods: Among 912 pts enrolled in the START -2 trial, 599 provided written informed consent
to participate in the START-2 AR study. Pts were randomly divided into training (70%) and test
(30%) cohorts. Missing data were addressed using multiple imputation. A deep learning—based
Cox proportional hazards model was trained in the training cohort and evaluated in the test
cohort. Using this model, we estimated individual-level treatment benefit among pts in the DS
group, quantified as the difference in restricted mean survival time (dRMST) between coun-
terfactual survival curves comparing DS with S-1 alone. Subsequently, a LightGBM regressor
was applied to identify clinicopathological factors associated with treatment benefit using
SHapley Additive exPlanations (SHAP). In an exploratory analysis, the top-ranked variables
were used to identify a subgroup with limited additional benefit from DS. Results: Among 599
pts (training cohort, n = 419; test cohort, n = 180), 249 RFS events were observed (174 and 75
events, respectively). The pooled Antolini C-index was 0.686 (95% confidence interval [CI],
0.643-0.726) in the training cohort and 0.628 (95% CI, 0.565—0.697) in the test cohort. The
estimated dRMST in the DS group was 2.71 months (95% CI, 2.58—-2.84). SHAP analysis of
dRMST indicated that a lower number of metastatic lymph nodes, a higher platelet count, a
higher number of dissected lymph nodes, and differentiated histology were the key factors
associated with a smaller dRMST, indicating limited treatment benefit. When continuous
variables were dichotomized at their median values and pts were stratified by the cumulative
number of these four factors, the subgroup with < 3 factors (n = 454) showed significantly
improved RFS with DS compared with S-1alone (hazard ratio [HR], 0.67; 95% CI, 0.51-0.88; p =
0.004). In contrast, no significant benefit was observed in the subgroup with =3 factors (n = 145;
HR, 1.32; 95% CI, 0.70—-2.50; p = 0.396). Conclusions: Using a deep learning—based counter-
factual dRMST framework, we identified a subgroup of pts with resected stage III GC who
derived limited additional benefit from adjuvant DS therapy. Stratification based on four
clinicopathological factors may facilitate personalized de-escalation of DS treatment. External
validation in independent cohorts is warranted. Clinical trial information: UMIN000011438.
Research Sponsor: Taiho Pharmaceutical Co., Ltd.
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Long-term survival results of perioperative chemoimmunotherapy with DCF and
avelumab in locally advanced gastro-esophageal adenocarcinoma.

Thierry Alcindor, James Tankel, Pierre-Olivier Fiset, Lorenzo Ferri; Dana-Farber Cancer Institute, Boston, MA; Division of Thoracic and Upper Gl Surgery, McGill University,
Montreal, QC, Canada; McGill University, Montréal, QC, Canada

Background: We have shown that avelumab, an anti-PD-L1 antibody, added to perioperative
modified DCF chemotherapy (aDCF regimen), improves the pathologic complete response rate
from 7% to 14% in locally advanced gastro-esophageal adenocarcinoma (GEA), in comparison
to historical controls from our own institution. Little is known about the long-term survival
results obtained with perioperative chemoimmunotherapy, a new standard of care. We are here
reporting the 5-year survival results of our cohort of patients treated with aDCF. Methods:
Single-arm phase II study of aDCF given every 2 weeks for 4 cycles before and after surgery with
planned sample size of 50 operated patients in order to test hypothesis that pCR rate would
improve from 7 to 20%. Main inclusion criteria were: histologically proven GEA, locally ad-
vanced disease (cT3-4 and/or N+), adequate organ function, WHO performance status 0-1.
Main exclusion criteria were: histology other than adenocarcinoma, metastatic disease (M1),
use of immunosuppressants, serious autoimmune disease, daily intake of more than 10 mg of
prednisone. Pathological response (Tumour Regression Grade -TRG) was determined by the
College of American Pathologists criteria: 0 = complete;1 = near complete/microscopic residual
disease; 2 = moderate; 3 = poor/no response. MPR was defined as TRG 0 or 1. Data presented as
median (range), KM determined survival. Patients with less than 5 years follow-up and who
were disease free / alive were censored. Results: One of the 51 patients enrolled into the trial
withdrew consent, leaving 50 patients in the survival analysis. Clinical disease burden was high
(cT3 44/50, 88%, N+ 31/50, 62%) with 49/50 (98%) completing neoadjuvant aDCF. All patients
proceeded to surgery with MPR found in 9/50 (18%) patients. The median follow-up for the
cohort was 71.5 months (range 43-105) with an estimated mean DFS and OS of 62.5 months and
68.5 months corresponding to a 5-year DFS and OS of 55.3% and 61.1%. For patients with MPR,
5-year DFS and OS were 100%. There were no new safety signals. Conclusions: Perioperative
aDCF resulted in long-term survival in the majority of patients treated on our trial, bringing
more evidence that chemoimmunotherapy improves outcomes of patients with locally ad-
vanced GEA. Those outcomes seem enhanced among patients with MPR. Clinical trial infor-
mation: NCT03288350. Research Sponsor: EMD/Serono.
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Integrating tumor-infiltrating iymphocytes (TILs) in the biomarker landscape of
gastroesophageal adenocarcinoma: Going beyond PD-L1.

Filip Van Herpe, Frederik Deman, Gertjan Rasschaert, Mieke De Wit, Kristien Dumon, Stephanie Romanus, Sarah Cappuyns, Roberto Salgado, Jeroen Dekervel;
Gastrointestinal Oncology Department, University Hospitals Leuven, Leuven, Belgium; ZAS Hospitals Antwerp - Department of Pathology, Antwerp, Belgium; Department of
Gastro-Intestinal Oncology University Hospitals Leuven, Leuven, Belgium; University Hospitals Leuven - Gastroinestinal Oncology Department, Leuven, Belgium; ZAS
Hospitals, Antwerp, Belgium

Background: Immune checkpoint inhibitors (CPI) are standard of care in perioperative and
metastatic gastro-esophageal adenocarcinoma (GEA). PD-L1 scoring remains heterogeneous,
with multiple assays and substantial interobserver variability. In breast cancer, immunother-
apy responses occur even in PD-Li1-negative tumors when tumor-infiltrating lymphocytes
(TILs) are present. Exploratory analyses from CM649 suggest that immune infiltration and T-
cell signatures may better capture CPI benefit than PD-L1 alone, particularly with ipilimumab—
nivolumab. We evaluated TILs and their relationship with established biomarkers in alarge GEA
cohort. Methods: We performed a single-center retrospective study including localized and
metastatic GEA patients diagnosed between 2019—2023. Histopathology included MMR status,
HER2 (IHC/SISH), PD-L1 CPS, and CLDN18.2 (=75% tumor cells). TILs were blindly reviewed by
an expert pathologist using international TILs-WG guidelines (in press). Baseline character-
istics and follow-up were collected until August 2024. Results: A total of 230 patients were
included (140 localized, 90 metastatic). MMR, PD-L1 CPS, CLDN18.2, and HER2 status were
available for all. By Lauren classification, 83 tumors were diffuse (36%), 131 intestinal (57%),
and 17 mixed (7%). TILs were dichotomized at < 20% and < 10%. TIL density differed
significantly across Lauren subtypes (p = 0.0007): diffuse tumors showed markedly lower
infiltration (76% with TILs < 20%) compared with intestinal tumors (60% with TILs =20%).
Using the < 10% cutoff, diffuse tumors again showed lower immune infiltration (78% vs. 22%;
P <0.001). PD-L1CPS categories ( <1,1-4, 5—9, =10) did not differ by subtype. Notably, in CPS <
1 tumors, 28/48 (58%) were TIL-high (=10%), whereas CPS =10 tumors showed strong con-
cordance with TIL-high status (25/30, 83%). HER2-positive tumors had a higher proportion of
TIL-high cases than HER2-negative tumors (OR 3.55; 95% CI 1.64—8.39; p = 0.0004). CLDN18.2
positivity showed no association with TILs (p = 0.44; OR 0.80; 95% CI 0.46—1.37). Conclusions:
Using international TILs-WG guidelines, TIL assessment is feasible in routine GEA pathology.
TIL density varied significantly across Lauren subtypes, with diffuse tumors showing consis-
tently low immune infiltration. PD-L1 CPS did not reflect these differences and showed sub-
stantial discordance with TILs, particularly in PD-L1—negative but TIL-high tumors, suggesting
potential CPI sensitivity. HER2 positivity, but not CLDN18.2, was associated with higher TIL
levels. These findings support further evaluation of TILs alongside PD-L1 CPS/TAP score as
improved predictive biomarkers for anti-PD-1 or anti-PD-1/CTLA-4 therapy. Research Sponsor:
None.
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Neoadjuvant nivolumab plus ipilimumab and adjuvant nivolumab in patients with
localized microsatellite instability-high (MSI)/mismatch repair deficient ({IMMR)
oeso-gastric adenocarcinoma: Long-term follow-up of the GERCOR NEONIPIGA
phase Il study.

Thomas Samaille, Julie Henriques, David Tougeron, Guillaume Piessen, Christelle de la Fouchardiére, Christophe Louvet, Antoine Adenis, Marine Jary, Marie-Line Garcia-
Larnicol, Romain Cohen, Dewi Vernerey, Jeremie H. Lefevre, Magali Svrcek, Thierry Andre; Sorbonne University; Department of Medical Oncology, Saint-Antoine Hospital,
AP-HP, INSERM 938, SIRIC CURAMUS, Paris, France; Methodology and Quality of Life Unit in Oncology, University of Besangon; Bourgogne Franche-Comté University,
INSERM, Etablissement Francais du Sang Bourgogne Franche-Comté, UMR1098, Interactions Hote-Greffon-Tumeur/Ingénierie Cellulaire et Génique, Besangon, France;
Department of Hepatology and Gastroenterology, Poitiers University Hospital, Poitiers, France; University of Lille, CNRS, INSERM, CHU Lille, Department of Digestive and
Oncological Surgery, UMR9020-U1277-CANTHER-Cancer Heterogeneity Plasticity and Resistance to Therapies, Lille, France; Department of Medical Oncology, Leon
Berard Cancer Centre, Lyon, France; Department of Medical Oncology, Institut Mutualiste Montsouris, Paris, France; Institut de Recherche en Cancérologie de Montpellier
(IRCM), INSERM, University of Montpellier, Montpellier Cancer Institute (ICM), Montpellier, France; University Hospital of Besangon, Clinical Investigational Center, CIC-
1431, University Hospital of Besangon, Besangon, France; GERCOR, Paris, France; Sorbonne University, Department of Digestive Surgery, Saint-Antoine Hospital, AP-HP,
Paris, France; Sorbonne University, Department of Pathology, Léon Bérard Comprehensive Cancer Center, Lyon, France

Background: Neoadjuvant nivolumab and ipilimumab in localized MSI/dMMR gastric cancer
were evaluated in the NEONIPIGA study (NCT04006262). The primary endpoint was patho-
logical complete response (pCR) and has been previously reported. Here, we report on the long-
term follow-up analysis and the secondary objectives of event-free survival (EFS) and overall
survival (0S). Methods: This phase II, single-arm study evaluated neoadjuvant nivolumab
240 mg q2w x 6 and ipilimumab 1 mg/kg q6w x 2, followed by surgery 5 weeks (+1 week) after
the last injection of nivolumab and adjuvant nivolumab 480 mg g4w x 9 in patients with
resectable MSI/dMMR, T2-T4 NxMO oeso-gastric adenocarcinoma. EFS and OS were evaluated
through Kaplan-Meier curves. Results: 32 patients were included: 16 (50%) with gastric
location and 16 (50%) with gastro-esophageal junction; 28 (88%) were initially classified as
usT3 and four (12%) as usT2; 23 (72%) were lymph node positive. Three patients did not
undergo surgery (one metastatic progression, two refusals). 27 (84%) patients completed the
planned 6 cycles of neoadjuvant therapy, and 14 (44%) received the full neoadjuvant and
adjuvant treatment. Median follow-up was 48.3 months (44.8-52.0). In the ITT population, 4-
year OS was 84.1% (65.8-93). In the population eligible for surgery, 4-year EFS was 83.5%
(64.8-92.8). Only one patient (classified as ypToN1 and TRG1b at surgery) relapsed with
cerebral metastases 29 months after initiation of neoadjuvant treatment. Six deaths were
reported, including two related to gastric cancer (one post-operative due to surgery compli-
cations, one from cerebral metastases). The four remaining deaths were unrelated to gastric
cancer or treatment toxicity and were due to pulmonary infections (n = 2; 33 and 60 months
after initiation of neoadjuvant treatment), perforation of a strangulated hernia (13 months),
and metastatic tongue cancer (30 months). All three patients without surgery achieved a clinical
complete response after immunotherapy (including one deceased patient reported above).
Combined with the 17 (59%) patients in pCR previously reported, 20 of 32 (62.5%) patients
achieved complete response. No new safety signals were reported during extended follow-up.
Conclusions: Neoadjuvant nivolumab and ipilimumab before surgery and adjuvant nivolumab
in localized MSI/dMMR oeso-gastric adenocarcinoma achieved a high curative rate. These
findings strongly support further investigation of a watch-and-wait approach in case of clinical
complete response after immune checkpoint inhibitors, which is currently being evaluated in
the DEWI GERCOR phase II study (NCT06059495). Clinical trial information: NCT04006262.
Research Sponsor: BMS.
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Neoadjuvant cadonilimab plus chemotherapy for locally advanced gastric/
gastroesophageal junction cancer: A single-arm, phase Il trial.

Pengfei Zhang, Kun Yang, Chaoxin Xiao, Weihan Zhang, Ming Liu, Qiancheng Hu, Chengjian Zhao, Hongfeng Gou, Jiankun Hu; West China Hospital, Sichuan University,
Chengdu, Sichuan, China; Gastric Cancer Center, West China Hospital, Sichuan University, Chengdu, China; State Key Laboratory of Biotherapy/Collaborative Innovation
Center of Biotherapy and Cancer Center, West China Hospital, Chengdu, Sichuan, China; West China Hospital of Sichuan University, Chengdu, China; The Department of
Medical Oncology, Cancer Center, State Key Laboratory of Biotherapy, West China Hospital, Sichuan University, Chengdu, China; State Key Laboratory of Biotherapy and
Cancer Center, West China Hospital, Sichuan University and Collaborative Innovation Center, Chengdu, China; Department of Medical Oncology, Cancer Center, West China
Hospital of Sichuan University, Chengdu, Sichuan, China

Background: Cadonilimab plus chemotherapy is a promising treatment option in the first-line
setting of gastric cancer; however, its activity in the neoadjuvant setting remains unclear. The
study evaluated the efficacy and safety of cadonilimab plus chemotherapy in neoadjuvant
treatment for locally advanced gastric or gastroesophageal junction (G/GEJ) cancer. Methods:
Eligible patients with locally advanced G/GE] cancer (cT3-4a N+ Mo) were enrolled and treated
with 3 cycles of SOX chemotherapy (oxaliplatin 130mg/m?, IV, d1; S-1 40-60 mg, PO, bid, d1-
d14; q21d) plus cadonilimab (10mg/Kg IV, d1, q21d), followed by radical gastrectomy with D2
lymphadenectomy. The primary endpoint was pathological complete response (pCR) rate, and
the secondary endpoints included Ro resection rate, major pathological response (MPR) rate,
2-year disease-free survival (DFS) rate, 2-year overall survival (OS) rate and safety.
Moreover, a single-cell spatial proteomic atlas was constructed to identify the mechanisms
of immune resistance in patients with G/GEJ cancer who received neoadjuvant cadonilimab
combined with SOX chemotherapy. Results: From September 2023 to July 2024, 45 patients
were screened, and 37 patients were enrolled in this study. The median age was 58 years (range
27—-72). 26 (70.3%) patients had cT4a disease, and 32 (86.5%) patients had a primary tumor in
the stomach. All patients underwent preoperative evaluation. Two (5.4%) patients refused
surgery, and 35 (94.6%) patients underwent gastrectomy with D2 lymphadenectomy. pCR
(TRG1a) was observed in nine patients (ITT set: 24.3% (95% CI: 11.8% to 41.2%); surgery set:
25.7% (95% CI: 12.5% t0 43.3%)). The MPR (TRG1a/b) rate was 70.3% (95% CI: 53.0% to 84.1%).
As of the cutoff date of January 1, 2026, the median follow-up time was 24.1 months (range 14.3-
28.4). One patient who refused surgery died, and three patients in the surgery set relapsed. 2-
year DFS and OS rates were 90.2% and 97.3, respectively. Most of the TRAEs were grade 1-2.
Nine (24.3%) patients experienced grade 3-4 TRAEs. The most common grade 3-4 TRAEs were
thrombocytopenia (n = 4, 10.8%) and rash (n = 2, 5.4%). Single-cell spatial atlas demonstrates
that recurrence following cadonilimab combined with SOX chemotherapy in gastric cancer is
associated with distinct spatial immune ecosystems, which is characterized by immune deserts
or suppressive fibrotic—myeloid networks that spatially and functionally incapacitate CD8
T cells. Conclusions: Based on the encouraging pCR rate, survival outcome and manageable
safety in this study, cadonilimab plus SOX chemotherapy is a promising neoadjuvant treatment
option for patients with locally advanced gastric cancer. Moreover, targeting stromal and
myeloid components may be necessary to unlock the full therapeutic potential of immune
checkpoint blockade. Clinical trial information: NCT05948449. Research Sponsor: None.
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Diagnostic and predictive utility of peritoneal tumor DNA in gastroesophageal
cancer: A prospective multicenter study.

David Liu, Yuxuan Wang, Zexi Allan, Jeanne Tie, Margaret Lee, Darren Wong, Niall C. Tebbutt, Brendan Desmond, Krinal Mori, Benjamin Keong, Sarah A. Martin,
Geraldine Ooi, David I. Watson, Hillary S. Sloane, Chetan Bettegowda, Nickolas Papadopoulos, Kenneth W. Kinzler, Bert Vogelstein, Nicholas Clemons; Divsion of Cancer
Surgery, Peter MacCallum Cancer Centre, Melbourne, VIC, Australia; Ludwig Center for Cancer Genetics and Therapeutics, Johns Hopkins University School of Medicine,
Baltimore, MD; Peter MacCallum Cancer Centre, Melbourne, VIC, Australia; WEHI, Eastern Health, Western Health, Parkville, Australia; Austin Health, Heidelberg, VIC,
Australia; Monash Health, Clayton, VIC, Australia; Flinders University, Adelaide, SA, Australia; Haystack Oncology, Baltimore, MD; Department of Neurosurgery, Johns
Hopkins University School of Medicine, Baltimore, MD; Division of Cancer Research, Peter MacCallum Cancer Centre, Melbourne, Australia

Background: Gastric and gastroesophageal cancers (G/GEC) commonly spread to the perito-
neum. Accurate peritoneal staging is critical for guiding intent and therapy, however staging
PET, CT and peritoneal cytology have low sensitivity for peritoneal micro-metastases. Whilst
circulating tumor DNA (ctDNA) poorly correlates with peritoneal disease, tumor DNA from the
peritoneum (ptDNA) may identify early peritoneal metastases missed by conventional staging.
We developed a tumor-informed whole-genome sequencing (WGS) platform to detect ptDNA
and evaluated its accuracy in diagnosing peritoneal metastases and predicting survival in
curative-intent G/GEC. Methods: This Australian multicenter prospective cohort study enrolled
patients receiving curative-intent treatment for G/GEC (upfront surgery, perioperative FLOT or
neoadjuvant CROSS/nivolumab). Tumor biopsies, blood, and peritoneal lavage fluid were col-
lected at staging laparoscopy, and at surgery for those receiving neoadjuvant therapy. Tumor-
informed WGS was used to identify ctDNA and ptDNA, which were correlated with disease free
survival (DFS), peritoneal recurrence free survival (pRFS), non-peritoneal recurrence free
survival (npRFS), and overall survival (0OS) using multivariate Cox regression. The diagnostic
utility of ptDNA for peritoneal metastases was evaluated by comparing true-negative patients
( > 2 years disease-free post-surgery alone) with an independently enrolled cohort of true-
positive patients (macroscopic/cytology-positive peritoneal disease). Results: ptDNA was de-
tected in 28 (30.4%) of 92 consecutive non-metastatic patients (59 with and 33 without
neoadjuvant therapy). ptDNA-positivity significantly correlated with advanced cT and (y)pT
stage. At a median follow-up of 17 months, there were 12 (13.0%) peritoneal and 10 (10.9%)
non-peritoneal recurrences. ptDNA-positivity independently predicted poorer pRES (HR 26.74,
95%CI 3.94-181.66), DFS (HR 4.51, 95%CI 1.77-11.47) and OS (HR 6.65, 95%CI 1.72-25.76), but
not npRFS (HR 0.87, 95%CI 0.16-4.78). Importantly, 9 (60%) patients converted from ptDNA-
positive to ptDNA-negative post-neoadjuvant treatment. Patients who remained ptDNA-
positive had significantly worse pRFS (3/6 recurrences, HR 45.4, 95%CI 3.5-595.2) than those
who were ptDNA-negative (0/25 recurrences). The diagnostic accuracy of ptDNA was validated
in 10 true negative and 12 true positive patients. In this cohort, ptDNA achieved 100% sensi-
tivity, specificity, positive and negative predictive values (95%CI 75.8-100%) for detecting
peritoneal metastases. ctDNA data will be presented at the meeting. Conclusions: Tumor-
informed WGS-based ptDNA accurately diagnoses peritoneal disease and predicts peritoneal
recurrence post curative-intent treatment, informing its potential to personalize clinical
management using intraperitoneal therapies. Research Sponsor: Victorian Cancer Agency;
Australian Gastro-Intestinal Trials Group; Peter MacCallum Cancer Foundation; Cancer Council
Victoria.

Visit meetings.asco.org and search by abstract for the full list of abstract authors and their disclosure information. Abstract data
current as of May 12, 2026.


http://meetings.asco.org

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY

4102 Poster Session

Perioperative cadonilimab (AK104) in locally advanced MSI-H/dMMR gastric or
gastroesophageal junction adenocarcinoma and colorectal adenocarcinoma: A
basket study.

Jiafu Ji, Ziyu Li, Xiangyu Gao, Shen Li, Ke Ma, Jiadi Xing, Xin Ji, Yingjie Li, Jianxin Cui; Peking University Cancer Hospital & Institute, Beijing, China; Peking University Cancer
Hospital & Institute, Beijing, NA, China; The First Medical Center of Chinese People’s Liberation Army General Hospital, Beijing, China

Background: Microsatellite instability-high (MSI-H) / deficient mismatch repair (dMMR)
tumors generate abundant neoantigens and are sensitive to PD-1 blockade. However, evidence
supporting the use of PD-1/CTLA-4 blockade in the neoadjuvant setting for MSI-H/dMMR
gastric and colorectal cancers remains scarce. Methods: In this multicenter, single-arm, dual-
cohort basket study (NCT04556253), we used a Simon’s two-stage design to evaluate peri-
operative cadonilimab in patients with locally advanced MSI-H/dMMR gastric/
gastroesophageal junction (GEJ) or colorectal adenocarcinoma. 29 patients were enrolled in
cohort 1 (gastric/GE] adenocarcinoma) and 18 patients were enrolled in cohort 2 (colorectal
adenocarcinoma). The main inclusion criteria include newly diagnosed, histologically con-
firmed cT3-T4aNxMo MSI-H/dMMR gastric/GEJ adenocarcinoma or colorectal adenocarci-
noma, with an ECOG score of 0-1. Both cohorts received 3 cycles of neoadjuvant cadonilimab (10
mg/kg q3w) followed by radical resection, then 6 cycles of adjuvant cadonilimab (10 mg/kg
q3w). The primary endpoint was pathologic complete response (pCR). Secondary endpoints
included overall survival (0S), event-free survival (EFS), disease-free survival (DFS), major
pathologic response (MPR) rate and incidence of adverse events (AEs). Results: As of the data
cutoff date of January 24, 2026, the median follow-up was 14.6 months for cohort 1 and
12.6 months for cohort 2. In cohort 1, 2 patients were pathologically confirmed as pMMR prior to
treatment. Among the 26 patients (mITT population), pCR rate was 69.2% (95% CI: 48.2%-
85.7%), and MPR rate was 80.8% (95% CI: 60.6%-93.4%). The 12-month OS, EFS, and DFS
rates were each 100% in mITT population. All 29 patients (ITT population) received neo-
adjuvant therapy. AEs during neoadjuvant treatment occurred in 24 patients (82.8%), with 3
patients (10.3%) experiencing grade 3-4 AEs. Common AEs (incidence =10%) included rash,
anemia, constipation, and insomnia, which were primarily grade 1-2. Among the 18 patients
(mITT population) in cohort 2, the postoperative pCR rate was 66.7% (95% CI: 41.0%-86.7%),
and the MPR rate was 72.2% (95% CI: 46.5%-90.3%). The 12-month OS, EFS, and DFS rates
were each 100% in mITT population. All 18 patients (ITT population) received neoadjuvant
therapy. AEs during neoadjuvant treatment occurred in 17 patients (94.4%), with 2 patients
(11.1%) experiencing grade 3-4 AEs. Common AEs (incidence =10%) included rash, infusion-
related reaction, anemia, and cough, which were primarily grade 1. No grade 5 AEs were
reported in this study. Conclusions: Perioperative cadonilimab demonstrates excellent anti-
tumor activity and a manageable safety profile in patients with locally advanced MSI-H/dMMR
gastric/GE] adenocarcinoma and colorectal adenocarcinoma. Clinical trial information:
NCT04556253. Research Sponsor: National Natural Science Foundation of China
(82272655); Noncommunicable Chronic Diseases-National Science and Technology Major
Project (2025ZD0552019); Noncommunicable Chronic Diseases-National Science and Tech-
nology Major Project (2025ZD0545201); Science Foundation of Peking University Cancer Hos-
pital (BJCH2025BJ01); National Natural Science Foundation of China (92259302);
Noncommunicable Chronic Diseases-National Science and Technology Major Project
(2024ZD0520600); National Natural Science Foundation of China (82373438); Beijing Munic-
ipal Public Welfare Development and Reform Pilot Project for Medical Research Institutes
(PWD&RPP-MRI) (JYY2023-3).
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Neoadjuvant immunochemotherapy plus thymalfasin in locally advanced gastric
cancer: A prospective clinical trial.

Hongda Liu, Hao Xu, Fengyuan Li; The First Affiliated Hospital of Nanjing Medical University, Nanjing, China; Department of General Surgery, the First Affiliated Hospital of
Nanjing Medical University, Nanjin, China

Background: Neoadjuvant immunochemotherapy has emerged as a promising strategy for
locally advanced gastric and gastroesophageal junction (G/EGJ) adenocarcinoma, but a sub-
stantial proportion of patients derive limited benefit. Thymalfasin is an immunomodulatory
peptide that may amplify antitumor immunity while attenuating toxicity. We conducted a phase
II trial to evaluate anti-PD-1 plus SOX immunochemotherapy combined with thymalfasin as
neoadjuvant treatment for G/EGJ adenocarcinoma. Methods: The prospective trial enrolled
patients aged 18—75 with cStage III G/EG] adenocarcinoma, ECOG 0-1, and adequate organ
function. Treatment included three 21-day cycles of serplulimab (anti-PD-1) plus SOX (S-1and
oxaliplatin) and nine weeks of thymalfasin, followed by curative gastrectomy. The primary
endpoint was pathological complete response (pCR). Secondary endpoints included major
pathological response (MPR), safety, survival, and other efficacy measures. Peripheral immune
remodeling was assessed by flow cytometry, and bulk RNA sequencing of peripheral blood
mononuclear cells (PBMCs) interrogated thymalfasin-associated transcriptional programs.
Results: Thirty patients were enrolled and all underwent curative-intent minimally invasive
gastrectomy. pCR was achieved in 30.0% (9/30), and MPR in 56.7% (17/30). ypNoO status was
observed in 63.3% (19/30), with N-stage downstaging in 80.0% (24/30). The objective response
rate was 73.3% and the disease control rate was 100.0%. At a median follow-up of 14.0 months
(range 10.0-17.2), only one retroperitoneal nodal relapse had occurred at 14.4 months after
diagnosis; no deaths were documented. Any-grade adverse events (AEs) occurred in 93.3% of
patients, grade =3 AEs in 26.7%, and immune-related AEs in 23.3%, with no grade =3 irAEs.
Flow cytometry showed expansion of CD8* T cells with increased CD69 expression and a
concurrent reduction in HLA-DR-positive T cells, suggesting dynamic remodeling from broad
systemic activation toward a more focused effector or memory response. RNA-seq revealed
thymalfasin-associated upregulation of genes involved in antigen processing and presentation,
type I interferon signaling, innate immune sensing, and immune metabolic reprogramming,
and identified immune co-expression modules linked to treatment and response. Conclusions:
Neoadjuvant serplulimab, SOX, and thymalfasin produced encouraging pathological response,
substantial nodal clearance, and an acceptable safety profile in stage III G/EG] adenocarcinoma.
Peripheral immune and transcriptomic profiling are consistent with a hypothesis in which
thymalfasin may help preserve and coordinate systemic antitumor immunity without excessive
toxicity. These findings warrant confirmation in larger randomized trials. Clinical trial infor-
mation: NCT06461910. Research Sponsor: This work was supported by National Natural Science
Foundation of China; 82102723, 82373335.
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CheckMate-9DW 4-year follow-up: Overall survival by depth of response and
outcomes in long-term survivors.

Aiwu Ruth He, Peter Robert Galle, Bruno Sangro, Thomas Decaens, Masatoshi Kudo, Shukui Qin, Leonardo Da Fonseca, Hatim Karachiwala, Joong-Won Park, Edward Gane,
Matthias Pinter, David Tai, Armando Santoro, Gonzalo Pizarro, Michael Schenker, Abigail Wang, Maria Jesus Jimenez Exposito, Chung Cheung Yau; Columbia University
Irving Medical Center, New York, NY; University Medical Center, Mainz, Germany; Clinica Universidad de Navarra and El CIBEREHD, Pamplona-Madrid, Spain; Universite
Grenoble Alpes, CHU Grenoble Alpes, Institute for Advanced Biosciences, CNRS UMR 5309-INSERM U1209, Grenoble, France; Kindai University Hospital, Osaka, Japan;
Nanjing Tianyinshan Hospital of China Pharmaceutical University, Nanjing, China; Instituto do Cancer do Estado de S3o Paulo, ICESP, Sao Paulo, Brazil; Cross Cancer
Institute, Edmonton, AB, Canada; National Cancer Center and Myongji Hospital, Goyang, South Korea; University of Auckland, Auckland, New Zealand; Medical University of
Vienna, Vienna, Austria; National Cancer Centre Singapore, Singapore, Singapore; IRCCS Humanitas Research Hospital - Humanitas Cancer Center, Milan, Italy; Bradford
Hill Centro de Investigacion Clinica, Recoleta, Chile; Centrul de Oncologie Sf. Nectarie, Craiova, Romania; Bristol Myers Squibb, Princeton, NJ; The University of Hong Kong,
Hong Kong, Hong Kong

Background: Nivolumab plus ipilimumab (NIVO + IPI) was globally approved as a first-line (1L)
treatment for unresectable hepatocellular carcinoma (HCC) based on the phase 3 CheckMate
9DW trial (NCT04039607). We report 4-year follow-up results and overall survival (OS) by
depth of response (DpR). Methods: Methods were reported previously (Yau T. Lancet 2025).
Briefly, adults with previously untreated unresectable HCC were randomized 1:1 to receive NIVO
+ IPI (then NIVO for = 2 years) or lenvatinib/sorafenib (LEN/SOR). OS analyses were done by
best percentage change in tumor burden from baseline. We also present exploratory analyses on
long-term survivors (survival = 4 years after randomization). Results: A total of 668 patients
(pts) were randomized to NIVO + IPI (n = 335) or LEN/SOR (n = 333); among 325 pts treated with
LEN/SOR, 275 (85%) received LEN. At a median (range) follow-up of 52.5 (44.0—66.1) mo, NIVO
+ IPI continued to show OS benefit (95% CI) vs LEN/SOR (HR 0.78 [0.65—-0.93]) with higher
objective response rate (ORR; 95% CI) by blinded independent central review (BICR; 36%
[31-42] vs 13% [10—17]) and more durable responses. Pts with deeper tumor reduction had
numerically improved median OS on both NIVO + IPI and LEN/SOR; the trend was more
pronounced with NIVO + IPI specifically in pts with tumor shrinkage = 30% (Table). More
pts treated with NIVO + IPI (n = 62) were long-term survivors vs pts treated with LEN/SOR (n =
33).Inlong-term survivors, ORR by BICR was higher with NIVO + IPIvs LEN/SOR (76% vs 24%),
with higher rates of complete response (CR; 21% vs 6%; Table); median duration of response
was not reached in either group. Among long-term survivors, median (range) treatment-free
interval was 23.3 (0.1-56.6) mo with NIVO + IPI and 0.5 (0.1-54.0) mo with LEN/SOR; 26 of 62
(42%) and 2 of 33 (6%) patients, respectively, were off study treatment and remained free from
subsequent treatment. Baseline characteristics and incidence of TRAEs in long-term survivors
were consistent with all randomized pts. Conclusions: 1L NIVO + IPI continued to show
sustained efficacy benefit vs LEN/SOR in unresectable HCC with no new safety concerns at
the 4-year follow-up. These analyses suggest deeper responses with NIVO + IPI may be
associated with improved survival outcomes. Long-term survivors treated with NIVO + IPI
had higher ORR and CR rates vs LEN/SOR, and were more likely to remain free of subsequent
treatment. These results reinforce NIVO + IPI as a 1L treatment for unresectable HCC. Clinical
trial information: NCT04039607. Research Sponsor: Bristol Myers Squibb.

NIVO + IPI LEN/SOR

DpR,” % (n = 290)° (n = 286)"
Median OS (95% CI), mo Median OS (95% CI), mo
—100 to <—60 NR (NE) NR (28.3-NE)
—60 to <—30 31.1 (19.9-40.4) 20.9 (15.1-30.9)
—30 to 20 17.0 (14.8-22.0) 20.5 (17.1-22.9)
>20 14.3 (6.0-17.5) 7.8 (4.8-19.3)
Best overall response in NIVO + IPI LEN/SOR
long-term survivors?® (n = 62) (n =33)

ORR (95% Cl), % 76 (63-86) 24 (11-42)
CR, % 21 6
2By BICR.

bResponse evaluable pts. NE, not estimable; NR, not reached.
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First-line rilvegostomig (R) + chemotherapy (CTx) in advanced biliary tract cancer
(BTC): Updated analysis of GEMINI-Hepatobiliary substudy 2 cohort A.

Jian Zhou, Hye Jin Choi, Masafumi lkeda, Angela Lamarca, Do-Youn Oh, Ho Yeong Lim, Ying-Chun Shen, Hong Jae Chon, Hyung-Don Kim, Tiziana Pressiani,
Andrea Casadei Gardini, Ruifan Xie, Rui Miao, Mingchao Xie, Huizhong Hu, Mengzhu Wang, Olivia Aoli, Blue Wu, Jennifer Yang, Ghassan K. Abou-Alfa; Zhongshan Hospital,
Fudan University, Shanghai, China; Division of Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul,
South Korea; Department of Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Hospital Universitario Fundacion Jiménez Diaz,
Madrid, Spain; Seoul National University Hospital, Seoul, South Korea; Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine,
Seoul, South Korea; National Taiwan University Cancer Center, Taipei, Taiwan; CHA Bundang Medical Center, CHA University, Seongnam-si, South Korea; Department of
Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Medical Oncology and Hematology Unit, Humanitas Cancer Center, IRCCS,
Humanitas Research Hospital, Milan, Italy; San Raffaele Hospital, Vita-Salute San Raffaele University, Milan, Italy; Clinical Development, Global R&D, AstraZeneca (China)
Co., Shanghai, China; Biometrics & Data Science, Global R&D, AstraZeneca (China) Co., Shanghai, China; Bioinformatics, Global R&D, AstraZeneca, Waltham, MA;
Translational Medicine China, Global R&D, AstraZeneca (China) Co., Shanghai, China; Safety Science, Global R&D, AstraZeneca Co., Shanghai, China; Clinical Operations
Program, Global R&D, AstraZeneca (China) Co., Shanghai, China; Global Study Lead, Global R&D, AstraZeneca (China) Co., Shanghai, China; Strategic Regimens - Global
Projects, Global R&D, AstraZeneca Co., Shanghai, China; Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY, USA, and Weill Medical College,
Cornell University, New York, NY, USA, and Trinity College Dublin, Dublin, Ireland

Background: Addition of PD-(L)1 inhibitors to CTx has transformed advanced BTC treatment but
survival is limited for most patients (pts). R is a monovalent, Fc-reduced PD-1xTIGIT bispecific
antibody that delivers coordinated and synchronous PD-1 and TIGIT blockade on immune effector
cells. The primary analysis of substudy 2 Cohort A of GEMINI-Hepatobiliary (NCT05775159), a global
phase 2 study evaluating R + CTx in pts with advanced BTC, demonstrated promising efficacy and a
manageable safety profile. We report updated analyses after =18 months of follow-up for the last
enrolled pt. Methods: Pts =18 years with previously untreated unresectable/metastatic BTC and ECOG
PS 0/1 received intravenous R every 3 weeks (Q3W; <2 years) + gemcitabine 1000 mg/m? + cisplatin
25 mg/m?” on days 1 and 8 Q3W (=8 cycles). Coprimary endpoints were 6-month progression-free
survival (PFS) and safety/tolerability. Secondary endpoints included median PFS, objective response
rate (ORR), disease control rate (DCR), duration of response (DoR), and overall survival (OS).
Response and progression were investigator-assessed per RECIST vi.1. Results: As of Oct 24,
2025, the median follow-up for OS was 16.2 months (IQR 10.4—21.5); 6 pts (20.0%) received =20
cycles of R. Median OS was 16.8 months (95% confidence interval [CI] 11.0—not calculable [NC])
overall; 18-month OS was 44.8% (95% CI 26.5-61.6). Median OS was > 13 months across all
subgroups based on age ( < 65/=65 years), ECOG PS (0/1), geography, initially unresectable/
recurrent disease at enrollment, and primary tumor location (gallbladder or bile duct). Two uncon-
firmed responses were identified after > 85 weeks follow-up: one complete and one partial response.
The safety profile was consistent with the primary analysis. The most common treatment-related
adverse events (AEs) were anemia (53.3%), neutrophil count decreased (50.0%), and platelet count
decreased (43.3%). Detailed efficacy and safety data are in the Table. Conclusions: R + CTx demon-
strated promising efficacy and a manageable safety profile. This study and phase 3 studies of R in BTC
(ARTEMIDE-Biliaryo1, ARTEMIDE-Biliaryo2, DESTINY-BTCo1) are ongoing. Clinical trial informa-
tion: NCT05775159. Research Sponsor: AstraZeneca.

N=30*
PFS
Events, n (%) 25 (83.3)
6-month, % (95% CI) 73.0 (53.2-85.5)
12-month, % (95% CI) 25.6 (11.4-42.6)
Median (95% Cl), months 8.2 (6.7-11.1)
Confirmed ORR, % (95% Cl) 31.0 (15.3-50.8)
Best objective response, n (%)
Partial response 9 (31.0)
Stable disease 18 (62.1)
Progressive disease 2 (6.9)
DCR, % (95% Cl) 93.1 (77.2-99.2)
DoR, median (95% Cl), months 6.9 (2.8-NC)
0s
Events, n (%) 19 (63.3)
12-month, % (95% CI) 65.5 (45.4-79.7)
18-month, % (95% CI) 44.8 (26.5-61.6)
Median (95% Cl), months 16.8 (11.0-NC)
Any / R-related AEs, n (%) 30 (100) / 22 (73.3)
Grade >3 27 (90.0) / 5 (16.7)
Serious 14 (46.7) / 3 (10.0)
Led to R discontinuation 2(6.7)/133)"
Led to death 2®7)/0

*N=29 for responses.
THepatic function abnormal.
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Safety and efficacy of puxitatug samrotecan (Puxi-Sam, AZD8205) in patients with
biliary tract cancer (BTC): A first-in-human phase 1/2a study (BLUESTAR).

Do-Youn Oh, Funda Meric-Bernstam, Gun Min Kim, Kyung Hae Jung, Linda R. Mileshkin, Vincent Chung, Andrew A. Davis, Peter Kar Han Lau, Joon Oh Park, Theresa Proia,
Elhan Sanai, Ajoy Samraj, Julia Paley, Shreyas Upadhyay, Marco Colpo, Neil Miller, Mohamed Zaid, Andreea Varga, Tatsunori Shimoi; Seoul National University Hospital,
Seoul National University College of Medicine, Seoul, South Korea; The University of Texas MD Anderson Cancer Center, Houston, TX; Yonsei University College of Medicine,
Seoul, South Korea; Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Peter MacCallum Cancer Centre, Melbourne, VIC, Australia; City of
Hope National Cancer Center, Duarte, CA; Washington University in St. Louis, St. Louis, MO; Linear Clinical Research and Harry Perkins Institute for Medical Research,
Nedlands, Western Australia, Australia; Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Korea, Republic of; AstraZeneca, Waltham, MA;
AstraZeneca, Cambridge, United Kingdom; AZ Farmacéutica Spain S.A., Barcelona, Spain; Oncology R&D, AstraZeneca, Cambridge, United Kingdom; National Cancer
Center Hospital, Tokyo, Japan

Background: B7-H4 is a transmembrane glycoprotein that negatively regulates T-cell function
and is highly expressed in many cancers, including BTC, making it an attractive target for an
antibody—drug conjugate (ADC). Puxi-Sam (also known as AZD8205), a novel B7-H4—directed
topoisomerase I inhibitor (TOP1i) ADC, demonstrated favorable toxicity and promising anti-
tumor activity during the dose escalation phase of the first-in-human Phase 1/2a BLUESTAR
(NCT05123482) trial. Here, we report the pooled analyses for patients with BTC in the dose-
escalation and dose-expansion phase of BLUESTAR. Methods: Eligible patients were =18 years
old with nonresectable, recurrent, or metastatic B7-H4-positive BTC, with measurable disease
per RECIST v1.1, and an ECOG performance status of 0 or 1. B7-H4 positivity was defined
as =25% tumor cell staining by central immunohistochemistry in archival tumor samples.
Patients must have received prior adequate standard-of-care therapy; prior treatment with a
TOP1i was not allowed for patients in the dose-expansion phase. Patients received Puxi-Sam
2.4 mg/kg IV Q3W until disease progression, unacceptable drug-related toxicity, or consent
withdrawal. The primary objective was assessment of safety; secondary objectives included
assessment of antitumor activity. Results: As of 30 October, 2025, 20 patients received 2.4 mg/
kg Puxi-Sam. The median (min—max) age was 61.5 years (44—88) and patients had received a
median (min-max) of 2 (1—4) prior lines of treatment. Sixteen (80.0%) patients had
treatment-related adverse events (TRAE), most commonly nausea (55.0%), and anemia
(50.0%). Eleven (55.0%) patients had Grade =3 TRAEs, most commonly anemia (50.0%)
and neutropenia (30.0%). Dose interruptions, reductions, and discontinuations due to TRAEs
were required in six, two, and one patient, respectively. Two patients achieved a partial
response (PR), corresponding to a confirmed objective response rate (ORR) of 10.0%. Disease
stabilization was observed in a meaningful proportion of patients; 10 patients (50%) had stable
disease (SD), and 12-week disease control rate (DCR) was 25.0% (5/20). Median progression-
free survival (PFS) was 2.2 months, with a median follow-up of 2.2 months, supporting early
signals of disease control (Table). Conclusions: Puxi-Sam demonstrated a favorable safety
profile and showed modest clinical activity with prolonged disease stabilization observed in a
subset of heavily pretreated patients with nonresectable, recurrent, or metastatic BTC. Clinical
trial information: NCT05123482. Research Sponsor: AstraZeneca.

Efficacy summary (interim response evaluable patients).

Puxi-Sam
2.4 mg/kg
N=20
ORR, % (95% CI) 10.0 (1.2-31.7)
PR, n (%) 2 (10.0)
SD, n (%) 10 (50.0)
PD, n (%) 7 (35.0)
NE, n (%) 1 (5.0)
DCR at 12 weeks, % 25.0
(95% CI) (8.7-49.1)
Median PFS, months 2.2
(95% CIy* (1.4-4.6)

“Full analysis set.
NE, not evaluable; PD, progressive disease.
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Efficacy and safety of transarterial chemoembolization combined with donafenib
for hepatocellular carcinoma with rupture and bleeding: A retrospective, cohort
study.

Qi Zhang, Zhen Wu Lei, Shi Meng Sun, Hao Jie Wang, Xiao Jun Wang; Shiyan Renmin Hospital, Shiyan, China; Qinghai University Affiliated Hospital, Xining, China

Background: The incidence of hepatocellular carcinoma (HCC) ranks 6th in the world, and
rupture and bleeding of HCC is its fatal complication. Transarterial chemoembolization (TACE)
is an effective measure for acute hemostasis, but the prognosis of TACE alone is limited. The
ZGDH3 study showed that donafenib was the only targeted agent with better overall survival
(0S) than sorafenib in monotherapy for HCC. This study aims to investigate the efficacy and
safety of TACE combined with donafenib compared with TACE monotherapy in the treatment of
HCC with rupture and bleeding. Methods: This study retrospectively analyzed patients with
rupture and bleeding of HCC who received TACE combined with donafenib or TACE mono-
therapy in Qinghai University Affiliated Hospital from January 2022 to August 2024. Patient
criteria for inclusion: (1) Definitive diagnosis of HCC with rupture and bleeding by imaging and
laboratory examination; (2) Child-Pugh class A and B; (3) No previous systemic therapy. The
efficacy and safety were evaluated by mRECIST and CTCAE 5.0. Results: A total of 62 patients
were included in the study, of whom 35 in the TACE monotherapy group and 27 in the TACE plus
donafinib group, and there was no significant difference in baseline characteristics between the
two groups. Patients in TACE plus donafenib group demonstrated a significantly higher ob-
jective response rate (ORR) compared with TACE monotherapy group (55.6%vs 25.7%,
P=0.008). The median progression-free survival (PFS) significantly better than TACE mono-
therapy group (13.6 months [95%CI: 4.354 - 22.846] vs 4.6 months [95% CI: 1.637 - 7.563];
HR=0.404, P=0.003). The median OS was longer in the TACE plus donafenib group compared to
TACE monotherapy group (17.4 months [95%CI: 8.478 - 26.322] vs 7.6 months [95%CI: 1.301 -
13.899]; HR=0.479, P=0.012). Additionally, multivariate COX regression analysis showed that
PVTT, Child-Pugh grade, tumor diameter and total bilirubin were independent prognostic
factors for OS. The incidence of treatment-related adverse events (TRAEs) significantly higher
in TACE plus donafenib group, the most common were skin-related adverse events (37% vs
0%), diarrhea (29.6% vs 0%) and alopecia (18.5% vs 0%), which can be controlled by symp-
tomatic treatment. There were no grade =3 TRAEs. But there was no significant difference in the
incidence of rebleeding, stomachache and fever. Conclusions: TACE combined with donafenib
showed significant efficacy and controllable safety in HCC with rupture and bleeding. Research
Sponsor: None.
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Dual BRAF/MEK inhibition in BRAFV®°°E—mutated biliary tract cancer with ex-
ploratory histology-dependent response: A systematic review and meta-analysis.

Neel Parikh, Sannidhya Singh, Janhavi Deshpande, Sara Sadiq Basha, Asiya Tasleema Shaik, Suchita Mylavarapu, Dosbai Saparov, Konstantin Kecman, Shankar Biswas;
Zydus Medical College and Hospital, Dahod, Gujarat, India; RNT Medical College, Udaipur, RJ, India; Zydus Medical College and Hospital, Dahod, India; Fatima Institute of
Medical Sciences, Kadapa, India; Gandhi Medical College and Hospital, Secundrabad, India; Mallareddy Medical College for Women, Hyderabad, Telangana, India; Brookdale
Hospital Center Housing Company, Inc., Brooklyn, NY; One Brooklyn Health - Brookdale University Hospital, Brooklyn, NY; Ivano-Frankivsk National Medical University,
Ivano-Frankivsk, Ukraine

Background: The BRAF V600E mutation defines an actionable subset of rare cancers. Metastatic
BTC carries a poor prognosis, with median survival under one year on standard chemotherapy.
Given the rarity of BRAF V600E-mutated BTC and the absence of RCTs, rigorous evidence
synthesis is needed; existing data for dabrafenib plus trametinib come only from single arm
basket trials such as ROAR and NCI-MATCH. The low prevalence of this mutation limits the
feasibility of large randomized studies. This SRMA aimed to quantify the efficacy of dual BRAF/
MEK inhibition in BTC and explore potential histology dependent differences in response.
Methods: We performed a systematic review and meta-analysis (SRMA) pooling single arm
Phase II basket trial cohorts (N = 53 BTC; N = 17 CNS). Seven case reports were summarized
qualitatively and excluded from pooled analyses. The primary endpoint was pooled overall
response rate (ORR). A random effects model was used. Subgroup and heterogeneity analyses
were performed given the tissue-specific behavior of V600E-driven tumors. Histology was
evaluated as an exploratory moderator and heterogeneity was quantified. Results: In the pooled
cohort of 70 patients (53 BTC and 17 CNS), the overall ORR was 45.3% (95% CI: 24.5-66.9%).
Heterogeneity for the BTC subgroup was moderate (I* = 62.6%), while overall pooled hetero-
geneity across all studies was low (I* = 14%). ORR in BTC was numerically higher than in Central
nervous system (CNS) cohorts (34.9%) but subgroup differences did not reach statistical
significance (P = 0.3386). The observed median OS of 13.5 months in the ROAR BTC cohort
compares favourably with historical outcomes commonly reported in the 6-12 month range for
advanced BTC. The consistency of pooled estimates, despite non-randomized designs,
suggests a stable treatment signal while acknowledging that causality cannot be inferred from
uncontrolled data. Median progression-free survival was 9.0 months in BTC and 5.5-
8.0 months in CNS cohorts. Median OS in the ROAR BTC cohort was 13.5 months (95% CI:
10.4-17.6), exceeding historical expectations. The pooled rate of Grade =3 AEs was 59.2%,
consistent with the known safety profile of dabrafenib plus trametinib; no treatment-related
deaths were reported. Qualitative data from case reports confirmed regression of CNS metas-
tases and feasibility in patients with severe hepatic dysfunction. Conclusions: Dual BRAF/MEK
inhibition shows clinically meaningful activity in BRAF V600E-mutated BTC, with survival
exceeding historical expectations. Exploratory analyses indicate histology-dependent differ-
ences, supporting tumor-specific therapeutic stratification. These findings align with growing
tissue-agnostic evidence for MAPK inhibition and reinforce the value of routine molecular
profiling, though conclusions are limited by small cohorts and single arm studies. Research
Sponsor: None.
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Real-world treatment patterns and clinical outcomes among cholangiocarcinoma
patients treated with futibatinib or pemigatinib.

Amit Mahipal, Dina Christensen, Kathryn Penney, Jon G. Tepsick, Ziyu Lan, Ruizhi Zhao; University Hospitals, Cleveland, OH; Taiho Oncology, Inc., Princeton, NJ; ConcertAl,
LLC, Cambridge, MA

Background: Pemigatinib and futibatinib are FGFR2 inhibitors approved by the US Food and
Drug Administration in 2020 and 2022, respectively, for the treatment of advanced cholan-
giocarcinoma (CCA). This study describes demographic and clinical characteristics, and as-
sesses clinical outcomes of real-world CCA patients treated with futibatinib or pemigatinib.
Methods: This study used deidentified data from electronic medical records and claims from the
ConcertAl RWD360 oncology dataset. Patients diagnosed with CCA and with evidence of initial
treatment with futibatinib or pemigatinib in 2023 or later (index treatment) were included.
Real-world outcomes (real-world overall survival [rwOS], time to discontinuation [rwTTD],
and time to next treatment or death [rwITNTD]) from the index date were described using
Kaplan-Meier analysis. Cox regression models were used to adjust for patient characteristics.
Adverse medical events of interest (MEI) were identified with ICD codes. Results: This study
included 122 futibatinib (median age: 64 years; female: 58%; White: 66%) and 93 pemigatinib
patients (median age: 66 years; female: 61%; White: 69%). The most common treatment
regimen before index was cisplatin + durvalumab + gemcitabine (44% futibatinib and 35%
pemigatinib patients). Futibatinib patients had numerically longer median rwOS (10.5 vs.
9.6 months) and median rwTTNTD (6.5 vs. 5.6 months) than pemigatinib patients, though
the differences were not statistically significant; median rwTTD was similar in both futibatinib
and pemigatinib patients (2.8 vs. 2.8 months); and adjusted hazard ratios were non-significant
for all outcomes (Table 1). Futibatinib had numerically higher 6-month rwOS (63% vs. 55%)
and 12-month rwOS (42% vs. 36%). Overall, 28% (n=60) of patients experienced MEI during
index treatment: 29% (35/122 patients) in the futibatinib group and 27% (25/93) in the
pemigatinib group. The most common MEI were (futibatinib vs. pemigatinib) fatigue (8%
VS. 16%), diarrhea (10% vs. 5%), and dry eyes (6% vs. 1%). Conclusions: This study represents
the largest real-world analysis to date of CCA patients treated with FGFR inhibitors. Overall,
patient characteristics and MEI were similar in the two treatment groups. Clinical outcomes
were also similar in both groups, suggesting that futibatinib is a promising alternative in this
patient population. Research Sponsor: Taiho Oncology, Inc.

Outcome results.

Futibatinib Patients (n=122) Pemigatinib Patients (n=93) P-Value

Median rwOS, months (95% CI) 10.5 (7.3, 14.4) 9.6 (5.2, 10.8) 0.39
Adjusted HR 0.95 Ref. 0.65
Median rwTTD, months (95% CI) 2.8(1.2,3.7) 2.8 (1.7, 4.0) 0.51
Adjusted HR 1.10 Ref. 0.47
Median rwTTNTD, months (95% Cl) 6.5 (4.8,8.1) 5.6 (4.1,7.4) 0.66
Adjusted HR 1.00 Ref. 0.99

HR: hazard ratio. Variables adjusted for in Cox model: age, sex, setting of care, ECOG performance status,
and time from diagnosis to index date.
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Tislelizumab combined with donafenib and GEMOX as first-line treatment for
advanced biliary tract cancer: A single-arm, phase Il study.

Yiming Zhao, Longrong Wang, Anrong Mao, Weiping Zhu, Ti Zhang, Qi Pan, Lu Wang; Fudan University Shanghai Cancer Center, Shanghai, China; Liver Surgery Department,
Fudan University Shanghai Cancer Center, Shanghai, China

Background: Advanced biliary tract cancer (BTC) progresses rapidly and has a poor prognosis,
with a 5-year survival rate of less than 5%. Gemcitabine and oxaliplatin (GEMOX) plus
tislelizumab and donafenib as the first-line treatment for advanced BTC has confirmed good
safety and preliminary efficacy in our phase I study (NCT04979663). This study aimed to
further evaluate the efficacy and safety of GEMOX plus tislelizumab and donafenib. Methods:
This is a single-arm, phase II trial (NCT05668884). Patients were enrolled if they were 18-75
years old, had stage III/IV cancer (AJCC 8th Edition), were Child-Pugh A/B, had an ECOG PS of 0-
1, and had received no prior systemic therapy or tumor-related surgery. Patients were admin-
istrated with tislelizumab (200 mg IV on d1 Q3W), donafenib (200mg PO BID) and GEMOX (Q3W
up to 8 cycles: gemcitabine 1000 mg/m? IV on di1 and 8, oxaliplatin 100 mg/m?2 IV on d1).
Treatment continued until disease progression or unacceptable toxicity or withdrawal of
consent whichever occurred first. The primary endpoint was the objective response rate
(ORR) assessed by RECIST v1.1. Results: From December 2022 to October 2025, 47 patients
were enrolled with a mean age of 60.8 (18 females and 29 males), 35 patients had intrahepatic
cholangiocarcinoma, 11 patients had gallbladder carcinoma and 1 patient had perihilar chol-
angiocarcinoma. The ORR and the disease control rate (DCR) by RECIST 1.1 were 38.3% (18/47)
and 93.6% (44/47), respectively. 2 patients underwent subsequent surgery after first-line
treatment. The median PFS was 12.1 months (95%CI: 5.1-19.1), 1-year survival rate was 57%
(95%CI: 38-76). All patients had treatment-related adverse events (TRAEs), the incidence of
grade 3-4 TRAEs was 46.8%, the most common grade 3-4 TRAEs were rash (6/47,12.8%),
thrombocytopenia (5/47,10.6 %) and fever (3/47, 6.4%). No grade 5 TRAEs were observed.
Conclusions: GEMOX plus tislelizumab and donafenib as a first line treatment option for
advanced BTC patients shows favorable efficacy and tolerability. Clinical trial information:
NCT05668884. Research Sponsor: Zelgen.
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Additional health-related quality of life (HRQoL) analysis from DESTINY-Gastric04
(DG-04), a randomized phase 3 study of trastuzumab deruxtecan (T-DXd) vs
ramucirumab (RAM) + paclitaxel (PTX) in patients (pts) with human epidermal
growth factor receptor 2—positive (HER2+) unresectable/metastatic gastric cancer
(GC)/gastroesophageal junction adenocarcinoma (GEJA).

Kohei Shitara, Aziz Zaanan, Sara Lonardi, Christelle de la Fouchardiére, Clélia Coutzac, Eric Van Cutsem, Jeroen Dekervel, Lin Shen, Fabio André Franke, Yelena Y. Janjigian,
Josep Tabernero, Chloe Spalding, Meredith Venerus, Fabricio Souza, Alessandro Ghiretti, Mahmut Gumus, Filippo Pietrantonio; National Cancer Center Hospital East,
Kashiwa, Japan; Department of Gastroenterology and Digestive Oncology, Paris-Cité University, Paris, France; George Pompidou European Hospital, Paris, France; Veneto
Institute of Oncology I0V-IRCCS, Padua, Italy; Centre Leon Berard, Lyon, France; University Hospitals Gasthuisberg and University of Leuven, Leuven, Belgium; State Key
Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Department of Gl Oncology, Peking University Cancer Hospital & Institute, Beijing, China;
Oncosite-Oncoclinicas, ljui, Brazil; Memorial Sloan Kettering Cancer Center and Weill Cornell Medical College, New York, NY; Vall d'Hebron Hospital Campus and Institute of
Oncology (VHIO), University of Vic-Central University of Catalonia, Barcelona, Spain; Daiichi Sankyo Europe GMbH, Munich, Germany; Daiichi Sankyo, Basking Ridge, NJ;
Daiichi Sankyo Italia, Rome, Italy; Istanbul Medeniyet University, Goztepe Prof. Dr. Siileyman Yalgin City Hospital, Department of Medical Oncology, Istanbul, Turkey;
Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy

Background: In DG-04 (NCT04704934), a statistically significant and clinically meaningful
improvement in overall survival was seen with T-DXd vs RAM + PTX in pts with HER2+
unresectable/metastatic GC/GEJA in the second-line setting. Patient-reported HRQoL was also
maintained with T-DXd. We report additional HRQoL results from DG-04. Methods: Pts with
unresectable/metastatic GC/GEJA who were HER2+ (IHC 3+, IHC 2+/ISH+) by local or central
testing received T-DXd 6.4 mg/kg or RAM + PTX. Patient-reported outcomes were assessed at
prespecified time points using the Functional Assessment of Cancer Therapy-Gastric (FACT-
Ga) scale and the EuroQol 5-dimension, 5-level (EQ-5D-5L) visual analog scale (VAS). Time to
first deterioration (TTFD) and mean change from baseline (CFB) were assessed. Mixed model
for repeated measures (MMRM) was used to analyze CFB of the FACT-Ga scale. Results: At data
cutoff (October 24, 2024), median TTFD favored T-DXd (n = 246) vs RAM + PTX (n = 248) for the
EQ-5D-5L VAS (3.5 vs 3.0 mo; hazard ratio [HR], 0.79; nominal P = 0.063), FACT-General (G)
total score (3.5 vs 2.8 mo; HR, 0.74; nominal P = 0.015), and FACT-Ga emotional well-being
(EWB; 5.1vs 3.7 moj; HR, 0.74; nominal P = 0.026) and social well-being (SWB; 3.8 vs 2.5 mo; HR,
0.71; nominal P = 0.006) subscales. Additional TTFD results, including TTFD in gastric cancer
subscale (GaCS) and physical well-being (PWB), are in the Table. Mean CFB scores remained
stable in all FACT-Ga subscales, with no clinically meaningful changes associated with T-DXd.
MMRM analysis of CFB results favored T-DXd vs RAM + PTX for the FACT-G total score
(nominal P = 0.023), and the FACT-Ga functional well-being (FWB; nominal P = 0.045) and
SWB (nominal P = 0.004) subscales. Conclusions: These findings support patient-reported
HRQoL was maintained with T-DXd in pts with HER2+ unresectable/metastatic GC/GEJA. TTFD
was not negatively impacted with T-DXd; mean CFB in all FACT-Ga subscales showed pt
symptoms and functioning remained stable, with some subscales favoring T-DXd vs RAM +
PTX. Clinical trial information: NCT04704934. Research Sponsor: Daiichi Sankyo, Inc.

T-DXd RAM + PTX HR (95% CI)
n=246 n=248 Nominal P Value
EQ-5D-5L VAS, median TTFD (95% Cl), mo 3.5 (2.7-5.0) 3.0 (2.1-3.5) 0.79 (0.62-1.01)
0.063
FACT-Ga scale, median TTFD (95% CI), mo
FACT-G (EWB + FWB + PWB + SWB) 3.5 (2.2-4.4) 2.8 (2.1-3.5) 0.74 (0.58-0.95)
0.015
FACT-Ga total score (FACT-G + GaCS) 4.4 (3.55.7) 4.4 (3.5-6.5) 0.95 (0.73-1.24)
0.700
EWB 5.1 (4.2-8.7) 3.7 (2.4-5.0) 0.74 (0.57-0.97)
0.026
FWB 23(2.1-3.2) 2.3 (2.1-3.5) 0.89 (0.70-1.13)
0.338
PWB 2.8 (2.1-3.7) 2.2 (2.1-3.1) 0.79 (0.62-1.00)
0.052
SWB 3.8 (2.6-5.3) 2.5 (2.1-3.5) 0.71 (0.55-0.91)
0.006
GaCS 4.9 (3.7-6.3) 5.8 (4.8-7.4)

1.11 (0.84-1.47)
0.462
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Bortezomib plus gemcitabine-cisplatin versus gemcitabine-cisplatin as first-line
treatment for advanced biliary tract cancers: A randomized phase Il clinical trial with
exploratory analysis of PTEN status.

Hui Wang, Xinru Fan, Tianmei Zeng, Lufan Xie, Tianyi Jiang, Qing Wang, Tuan Zhao, Song Zheng, Huabang Zhou, Xiao Xu, Heping Hu, Hongyang Wang, Zhengang Yuan,
Liwei Dong; Eastern Hepatobiliary Surgery Hospital, Shanghai, Naval Medical University, Shanghai, China; Eastern Hepatobibiary Surgery Hospital, Shanghai, China;
Affiliated Hangzhou First People’s Hospital, School of Medicine, Westlake University, Hangzhou, China; National Center for Liver Cancer, Naval Medical University,
Shanghai, China; Department of Hepatobiliary Medicine, Eastern Hepatobiliary Surgery Hospital, Shanghai, Naval Medical University, Shanghai, China; Department of
Hepatobiliary Medicine, Eastern Hepatobiliary Surgery Hospital, the Naval Medical University, Shanghai, China; Department of Oncology, Eastern Hepatobiliary Surgery
Hospital, the Naval Medical University, Shanghai, China

Background: Biliary tract cancers (BTCs) are aggressive malignancies with limited treatment
and poor prognosis, including intrahepatic cholangiocarcinoma (iCCA), extrahepatic cholan-
giocarcinoma (perihilar and distal), gallbladder cancer and ampullary cancer. Our previous
research indicated that bortezomib is a promising treatment option as proteasome inhibitor in
PTEN-loss iCCA patients (Clin Transl Med. 2024 May;14(5): €1675). In this randomized phase II
clinical trial, we expanded the indication to BTCs and explored clinical benefit and safety of
bortezomib plus gemcitabine-cisplatin (GPB) compared with gemcitabine-cisplatin (G based)
as first line treatment for advanced BTCs and further evaluated the potential predictive value of
PTEN status. Methods: Between September 1, 2020, and December 31,2023, a total of 105
patients were screened. 59 patients were enrolled. The 59 patients were randomly assigned to
either GPB group (n = 32) or G based group (n=27). PTEN status was not known at the time of
randomization. PTEN immunohistochemical staining was subsequently performed in all pa-
tients identifying 18 patients (30.5%) with PTEN loss (PTEN=0) and 41 patients (69.5%) with
PTEN expression (PTEN=1). The GPB regimen consisted of gemcitabine 1000 mg/m? day 1,8,
cisplatin 75 mg/m?day 1, 8, plus bortezomib 1.3 mg/m?day 1, 4, 8, and 11 of a 21-day cycle. The G
based group received gemcitabine based regimens including G-cisplatin (GP), G-Oxaliplatin
(GMOX) or G-S-1 (GS). The primary endpoint was mediate progress-free survive (mPFS)
according to RECIST v 1.1. Statistical analyses were performed using SPSS. The last follow-
up date was July 25, 2025. Results: With a median follow-up of 31.8 months (95% CI, 21.3—42.3),
the mPFS was 5.49 months in the GPB group and in 5.95 months in the G-based group, with no
significant statistically significant difference (HR, 0.86; 95% CI, 0.50—1.47; P = 0.59). The
median overall survival (OS) was 16.23 months with GPB and 15.01 months with G-based group
(HR, 0.88;95% CI, 0.47-1.67; P = 0.70). Biomarker analyses showed that within the GPB group,
patients with PTEN loss had significantly longer PFS than those with PTEN expression (9.26 vs.
3.35 months; HR, 0.64; 95% CI, 0.42—0.96; P = 0.03). Among PTEN=0 patients, GPB was
associated with improved mPFS compared with G-based (9.26 vs. 3.59 months; HR, 0.25; 95%
CI, 0.08-0.78; P = 0.01). Grade =3 CTCAE AEs were mainly hematologic, with thrombocytopenia
most common (50.0% Vs 14.8%). Conclusions: Although no significant survival benefit was
observed in the overall GPB group, a clinically meaningful improvement in mPFS was identified
in the PTEN-loss subgroup. PTEN status may serve as a promising biomarker for identifying
patients more likely to benefit from GPB therapy, warranting further prospective validation.
Clinical trial information: ChiCTR2000035916. Research Sponsor: the Clinical Research Plan of
Shanghai Hospital Development Center (SHDC2020CR2011A).
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Neoadjuvant radiotherapy combined with lenvatinib and sintilimab in patients with
resectable hepatocellular carcinoma with portal vein tumor thrombus: An open-
label, single-arm, multicenter, prospective phase | clinical trial.

Bin Shu, Guangxin Li, Yang Xiong, Ying Zhao, Tao Li, Canhong Xiang, Jiyong Song, Hongxuan Li, Zhuozhao Zheng, Hongfang Yin, Ying Xiao, Chen Zhang, Zhe Yan,
Xiaojuan Wang, Gong Li, Shizhong Yang, Jiahong Dong; Hepatopancereatobiliary Center, Beijing Tsinghua Changgung Hospital, School of Clinical Medicine, Tsinghua
University, Beijing, China; Department of Radiotherapy, Beijing Tsinghua Changgung Hospital, School of Clinical Medicine, Tsinghua University, Beijing, China; Department
of Hepatobiliary Pancreatic Surgery, Ordos Central Hospital, Ordos, China; Hepatopancreatobiliary Center, Beijing Tsinghua Changgung Hospital, School of Clinical
Medicine, Tsinghua University, Beijing, China; Department of Radiology, Beijing Tsinghua Changgung Hospital, School of Clinical Medicine, Tsinghua University, Beijing,
China; Department of Pathology, Beijing Tsinghua Changgung Hospital, School of Clinical Medicine, Tsinghua University, Beijing, China

Background: Surgical resection remains the potentially curative treatment for resectable he-
patocellular carcinoma (HCC) with portal vein tumor thrombus (PVTT) in selected patients, but
recurrence remains a major challenge. Neoadjuvant therapies have been proposed to reduce
tumor burden and the risk of recurrence. This trial aimed to evaluate the safety and efficacy of
neoadjuvant RT combined with lenvatinib and sintilimab followed by resection in resectable
HCC patients with PVTT. Methods: This open-label, single-arm, multicenter, prospective
phase I trial enrolled patients with resectable hepatocellular carcinoma classified as Barcelona
Clinic Liver Cancer stage C without extrahepatic metastasis at 2 hospitals in China. Patients
received RT (300cGy x10 fractions) targeting intrahepatic lesions and PVTT, concurrent with
two cycles of lenvatinib and sintilimab, followed by surgery 8 weeks post-RT and postoperative
adjuvant therapy with lenvatinib and sintilimab for 1 year. Safety, pathological response, and
feasibility were assessed. This trial is registered with ClinicalTrials.gov (NCT05225116). Results:
From October 2022 to January 2026, 17 patients (VP2:5, VP3:11, VP4:1) were enrolled, 14 patients
had completed neoadjuvant therapy, 12 patients had received surgeries (R0 rate: 100%, 10/10),
while 1 patient had disease progression, 1 patient postponed surgery due to abnormal liver
function. Preoperative imaging (mRECIST criteria) showed stable disease (SD), partial response
(PR), and complete response (CR) rates of 16.7%, 75.0%, and 8.3.0% for primary lesions, and
0%, 58.3%, and 41.7% for PVTT. Postoperative pathological complete response (pCR) rates
were 25.0% for primary lesions and 75.0% for PVTT. Concordance between imaging and
pathology was 66.7% for primary lesions and 50.0% for PVTT. The median recurrence-free
survival (mRFS) was 17 months and median overall survival (mOS) was 27 months. No Grade 3
or worse treatment-related adverse events occurred. Conclusions: Neoadjuvant radiotherapy
combined with lenvatinib and sintilimab can bring a high tumor response rate in patients with
resectable hepatocellular carcinoma with portal vein tumor thrombus with a favorable safety
profiles. PVTT demonstrates higher response rate than primary HCC lesions. Discrepancies
between imaging and pathological responses highlight the need for improved predictive bio-
markers. These interim results support further investigation of this approach in larger cohorts.
Clinical trial information: NCT05225116. Research Sponsor: None.
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QL1706 (PD-1/CTLA-4 bispecific antibody) plus bevacizumab specific for patients
with hepatocellular carcinoma combined with lung metastasis: A secondary
analysis of a prospective, single-arm, phase Ib/Il study.

Kunlin Xie, Hongzhao Yang, Weibing Leng, Chang Liu, Yu Yang, Xin Wang, Dan Cao, Hong Wu, Feng Bi; Department of General Surgery/Liver Transplant Center, West China
Hospital, Sichuan University, Chengdu, China; Interventional Diagnosis and Treatment Center/Department of Medical Oncology, West China Hospital, Sichuan University,
Chengdu, China; Interventional Diagnosis and Treatment Center, West China Hospital, Sichuan University, Chengdu, China; Division of Abdominal Cancer, Department of
Medical Oncology, Cancer Center, West China Hospital, Sichuan University, Chengdu, Sichuan, China; Division of Abdominal Cancer, Department of Medical Oncology,
Cancer Center, West China Hospital, Sichuan University, Chengdu, China

Background: Hepatocellular carcinoma (HCC) with lung metastasis carries a dismal prognosis,
and effective systemic treatments remain limited. Bispecific antibodies targeting multiple
immune checkpoints have emerged as promising therapeutic strategies. This study assessed
the efficacy and safety of QL1706, a PD-1/CTLA-4 bispecific antibody, in combination with
bevacizumab in patients with HCC and lung metastases. Methods: This was a secondary
analysis of a multicenter, phase Ib/II clinical trial. Eligible patients with unresectable, advanced
HCC and confirmed lung metastases received QL1706 (5.0 or 7.5 mg/kg, cohort A) or QL1604
(PD-1 antibody, 200 mg, cohort B) plus bevacizumab every three weeks until disease progres-
sion or unacceptable toxicity. The primary endpoint was objective response rate (ORR) per
RECIST v1.1. Secondary endpoints included disease control rate (DCR), progression-free sur-
vival (PFS), overall survival (0S), and safety. Results: In cohort A, 15 patients were included in
this analysis. At a median follow-up of 19.2 months, the ORR was 53.3% (95% CI, 26.6—78.7)
and the DCR was 73.3% (95% CI, 44.9—92.2). Median PFS was 9.9 months (IQR, 1.6—NE), with a
1-year PFS rate of 46.7%, and the 2-year OS was 66.7%. Among the 7 patients with measurable
lung target lesions, the ORR was 71.4% (95% CI, 29.0—96.3), including 2 complete responses. In
cohort B, 5 patients were included, with a median follow-up of 23.7 months. The ORR was 20.0%
(95% CI, 0.5—71.6) and the DCR was 60.0% (95% CI, 14.7—94.7). Treatment-related adverse
events occurred in 93.3% of patients in cohort A and 100.0% in cohort B, with grade =3 TRAEs
observed in 53.3% and 40.0% of patients, respectively. Most adverse events were manageable,
and no treatment-related deaths were reported. Conclusions: QL1706 plus bevacizumab dem-
onstrated promising antitumor activity and a manageable safety profile in patients with HCC
and lung metastases. The high response rate observed in lung lesions highlights the potential of
intensified immunotherapy combined with anti-VEGF therapy for this subgroup, warranting
further validation in phase III trials. Clinical trial information: NCT05603039. Research
Sponsor: Qilu Pharmaceutical Co., Ltd.

Treatment-emergent adverse events of QL1706 / QL1604 and bevacizumab.

All grades Grade > 3

Cohort A Cohort B Cohort A Cohort B

(N=15) (N=5) (N=15) (N=5)
TEAEs 15 (100.0) 5 (100.0) 10 (66.7) 4 (80.0)
irAEs 11 (73.3) 0 2 (13.3) 0
TRAEs 14 (93.3) 5 (100.0) 8 (53.3) 2 (40.0)
Associated with QL1706 / QL1604 14 (93.3) 5 (100.0) 6 (40.0) 2 (40.0)
Associated with bevacizumab 14 (93.3) 5 (100.0) 8 (53.3) 3 (60.0)
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Hepatic arterial infusion chemotherapy plus either toripalimab or sorafenib as first-
line therapy for non—high-risk, locally advanced hepatocellular carcinoma: A non-
comparative, randomized phase 2 trial.

Ming Shi, Zhicheng Lai, MinKe He, Anna Kan, Aojie Ge, Zichao Wu; Department of Liver Surgery, Sun Yat-sen University Cancer Center, State Key Laboratory of Oncology in
South China, Collaborative Innovation Center for Cancer Medicine, Guangzhou, China

Background: A combination of locoregional therapy such as hepatic arterial infusion chemo-
therapy (HAIC) with anti-angiogenic agents and immune checkpoint inhibitors (ICIs), has
demonstrated significant antitumor activity in advanced hepatocellular carcinoma (HCC),
while inevitably increasing the incidence of adverse events (AEs). Given the clinical rationale
for exploring treatment de-escalation in non-high-risk, locally advanced HCC, this study was
designed to provide prospective evidence for the combination of HAIC and toripalimab, which
had suggested encouraging antitumor activity and safety previously. Methods: This single-
center, non-comparative, randomized phase II study (NCT04135690) recruited locally ad-
vanced HCC participants without high-risk features (Vp4, and/or bile duct invasion and/or
tumor occupancy of 50% of the liver). Participants were randomly assigned at a 1:1 ratio to
receive FOLFOX-HAIC plus either toripalimab (240mg intravenously, TorHAIC) or sorafenib
(400mg orally twice daily, SoraHAIC) per 3 weeks. The primary endpoint was the progression-
free survival (PFS) rate at 6 months. Results: From February 4, 2020, to December 17, 2021, 72
participants were randomly assigned to receive TorHAIC (n = 36) or SoraHAIC (n = 36). The
mean tumor diameter was 9.9 cm. Vp1-2 and Vp3 portal vein tumor thrombosis were present in
46 (63.9%) and 26 (36.1%) participants, respectively. The 6-month PFS rate was 63.9% in the
TorHAIC group and 61.1% in the SoraHAIC group. After a median follow-up of 45.2 months, the
median overall survival was 20.9 months in the TorHAIC group and 16.4 months in the
SoraHAIC group, while the median PFS was 9.1 and 7.2 months, respectively. The objective
response rate per RECIST v1.1 was 52.8% (n = 19) in the TorHAIC group, whereas 47.2% (n = 17)
in the SorHAIC group. The median duration of response was 9.8 months in the TorHAIC group
and 6.8 months in the SorHAIC group. There were 12 participants (33.3%) who developed grade
3-4 AEs in the TorHAIC group and 16 participants (44.4%) in the SoraHAIC group. Serious AEs
were reported in two participants in the TorHAIC group (laryngeal edema due to oxaliplatin
allergy and thrombocytopenia) and five participants in the SoraHAIC group (impaired myeloid
function [n = 3], renal impairment, and upper gastrointestinal bleeding). Conclusions: Our
study suggested that the TorHAIC regimen had a favorable safety and efficacy profile in patients
with non-high-risk, locally advanced HCC. However, these findings warrant validation in a
phase III trial. Clinical trial information: NCT04135690. Research Sponsor: None.
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Association of asynchronous, time-flexible digital multidisciplinary care with
overall survival in advanced biliary tract cancer treated with immune checkpoint
inhibitors.

Binhe Tian, Haitao Zhao, Hanping Wang; Peking Union Medical College Hospital, Beijing, China; Department of Hepatic Surgery, Peking Union Medical College Hospital,
Beijing, China; Division of Pulmonary and Critical Care Medicine, State Key Laboratory of Severe and Rare Diseases, Peking Union Medical College and Chinese Academy of
Medical Sciences, Beijing, China

Background: Delayed recognition and fragmented management of immune-related adverse
events (irAEs) can trigger unnecessary interruption/discontinuation of immune checkpoint
inhibitors (ICIs) and compromise real-world outcomes. We built an asynchronous, message-
based multidisciplinary care system embedded in a widely used instant messaging platform to
support longitudinal management for advanced biliary tract cancer (BTC) on ICIs, and assessed
outcome changes from exploratory to protocolized implementation beyond secular trends.
Methods: Single-center retrospective cohort of 546 adults with unresectable locally advanced/
metastatic BTC receiving =1 ICI dose (Jan 2019—Jan 2024). All patients entered a clinician-
moderated closed digital care group with structured triage and multidisciplinary coordination.
By ICI start date: WGMS-E (before Jan 1, 2021) vs WGMS-P (on/after Jan 1, 2021). Primary
endpoint: overall survival (OS). Secondary: progression-free survival (PFS), irAE recognition/
management, and ICI rechallenge. Inverse probability of treatment weighting (IPTW) balanced
baseline covariates. Interrupted time-series (ITS) analysis disentangled intervention effect
from secular improvements in care. Results: Median follow-up 29.1 months; median OS overall
15.0 months. OS improved in WGMS-P vs WGMS-E (21.3 vs 12.4 months; log-rank P < 0.0001).
IPTW-weighted Cox: WGMS-P associated with lower mortality (HR 0.55; 95% CI 0.43—-0.69;
P < 0.001) and higher 1-/2-year survival (~18%/~19% absolute). PFS also favored WGMS-P (HR
0.72; 95% CI 0.59—0.89; P = 0.0019). Overall irAE incidence was similar, but first irAE recog-
nition occurred earlier in WGMS-P (restricted mean difference —1.68 months within
12 months). Permanent ICI discontinuation due to irAEs decreased (11% vs 22%), while
rechallenge increased (10% vs 4%) without higher recurrent irAEs. ITS showed reversal of
an increasing pre-intervention mortality trend to a decreasing post-intervention trend. Con-
clusions: A protocolized, asynchronous, message-based multidisciplinary care system inte-
grated into routine oncology workflows was associated with improved survival among patients
with advanced BTC treated with ICIs. By enabling earlier irAE recognition, reducing unneces-
sary permanent discontinuation, and facilitating safer rechallenge, this low-cost digital in-
tervention may represent a scalable strategy to optimize real-world immunotherapy outcomes
beyond secular advances in cancer care. These findings suggest that small, low-cost organi-
zational changes in care delivery may translate into disproportionately large survival gains.
Research Sponsor: Beijing Natural Science Foundation; L248022; National High Level Hospital
Clinical Research Funding; 2025-PUMCH-C-015; National High Level Hospital Clinical
Research Funding; 2022-PUMCH-B-128; National High Level Hospital Clinical Research Fund-
ing; 2025-PUMCH-D-001; Beijing Natural Science Foundation; L248072.
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Impact of ACE inhibitors (ACEi) and angiotensin receptor blockers (ARB) on out-
comes in hepatocellular carcinoma treated with atezolizumab—bevacizumab.

Costanza Winchler, Fabio Marra, Alfredo Vozza, Daniele Rossini, Alessio Mastro, Elisa Pellegrini, Daniele Lavacchi, Marco Brugia, Agnese Vannini, Elisa Giommoni,
Irene Valle, Alessia Guidolin, Giulia Massaro, Francesca Maria Belenghi, Serena Pillozzi, Lorenzo Antonuzzo; Oncology Unit, Careggi University Hospital, University of
Florence, Florence, Italy; Department of Experimental and Clinical Medicine, Internal Medicine and Liver Unit, AOU Careggi, Firenze, Italy; Department of Experimental and
Clinical Medicine, University of Florence, Florence, Italy; Department of Experimental and Clinical Medicine, University of Florence, Oncology Unit, Careggi University
Hospital, Florence, Italy; Clinical Oncology Unit, Careggi University Hospital; Department of Experimental and Clinical Medicine, University of Florence, Florence, Italy;
Oncology Unit, Careggi University Hospital, University of Florence, Firenze, Italy; Department of Experimental and Clinical Biomedical Sciences 'Mario Serio’, University of
Florence, Florence, Italy; Department of Experimental and Clinical Medicine, University of Florence. Oncology Unit, Careggi University Hospital, Florence, Italy

Background: Immune checkpoint inhibitor-based combinations (ICIs), including
atezolizumab—bevacizumab (AB), have dramatically changed the therapeutic landscape of
unresectable hepatocellular carcinoma (HCC), improving survival and response rates of pa-
tients, although outcomes remain heterogeneous. Concomitant medications may modulate
immunotherapy efficacy through systemic and tumor microenvironment—mediated effects.
Inhibition of the renin—angiotensin system (RAS) has been suggested to potentiate the effects
of immunotherapy in various solid tumors by acting on angiogenesis, fibrosis, and immune
modulation. However, the clinical impact of RAS inhibition in HCC patients receiving ICIs
remains controversial, with retrospective studies suggesting possible improved outcomes.
Methods: Patients with unresectable HCC treated from 2023 to 2025 with AB in Italy were
included in this retrospective multicenter analysis from the ARTE database. Patients receiving
concomitant ACEi/ARB at AB initiation were compared with non-exposed individuals. OS and
PFS were estimated by Kaplan—Meier method and analyzed using Cox proportional hazards
models. ORR and DCR were analyzed using logistic regression. To address baseline
imbalances, a propensity score adjustment for potentially confounding characteristics (age,
ECOG Ps, viral etiology, alcoholic liver disease, cirrhosis, diabetes, obesity, cardiovascular
events, decompensated cirrhosis, ALBI score, vascular/biliary invasion, previous locoregional
treatments, metastatic disease and alpha-fetoprotein levels) was performed. Results: A total of
538 patients were included in our analysis, of whom 36% were receiving ACE-i/ARBs and 64%
were not. ACEi/ARB use was associated with worse OS (HR 1.23; 95% CI: 0.97-1.57, p = 0.092),
and a trend toward lower DCR (OR 0.63, 95% CI 0.39—-1.02; p = 0.06). No significant associations
were observed for PFS or ORR. After propensity score adjustment to balance baseline con-
founders, the magnitude of the OS difference was attenuated: median OS was 17.0 months in
ACEi/ARB users versus 19.4 months in non-users (HR 1.14 (95% CI: 0.86-1.51; p = 0.358)),
suggesting that the unadjusted signal was partly driven by baseline imbalance. Conclusions: In
this large multicentric cohort of HCC patients treated with AB, concomitant ACEi/ARB therapy
did not improve clinical outcomes and was possibly associated with a negative survival trend.
Further studies will be needed to assess the potential effect of concomitant medications and
RAS inhibitors on HCC, given their widespread use and the burden of comorbidities related to
this specific tumor. Research Sponsor: None.
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Envafolimab (KN035) plus gemcitabine and oxaliplatin (GEMOX) compared with
GEMOX as first-line treatment for Chinese patients with advanced biliary tract
cancer: A randomized, open-label, multi-center, phase Il pivotal trial.

Shukui Qin, Weijia Fang, Haitao Zhao, Xianglin Yuan, Shanzhi Gu, Wei Li, Jie Ma, Kangsheng Gu, Zhenggang Ren, Yueyin Pan, Tao Zhang, Houjie Liang, Yajin Chen,
Zishu Wang, Xiufeng Liu, Yan Wang, Yue He, Lan Qin; School of Integrative Medicine, Nanjing University of Chinese Medicine, Nanjing, China; Department of Medical
Oncology, The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang, China; Department of Hepatic Surgery, Peking Union Medical College
Hospital, Beijing, China; Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; Department of Intervention, Hunan Cancer
Hosptial, Changsha, China; The First Hospital of Jilin University, Changchun, China; The First Affiliated Hospital of Guangxi Medical University, Nanning, Guangxi, China;
Department of Oncology, The First Affiliated Hospital of Anhui Medical University, Hefei, China; Department of Hepatic Oncology, Liver Cancer Institute, Zhongshan
Hospital, Fudan University, Shanghai, China; Anhui Provincial Cancer Hospital, The First Affiliated Hospital of USTC, Division of Life Sciences and Medicine, University of
Science and Technology of China , Anhui Provincial Hospital, Hefei, China; Union Hospital, Tongji Medical College, Huazhong University of Science and Technology,
Wuhan, China; The Southwest Hospital of AMU, Chongging, China; Department of Hepatobiliary Surgery, Sun Yat-sen Memorial Hospital, Sun Yat-sen University,
Guangzhou, China; The First Affiliated Hospital of Bengbu Medical College, Bengbu, China; Department of Oncology, Jinling Hospital, Medical School of Nanjing University,
Nanjing, Jiangsu, China; Department of Statistical Analysis, 3D Medicines (Sichuan) Co., Ltd., Sichuan, China; 3D Medicines (Sichuan) Co., Ltd., Sichuan, China; Department
of Clinical Development, 3D Medicines (Sichuan) Co., Ltd., Sichuan, China

Background: China bears a high biliary tract cancer (BTC) burden, with cholangiocarcinoma
rising incidence ( > 6/100,000 vs 0.3—6/100,000 globally) and high mortality ( > 4/100,000).
Over 60% of BTC patients are diagnosed at advanced stage (stage I1I/IV), and nearly two-thirds
are unresectable. GEMOX regimen is a widely recognized standard of care in China, favored for
its reduced renal toxicity and better tolerability compared with GemCis. Envafolimab is the
world’s first subcutaneously (SC) injectable anti-PD-L1 monoclonal antibody approved by
China’s NMPA. We report the final analysis of this pivotal trial, the first global phase III study
initiated to evaluate immunotherapy plus chemotherapy in this setting. Methods: In this
multicenter, open-label, phase III study in China, eligible patients (pts) with previously un-
treated, unresectable locally advanced/metastatic BTC were randomized 1:1 to envafolimab (2.5
mg/kg SC weekly) + GEMOX (gemcitabine 1000 mg/m? d1, 8; oxaliplatin 85 mg/m? d1, Q3W) or
GEMOX chemotherapy alone. Chemotherapy was limited to 6 cycles in both arms. Stratification
factors: primary site, disease stage, prior therapy, and ECOG PS. Primary endpoint: OS. Sec-
ondary endpoints: PFS, ORR (RECIST v1.1 by BICR), and safety. Results: 472 pts were random-
ized; 462 treated (envafolimab+GEMOX n = 232; GEMOX n = 230). At the final analysis, the
primary endpoint was met well. Envafolimab+GEMOX significantly improved OS vs GEMOX (HR
0.723; 95% CI 0.585—-0.880; P= 0.0016). Median OS was 10.9 months vs 8.6 months; 36-mo OS
rates were 12.5% vs 7.7%. OS benefit was observed across subgroups, notably in intrahepatic
cholangiocarcinoma (HR 0.705) and metastatic disease (HR 0.704). Median PFS (BICR) was 4.8
vs 4.6 months (HR 0.899; 95% CI 0.713—1.132); notably, the gallbladder cancer subgroup
showed more favorable PFS benefit (HR 0.628). ORR was 27.6% vs 20.9%. Grade 3—4 TEAEs
occurred in 69.4% (combination) vs 56.1% (chemo). irAEs occurred in 20.7%. Conclusions: This
study demonstrates that adding subcutaneously administered envafolimab to GEMOX signif-
icantly improves OS with a manageable safety profile in advanced BTC. Compared with other
regimens, the combination showed robust efficacy with a low rate of irAEs. Those findings
establish envafolimab, the world’s first SC PD-L1 inhibitor, combined with GEMOX as a new,
effective, and convenient standard of care for this population. Clinical trial information:
NCT03478488. Research Sponsor: 3D Medicines (Sichuan) Co., Ltd.
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Impact of HSPAG6 on lenvatinib resistance in HCC via phase separation—mediated
TXNRD1 stabilization and ferroptosis suppression.

Yi Niu, Yi Zeng, Jiliang Qiu, Shaoru Liu, Liang Qiao, Zongfeng Wu, Dinglan Zuo, Shanshan Huang, Yu Li, Yichuan Yuan, Wei He, Binkui Li, Chenwei Wang, Yunfei Yuan; State
Key Laboratory of Oncology in South China, Sun Yat-Sen University Cancer Center, Department of Liver Surgery, Sun Yat-sen University Cancer Center, Guangzhou, China

Background: Lenvatinib is a first-line treatment for advanced hepatocellular carcinoma (HCC),
but its efficacy is frequently limited by intrinsic and acquired resistance. The underlying
molecular mechanisms remain incompletely understood, and strategies to overcome resistance
are urgently needed. Methods: We integrated genome-wide CRISPR/Cas9 screening, tran-
scriptomic profiling of lenvatinib-resistant HCC cells, and proteomic analysis of patient tumors
to identify key mediators of resistance. Results: Heat shock protein family A (Hsp70) member 6
(HSPA6) emerged as a central driver of both intrinsic and acquired resistance, was consistently
upregulated in resistant models, and was associated with poor response and reduced survival in
lenvatinib-treated patients. Functional studies demonstrated that HSPA6 knockdown sensi-
tized HCC cells and xenograft tumors to lenvatinib, whereas HSPA6 overexpression conferred
resistance both in vitro and in vivo. Mechanistically, HSPA6 recruited the deubiquitinase
ubiquitin-specific protease 9X (USP9X) to stabilize thioredoxin reductase 1 (TXNRD1), thereby
suppressing lenvatinib-induced ferroptosis. Moreover, lenvatinib enhanced HSPA6 liquid—
liquid phase separation (LLPS) through its intrinsically disordered region 1 (IDR1), facilitating
the formation of HSPA6-USP9X-TXNRD1 condensates that reinforced TXNRD1 stability.
Through structure-based virtual screening, we identified canagliflozin, an FDA-approved
sodium—glucose cotransporter 2 (SGLT2) inhibitor, as a direct HSPA6 binder that disrupted
this complex, restored ferroptosis sensitivity, and synergized with lenvatinib in preclinical
models. Conclusions: Our study defines a novel HSPA6-driven resistance axis that integrates
chaperone function, phase separation, and redox homeostasis to suppress ferroptosis in HCC.
Targeting this axis with canagliflozin represents a promising therapeutic strategy to overcome
lenvatinib resistance. Research Sponsor: None.
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NALIRIFOX in combination with adebrelimab for advanced biliary tract cancer: A
phase 2 NIOFA-01 clinical trial.

Qing Zhu, Ji Ma; West China Hospital, Sichuan University, Chengdu, Sichuan, China; West China Hospital of Sichuan University, Chengdu, Sichuan, China

Background: The NIOFA-o01 trial was designed to evaluate the efficacy and safety of liposomal
irinotecan combined with oxaliplatin, fluorouracil, and leucovorin (NALIRIFOX) plus adebre-
limab as first-line treatment for patients with advanced biliary tract cancer (BTC)
(ChiCTR2400089696). Methods: This single-arm, phase II study enrolled 27 patients with
previously untreated, unresectable or metastatic BTC. Patients received NALIRIFOX (liposomal
irinotecan 50 mg/m?, oxaliplatin 60 mg/m?2, leucovorin 400 mg/m?2, and fluorouracil 2400 mg/
m?2 administered as a continuous intravenous infusion over 46 hours), in combination with the
PD-L1 inhibitor adebrelimab (1200 mg administered intravenously), every 2 weeks for up to 12
cycles. This was followed by adebrelimab maintenance therapy until disease progression or
unacceptable toxicity. The primary endpoint was objective response rate (ORR). Secondary
endpoints included disease control rate (DCR), progression-free survival (PFS), overall survival
(0S), and safety. Additionally, patients were evaluated for tumor gene alterations and PD-L1
expression, and underwent plasma proteomic and serum cytokine profiling. Results: Between
September 13, 2024 and January 12, 2026, 27 patients were enrolled, with a median follow-up of
13.8 months (range, 2.8-16.2). Among these patients, the ORR was 55.6% (95%CI, 35.3%-
74.5%) and the DCR was 81.5% (95%CI, 61.9%-93.7%). Median PFS was 8.0 months (95% CI,
5.8-9.7), while median OS was not reached (6 months OS rate: 92.6%, 12 months OS rate:
77.8%). Treatment-related adverse events (TRAEs) occurred in 100% of patients, with grade =3
TRAEs observed in 55.6%. The most common TRAEs were neutropenia, leukopenia, anemia,
and diarrhea. Immune-related adverse events were reported in 74.1% of patients, including
hepatotoxicity, hypothyroidism, and cardiac events. Exploratory analyses suggested the ORR
was observed to be higher in patients with a CPS score =5 compared to those with a score <5 (p =
0.043). Combined analysis of plasma proteomics and metabolomics revealed that in patients
who did not respond to treatment, ATP5PD, CTNND2, GALK1, 6nPropyluracil, and 1(Methyl-
sulfinyl) propyl propyl disulfide were significantly elevated, while MMP2 was significantly
decreased. A machine learning-based efficacy prediction model was constructed, and ROC
curves were generated using the aforementioned four proteins and two metabolites, respec-
tively, with AUC values of 0.961 and 0.883. Additionally, we observed that serum IL2 was
significantly elevated in patients who responded to treatment, while IL8 showed a dynamic
decreasing trend during the treatment process. Conclusions: NALIRIFOX in combination with
adebrelimab demonstrated promising antitumor activity and an acceptable safety profile as
first-line treatment for patients with advanced BTC, warranting further validation. Clinical trial
information: ChiCTR2400089696. Research Sponsor: None.
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Three-month versus six-month duration of postoperative adjuvant therapy after RO
resection following conversion therapy in hepatocellular carcinoma patients
achieving MPR or pCR: A prospective randomized study.

Jia-Yi Wu, Jun-Yi Wu, Yu Zheng, Zhibo Zhang, Shuang-Jia Wang, Shu-Qun Li, Xue-Yi Shen, Rong Tang, Maolin Yan; Fuzhou University Affiliated Provincial Hospital, Fuzhou,
China; Fuzhou University Affiliated Provincial Hospital, Fuzhou, Fujian, China; The First Affiliated Hospital of Fujian Medical University, Fuzhou, China; The First Affiliated
Hospital of Xiamen University, Xiamen, Fujian, China; Affiliated Hospital of Guilin Medical Universtiy, Gulin, China; Zhangzhou Hospital Affiliated to Fujian Medical
University, Zhangzhou, Fujian, China; Hainan General Hospital, Haikou, China

Background: Conversion therapy allows a subset of patients with initially unresectable hepa-
tocellular carcinoma (uHCC) to achieve a deep pathological response, enabling curative resec-
tion. However, the optimal duration of postoperative adjuvant therapy remains unclear. This
prospective randomized study compared recurrence-free survival (RFS) and overall survival
(0S) between 3-month and 6-month durations of postoperative adjuvant therapy after Ro
resection in patients achieving major pathological response (MPR; =90% tumor necrosis) or
pathological complete response (pCR). Methods: This randomized controlled trial
(ChiCTR2100051789) enrolled patients with uHCC who achieved a MPR or pCR following
conversion therapy. Eligibility criteria included pathological confirmation of MPR or pCR after
Ro resection. Eligible patients were randomized 1:1 to receive 3 months (Group 3M) or 6 months
(Group 6M) of postoperative adjuvant therapy starting 1 month after surgery. The primary
endpoint was RFS; secondary endpoints included OS and recurrence patterns. Results: Between
January 15, 2022, and April 20, 2025, 58 patients were randomized (29 per group). Pathological
evaluation confirmed MPR in 21 patients and pCR in 37 patients. After a median follow-up of
33.05 months, recurrence occurred in 8 patients. The 1-, 2-, and 3-year RFS rates were 89.3%,
89.3%, and 78.8% in Group 3M and 88.9%, 88.9%, and 88.9% in Group 6M (P = 0.592).
Corresponding OS rates were 100%, 96.4%, and 96.4% versus 100%, 91.8%, and 91.8%,
respectively (P = 0.451). Conclusions: In patients with uHCC who achieved a deep pathological
response (MPR or pCR) after conversion therapy, a shorter duration of adjuvant therapy may be
sufficient, with a 3-month course providing survival outcomes comparable to those of a 6-
month course. Clinical trial information: ChiCTR2100051789. Research Sponsor: None.

Visit meetings.asco.org and search by abstract for the full list of abstract authors and their disclosure information. Abstract data
current as of May 12, 2026.


http://meetings.asco.org

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY

4122 Poster Session

Final results of a phase Il study of fluorouracil (FU), leucovorin (LV), and nano-
liposomal irinotecan (nal-IRI) in previously treated biliary tract cancer (NAPOLI-2).

Benjamin Adam Weinberg, Benjamin R. Tan, Aiwu Ruth He, Anita Turk, Max W. Sung, Olivia Aranha, Reetu Mukherji, Marcus Smith Noel, Lee Ratner, Rama Suresh,

Kian-Huat Lim, Moh'd M. Khushman, Nikolaos Trikalinos, John L. Marshall, Hongkun Wang, Katrina Sophia Pedersen; Ruesch Center for the Cure of Gastrointestinal
Cancers, Lombardi Comprehensive Cancer Center, Georgetown University Medical Center, Washington, DC; Siteman Cancer Center, Washington University School of
Medicine, St. Louis, MO; Columbia University Irving Medical Center, New York, NY; Indiana University Melvin and Bren Simon Comprehensive Cancer Center, Indianapolis,
IN; Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY; Siteman Cancer Center, Washington University School of Medicine, Saint Louis, MO;
Ruesch Center for the Cure of Gastrointestinal Cancer, Lombardi Comprehensive Cancer Center, Georgetown University, Washington, DC; Mayo Clinic Comprehensive
Cancer Center, Rochester, MN

Background: BTCs are rare and aggressive malignancies. The first-line standard of care reg-
imen for advanced BTC (aBTC) is gemcitabine (GEM), cisplatin, and an immune checkpoint
inhibitor. Although FOLFOX is a preferred second-line treatment, it is limited by neuropathy.
Nal-IRI contains IRI free base in liposome nanoparticles, which shelter IRI from conversion to
its active metabolite (SN-38) and increase intratumoral SN-38 compared with IRI alone. The
NAPOLI-1 trial of FU/LV/nal-IRIvs. FU/LV in second-line advanced pancreatic adenocarcinoma
showed an overall survival (OS) benefit. The NIFTY trial (South Korea) demonstrated median OS
(mOS) benefit of FU/LV/nal-IRI over FU/LV in a second-line aBTC population (8.6 vs.
5.3 months [mo], HR 0.68, 95% CI 0.48-0.95); however, the NALIRICC trial (Germany) did
not (6.9 vs. 8.2 mo, HR 1.08, 95% CI 0.68-1.72). We sought to characterize second-line FU/LV/
nal-IRI efficacy in US patients (pts) with second-line aBTC. Methods: This was a single-arm,
open-label, multicenter phase II study of pts with aBTC previously treated with GEM/platinum
chemotherapy. Pts received nal-IRI 70 mg/m? IV over 90 minutes, LV 400 mg/m? IV over 30
minutes every 14 days, and FU 2400 mg/m? IV over 46 hours every 14 days. The primary
objective was to determine progression-free survival rate at 4 mo (PFS,,,) using RECIST v. 1.1
criteria. Median PFS reported for pts receiving second-line 5-FU doublet chemotherapy was 3
mo with a PFS of 30%. FU/LV/nal-IRI was of interest if it could increase the PFS,,, to 50% or
higher. Using a one-sided « of 0.05 and 80% power, 17 of 39 evaluable pts had to be
progression-free at 4 mo to detect a difference in PFS,n, between 30% and 50%. Results:
Forty-eight pts were enrolled: median age 64.5 years; 69% women; 27% gallbladder primary;
54% intra- and 19% extrahepatic. Ten pts came off study due to toxicity without disease
progression before 4 mo on study and were replaced to evaluate the PFS,,,, endpoint. Of 38
evaluable pts, 18 pts (PFS,mo 47%) were alive and progression-free at 4 mo, meeting the
primary endpoint. With a median follow-up of 7.1 mo, median time to disease progression or
study discontinuation due to toxicity for all pts was 2.3 mo (95% CI 1.8-4.6, PFS,,, 38%), and
for pts evaluable for the primary endpoint, median PFS was 3.5 mo (95% CI 1.8-5.5). Five pts
(10%) had PFS beyond 12 mo. mOS for all pts was 7.9 mo (95% CI 5.7-11.7). Of 41 evaluable pts,
the response rate was 2% (1 PR), and the disease control rate was 54%. Adverse events (AEs)
were consistent with known toxicities from the FU/LV/nal-IRI regimen. Conclusions: FU/LV/
nal-IRI is an effective second-line regimen for aBTC in US pts. There was significant early
toxicity as 21% of pts came off study due to AEs before 4 mo. Correlative studies, including
longitudinal analyses of circulating tumor DNA using banked blood specimens, are planned
(NCT04005339). Clinical trial information: NCT04005339. Research Sponsor: Ipsen.
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A phase Il study of bTAE-HAIC combined with lenvatinib and camrelizumab for
patients with high tumor burden hepatocellular carcinoma: The TALEM-H trial.

Xue Han, Jin-Hua Huang, Zhimei Huang; Sun Yat-sen University Cancer Center, Guangzhou, China; Department of Minimally Invasive Interventional Therapy, State Key
Laboratory of Oncology in South China; Collaborative Innovation Center of Cancer Medicine, Guangzhou, China; Sun Yat-sen University Cancer Center, Guangzhou,
Guangdong Province, China

Background: Patients with high tumor burden hepatocellular carcinoma (HCC) face a dismal
prognosis. TALEM-H is a single-arm, prospective trial, aiming to evaluate the safety and
preliminary effectiveness of transcatheter arterial embolization with blank microspheres
(bTAE) plus hepatic artery infusion chemotherapy (HAIC) combined with lenvatinib and
camrelizumab as first-line therapy for patients with high tumor burden HCC. Methods: Forty
patients with huge HCC (defined as a single tumor >10 cm or multiple tumors >15 cm in
diameter) received bTAE and FOLFOX-HAIC (Oxaliplatin 85mg/m2 2h + Calcium Levofolinate
toomg/m2 2h + Fluorouracil 2400mg/m2 46h) and lenvatinib (4-8mg) once daily plus
camrelizumab (200mg) Q3W. The primary endpoint was objective response rate (ORR) accord-
ing to mRECIST criteria. Secondary endpoints included progression-free survival (PFS), overall
survival (OS) and treatment-related adverse events (TRAEs). Results: As of January 10, 2026,
the median follow-up time was 10.7 months. The median maximum tumor diameter was
124mm (range: 77.5—262 mm) and the median sum of the diameters of the three largest tumors
was 182 mm (range: 110—328.5 mm). The intrahepatic ORR was 95%, with 7 cases (17.9%) of
intrahepatic complete response (CR) and 30 cases (76.9%) of intrahepatic partial response (PR).
The 1-year and 2-year PFS rates were 48.7% and 37.6%, respectively (median PFS: 10.4 months;
95% CI: 8.6—15.1). Median OS has not yet been reached. Further, TRAEs of any grade occurred in
35 patients (87.5%) and no treatment-related deaths occurred. Grade 3 or higher TRAEs
occurred in 12.5% of patients, commonly hypoalbuminemia (5%), immune-mediated pneu-
monitis (2.5%), and anemia (2.5%). Conclusions: bTAE-HAIC combined with lenvatinib plus
camrelizumab represents a promising first-line treatment, offering an exceptional ORR and
encouraging survival outcomes for HCC patients with a high tumor burden. Clinical trial
information: NCT06061276. Research Sponsor: None.

Baseline characteristics.

Variable All Patients (N = 40)
BCLC Stage C 32 (80%)
Extrahepatic Metastasis 18 (45%)
Tumor Number- Multiple ( 23 ) 28 (70%)
Largest Diameter (cm) >10 cm 35 (87.5%)
Sum of the diameters of the three largest tumors >20 cm 14 (35%)
Macrovascular Invasion 27 (67.5%)
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Beyond fibroblast growth factor receptor 2 (FGFR2) fusions: Mutations and am-
plifications in intrahepatic cholangiocarcinoma.

Felicity David, Fen Saj, Lianchun Xiao, Dean C. Pavlick, Miriam Saffern, Quentin Kimana, Sunyoung S. Lee, Jordi Rodon Ahnert, Jeffrey S. Ross, Milind M. Javle; The
University of Texas MD Anderson Cancer Center, Houston, TX; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center,
Houston, TX; Department of Biostatistics, The University of Texas MD Anderson Cancer Center, Houston, TX; Foundation Medicine, Inc., Boston, MA; Departments of
Pathology, Urology and Medicine (Oncology), SUNY Upstate Medical University, Syracuse, NY

Background: FGFR2 alterations occur in 10-20% of iCCA. While FGFR-directed therapies are
established for FGFR2 fusions, the genomic landscape and therapeutic relevance of non-fusion
FGFR2 alterations remain poorly defined. Methods: Comprehensive genomic profiling was
performed on 9,661 iCCA cases negative for FGFR2 rearrangements/fusions to identify FGFR2
short-variant sequence mutations and amplifications (Non-FGFR2 SV/AMP). Biomarkers in-
cluded tumor mutational burden (TMB), microsatellite instability (MSI), homologous recom-
bination deficiency deficiency signature (HRDsig), and PD-L1 expression (TPS). Genomic
features were compared with FGFR2-wild-type (FGFR2wt) iCCA. Clinical outcomes were
assessed in a single-center cohort treated with FGFR inhibitors. Results: Non-FGFR2 SV/
AMP alterations were identified in 324 cases (3.4%), consisting of SV (92.8%), AMP (6.1%),
or both (1.1%). Among short variants, 66.0% localized to the extracellular domain, 23.1% to the
transmembrane domain, 7.69% to the kinase domain, and 3.21% to the cytoplasmic non-kinase
domain. Compared with FGFR2wt tumors, Non-FGFR2 SV/AMP iCCA occurred more frequently
in females (57.7% vs 50.0%, p = 0.02) and showed similar age, genomic ancestry, trinucleotide
signatures, MSI-high status (1.6% vs 1.8%), TMB > 10 mt/Mb (2.2% vs 3.6%), PD-L1 positivity
(18.8% vs 21.4%), and HRDsig positivity (4.6% vs 5.0%). Co-occurring actionable alterations
(IDH1, ERBB2, BRAF, MTAP loss) were less frequent in Non-FGFR2 SV/AMP tumors, while BAP1,
NF2 and TSC1 alterations were enriched. Among 42 patients with non-fusion FGFR2 alterations
treated at a single center, 16 (38%) received FGFR-directed therapy including pemigatinib,
futibatinib, tinengotinib, lirafrugatinib and derazantinib. The objective response rate was 25%
(95% CI: 7.3-52.4). Best responses included partial response (25%), stable disease (50%), and
progressive disease (25%), with a median duration of response of 5.4 (95% CI: 1.9-8.9) months.
Median overall survival was significantly longer in patients receiving FGFR-targeted therapy
compared with those who did not (28.4 months [95% CI, 23.8-33.0] vs 14.6 months [95% CI,
6.25-23.0]; p = 0.023). Recurrent FGFR2 mutations involved N549K (kinase), C382R (trans-
membrane), and Y375C (extracellular) domains. Conclusions: Non-fusion FGFR2 sequence
mutations and amplifications define a distinct subset of iCCA with fewer alternative actionable
drivers and sensitivity to FGFR-targeted therapy. These findings support consideration of FGFR
inhibition beyond FGFR2 fusions and highlight the need for refined patient selection strategies.
Research Sponsor: None.
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First-line tislelizumab plus chemoradiotherapy for patients with advanced biliary
tract cancer: A prospective, biomolecular exploratory, phase Il trial.

Mingzhen Zhou, Hongru Wang, Liang Qi, Tingting Ma, Jie Shen; The Comprehensive Cancer Center, Nanjing Drum Tower Hospital & Group's Sugian Hospital, Affiliated
Hospital of Medical School, Nanjing University, Nanjing, China; Comprehensive Cancer Center, Department of Oncology, Nanjing Drum Tower Hospital Clinical College of
Nanjing University of Chinese Medicine, Nanjing, China; Comprehensive Cancer Center, Department of Oncology, Nanjing Drum Tower Hospital Clinical College of Nanjing
Medical University, Nanjing, China., Nanjing, China; The Comprehensive Cancer Centre of Nanjing Drum Tower Hospital & Group's Sugian Hospital, Affiliated Hospital of
Medical School, Nanjing University, Sugian, Jiangsu, China

Background: Advanced biliary tract cancer (BTC) characterized by a poor prognosis, and the
combination of immunotherapy with conventional chemoradiotherapy offers a promising
therapeutic approach. Methods: This phase II study evaluated the efficacy and safety of
tislelizumab (an anti-PD-1 antibody) in combination with chemoradiotherapy as a first-line
treatment for advanced BTC. The primary endpoints were objective response rate (ORR) and R0
resection rate, and the secondary endpoints included median progression-free survival
(mPFS), median overall survival (mOS), and Disease Control Rate (DCR). Biomarker analyses
assessed CA19-9 dynamics and immune cell subsets. Results: Among 28 patients, the ORR was
57% (16/28), with a conversion rate of 14% (4/28) and a 100% Ro resection rate (4/4). The
median PFS was 14 months and the median OS was 19 months. The regimen exhibited a
manageable safety profile, with grade 3 adverse events occurring in 21% (6/28) of patients
(2 with drug-induced liver injury and 4 with myelosuppression). No grade 4 events were
observed. Reduced CA19-9 levels were significantly correlated with improved OS (p = 0.022)
and PFS (p = 0.002). Immunohistochemistry analysis revealed differential expression of CD4,
CD103, and PD-1 between responders and non-responders. Notably, high expression of
CD103"CD8"* tissue-resident memory T (TRM) cells and CD103"CD8*PD-1* TRM cells was
associated with significantly improved OS. Conclusions: In conclusion, the combination of
tislelizumab with chemoradiotherapy demonstrates promising efficacy and acceptable safety
in advanced BTC, with CD103*CD8" TRM cells identified as a potential predictive biomarker.
Clinical trial information: ChiCTR2300070425. Research Sponsor: Project of The National
Health Commission Health Development Research Center; No. WKZX2023CX020001; Clinical
Trials from the Affiliated Drum Tower Hospital, Medical School of Nanjing University; 2024~
LCYJ-PY-59; the Affiliated Hospital of Nanjing University Medical School; XJSFZLX202321.
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CXCL12" pericytes as drivers of lymphatic dissemination in pancreatic cancer:
Integrated single-cell and spatial analysis.

Xiangxu Wang, Yunpeng Liu, Hong-Mei Zhang; Department of Clinical Oncology, Xijing Hospital, The Fourth Military Medical University, Xi'an, China; Fourth Military Medical
University, Xi'an, China

Background: Pancreatic ductal adenocarcinoma (PDAC) exhibits poor prognosis largely due to
early lymph node metastasis, yet the cellular and molecular mechanisms governing lymphatic
dissemination remain incompletely understood. Methods: We integrated multi-omics ap-
proaches including single-cell RNA sequencing (scRNA-seq) of 19 PDAC samples, spatial
transcriptomics of 6 specimens, bulk RNA sequencing of 174 cases, and multiplex immuno-
fluorescence of 166 clinical samples stratified by lymph node metastasis status. Cell-cell
communication analysis, trajectory inference, and functional validation were performed to
elucidate pro-metastatic mechanisms. Results: Single-cell profiling of 145,283 cells revealed
substantial cellular heterogeneity, with fibroblasts and pericytes serving as dominant signaling
hubs within the tumor microenvironment. Lymph node metastasis-positive (pLNM) tumors
exhibited enhanced stromal-epithelial crosstalk mediated by PTN and ANGPT pathways. We
identified invasive epithelial subpopulations (Epi_ MUC5AC_CD24 and Epi_ NEAT1_MALAT1)
significantly enriched in pLNM samples, characterized by activation of EMT and invasion-
related programs. Critically, high-resolution subclustering uncovered a CXCL12-expressing
pericyte subset (PCs_ CXCL12) preferentially expanded in metastatic tumors. Multiplex im-
munofluorescence validation in 166 specimens demonstrated that CXCL12+ pericyte infiltra-
tion correlated with perineural invasion, lymph node metastasis, advanced TNM stage, and
inferior survival outcomes. Multivariate analysis established CXCL12+ pericyte score as an
independent prognostic factor for both disease-free and overall survival. Mechanistically, we
identified MYC as the master transcriptional regulator driving CXCL12 secretion in pericytes.
Functional studies revealed that MYC-driven pericyte-derived CXCL12 promoted PDAC cell
proliferation, invasion, and EMT. Spatial transcriptomics demonstrated co-localization of
MYC, CXCL12, and its receptor CXCR4 in perineural pericyte niches. Orthotopic xenograft
models confirmed that pericyte-specific Myc depletion significantly reduced tumor growth,
CXCL12+ pericyte density, and tumor-associated lymphangiogenesis. Conclusions: This study
establishes the pericyte MYC-CXCL12 axis as a critical driver of PDAC lymphatic metastasis
through promotion of tumor cell invasion, EMT, and lymphangiogenesis. CXCL12+ pericytes
represent a novel prognostic biomarker and potential therapeutic target for preventing lymph
node metastasis in PDAC patients. Research Sponsor: None.
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Distribution and density of tertiary lymphoid structures as predictors of clinical
outcomes and immunotherapy responses in gallbladder cancer.

Rui Zhang, Yichen Guan, Jiawei Yuan, Zhimin Geng; 1st Affiliated Hospital of Xi'an Jiaotong University, Xi'an, Shaanxi, China; The First Affiliated Hospital of Xi'an Jiaotong
University, Xi'an, Shaanxi, China

Background: Gallbladder cancer (GBC) is an aggressive malignancy with limited treatments and
is often immunologically “cold.” Tertiary lymphoid structures (TLS) are key regulators of
antitumor immunity, but their spatial heterogeneity and clinical impact in GBC remain un-
known. This study explores how TLS distribution and maturation influence outcomes and
immunotherapy response in GBC. Methods: We analyzed 99 GBC patients who underwent
curative resection (2015—2020). H&E and multiplex immunohistochemistry(mIHC) identified
TLS number, maturation, and spatial distribution. TLS were categorized into intratumoral (T)
and peritumoral (P) regions. Novel TLS scores (T score, P score) were developed to quantify TLS
abundance and correlate with overall survival (OS). Pre-treatment samples from anti-PD-1-
treated advanced GBC patients were assessed for TLS association with immunotherapy re-
sponse. Patient-derived xenograft (PDX) models were used to compare tumor progression and
anti-PD-1 efficacy between TLS-high and TLS-low groups. Results: T score correlated with
improved OS (p < 0.001), while P score negatively correlated with OS (p < 0.001). Intratumoral
TLS contained more Fol-1/Fol-II structures; peritumoral TLS were predominantly Agg (p <
0.001). Responders to immunotherapy had higher intratumoral TLS scores (median 2.5 vs. 0.5,
p < 0.01), TLS numbers (8.0 vs. 3.0/ROI, p < 0.05), and TLS area (29.0% Vvs. 12.0%, p < 0.05).
Intratumoral TLS showed higher CD8* T cells, CD4* T cells, and Tth cells (all p < 0.05), whereas
peritumoral TLS were enriched in Tregs (p < 0.01). Higher T scores linked with increased CD8*
T cells, Tth cells, CD21*CD23* FDC, and LAMP3* DCs, but decreased Tregs and M2 macrophages
(all p < 0.05). An immune classification based on T/P scores stratified patients into four
prognostic subgroups with distinct OS (p < 0.001). In PDX models, TLS-high tumors progressed
slower (p < 0.05) and responded better to anti-PD-1 therapy(p < 0.01). Conclusions: TLS spatial
distribution in GBC exerts opposing prognostic effects: intratumoral TLS promote antitumor
immunity, while peritumoral TLS may support tolerance. TLS-high tumors show greater
sensitivity to immunotherapy. A TLS-based immune classification may guide personalized
treatment. Research Sponsor: National Natural Science Foundation of China; 82503726.
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Real-world outcomes of microsatellite instability-high (MSI-H)/mismatch repair
deficient ({MMR) biliary tract cancers (BTC).

Madhulika Eluri, Andrés J. Mufioz Martin, Lianchun Xiao, Quentin Kimana, Sunyoung S. Lee, Zishuo lan Hu, Milind M. Javle, Teresa Macarulla; The University of Texas MD
Anderson Cancer Center, Houston, TX; Instituto Investigacion Sanitaria Gregorio Marafion, Universidad Complutense, Madrid, Spain; Department of Biostatistics, The
University of Texas MD Anderson Cancer Center, Houston, TX; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center,
Houston, TX; Department of Gastrointestinal Medical Oncology, Division of Cancer Medicine, The University of Texas MD Anderson Cancer Center, Houston, TX; Vall
d'Hebron University Hospital, Vall d'Hebrén Institute of Oncology, Barcelona, Spain

Background: Immune checkpoint inhibitors have revolutionized the treatment of microsa-
tellite instability—high (MSI-H) or mismatch repair—deficient (AMMR) cancers. MSI-H/dMMR
represents a rare molecular subset (1%) within biliary tract cancers (BTC). The role of immu-
notherapy alone remains unknown. We investigated clinical features, treatment outcomes, and
genomic characteristics of MSI-H/dMMR BTCs in two real world cohorts. Methods: Multicenter
retrospective study of BTC patients with MSI-H/dMMR status by immunohistochemistry (IHC)
and/or PCR. Patients were from two independent cohorts: MD Anderson Cancer Center
(MDACC) and the RETUD registry of the Spanish Cooperative Group for Digestive Tumor
Therapy (TTD) group. Results: 46 patients with MSI-H BTC were included in this study; with
21 from MDACC and 25 patients from TTD Cohort. Median age 46 years (95% CI38-80), (35
(76.1%) had intrahepatic cholangiocarcinoma 8 (17.4%) had extrahepatic cholangiocarcinoma
and 3 (6.5%) had gallbladder cancer. Patient characteristics are summarized in Table 1. The
median OS was 24.4 months (95% CI: 19.9, 40.6). The median follow-up time was 50.2 months
(95% CI: 36.2, NA). Thirty-one (68.9%) patients received immunotherapy as part of their
treatment course, and 14 (31.1%) did not. For first-line therapy (n=40), the median
progression-free survival (PFS) for chemotherapy was 3.19 months (95% CI: 2.56-6.6) and
for immunotherapy alone was not reached (95% CI: 8.25-NR, p=0.0006), while among those
receiving second-line therapy (n=21), the median PFS for chemotherapy was 4.04 months
(95% CI: 2.73-NR) and for immunotherapy alone was 9.69 months (95% CI: 4.43-NR,
P=0.044). The median OS was 24.7 months (95% CI: 19.91, NA) in patients with 10, and
19.1 months (95% CI: 13.83, NA) without IO (log rank test p value = 0.085). Conclusions:
MSI-H/dMMR BTC patients may derive limited benefit with frontline chemotherapy. Immune
checkpoint inhibition may drive durable disease control, supporting early dMMR/MSI-H
testing to optimize treatment. Research Sponsor: None.

Summary of patient characteristics.

Covariate N (%)
Gender F 18(39.1%)
M 28(60.9%)
Race Asian 2(4.3%)
Black 1(2.2%)
White/Caucasian 43(93.5%)
Grade
G2:Moderately differentiated 8(42.1%)
G3:Poorly differentiated 11(57.9%)
Stage >l 33(71.7%)
-l 13(28.3%)
Mismatch Repair Gene Loss
MLH1 5(12.2%)
MLH1,MSH6 3(7.3%)
MLH1,PMS2 20(48.8%)
MLH1,PMS2,MSH6 1(2.4%)
MSH2,MSH6 7(07.1%)
MSH6 1(2.4%)
PMS2 4(9.8%)
Resectable at Diagnosis No 27(58.7%)
Yes 19(41.3%)
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A phase I/1l study of CDX-1140, a CD40 agonist, in combination with capecitabine
and oxaliplatin (CAPOX) and pembrolizumab in subjects with biliary tract carci-
noma: Phase 1 results.

Tim F. Greten, Donna Mabry Hrones, Cecilia Monge, Nebojsa Skorupan, David E. Kleiner, Bradford Wood, Bernadette Redd; Thoracic and Gastrointestinal Malignancies
Branch, Center for Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, MD; National Cancer Institute, National Institutes of Health,
Bethesda, MD; Laboratory of Pathology, Center for Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, MD; Center for Interventional
Oncology, National Cancer Institute, National Institutes of Health, Bethesda, MD; Department of Radiology and Imaging Sciences, Clinical Center, National Cancer Institute,
National Institutes of Health, Bethesda, MD

Background: Second line therapy shows limited efficacy in biliary tract carcinoma (BTC). We
have demonstrated potent anti-tumor effects of anti-CD40/anti-PD1 plus chemotherapy in
murine cholangiocarcinoma (Diggs et al. ] Hepatol 2021 74:1145). CDX1140 is a human IgG2
activating anti-CD40 antibody. Based on these preclinical studies we conduct a phase I/II study
testing the combination of CDX-1140 plus pembrolizumab (pem), capecitabine (cap) and
oxaliplatin (ox) in BTC patients previously treated with at least one line of systemic therapy.
Safety and tolerability were assessed in the phase I portion. Methods: Between Aug 2024 and
Jun 2025 a total of 9 participants were enrolled into the Phase I portion of the trial. 1000 mg cap
was given p.o. bid on days 1-14 plus 130 mg/m2 ox i.v. on day 1 of a 21-day treatment cycle.
CDX1140 was dosed at 0.72 mg/kg dose level 1 (DL1) and 0.36 mg/kg (DL-1) i.v. on day 8 plus
200 mg pembrolizumab i.v on day 8. The DLT period was 35 days, starting on day 8 of cycle 1
after CDX-1140 administration. Enrolment into the phase II portion was started after the
recommended dose of CDX-1140 had been determined. Results: We enrolled a total of 9 patients
(pts) into the phase I portion. All patients had received at least one line of prior systemic
chemotherapy including antiPD1/PD-L1. 2 out of the first 3 pts treated at DL1 developed a grade
3 thrombocytopenia and we reduced dosing to DL-1. 1 out of 6 pts treated at DL-1 developed a
grade 3 thrombocytopenia and DL-1was considered safe. Other treatment related grade 3/4 AEs
were: lymphopenia, leukocytopenia, anemia, skin rash and hypotension. Most patients devel-
oped grade 1/2 arthralgia. At data cut-off (Dec/15/25) PES for the nine patients was 7.3 months
(range: 2.3 - 19.1 months). DCR was 56 % with 2 patients demonstrating a PR and 3 pts with SD.
Conclusions: We have completed the phase I portion of our trial and demonstrate that CDX1140
plus pem, cap and ox is safe and tolerable in pts with BT'C. No new and or unexpected toxicities
were observed. We observed encouraging clinical responses. Patients will be enrolled to the
phase II portion and updated results will be presented. Clinical trial information:
NCT05849480. Research Sponsor: None.
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Sequential bTAE-HAIC combined with lenvatinib and sintilimab for infiltrative he-
patocellular carcinoma: A single-center perspective.

Qunfang Zhou, Yingwen Hou, Jin-Hua Huang, Zhimei Huang; Sun Yat-sen University Cancer Center, Guangzhou, Guangdong Province, China; Harbin Medical University
Cancer Hospital, Harbin, Heilongjiang Province, China

Background: Infiltrative hepatocellular carcinoma (HCC) is defined as a tumor with ill-defined
border, no evidence of convex margination, and no typical enhancement pattern by imaging.
This subtype of HCC is usually associated with poor prognosis and is frequently diagnosed at
advanced stage. Blank-microsphere transcatheter arterial embolization (bTAE) and hepatic
arterial infusion chemotherapy (HAIC) of oxaliplatin, 5-fluorouracil and leucovorin are effec-
tive and safe for HCC. This prospective study is to evaluate the safety and efficacy of bTAE-HAIC
combined with Lenvatinib and Sintilimab for intermediate-advanced infiltrative HCC.
Methods: This prospective phase II trial is a single-center, single-arm study designed to
assess the efficacy and safety of TAE and HAIC, combined with sequential Lenvatinib and
Sintilimab on infiltrative HCC. Patients with primary infiltrative HCC treated at our center
between October 2023 and December 2024. The primary endpoint was objective response rate
(ORR) according to mRECIST criteria. Secondary endpoints included overall survival (OS),
progression-free survival (PFS), and treatment-related adverse events (AEs). Results: A total
of 30 patients who met the criteria were enrolled in this study and received at least 2 courses of
TAE-HAIC combined with Lenvatinib and Sintilimab treatment. The median follow-up time
was 7.1 months, and 10 patients died during the period. 5 patients (16.7%) achieved complete
response (CR) after sequent ablation or radiotherapy, 20 patients (66.7) were evaluated as PR.
The overall ORR was 83.3%. The median OS was 16.0 months (95%(CI: 5.6-26.5 months). The 3-
month, 6-month and 12-month rates of OS were 93.3%, 83.0% and 60.2%. The median PFS was
9.5 months (95%CI: 4£.9-14.1 months), and the PFS rates at 3-month, 6-months and 12-month
were 95.7%, 68.1% and 20.4%, respectively. The median liver-specific PFS was 11.7 months
(95%CI: 7.7-15.7 months). The overall incidence of treatment related AEs was 76.7% according
to the CTCAE 5.0 criteria. The incidence of Grade 1-2 AEs was 73.3%, and only one patient
experienced Grade 3 AE. 10 patients (33.3%) received dose reduction, 9 patients (30.0%)
discontinued drug therapy. Conclusions: The preliminary results of current study indicates
that the combination regimen is safe and effective, and the AEs and complications are con-
trollable and tolerable. This study provides a reference for further phase III clinical research,
and a novel treatment option for the infiltrative HCC. Clinical trial information: NCT06070636.
Research Sponsor: None.

Baseline characteristics.

Variable All Patients (N = 30)
Male 26 (86.7%)
BCLC Stage C 28 (93.3%)
Extrahepatic Metastasis 13 (43.3%)
Tumor Number- Multiple ( 23 ) 16 (53.3%)
Largest Diameter (cm) >10 cm 24 (80.0%)
Largest Diameter (cm) >15 cm 8 (26.7%)
Macrovascular Invasion 25 (83.3%)
Portal Hypertension 12 (40.0%)
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Hepatic arterial infusion chemotherapy plus lenvatinib and PD-1 inhibitors as first-
line treatment for hepatocellular carcinoma with high tumor burden and portal vein
tumor thrombus: A target trial emulation study (CHANCE 2416).

Jiaxi Liu, SongNan Zhang, Guang Tan, Dong-Feng He, Liangrong Shi, Zhimei Huang, Haipeng Yu, Chang Liu, Wei Dong, Nanya Wang, Qian Dong, Chang Yong E, Wei Wang,
Zhi-Hui Chang, Chang Zhao, Chang-Long Hou, Xiao-Dong Wang, Haidong Zhu, Hai-Bo Shao, CHANCE2416 Study Group; The First Hospital of China Medical University,
Department of Interventional Radiology, Shenyang, China; Oncology Department, Affiliated Hospital of Yanbian University, Yanji, Jilin, China; The First Affiliated Hospital of
Dalian Medical University, Dalian, China; Harbin Medical University Cancer Hospital, Harbin, China; Xiangya Hospital, Central South University, Changsha, China; Sun Yat-
sen University Cancer Center, Guangzhou, Guangdong Province, China; Tianjin Medical University Institute and Hospital, National Clinical Research Center for Cancer,
Tianjin, China; West China Hospital of Sichuan University, Chengdu, China; The First Hospital of Jilin University, Changchun, China; Liaoning Key Laboratory of
Gastrointestinal Cancer Translational Research, Liaoning Cancer Hospital and Institute, Cancer Hospital of Dalian University of Technology, Shenyang, Liaoning, China;
China-Japan Union Hospital, Jilin University, Changchun, China; The First Affiliated Hospital of Jinzhou Medical University, Jinzhou, China; Shengjing Hospital of China
Medical University, Shenyang, China; Guangxi Medical University Cancer Hospital, Nanning, China; The First Affiliated Hospital of USTC, Division of Life Sciences and
Medicine, University of Science and Technology of China, Hefei, China; Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing),
Department of Interventional Therapy, Peking University Cancer Hospital & Institute, Beijing, China; Center of Interventional Radiology & Vascular Surgery, Department of
Radiology, Zhongda Hospital, Medical School, Southeast University, Nanjing, Jiangsu, China; Department of Interventional Radiology, The First Hospital of China Medical
University, Shenyang, China

Background: Patients with advanced hepatocellular carcinoma (HCC) characterized by high
tumor burden (beyond up-to-seven criteria) and portal vein tumor thrombus (PVTT) have a
median overall survival (0S) of lower than 4 months without intervention. Global guidelines
rely on Phase III trials that often under-represented this high-risk subgroup, creating a
therapeutic gap. While systemic combinations are standard, they may lack the rapid cytore-
ductive potency required to prevent liver failure in this subgroup. We emulated a target trial to
evaluate if adding hepatic arterial infusion chemotherapy (HAIC) to lenvatinib and PD-1
inhibitors (H+L+P) improves outcomes compared to lenvatinib and PD-1 inhibitors (L+P)
alone. Methods: Using multicenter data from 22 centers in the Chinese Liver Cancer Clinical
Study Alliance (CHANCE) registry, we compared first-line H+L+P (n = 127) vs. L+P (n = 117) in
patients with advanced HCC (BCLC stage C without extrahepatic spread) and PVTT (Vp1-4). To
minimize selection and immortal time biases, we employed stabilized inverse probability of
treatment weighting (SIPTW) and a cloning-censoring-weighting framework. The primary
endpoint was OS; secondary endpoints included progression-free survival (PFS), site-specific
PFS, objective response rate (ORR), and safety. Results: Baseline covariates were well-balanced
after weighting (SMD < 0.1). After sIPTW adjustment, H+L+P demonstrated a significant
survival benefit: median OS was 25.6 months (95% CI: 22.0—33.7) vs. 15.9 months (95% CI:
12.6—21.3) for L+P (adjusted HR, 0.60; 95% CI: 0.43—0.82; p = 0.0015). Crucially, a favorable
survival trend was preserved even in the high-risk Vp3-4 subgroup (HR 0.77). Median PFS
(RECIST v1.1) was 13.0 vs. 6.8 months (adjusted HR, 0.58; p = 0.0002). H+L+P significantly
delayed progression in intrahepatic lesions (median 14.8 vs. 7.8 months; p = 0.0006) and PVTT
(median 24.9 vs. 15.5 months; p = 0.0183). Intrahepatic ORR (mRECIST) was 87.4% for H+L+P
vs. 28.9% for L+P (p < 0.0001), with a PVTT response rate of 81.6% vs. 22.1% (p < 0.0001).
Grade =3 adverse events (AEs) occurred in 37.0% of the H+L+P group vs. 9.4% in the L+P group.
Common Grade =3 AEs in the H+L+P arm included abdominal pain (20.5%) and leukopenia
(5.5%); no treatment-related deaths occurred in the H+L+P group. Conclusions: In this target
trial emulation, adding HAIC to lenvatinib and PD-1 inhibitors significantly improved OS and
PFS in patients with high-risk HCC and PVTT. The survival advantage was driven by rapid and
profound locoregional control, particularly of the tumor thrombus, with a manageable safety
profile. Clinical trial information: NCT06631326. Research Sponsor: None.
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Tinengotinib  (TT-00420) in advanced/metastatic FGFR2-altered chol-
angiocarcinoma following prior chemotherapy and FGFR inhibitor treatment: Re-
sults from a phase Il study (FIRST-08).

Jun Zhou, Jiajia Yuan, Lan Zhang, Qing Zhu, Ming Yang, Hao Chen, Weimin Ding, Xielin Feng, Kui Wang, Yueyin Pan, Shanzhi Gu, Yanru Qin, Weiwei Kong, Qi Xu,
Zengqing Guo, Hong Zhao, Yujia Zhu, Caixia Sun, Jean Fan, Lin Shen; Peking University Cancer Hospital & Institute, Beijing, China; Department of Gastrointestinal Oncology,
Peking University Cancer Hospital, Beijing, China; Zhongshan Hospital, Fudan University, Shanghai, China; West China Hospital, Sichuan University, Chengdu, China;
Hepatopancreatobiliary Center, Beijing Tsinghua Changgung Hospital, School of Clinical Medicine, Institute for Precision Medicine, Tsinghua University, Beijing, China;
Fudan University Shanghai Cancer Center, Shanghhai, China; Department of Oncology, Zhujiang Hospital of South Medical University, Guangzhou, Guandong, China;
Sichuan Cancer Hosptial, Chengdu, China; Shanghai Eastern Hepatobiliary Surgery Hospital, Shanghai, China; Anhui Provincial Hospital, Hefei, China; Hunan Cancer
Hospital, Changsha, China; Affiliated Cancer Hospital of Zhengzhou University, Zhengzhou, China; Comprehensive Cancer Center of Nanjing Drum Tower Hospital, Medical
School and Clinical Cancer Institute of Nanjing University, Nanjing, China; Department of Hepato-Pancreato-Biliary & Gastric Medical Oncology, Zhejiang Cancer Hospital,
Hangzhou, China; Department of Medical Oncology, Fujian Medical University Cancer Hospital & Fujian Cancer Hospital, Fuzhou, Fujian, China; National Cancer Center/
National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, Beijing, China; TransThera
Sciences (Nanjing), Inc., Nanjing, China; TransThera Sciences (US), Inc., Gaithersburg, MD

Background: Subsequent treatment options for advanced cholangiocarcinoma (CCA) after
failure of chemotherapy and FGFR inhibitors (FGFRi) are limited. Tinengotinib (TT-
00420), a novel FGFRi, potently inhibited FGFR2 fusion/rearrangement and acquired
resistant/FGFR2 kinase domain mutations. The FIRST-08 study is an open-label, multicenter
Phase II study in Chinese patients (pts) with advanced/metastatic CCA (NCT06057571).
Methods: Eligible pts with advanced/metastatic CCA harboring FGFR2 fusion or arrangement,
who had failed prior chemotherapy and one FGFRI, received tinengotinib 10 mg orally once daily
in 21-day cycles. The primary endpoint was objective response rate (ORR) per RECIST v1.1 by
blinded independent central review (BICR). Secondary endpoints included progression free
survival (PFS), disease control rate (DCR), duration of response (DoR), overall survival (OS),
safety, PK and quality of life (QOL) per EORTC QLQ-C30. Results: As of June 27, 2025, 50 pts were
enrolled (median age 56.5 years; 52.0% male; ECOG of 1: 44.0%). Median follow-up was
8.5 months. Forty percent had = 3 prior systemic regimens, 66.0% had prior immunotherapy,
and 42.0% had received other targeted therapies beyond FGFRi. The ORR by BICR was 28.0%
(95%CI, 17.5~41.7) with 14 confirmed partial responses, and median DoR was 7.9 (5.6~ -)
months. The disease control rate (DCR) was 82.0%. The median PFS was 5.7 (4.3~8.3) months.
The median OS had not reached, with the 18 months survival rate 66.9% (47.3~80.6). Common
Gr3/4 TRAESs (=15%) included hypertension (42.0%), palmar-plantar erythrodysesthesia syn-
drome (16.0%), No Gr 5 TRAE was observed. 41 out of 50 pts had biomarker ctDNA samples
collected at baseline, 82.9% pts had FGFR2 fusion and 48.8% had FGFR2 mutation (SNV). 28 pts
had biomarker ctDNA samples collected at both baseline and C3D1. A significant decrease in
maximum variant allele frequencies (MaxVAF) from baseline to C3D1 by a median relative VAF
reduction of 83.7% (p<0.0001), indicating strong molecular response to tinengotinib. Con-
clusions: Tinengotinib demonstrated durable clinical anti-tumor activity and a manageable
safety profile in heavily pretreated CCA pts with FGFR2 fusion/rearrangement following prior
chemotherapy and FGFRi therapy. Clinical trial information: NCT06057571. Research Sponsor:
TransThera Sciences (Nanjing), Inc.

Efficacy outcomes by BICR and investigator.

BICR Investigator
ORR, % (95%CI) 28.0 (17.5~41.7) 20.0 (11.2~33.0)
DCR, % (95%Cl) 82.0 (69.2~90.2) 78.0 (64.8~87.3)
mPFS, months (95%Cl) 5.7 (4.3~8.3) 6.9 (4.3~8.5)
mDoR, months (95%Cl) 7.9 (5.6~ -) 6.6 (2.4~ -)
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Correlation of immune remodeling linked to obesity with immunotherapy outcomes
in cholangiocarcinoma: An externally validated international cohort study.

Antonella Cammarota, Fen Saj, Behnaz Bozorgui, Iwan Paolucci, Quentin Kimana, Nakul Manish Shah, Sangeeta Goswami, Lawrence Kwong, Anil Korkut, Justin Nguyen,
Elisabeth Kong, Rita Balsano, Francesca Salani, Caterina Vivaldi, Margherita Rimini, Lorenzo Fornaro, Andrea Casadei-Gardini, Ana Lleo, Milind M. Javle, Lorenza Rimassa;
Department of Biomedical Sciences, Humanitas University, Pieve Emanuele; Hepatobiliary Immunopathology Lab, IRCCS Humanitas Research Hospital, Rozzano, Milan,
Italy; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Bioinformatics and
Computational Biology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Interventional Radiology, The University of Texas MD Anderson
Cancer Center, Houston, TX; Department of Genitourinary Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of
Translational Molecular Pathology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Biomedical Sciences, Humanitas University, Pieve
Emanuele; Humanitas Cancer Center, IRCCS Humanitas Research Hospital, Rozzano, Milan, Italy; Department of Translational Medicine Research and New Technologies in
Medicine and Surgery, University of Pisa, Pisa, Italy; Unit of Medical Oncology 2, Azienda Ospedaliero-Universitaria Pisana and Department of Translational Medicine
Research and New Technologies in Medicine and Surgery, University of Pisa, Pisa, Italy; Department of Oncology, IRCCS San Raffaele Hospital, Milan, Italy; Department of
Medical Oncology 2, Azienda Ospedaliera Universitaria Pisana, Pisa, Italy; Department of Oncology, IRCCS San Raffaele Research Hospital, Milan, Italy; Department of
Biomedical Sciences, Humanitas University, Pieve Emanuele; Division of Internal Medicine and Hepatology, Department of Gastroenterology, IRCCS Humanitas Research
Hospital, Rozzano, Milan, Italy

Background: Obesity is an established risk factor for cancer, yet paradoxically may be asso-
ciated with improved responses to immune checkpoint inhibitors (ICIs). We investigated
whether obesity defines a clinically and biologically distinct cholangiocarcinoma (CCA) subtype
when treated with ICIs. Methods: Retrospective analysis of Body Mass Index (BMI)-stratified
patients (pts) with CCA treated at a single US center (US cohort) and enrolled in a prospective
multicenter Italian registry (Italian cohort). High BMI was defined per CDC criteria (overweight
25.0-29.9; obesity =30 kg/m2), with cohort-specific cutoffs for analysis (US =30; Italy =25).
Tumor microenvironment (TME) was profiled with bulk RNA-seq and CODEX multiplex im-
aging and body composition radiomics with TotalSegmentator tool in the US cohort. Chi-
square, Pearson correlation or Wilcoxon tests were used to test associations with BMI; overall
survival (0S) was assessed with Kaplan-Meier and Cox models. Results: 989 pts were included
(661US; 328 Italy). In the US and Italian cohorts, median age was 62 and 65 years, 51% and 47%
were female, and 28% and 43% were obese and overweight, respectively. Metabolic comor-
bidities included diabetes (US: 15%; Italy: 19%), hypertension (US: 48%; Italy: 45%), and
hyperlipidemia (US: 32%; Italy: 15%). Higher subcutaneous-to-visceral fat ratio was associated
with improved OS with chemotherapy-ICI (HR 0.89; 95% CI 0.79-0.99; p = 0.036). In both
cohorts, patients with high BMI treated with chemotherapy-ICI had significantly longer OS
compared with lower-BMI patients (US: 31.6 vs 19.2 months, p = 0.005; Italy: 21 vs 12 months, p
= 0.025). In multivariable models (US cohort) both obesity (HR 0.35; 95% CI 0.23-0.52, p <
0.0001) and higher visceral-to-subcutaneous fat ratio (HR 1.79; 95% CI 1.04-3.07, p = 0.037)
were independently associated with OS. Combined genomic profiling (n = 906) showed a lower
prevalence of KRAS alterations in high-BMI pts (OR 0.56, p = 0.006). RNA-seq (n = 86; obese =
37, non-obese = 49) demonstrated enrichment of fibroblast-associated signatures (aSMA,
PDPN, collagen IV, vimentin), upregulation of immune checkpoints (PD-1, PD-L1, TIGIT, LAG-3,
VISTA), and higher GATA3 and IFN-vy expression in obese pts (both p < 0.05). Multiplex CODEX
analysis (n = 38; obese = 17, non-obese = 21) revealed an increased co-expression between
GATA3, aregulator of T-cell dysfunction, and granzyme B, a cytotoxic T-cell marker (Pearsonp =
0.24, p < 0.05), indicating increased abundance of GATA3*granzyme B* cells in obese pts.
Conclusions: In CCA, obesity characterized by predominant subcutaneous adiposity is linked
to improved outcomes with ICIs and to a biologically distinct TME enriched in dysfunctional
cytotoxic T-cells that may be reinvigorated by checkpoint inhibition. BMI may represent a
pragmatic biomarker warranting prospective validation. Research Sponsor: None.
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Association of genomic and clinical factors with outcomes with front-line
chemoimmunotherapy in patients with advanced biliary tract cancer.

Orla Maeve Fitzpatrick, Joanne Chou, Jierui Xu, Aruj Dhyani, Danny N. Khalil, Fatema Nagib, Fergus Keane, Walid Khaled Chatila, Marinela Capanu, Eileen M. O'Reilly,
Wungki Park, Ghassan K. Abou-Alfa, James J. Harding, Rohit Thummalapalli; Memorial Sloan Kettering Cancer Center, New York, NY; Memorial Sloan Kettering Cancer
Center, New York City, NY; Department of Medical Oncology, St. Vincent's University Hospital, Dublin, Ireland; Gastrointestinal Oncology Service, Department of Medicine
and David M. Rubenstein Center for Pancreatic Cancer Research, Memorial Sloan Kettering Cancer Center; Weill Cornell Medical College, New York City, NY; Memorial Sloan
Kettering Cancer Center and Weill Cornell Medical College, Cornell University; Trinity College Dublin, New York, NY; Memorial Sloan Kettering Cancer Center, Weill Cornell
Medical College, New York City, NY

Background: Anti-PD1/L1 therapy plus gemcitabine/cisplatin is standard first-line therapy in
advanced biliary tract cancer (BTC), yet outcomes remain heterogeneous and prognostic bio-
markers are poorly defined. We aimed to identify genomic and clinical factors associated with
outcomes in advanced BTC patients (pts) treated with first-line gemcitabine, cisplatin and
durvalumab (GCD). Methods: All pts with advanced BTC treated with first-line GCD at Memorial
Sloan Kettering who underwent pre-treatment tumor genomic profiling (NCT01775072) were
included. The primary objective was to study the association between genomic and clinical
features and investigator-assessed progression free survival (PFS); evaluation of overall sur-
vival (OS) was a secondary objective. Cox regression analyses evaluated associations with PFS/
0S. A multivariable Cox PFS model used variables selected by LASSO-based stability selection
and was stratified by tumor subtype. Results: 236 pts were eligible for analysis. Tumor subtypes
included intrahepatic cholangiocarcinoma (CCA) (56%), gallbladder cancer (23%), extrahe-
patic CCA (16%), and BTCs not otherwise specified (5%). Common genomic alterations were
TP53 (36%), ARID1A (24%), CDKN2A (23%), KRAS (17%), IDH1 (13%), SMAD/ (12%), MTAP (11%)
and ERBB2 (7.6%). With a median follow up of 23 months (mo), median PFS for the cohort was
9.1 mo (95% CI 7.7—11.0). OS at 12 and 24 mo was 68% (95% CI: 62—74) and 45% (95% CI,
38-53), respectively. On univariable analysis, KRAS and FGFR2 alterations were associated with
shorter PFS (Table). KRAS alterations were also associated with an increased risk for all-cause
mortality on univariable analysis (HR 1.81, 95% CI: 1.17—2.81, p=0.008). Median PFS and OS for
the KRAS-altered group were 5.6 (95% CI: 3.6-7.8) and 11 (95% CI: 7.8-42) mo respectively,
compared to 11 (95% CI: 8.1-12) and 21 (95% CI: 19-28) mo for KRAS-WT patients. On mul-
tivariable analysis, KRAS alterations and liver metastases were independently associated with
shorter PFS; higher baseline albumin was protective (Table). Conclusions: Among pts with
advanced BTC treated with front-line GCD, KRAS alterations were independently associated
with poor PFS. These findings highlight the heterogeneity of benefit from GCD and support
development of biomarker-informed strategies to refine patient selection and incorporation of
KRAS-targeted strategies to improve outcomes in patients with KRAS-mutant BTCs. Research
Sponsor: None.

Factors associated with PFS with GCD.

Analysis (95% Cl), p

Factor Univariable HR Multivariable HR
Alteration

KRAS 2.17 (1.48-3.19), <0.001 2.06 (1.36—3.12), <0.001
FGFR2 1.85 (1.02-3.34), 0.042 -

Baseline CA19-9 1.14 (1.05-1.23), 0.002

Metastases

Liver 1.78 (1.25-2.54), 0.001 2.06 (1.41-3.01), <0.001
Bone 1.9 (1.05-3.43), 0.034 -

Baseline albumin (per 1-unit increase) 0.43 (0.29-0.64), <0.001 0.44 (0.30-0.66), <0.001
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Updated results of surufatinib combined with gemcitabine and cisplatin and im-
mune checkpoint inhibitor (ICl) for unresectable locally advanced or metastatic
intrahepatic cholangiocarcinoma.

Zhong Jingtao, Jiang Yubo, Geng Xiaodan, Shi Xuetao; Department of Hepatobiliary Surgery, Shandong Cancer Hospital and Institute, Shandong First Medical University
and Shandong Academy of Medical Sciences, Jinan, China; Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical
Sciences, Jinan, China

Background: Advanced metastatic intrahepatic cholangiocarcinoma (ICC) was characterized by
poor survival and limited therapeutic options. Surufatinib, a selective tyrosine kinase inhibitor
targeting VEGEFR 1, 2, and 3, FGFR1, and CSF-1R, provides dual anti-tumor action via anti-
angiogenesis and tumor microenvironment regulation. Surufatinib combined with immuno-
therapy and chemotherapy may enhances anti-cancer effects for advanced metastatic ICC. This
study evaluates the effectiveness and safety of surufatinib combined with gemcitabine, cis-
platin, and immune checkpoint inhibitor (ICI) as the first-line treatment for patients with
unresectable locally advanced or metastatic intrahepatic cholangiocarcinoma. Methods: This is
an open-label, single-arm, single-center trial. Eligible patients who were 18 -75 years old with
histologically confirmed unresectable locally advanced or metastatic ICC were enrolled. Pts
received surufatinib (250mg, orally, once daily), ICI (Zimberelimab or Toripalimab, 240mg,
intravenous infusion, di1, q3w), and chemotherapy (gemcitabine 1000mg/m? intravenous in-
fusion, 30min, di, d8, q3w; cisplatin 25mg/m? intravenous infusion, 2h, di, d8, q3w) until
disease progression, death, surgery, intolerable toxicity, or withdrawal of consent. The primary
endpoint was objective response rate (ORR). Secondary endpoints included progression-free
survival (PFS), disease control rate (DCR), overall survival (OS), conversion to surgical resection
rate, pathological complete response rate (pCR), and safety. Results: By January 20, 2026, 20 pts
were enrolled with median age 60 years (range: 43-70), male 50%, 100% ECOG PS 0-1, 95%
stage IV. 20 pts were efficacy evaluable, 5% (1/20) pts achieved complete response (CR), 50%
(10/20) pts achieved partial response (PR), 35% (7/20) pts achieved stable disease (SD). The
confirmed ORR was 55%, DCR was 90%. The median PFS was 7.7m (95%Cl: 6.3-11.3 months),
and the median OS was 17.8m (95%Cl: 16.1-21.8 months). The most common TEAEs of all grades
were hypertension (40%), edema (15%) and vomiting (10%), 1 patient was Immune-related
pneumonia occurred. No grade = 3 TEAEs or new safety signals occurred. Conclusions:
Surufatinib plus gemcitabine and cisplatin combined with immune checkpoint inhibitor, the
chemotherapy regimen as the standard treatment in combination with targeted and immu-
notherapy showed preliminary anti-tumor activity and manageable toxicity for the 1L treat-
ment of ICC, providing an additional treatment option for pts with ICC. This study has been
completed and the paper has been prepared for submission, the final results details will be
published after the conference. Clinical trial information: ChiCTR2400085526. Research Spon-
sor: None.
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Tracking genomic evolution in ERBB2-altered biliary tract cancer through longi-
tudinal tumor profiling.

Orla Maeve Fitzpatrick, Darren Cowzer, Rohit Thummalapalli, Joanne Chou, Fatema Nagib, Mark Dunphy, Henry S. Walch, Nikolaus Schultz, Marinela Capanu, David B. Solit,
Olca Basturk, Eileen M. O'Reilly, Ghassan K. Abou-Alfa, Walid Khaled Chatila, James J. Harding; Memorial Sloan Kettering Cancer Center, New York, NY; Mater Misericordiae
University Hospital, Dublin, Ireland; Memorial Sloan Kettering Cancer Center, New York City, NY; Department of Epidemiology and Biostatistics, Memorial Sloan Kettering
Cancer Center, New York, NY; Memorial Sloan Kettering Cancer Center, Weill Cornell Medical College, Kravis Center for Molecular Oncology, Sloan Kettering Institute, New
York, NY; Memorial Sloan Kettering Cancer Center and Weill Cornell Medical College, Cornell University; Trinity College Dublin, Ireland, New York, NY; Memorial Sloan
Kettering Cancer Center, Weill Cornell Medical College, New York City, NY

Background: HER2, encoded by ERBB2 (HER2), is overexpressed and clinically actionable in a
subset of patients with biliary tract cancers (BTC). Zanidatamab and trastuzumab deruxtecan
are now approved for patients with HER2 overexpressed tumors, though all patients ultimately
progress on treatment and acquired resistance mechanisms are poorly defined. We aimed to
characterize the genomic evolution in patients with ERBB2 altered advanced BTC via serial
tumor and cfDNA sampling during systemic therapy. Methods: Patients with ERBB2 altered BTC
were extracted of Memorial Sloan Kettering Cancer Center (MSK)’s prospectively maintained
institutional genomic profiling protocol (NCT01775072). Eligibility required =2 molecular
profiles obtained during systemic therapy. Tumor sequencing was performed using MSK-
IMPACT (tissue-based NGS) and/or MSK-ACCESS (ctDNA NGS). Paired samples could include
tissue and/or ctDNA. Clinical data were annotated, and longitudinal molecular profiles were
analysed to assess temporal changes in ERBB2 status. Results: Among 1628 patients with BTC in
the institutional database, 122 (7.5%) had ERBB2 altered tumors. Of these, 26 patients had =2
molecular samples available for longitudinal analysis. Five were excluded due to incomplete
clinical and/or molecular data, leaving 21 eligible patients [Median age at diagnosis, 63 years
(range 38—76), gallbladder cancer (n =12, 57%), intrahepatic cholangiocarcinoma (n = 6,29%),
and extrahepatic cholangiocarcinoma (n = 3, 14%)]. At baseline, ERBB2 alteration patterns
included ERBB2 amplification in 15 patients (71.4%), single nucleotide variants (SNV) in 2
patients (9.5%), and concurrent amplification and SNVs in 3 patients (14.3%). The most
common co-occurring alterations involved TP53 (67%), SMAD/ (19%), CDKN2A (19%), and
SMAD/ (19%). Over the course of systemic treatment [Median number of treatment lines, 3.5
(range 1-6), 71% patients received HER2 directed therapy (n = 15) at any line], loss of ERBB2
amplification at last available molecular sampling was observed in 7 patients (46%) and gain in
1 patient. Longitudinal profiling also demonstrated acquisition of additional alterations in
receptor tyrosine kinase (RTK) pathways, including MAPK genes in 19% patients and MET
alterations in 4.7%. Among the 15 patients who received HER2-directed therapy, MAPK alter-
ations were observed in 4 (25%) and MET alterations in 1 (6%) at progression. Conclusions:
ERBB2 alterations in BTC evolve over time with frequent loss of amplification and emergence of
RTK pathway alterations during systemic therapy. Acknowledging limitations of small sample
size as well utilization of both cfDNA and tumor profiling, these findings highlight the genomic
heterogeneity of ERBB2 altered BTC and support the potential value of longitudinal profiling to
better understand mechanisms of resistance and help inform treatment sequencing. Research
Sponsor: None.
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Homologous recombination signature (HRDsig) in clinically advanced gallbladder
adenocarcinoma (CAGAC): A genomic landscape study.

Myungwoo Nam, Devashish Desai, Richard Sheng Poe Huang, Alexa Betzig Schrock, Dean C. Pavlick, Miriam Saffern, Ethan Sokol, Ole Gjoerup, Jeffrey S. Ross, Rahul Seth;
SUNY Upstate Medical University, Syracuse, NY; Foundation Medicine, Inc., Boston, MA

Background: CAGAC is an aggressive malignancy with poor prognosis where chemotherapy and
immunotherapy provide a limited benefit. There have been clinical trials investigating the
benefit of PARP inhibitors in biliary tract cancers. HRDsig positivity in other types of cancer
have shown to predict sensitivity to PARP inhibitors. We explored the genomic characteristics
of CAGAC patients according to the HRDsig status using a large real-world genomic dataset.
Methods: Comprehensive genomic profiling was performed on 2,423 cases of CAGAC to assess
all types of genomic alterations (GA), including base substitutions, short insertions and de-
letions, copy number changes, rearrangements, and fusions. Microsatellite instability (MSI)
status, tumor mutational burden (TMB), genomic ancestry, and trinucleotide signatures were
determined from the sequencing data. PD-L1 was determined with the DAKO 22C3 IHC assay.
HRDsig status was determined by measuring large scale copy number changes and DNA repair
errors. Patients were grouped into HRDsig positive (HRDsig+) and negative (HRDsig-) based on
results. Genes with GA =5% in either population were included in the analysis. Results: Among
2,423 total cases, 152 (6.3%) were HRDsig+. Between MRDsig+ and MRDsig-, there was no
significant difference in gender (female 76.3% vs 69.1%, p = 0.061), age (median 66.5 vs 68.0
yIs; p = 0.065), genomic ancestry (EUR 67.6% vs 63.7%, p = 1.0), MSI-H status (0.0% vs 1.3%, p
= 0.468), PD-L1 expression (Low 34.0% Vs 23.4%, p = 0.529. High 1.9% vs 5.4%, p = 0.946).
Median GA per tumor was the same between groups (median 5 vs 5, p = 0.723), but the
proportion of TMB=10 mut/Mbp were higher in HRDsig+ (12.5% Vs 4.7%, p = 0.001). HRDsig+
had more frequent alterations in BRCA1 (9.2% vs 1.4%, p < 0.001), BRCA2 (21.7% Vs 1.9%; p <
0.001), PALB2 (11.2% Vs 0.4%; p < 0.001), NF1(9.9% Vs 4.4%; p = 0.018), PIK3R1 (5.9% Vs 2.5%;
p =0.05),and PTEN (11.8% vs 5.3%; p = 0.015). HRDsig- had more frequent alterations in ERBB2
(5.9% Vs 19.0%, p < 0.001), KRAS (5.9% VS 14.9%, p = 0.007), and MDM2 (3.3% Vs 9.4%, p =
0.024). Conclusions: HRDsig positivity comprised approximately 6% of all CAGAC cases.
HRDsig+ were associated with a higher proportion of mutations related to homologous re-
combination repair (HRR) genes and mTOR pathway, whereas HRDsig- demonstrated a higher
proportion of common driver mutations such as ERBB2 and KRAS. Notably, there were cases
with discordant HRDsig and HRR mutation status, which may be attributed to factors such as
epigenetic alterations or mono-allelic alterations. These cases may represent the role of HRDsig
complementing HRR mutation status and potentially have clinical implications in predicting
response to PARP inhibitors. Research Sponsor: None.
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Multi-cohort validation of a multi-analyte liquid biopsy test for early-stage pan-
creatic cancer detection.

Anna Bergamaschi, Verena Friedl, David Haan, Glenn Oliviera, Yuan Xue, Micah Collins, Vanessa Lopez, Melissa Peters, Shimul Chowdhury, Wayne Volkmuth, Philip Hart,
Darwin Conwell, Ziding Feng, Camden Lopez, Anirban Maitra, Samuel Levy, Suresh Chari; ClearNote Health, San Diego, CA; ClearNote Health, San Mateo, CA; Ohio State
University, Columbus, OH; University of Kentucky College of Medicine, Lexington, KY; Fred Hutch Cancer Center, Seattle, WA; NYU Langone Health, New York, NY; The
University of Texas MD Anderson Cancer Center, Houston, TX

Background: Pancreatic ductal adenocarcinoma (PDAC) has a 5-year survival rate below 12%,
largely due to diagnosis at advanced, noncurative stages. Earlier detection could significantly
improve survival outcomes; however, current approaches, including imaging and blood based
assays lack sufficient sensitivity and specificity. Liquid biopsy methods that combine genomic,
epigenomic, and glycan-based biomarkers may improve the detection accuracy by integrating a
multi-analyte approach. We developed an improved prediction model for the Avantect Pan-
creatic Cancer Test (Avantect) using 5-hydroxymethylcytosine (5hmC) profiling, whole-
genome based fragmentomics, together with genotyping and haplotype data, and CA19-9
biomarker levels. Methods: We employed a training cohort consisting of 162 PDAC cases and
983 noncancer controls. Cell-free DNA was analyzed using 5hmC profiling, low-pass whole-
genome sequencing (WGS), and genotyping, alongside matched plasma CA19-9 measure-
ments. Alogistic regression model integrating 5hmC features, fragment size metrics, haplotype
information, and CA19-9 levels was constructed and locked at a specificity of 97.75%. Per-
formance was evaluated in two independent validation cohorts consisting of 1,445 individuals
(259 PDAC; 1,186 noncancer participants) and 173 individuals (67 PDAC and 106 non-cancers).
Sensitivity, specificity, and 95% confidence intervals (CIs) were computed. Results: In an
independent validation cohort of 1,445 individuals with various high-risk features including
type 2 diabetes, family history, and genetic predisposition, Avantect achieved an overall sen-
sitivity of 82.6% (95% CI: 77.45%-87.04%) and an early stage (stage I-II) sensitivity of 76.8%
(n=138; 95% CI: 68.87%-83.57%). A second validation cohort of 173 individuals, enriched for
new onset type 2 diabetes, was evaluated and showed a sensitivity of 74.6% (95% CI: 62.51%-
84.47%). Specificity in both cohorts remained high at 97.5% (95% CI: 96.41%-98.29%) and
98.1% (95% CI: 93.33%-99.77%) respectively, consistent with the pre-specified rate of
97.75%. Test specificity was further evaluated in a cohort comprising other cancer types,
including breast, colorectal, lung, liver, prostate, ovarian, bladder, and kidney cancers,
revealing a consistent high specificity of 97.70 (0.05% reduction). Conclusions: The multi-
analyte model shows strong and robust performance across multiple independent cohorts
detecting PDAC at high specificity. By integrating orthogonal biological signals, through the
incorporation of epigenomic, genomic, and glycan biomarkers, the Avantect Pancreatic Cancer
Test showed an improved PDAC detection to provide a tool that could significantly improve
survival for patients with pancreatic cancer. Research Sponsor: None.
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Sequencing in the post-immunotherapy era: Does second-line tyrosine kinase
inhibitor choice impact survival and safety in advanced HCC?

Ansy Patel, Deevyashali Parekh, Devashish Desai, Vishw Patel, Vedant Shah, Kesar Prajapati, Shivam Chetankumar Patel, Rahul Seth; SUNY Upstate Medical University,
Syracuse, NY; The New York Medical College Graduate Medical Education Program at St. Mary's General Hospital and St. Clare’s Health, Denville, NJ; Metropolitan Hospital,
New York, NY; Baptist Hospitals of Southeast Texas, Beaumont, TX

Background: IMbrave150 trial established atezolizumab/bevacizumab as first line (1L) treat-
ment for advanced hepatocellular carcinoma (HCC) in 2020. Current guidelines for second line
(2L) therapy in advanced HCC rely on pre-immunotherapy (I0) trials (Lenvatinib, REFLECT
trial and Cabozantinib, CELESTIAL trial). We investigated whether Lenvatinib (potent FGFR1-4
inhibitor) offers superior efficacy over Cabozantinib (MET/AXL inhibitor with minimal FGFR
activity) in post-10 setting by targeting the FGF-driven angiogenic escape pathways. Methods:
Using TriNetX global network, we identified advanced HCC patients who received 1L
atezolizumab/bevacizumab followed by 2L Lenvatinib (n=436) or Cabozantinib (n=115) within
6 months. 1:1 propensity score matching (PSM) balanced demographics, liver function, viral
hepatitis, alcohol-related disorders, chronic liver diseases and key comorbidities. Outcomes
include 1-year overall survival (0S), hepatic decompensation, cardiovascular (CV) outcomes
and 90-day healthcare utilization, GI toxicity and acute renal failure (ARF). Each cohort was
analyzed for 1 year competing risk of transition to third line (3L) systemic therapy vs. death vs.
hospice. Results: Baseline characteristics were balanced except for lower pre-existing hyper-
tension in Lenvatinib cohort (64% vs 74%; p=0.02). Post matching (n=110/arm), Lenvatinib
showed significantly higher 1-year overall survival (OS). Safety analysis revealed significantly
higher rates of new onset hepatic decompensation and a trend toward increased acute health-
care utilization with Cabozantinib. Renal, GI, and CV outcomes were comparable between
cohorts. Lenvatinib arm had lower competing risk of mortality and higher cumulative incidence
of receiving 3L therapy. Conclusions: In the real-world post-10 setting, Lenvatinib conferred
significant 1-year survival benefit with superior hepatic safety profile compared to Cabozan-
tinib. Cabozantinib exhibited higher rates of new hepatic decompensation and a trend toward
increased healthcare resource utilization. Beyond a favorable pharmacoeconomic profile, re-
sults suggest superior sustained clinical benefit while preserving eligibility for 3L therapy.
Given sample size constraints, these hypothesis-generating signals warrant validation in
larger, multi-institutional cohorts. Research Sponsor: None.

Key clinical outcomes.

Outcome Lenvatinib Cabozantinib HR/ RR (95% CI) p-value
Median OS (months) 10.2 8.3

1 year OS 47.1% 31.9% 0.65 (0.45, 0.95) 0.026
Hepatic decompensation 22.1% 37.5% 0.59 (0.34, 1.01) 0.046
CV outcomes 18.2% 16.4% 1.11 (0.62, 1.98) 0.72
90-day outcomes

Healthcare utilization 37.3% 50.0% 0.75 (0.55, 1.01) 0.057
ARF 12.7% 13.6% 0.93 (0.47, 1.84) 0.84
Gl events 25.5% 23.6% 1.08 (0.68, 1.71) 0.75
1 year Competing risks

Death 36.1% 48.7%

3L therapy 30.7% 27.9%

Probability of being event-free 32.6% 23.4%
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Global insights into survival outcomes and unmet therapeutic needs in KRAS-
mutant gallbladder cancer: A comprehensive federated network analysis.

Zeeshan Solangi, Ghulam Shah, Amirta Devi, Ahmed Abbasi, Katherin Zambrano, Manoj Kumar, Raj Kanwal, Antonio Arciniegas Rubio, Mishal Sohail, Ahda Solangi,
Tornike Zabakhidze, Oliver Darwish, Shrusty Mohapatra, Eduardo Alberto Vega, Olga N. Kozyreva; Dana-Farber Cancer Institute at Boston Medical Center Brighton,
Brighton, MA; NYU Langone Health, Brooklyn, NY; Luminis Health Anne Arundel Medical Center, Annapolis, MD; Berkshire Medical Center, Pittsfield, MA; Rosalind Franklin
University of Medicine and Science, North Chicago, IL; Ziauddin Medical College, Karachi, Pakistan; Brigham and Women's Hospital, Boston, MA; Karachi Grammar School,
Karachi, Pakistan; Boston Medical Center Health System, Boston, MA; Boston Medical Center - Brighton, Boston, MA; Boston Medical Center - Brighton, Brighton, MA;
Jawaharlal Nehru Medical College, Belgaum, India; Boston Medical Center Brighton, Brighton, MA; Dana-Farber Cancer Institute at Boston Medical Center, Boston, MA

Background: Gallbladder cancer (GBC) is an aggressive malignancy with limited systemic
options and poor survival. KRAS targeted therapeutic are emerging across solid tumors, yet
their prognostic relevance in GBC remains poorly defined. We evaluated the real-world impact
of KRAS mutations on survival in patient with advanced gallbladder cancer utilizing a large,
federated health data network. Methods: A retrospective cohort study was performed using the
TriNetX Global Collaborative Network. Adults (=18y) with GBC were grouped by genomic
testing into KRAS-mutant (KRASMT) or KRAS-wild type (KRASWT). Propensity-score match-
ing (PSM) was performed 1:1 adjusting for demographics and comorbidities, yielding 604
patients per cohort. Outcomes were assessed from 1 to 1825 days after index diagnosis. The
primary endpoint was overall survival (OS). Kaplan-Meier (KM) estimates, log-rank testing,
and hazard ratios (HR) were generated. Results: After PSM, median follow-up was 358.5
(11,7 months) vs 491 (16.1 months) days for KRASWT and KRASMT cohorts, respectively. Death
occurred in 214 (35.4%) KRASWT vs 305 (50.5%) KRASMT patients (risk difference —15.1%, 95%
CI —20.6 to —9.5; p < 0.001). Median OS was 1326 days (43.5 months) for KRASWT vs 694 days
(22.8 months) for KRASMT patients, with survival probability at end of time window of 48.74%
VS 32.49%. Kaplan-Meier survival analysis demonstrated significantly worse OS in the KRASMT
cohort (log-rank x2 = 10.76; p = 0.001). Hazard ratio favored KRASWT (HR 0.747; 95% CI
0.627—0.890; p = 0.011), indicating 34% higher mortality in KRASMT patients. Conclusions: In
this large real-world PSM analysis, KRAS mutations conferred poor prognosis in GBC patients
with significantly higher mortality and shorter survival. These differences highlight pivotal
clinical implications amid the growing role of KRAS-targeted therapeutics. Ensuring expanded
trial access, including early-line KRAS-targeted therapies, is necessary to reach this rare and
clinically fragile patient population. Research Sponsor: None.
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A phase 1b/2 study of AK130 (TIGIT/TGF-p bispecific fusion protein) combined with
ivonescimab in advanced biliary tract cancer (BTC).

Haitao Zhao, Tongsen Zheng, Xiaobo Yang, Caigi Liu, Jinxue Zhou, Hong Zhao, Zhitian Shi, Jianfei Fu, Zhongtao Zhang, Enxiao LI, Houbao Liu, Wenting Li, Baiyong Li,
Michelle Y. Xia; Peking Union Medical College Hospital, Chinese Academy of Medical Science & Peking Union Medical College, Beijing, China; Harbin Medical University
Cancer Hospital, Harbin, China; Henan Cancer Hospital, Zhengzhou, China; Cancer Hospital Chinese Academy of Medical Sciences, Beijing, China; The Second Affiliated
Hospital of Kunming Medical University, Kunming, China; Jinhua Municipal Central Hospital, Jinhua, China; Beijing Friendship Hospital, Capital Medical University, Beijing,
China; The First Affiliated Hospital of Xi'an Jiaotong University, Xi'an, China; Department of Biliary Surgery, Zhongshan Hospital, Fudan University, Shanghai, China; Akeso
Biopharma, Inc., Zhongshan, China

Background: Chemotherapy (chemo) combined with or without PD-(L)1 inhibition is the
standard first-line treatment for advanced BTC. After first-line treatment fails, patients
(pts) lacking targetable genetic alterations (FGFR2, IDH1, or HER2 etc.) have limited options.
For the majority, chemo (FOLFOX as the preferred regimen) is the default but suboptimal
option. To date, the therapeutic potential of multi-target ICIs and anti-angiogenesis combi-
nation in the post-line regimen of BTC remains unexplored and constitutes a significant clinical
demand. Additionally, early preclinical and clinical evidences support the combination blockade
of TIGIT, TGF-pg and PD-(L)1 plus anti-VEGF therapy in several solid tumors. AK130 is a TIGIT/
TGF-p bispecific fusion protein. Ivonescimab, the first approved PD-1/VEGF bispecific anti-
body, has demonstrated promising efficacy in solid tumors, including BTC. Here, we aim to
evaluate the efficacy and safety of AK130 plus ivonescimab in post-line BTC and the primary
results from phase 1b is reported. Methods: This was an open-label, multi-center phase 1b/2
study. Pts who had progressed on prior chemo combined with or without a PD-(L)1 inhibitor
were enrolled and treated with AK130 and ivonescimab. Phase 1b included dose escalation and
expansion parts. In the escalation part, escalating doses of AK130 (10, 30, 45 mg/kg Q3W) were
administered using a ""3+3+3" design, with ivonescimab at 20 mg/kg Q3W (previously approved
dose by NMPA). Dose-limiting toxicities (DLTs) were assessed. Based on safety profile, the
expansion proceeded at selected doses, with up to 15 evaluable pts per dose. The primary
endpoint of phase 1b was the incidence of AEs and DLTs. The secondary endpoint was ORR.
Results: As of Jan 2026, a total of 23 pts was enrolled. 12 pts were enrolled in dose escalation
across 3 dose levels (10, 30, 45 mg/kg AK130 Q3W; n = 3, 3, 6). No DLTs were observed, and no
maximum tolerated dose (MTD) was established. All pts in the 10 mg/kg and 30 mg/kg groups
experienced stable disease (SD). The 45mg/kg group was further expanded to 17 pts, including
15 pts that progressed on prior PD-(L)1 inhibition plus chemo.15 pts from 45mg/kg group were
efficacy-evaluable with an ORR of 20.0% (3/15) and a DCR of 73.3% (11/15). 87.5% of the SD pts
(7/8) reached shrinkage from baseline. 40.0% pts (6/15) had only one time evaluation and are
continuing to be followed. Grade 3 or higher treatment-related adverse events (TRAES) oc-
curred in 39.1% (9/23) pts. The most common TRAEs were anemia and atopic dermatitis, each
reported in 2 pts (8.7%). AK130 45 mg/kg Q3W is planned as the recommended phase 2 dose
(RP2D), whose safety and efficacy will be further evaluated in phase 2. Conclusions: AK130 plus
ivonescimab demonstrated potential anti-tumor activity with a manageable safety profile as a
post-line option for advanced BTC, supporting its further development in this setting. Clinical
trial information: NCT06938321. Research Sponsor: Akeso Biopharma, Inc.
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Peritumoral stiffness as a novel noninvasive biomarker: Predicting TACE response
in intermediate-stage hepatocellular carcinoma via 2D-shear wave elastography.

Yanqin Wu, Bowen Zhu, Weihong Zhang, Hang Liu, Miao Xue, Jiaping Li, Wenzhe Fan; Department of Interventional Oncology, The First Affiliated Hospital of Sun Yat-sen
University, Guangzhou, China; Department of Interventional Oncology, The First Affiliated Hospital of Sun Yat-sen University, Guangzhou, Guangdong, China; Department
of Interventional Oncology, The First Affiliated Hospital of Sun Yat-Sen University, Guangzhou, China

Background: Intermediate-stage hepatocellular carcinoma (HCC) demonstrates considerable
biological and clinical heterogeneity, making it challenging to predict treatment response to
transcatheter arterial chemoembolization (TACE). This multicenter retrospective study eval-
uated the association between preoperative tissue stiffness measurements obtained by 2D-
shear wave elastography (2D-SWE) and TACE outcomes in intermediate-stage HCC, aiming to
identify an optimal peritumoral stiffness cutoff value for prognostic stratification and clinical
decision-making. Methods: A total of 115 patients with intermediate-stage HCC were enrolled.
Preoperative 2D-SWE was performed to measure stiffness of the tumor (TSWE), peritumoral
tissue (PSWE), and background liver parenchyma (LSWE). Cox proportional hazards regression
and Kaplan-Meier analyses were conducted to determine whether 2D-SWE-derived stiffness
parameters independently predicted TACE efficacy. Immunohistochemical staining, immuno-
fluorescence, and RNA sequencing were performed to characterize the biological features of
peritumoral tissue associated with varying PSWE values. Results: Mean stiffness values
demonstrated a progressive gradient from liver parenchyma (LSWE: 13.0 kPa) through peri-
tumoral tissue (PSWE: 18.9 kPa) to tumor tissue (TSWE: 25.6 kPa). Univariate and multivariate
analyses identified primary tumor size and PSWE as independent prognostic factors for both
overall survival (OS) and time to progression (TTP). A PSWE cutoff of 19.04 kPa achieved the
highest discriminatory performance for predicting objective response rate (ORR) and disease
control rate (DCR) (AUROC = 0.691 and 0.695, respectively). Patients with low PSWE demon-
strated significantly superior OS (26.0 vs 17.5 months, P = 0.008) and TTP (11.6 vs 9.5 months, P
= 0.026) compared to those with high PSWE. RNA sequencing revealed 778 differentially
expressed genes enriched in angiogenesis and fibrosis-related pathways. Notably, patients
with elevated PSWE exhibited enhanced stromal activation and angiogenesis in peritumoral
regions, including increased collagen deposition, «-SMA, COL-I, VEGF expression, and CD31+
microvessel density, correlating with inferior TACE response. Conclusions: Preoperative peri-
tumoral stiffness measured by 2D-SWE serves as a promising noninvasive prognostic bio-
marker for intermediate-stage HCC patients undergoing TACE, offering valuable insights for
personalized treatment stratification. Research Sponsor: None.
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Yttrium-90 SIRT plus atezolizumab/bevacizumab in unresectable huge HCC
(>10 cm): A multicenter retrospective study.

Shao Minghua, Hui Zhang, BinBin Tan; AMU, Chongging, Chongging, China; Department of Hepatobiliary, The First Affiliated Hospital of Army Military Medical University,
Chongging, China; Department of Hepatobiliary Surgery, First Affiliated Hospital of Third Military Medical University (Army Medical University), Chongqing, China

Background: Huge hepatocellular carcinoma ((huge HCC, = 10 cm)) has poor prognosis with
limited systemic therapy efficacy. We evaluated Y-90 selective internal radiation therapy
(SIRT) combined with atezolizumab plus bevacizumab (Atezo/Bev) in this population.
Methods: This retrospective multicenter study enrolled 21 patients with unresectable huge
HCC (maximum diameter >10 cm) treated with Y-90 SIRT plus Atezo/Bev from January 2023 to
July 2025. Eligibility criteria included Child-Pugh class A/B, ECOG performance status 0/1, and
completion of =2 treatment cycles. The primary endpoint was ORR assessed by mRECIST.
Secondary endpoints: PFS, 0S, and safety (CTCAE v5.0). Results: Among the patients median
tumor diameter 116.2 mm (IQR 105.6-131.9); >15 cm 14.3%; BCLC C 76.2%; PVTT 76.2%;
extrahepatic metastasis 23.8%. The objective response rate (ORR) was 61.9% (13/21), including
6 (28.6%) complete responses (CR) and 7 (33.3%) partial responses (PR). The disease control
rate (DCR) was 76.2% (16/21), with 3 (14.3%) stable disease (SD) and 5 (23.8%) progressive
disease (PD). Median follow-up 11.0 months (IQR 7.1-25.0). Respectively, the median OS was
not reached, at data cutoff, the 6- and 12-month PFS rates were 65.1% and 27.1%, respectively.
The 6-, 12-, and 24-month OS rates were 76.2%, 57.5%, and 49.3%. Radiological responders
(CR/PR) showed reduced progression risk (HR 0.46; 95% CI 0.16-1.32) and death risk (HR 0.41;
95% CI 0.11-1.49) vs non-responders. Nonrim APHE correlated with improved survival (median
0S:18.0vs 8.0 months; HR 0.54). Grade =3 treatment-related adverse events occurred in 14.3%
(3/21): pneumonia (n=2), hepatic encephalopathy (n=1). No treatment-related deaths. Con-
clusions: In this cohort, Y-90 SIRT plus Atezo/Bev achieved 61.9% ORR with manageable
toxicity. These findings warrant prospective trials. Research Sponsor: None.

Baseline characteristics and clinical outcomes (N=21).

Characteristic Value
Age, median (range), years 53 (28-76)
Male sex, n (%) 18 (85.7)

ECOG performance status 0/1, n (%)
Etiology HBV/Alcohol/Unknown, n (%)
Tumor diameter, median (IQR), mm
Tumor >15 cm, n (%)

BCLC stage A/B/C, n (%)
Child-Pugh A/B, n (%)

Portal vein tumor thrombus, n (%)
Extrahepatic metastasis, n (%)

AFP >400 ng/mL, n (%)

Complete responses (CR)

Partial responses (PR)

Stable disease(SD)

Progressive disease (PD)

Objective response rate (ORR)
Disease control rate (DCR)

Median follow-up, months

6- and 12-month PFS rates

6-, 12-, and 24-month OS rates
Grade >3 TARE

16 (76.2) / 5 (23.8)
18 (85.7) / 1 (4.8) / 2 (9.5)
116.2 (105.6-131.9)
3(14.3)
4(19.0)/1(48) /1
17.81.0
1

76.2% (16/21)
11.0(IQR 7.1-25.0)
65.1% and 27.1%

76.2%, 57.5%, and 49.3%

14.3% (3/21)

TARE: treatment-related adverse events.
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Time-toxicity of first-line systemic therapy for hepatocellular carcinoma in clinical
practice.

Kenta Takaura, Kaoru Tsuchiya, Naoki Uchihara, Yasuyuki Komiyama, Hitomi Takada, Shohei Tanaka, Chiaki Maeyashiki, Nobuharu Tamaki, Yutaka Yasui,
Hiroyuki Nakanishi, Namiki Izumi, Masayuki Kurosaki; Department of Gastroenterology and Hepatology, Musashino Red Cross Hospital, Musashino-Shi, Japan; Musashino
Red Cross Hospital, Musashino-Shi, Tokyo, Japan; Musashino Red Cross Hospital, Musashino-Shi, Japan

Background: Combination immunotherapy has become a standard first-line systemic treat-
ment for hepatocellular carcinoma (HCC). While efficacy outcomes have been well described,
the treatment-related time burden experienced by patients, including frequent hospital visits
and admissions, has not been sufficiently evaluated in real-world clinical practice. Aims: To
evaluate time toxicity as a patient-centered measure of treatment burden and to identify
baseline factors associated with high time toxicity in patients receiving first-line combination
immunotherapy for HCC. Methods: This retrospective observational study included patients
with HCC who received first-line combination immunotherapy (atezolizumab + bevacizumab
or durvalumab + tremelimumab) at our institution by April 2025. The observational period was
defined as the treatment duration plus 28 days. Time toxicity (TT) was calculated as the
proportion of days requiring hospital contacts, including scheduled visits, management of
adverse events, and hospital admissions. High time toxicity (hTT) was defined as TT =20%,
representing a clinically meaningful high treatment burden. Factors associated with hTT were
examined using multivariate logistic regression analysis. Results: A total of 126 patients were
included, with a median age of 74 years (IQR 67—81). The median observational period was
178 days (IQR 75-287), the median total hospital contacts was 20 days (IQR 13-30) and the
median inpatient days was 7 days (IQR 4-14). Moreover, the median TT was 11.8% (IQR
9.1-17.9) and 23.0% of all patients experienced hTT. In multivariate analysis, impaired liver
function (mALBI grade 2b-3; OR 7.17, 95% CI 2.60—19.80) and AFP =100 ng/mL (OR 3.03, 95%
CI 1.20-7.67) were independently associated with hTT. Conclusions: Patients with impaired
liver function and elevated AFP levels experienced a significantly higher treatment-related
time burden during first-line combination immunotherapy for HCC. Assessment of time
toxicity may provide clinically meaningful information to support shared decision-making,
particularly in elderly or vulnerable patient populations. Research Sponsor: None.
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Transcriptomic profiling in advanced hepatocellular carcinoma to identify bio-
markers for immunotherapy response and mechanisms of acquired resistance.

Sunyoung S. Lee, Zishuo lan Hu, James Yu, Ju-Seog Lee, Ahmed Omar Kaseb; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson
Cancer Center, Houston, TX; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of GI Medical Oncology, The University of Texas MD Anderson
Cancer Center, Houston, TX

Background: Immune checkpoint inhibitors (ICI) are the standard of care for advanced HCC, yet
validated biomarkers for response and mechanisms of acquired resistance remain undefined.
We utilized transcriptomic profiling to identify predictive mRNA expression signatures and
characterize evolution of the tumor microenvironment (TME) under therapeutic pressure.
Methods: RNA-sequencing was performed on 35 HCC samples, comprising a cohort of 20
patients (16 pre-treatment + 4 treatment-naive tumors) and an independent cohort of 11 post-
progression tumors (Post-10). Patients received first-line atezolizumab/bevacizumab (n = 9),
durvalumab/tremelimumab (n = 4), or nivolumab/ipilimumab (n = 3). 29 validated immune and
stromal gene signatures were quantified (Bagaev, Cancer Cell 2021). Differential expression was
assessed using Welch’s t-test and permutation testing. Survival outcomes were correlated with
gene signatures using Cox regression and Kaplan-Meier estimation. Results: Comparison of the
pre-I0 exposure (n = 20) vs post-I0 (n = 11) cohorts revealed significant TME remodeling.
Acquired resistance was driven by the evolution of a ""hypovascular immune desert," charac-
terized by statistical downregulation of antigen presentation (MHC-II, P = 0.04) and angio-
genesis (P = 0.04). Regarding baseline prediction to universal I0 regimen (all 3 regimens), high
tumor proliferation rate (HR 4.79, P = 0.007; mPFS 2.6 vs 10.0 m), Th2 signature (HR 22.5, P =
0.01), and Treg traffic (HR 15.6, P = 0.01) strongly correlating with inferior outcomes; high
macrophage/DC traffic predicted favorable outcomes (HR 0.18, P = 0.04; mPFS 7.4 vs 3.4 m).
Distinct from these universal 10 predictors, we utilized permutation testing to differentiate
regimen-specific signals, identifying higher myeloid cell traffic (P = 0.007) and higher an-
giogenesis (P = 0.02) at baseline as unique biomarkers of response exclusively in anti-CTLAZ
regimens. Transcriptomic profiles of post-transplant recurrences (n = 4) were statistically
indistinguishable from the pre-IO cohort. Conclusions: Advanced unresectable HCC shows
distinct tumor states linked to immunotherapy benefit versus early resistance, and these states
evolve with treatment. Our findings support a biology-driven framework for predicting re-
sponse, understanding resistance, and prioritizing rational combination strategies to improve
durable disease control. Research Sponsor: None.
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Comprehensive genomic profiling to identify molecular determinants of efficacy of
IDH1 inhibition in intrahepatic cholangiocarcinoma.

Sunyoung S. Lee, Nikolas Naleid, Dong Hyun Seo, Nang Si Won Yone, Lawrence Kwong, James Yu, Zishuo lan Hu, Shubham Pant, Madhulika Eluri, Monica Hsiang,
Mohamed Nuh, Akhila Madulapalli Reddy, Quentin Kimana, Felicity David, Funda Meric-Bernstam, Choong-kun Lee, Richard D. Kim, Milind M. Javle; Department of
Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL;
Department of Internal Medicine, Yonsei University College of Medicine, Seoul, South Korea; Baylor College of Medicine, Houston, TX; Department of Translational
Molecular Pathology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of GI Medical Oncology, The University of Texas MD Anderson Cancer
Center, Houston, TX; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Investigational Cancer Therapeutics, The University of Texas MD
Anderson Cancer Center, Houston, TX; Division of Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Moffitt Cancer
Center Magnolia Campus, Tampa, FL

Background: Ivosidenib (IVO) in IDH1-mutant iCCA yields modest mPFS (2.7 m) with heter-
ogenous responses. Molecular features driving this variability remain undefined. We sought to
identify determinants of therapeutic efficacy via comprehensive analyses of co-occurring
genomic alterations and oncogenic pathway activation. Methods: We analyzed 93 IDH1-mutant
iCCA cases (MD Anderson n=59, Moffitt n=23, Yonsei n=11) treated with IVO (n=78), IDH305
(n=15). We stratified patients (pts) into 3 groups based on co-occurring alterations: EC
(Epigenetic/Chromatin remodeling: BAP1/ARID1A/PBRMa1), PMF (Proliferative/Mitogenic sig-
naling: PI3K/MAPK/FGFR), ACT (Amplified cyclins/CDKN2A-B/TP53), vielding 4 groups: G1
(EC-intact/low-oncogenic: EC+/PMF-/ACT-), G2 (signaling-driven: EC+/PMF+), G3 (cell-
cycle-deregulated: EC+/ACT+), and G4 (EC-deficient: EC-). Cox models assessed group-
specific treatment effects; TME characterization utilized 29 mRNA gene signatures (Bagaev,
Cancer Cell 2021) (n=31) and paired pre/post-progression biopsies (n=4). Results: Survival
analysis (n=93) revealed distinct stratification (p<0.0001): G1, the longest mPFS (11.4 m),
significantly superior to G4 (3.5 m) and G3 (1.8 m). G1 had superior durability (12-m PFS £46.5%)
over G2 and G4 (23.9%, 14.6%); G3 progressed rapidly (6-m 0%). G3 outcomes suggest that
ACT co-mutations confer poor prognosis regardless of epigenetic context (HR 6.85, P=0.004).
Transcriptomic analysis identified G1 as "inflamed-suppressed' (highest angiogenesis/Treg);
G4 was "proliferative-inflammatory" (highest M1-macrophage/Ki67, p=0.04). Paired longi-
tudinal analysis (n=4) identified genomic bypass via acquired kinase drivers (eg, NTRK1 am-
plification) and stromal adaptation with dense fibrotic remodeling. Radiographic
hyperprogression on IVO (Kato criteria) was observed in 2 pts in G3 harboring CDKN2A loss.
Conclusions: Co-occurring genomic alterations may serve as prognostic markers in IDH1-
mutant iCCA, suggesting distinct trajectories of response and resistance to IDH1 inhibition. This
molecular classification could guide clinical decision-making by identifying pts likely to benefit
from monotherapy vs pts requiring combination strategies to overcome intrinsic resistance.
Research Sponsor: None.

G1 G2 G3 G4
EC+ / PMF- / ACT- EC+ / PMF+ EC+ / ACT+ EC-

N (%) 28 (30%) 19 (20%) 5 (5%) 41 (44%)

mPFS (95% CI)  11.4 mo (6.2-NR) 56mo (3.7-9.2)  1.8mo (0.9-35)  3.5mo (2.1-5.8)

3-M Rate 80.9% (66.3-95.5)  88.9% (74.8-100)  20.0% (0.0-55.1)  59.5% (44.5-74.5)

6-M Rate 72.4% (55.8-89.0)  47.9% (25.470.4)  0.0% (0.0-0.0)  23.4% (10.4-36.4)

12-M Rate 46.5% (28.0-65.0)  23.9% (4.7-43.1) 0.0% (0.0-0.0) 14.6% (3.8-25.4)

Hazard Ratio
TME Phenotype

Reference (1.0)
Angiogenesis /
Treg-High

2.15 (p=0.03)
Fibrotic
(CAF-High)

6.85 (p=0.004)
Senescent /
Dormant

2.94 (p=0.002)
Proliferative /
M1-High
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Effectiveness and safety of IBI310 combined with sintilimab versus sorafenib in the
first-line treatment of advanced hepatocellular carcinoma (aHCC): A randomized,
open-label, controlled, multicenter phase Il clinical study.

Jia Fan, Zhenggang Ren, Wei Wang, Jia Luo, Yangiao Zhang, Jun Yao, Rui Liao, Feixiang Wu, Zhengwen Cai, Jin Lu, Wei-Dong Jia, Bixiang Zhang, Chaoliu Dai, Gong Li,
Jingfeng Liu; Department of Hepatobiliary Surgery and Liver Transplantation, Zhongshan Hospital, Fudan University, Shanghai, China; Department of Hepatic Oncology,
Liver Cancer Institute, Zhongshan Hospital, Fudan University, Shanghai, China; Hunan Cancer Hospital, Changsha, China; The Affiliated Cancer Hospital of Harbin Medical
University, Harbin, China; Department of Oncology, The First Affiliated Hospital of Henan University of Science & Technology, Luoyang, China; Chongging Medical

University First Affiliated Hospital, Chongqing, China; Affiliated Cancer Hospital of Guangxi Medical University/Wuxiang Hospital, Affiliated Cancer Hospital of Guangxi
Medical University, Nanning, China; The Second Affiliated Hospital of Guangxi Medical University, Nanning, China; Sichuan Cancer Hospital and Institute, Sichuan Cancer
Center, School of Medicine, University of Electronic Science and Technology of China, Chengdu, China; Department of General Surgery, The First Affiliated Hospital of
University of Science and Technology of China, Hefei, China; Tongji Hospital, Wuhan, China; Shengjing Hospital Affiliated to China Medical University, Shen Yang, China;
Department of Radiology, Beijing Tsinghua Changgung Hospital, School of Clinical Medicine, Tsinghua University, Beijing, China; Fujian Cancer Hospital, Fuzhou, China

Background: Immune checkpoint inhibitors (ICIs) targeting PD-1/PD-L1 have demonstrated
efficacy in aHCC. Despite improved outcomes with PD-1/PD-L1 inhibitor-based regimens,
prognosis remains poor and there is a continued unmet need for alternative therapies with
long-term survival benefits. This study aimed to evaluate the effectiveness and safety of IBI310
(anti-CTLA-4 antibody) combined with sintilimab (anti-PD-1 antibody) in the first-line
treatment of aHCC. Methods: Pts were randomized in a 2:1 ratio to IBI310+sintilimab group
or sorafenib group. The experimental group received IBI310 3mg/kg intravenously (IV) and
sintilimab 200 mg IV on day 1 of every 3 weeks. The control group received sorafenib 400 mg
orally twice daily (BID) continuously until disease progression, intolerable toxicity, death or
other protocol-specified discontinuation criteria. During the study, the IBI310 dose was ad-
justed to 1 mg/kg every 6 weeks. Primary end points included overall survival (OS) and objective
response rate (ORR)assessed by the independent radiology review committee (IRRC) per
RECIST v1.1. Secondary endpoint included progression-free survival (PFS), disease control rate
(DCR), safety, etc. Results: As of August 2022, 344 patients were enrolled and allocated to Group
1 (G1, IBI310 3mg/kg + sintilimab, n=84), Group 2 (G2, modified-dose IBI310 1mg/kg +
sintilimab, n=145) and Group 3 (G3, sorafenib, n=115). Overall, PFS and ORR improved with
IBI310+sintilimab vs Sorafenib. The median OS in the primary endpoint was 44.0 months(G1),
36.1 months(G2) and 22.9 months(G3), respectively. Confirmed ORRs were significantly higher
in the combination therapy groups (G1: 41.7%; G2: 22.1%) versus the control group (2.6%).
Median PFS of three groups were 13.5 months(G1), 6.1 months(G2) and 2.8 months(G3),
respectively. Grade =3 treatment-related adverse events (TRAEs) occurred in 60.7% (G1),
34.7% (G2), and 35.1% (G3) of patients. Conclusions: Compared with sorafenib group, com-
bination treatment of IBI310 + sintilimab as first-line treatment demonstrated survival benefits
and a manageable safety profile in aHCC. Clinical trial information: NCT04720716. Research
Sponsor: None.

Survival data.
I1BI310(3mg/kg)+Sintilimab IBI310(1mg/kg)+Sintilimab Sorafenib
(N=84) (N=145) (N=115)
mOS, m 44.0 36.1 229
Confirmed ORR, n(%) 35(41.7) 32(22.1) 3(2.6)
mPFS, m 13.5 6.1 2.8
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Yttrium-90 SIRT followed by lenvatinib plus sintilimab for unresectable
intermediate-to-advanced hepatocellular carcinoma: Phase Il SIRLENS-90 trial.

Jingjun Huang, Yongjian Guo, Licong Liang, Liteng Lin, Yuchan Liang, Tinggi Yang, Zhaoxiong Guo, Jiabai Huang, Jingwen Zhou, Kangshun Zhu, Wensou Huang,
Mingyue Cai; Department of Minimally Invasive Interventional Radiology, the Second Affiliated Hospital of Guangzhou Medical University, Guangzhou, China; Department
of Radiology, the Second Affiliated Hospital of Guangzhou Medical University, Guangzhou, China; Guangdong Provincial Engineering Technology Research Center for
Interventional Oncology and Precision Drug Delivery, Guangzhou, China

Background: Selective internal radiation therapy (SIRT) with yttrium-90 microspheres is an
established locoregional therapy for unresectable hepatocellular carcinoma (HCC) and may
induce immunogenic modulation, providing a rationale for PD-(L)1 blockade combinations.
However, outcomes with SIRT—PD-(L)1 doublets suggest room for improvement. Lenvatinib
has biological plausibility to augment radiation- and immunotherapy-mediated effects via
VEGFR/FGFR pathway inhibition. We evaluated the efficacy and safety of sequential SIRT
followed by lenvatinib plus sintilimab and explored serum protein biomarkers for outcome
stratification. Methods: SIRLENS-90 (NCT05992584) is a single-center, open-label, single-
arm phase I trial in unresectable BCLC B/C HCC (ECOG 0-1, Child—Pugh 5-7) suitable for SIRT
after mapping and °°™Tc-MAA simulation. Patients received yttrium-9o0 resin SIRT (partition-
model dosimetry) followed 3—7 days later by lenvatinib (8/12 mg daily) plus sintilimab (200 mg
IV Q3W). Primary endpoint: PFS by mRECIST. Secondary endpoints: PFS by RECIST vi1.1, OS,
ORR, DCR, and safety (CTCAE v5.0). Exploratory Olink proteomics and LASSO-penalized Cox
modeling derived a baseline risk score. Results: Thirty patients were treated (mean age 57 years
[(SD 9.9], 93% male, 87% HBV-related; 43% BCLC B, 57% BCLC C; 43% macrovascular
invasion; 53% bilobar disease; 37% extrahepatic metastases; mean max tumor diameter
9.6 cm [SD 3.8; range 3.2—16.1]). Median follow-up was 23.4 months. Median PFS was 15.8
mo (95% CI 8.3—20.7) by mRECIST (6-, 12-, and 18-mo rates: 77%, 53%, 40%) and 17.0 mo
(95% CI 8.3—20.7) by RECIST v1.1. Median OS was not reached (12-, 18-, and 24-mo OS rates:
83%, 73%, 68%). ORR was 83% (95% CI 65—94) by mRECIST and 60% (95% CI 41—-77) by
RECIST v1.1; DCR was 90% (95% CI 74—98) by both. Intrahepatic ORR was 93% (95% CI 78—-99)
by mRECIST. Grade 3—4 treatment-related AEs occurred in 47%, with treatment-related SAEs
in 10% and no treatment-related deaths. A baseline risk score incorporating IL-5 (protective),
CXCL11 (adverse), extrahepatic metastasis, and bilobar disease stratified PFS (log-rank P=
0.001) and OS (P= 0.02), with optimism-corrected C-index 0.758 (for PFS). Conclusions:
Yttrium-90 SIRT followed by lenvatinib plus sintilimab demonstrated encouraging activity
with manageable toxicity in unresectable intermediate-to-advanced HCC. The cytokine-
integrated baseline risk score is hypothesis-generating and warrants external validation.
Clinical trial information: NCT05992584. Research Sponsor: China Zhongguancun Precision
Medicine Science and Technology Foundation.
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Tumor microenvironment phenotypes and survival in fibrolamellar carcinoma: An
exploratory study.

Hilal Polat, Paul Kent, Tom Michael Stockwell, Huseyin Orun; Ministry of Health, Istanbul Provincial Health Directorate, Basaksehir State Hospital, Istanbul, Turkey;
FibroFighters Foundation, Temecula, CA; Ministry of Health, Sirnak Community Health Directorate, Sirnak, Turkey

Background: Fibrolamellar carcinoma (FLC) is a very rare liver cancer affecting children,
adolescents, and young adults. FLC is characterized by a robust immune tumor microenvi-
ronment (TME), but the clinical relevance of TME phenotypes is unknown. Methods: This de-
identified study was approved by the Genetic Alliance Organization Institutional Review Board
(IRB #IRB00003999). Subjects consented under XCELSIOR: A Patient-Centric Platform Study for
Precision Oncology (NCT03793088). From this database, FLC TMEs were classified using the
BostonGene framework into immune—stromal subtypes: fibrotic (F), immune desert (ID),
immune-enriched fibrotic (IE-F), and immune-enriched non-fibrotic (IE-NF), and further
dichotomized into immune-active (IE-F, IE-NF) and immune-cold (F, ID) groups. Associa-
tions were assessed using chi-square and non-parametric tests. Overall survival (OS) and time
to first progression (TTP1) were evaluated using Kaplan—Meier methods and log-rank tests.
Results: Forty-seven subjects (21 females, mean age 20.7 years) were included. TME subtype
distribution was: F 46.8%, ID 17.0%, IE-F 21.3%, and IE-NF 14.9%. TME phenotypes were not
associated with sex (p = 0.15) or age at diagnosis (p = 0.81). During a median follow-up of 3.7
years, 20 deaths (42.6%) occurred. Median overall survival (OS) for the entire cohort was
75.1 months. Median OS by TME subtype were: F 58.8 months, ID not-reached, IE-F
54.6 months, and IE-NF 75.1 months. Median OS was 86.0 months in the immune-cold group
and 54.6 months in the immune-active group (log-rank p = 0.69). Conclusions: In this
preliminary analysis with uncompleted dataset of FLC, immune—cold TME phenotypes were
not significantly associated with overall survival, although trends toward improved outcomes
were observed in immune-active subtypes. These findings should be interpreted as hypothesis-
generating due to small numbers. Larger data are needed to clarify the prognostic role of the
TME in FLC. Research Sponsor: None.

Tumor microenvironment subtypes and clinical outcomes in fibrolamellar carcinoma.

Female Median age  Deaths Median 0S
TME group N (%) (n, %) (years, IQR) (n, %) (months, 95% CI)
Fibrotic (F) 22 (46.8) 12 (57.1) 20.2 12 (60.0) 58.8
(17.2-23.8) (43.1-74.5)
Immune Desert (ID) 8 (17.0) 5(23.8) 20.1 1 (5.0) Not reached
(17.2-27.7)
Immune-cold (F + ID) 30 (63.8) 17 (81.0) 20.2 13 (65.0) 86.0
(17.3-23.8) (43.0-129.0)
Immune-Enriched Fibrotic 10 (21.3) 3(14.3) 16.1 4 (20.0) 54.6
(IE-F) (12.1-28.1) (41.1-68.2)
Immune-Enriched 7 (14.9) 1(4.8) 18.9 3(15.0) 75.1
Non-Fibrotic (IE-NF) (17.7-23.6) (36.6-113.6)
Immune-active (IE-F + IE-NF) 17 (36.2) 4 (19.0) 18.7 7 (35.0) 54.6
(13.8-25.0) (26.2-83.1)
Total 47 (100.0) 21 (100.0) 20.1 20 (42.6) 75.1
(16.7-23.6) (43.4-106.8)
Abbrevliations: TME, tumor microenvironment; IQR, interquartile range; OS: overall survival, Cl: confidence
interval.

Note: Percentages are calculated within columns.
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Characteristics of SMAD4 alterations in an immune-cold genomic subtype of biliary
tract cancers in the Indian population.

Aditya V. Shreenivas, Darshana Suresh Patil, Irene A. George, Janani Sambath, Shambhavi Singh, Chetan Madre, Anjali Parab, Soumil Jitendra Vyas, Pritam Kataria,
Darshit Kalpeshkumar Shah, Rajas Patel, Niyati Krunal Shah, Nitesh Rohatagi, Ruturaj Deshpande, Aakriti Datta, Prashant Kumar, Rajan Datar, Sewanti Atul Limaye; City of
Hope National Medical Center, Duarte, CA; Datar Cancer Genetics, Nashik, India; Sir H. N. Reliance Foundation Hospital and Research Centre, Mumbai, India; Max Super
Speciality, Delhi, India; Kasturba Medical College, Manipal, India; Clinical and Translational Oncology Research, Sir H. N. Reliance Foundation Hospital and Research Centre,
Mumbai, India

Background: Biliary tract cancers (BTCs), comprising gallbladder cancer (GBC) and cholan-
giocarcinoma (CCA), are rare but highly aggressive malignancies with limited therapeutic
options. While genomic profiling has identified actionable alterations in BTC, data from the
Indian population remain underexplored. We characterized the mutational and pathway land-
scape of BTCs in Indian patients and identified subtype-specific and immune-relevant genomic
features. Methods: We retrospectively analyzed 154 BTC tumors, including 69 CCA and 85 GBC
cases, using data from targeted next-generation sequencing panels. Somatic single-nucleotide
variants, copy-number variations (CNVs), and gene fusions in oncogenic and tumor suppressor
genes were curated. Pathway enrichment analysis (Hallmark MSigDB database (p < 0.05)), and
mutual exclusivity/co-occurrence testing (gene pairs selected based on Benjamini-Hochberg-
corrected g-values < 0.05.) were performed to identify biologically relevant genomic signa-
tures. Genomic alterations were correlated with PD-L1 status when available. Results: TP53 was
the most frequently mutated gene (53%), followed by KRAS (18%), ARID1A (9%), IDH1 (77%), and
PIK3CA (7%). Recurrent amplifications were observed in MYC (12%) and ERBB2 (9%). Pathway
enrichment analysis revealed significant dysregulation in the PI3K-AKT-mTOR, Notch, and
Wnt/g-catenin signaling pathways (p-value <0.05). IDH1 mutations were predominantly ob-
served in CCA, supporting a clinically actionable subgroup amenable to IDH1-targeted therapy,
whereas ERBB2 alterations were enriched in GBC, identifying HER2 as a key therapeutic target in
this subtype. Importantly, PD-L1-negative tumors showed a higher frequency of SMAD/ mu-
tations (Fisher’s exact test, p = 0.71), implicating disruption of TGF-g signaling in immune
evasion and reduced tumor immune activation. Conclusions: This comprehensive genomic
analysis of BTC from the Indian population delineates distinct molecular landscape between
GBC and CCA. The subtype-specific actionable alterations, including IDH1 mutations in CCA and
ERBB?2 alterations in GBC, highlights clinically relevant opportunities for precision therapy.
SMAD/, alterations are associated with an immune-cold, poorly immunogenic tumor subtype in
BTCs and warrant further investigation as a predictive biomarker for patient stratification in
immunotherapy-based treatment strategies. These findings support the utility of molecular
stratification in BTC and provide a rationale for integrating targeted and immunotherapy-
based approached in Indian patients. Research Sponsor: None.
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Envafolimab combined with lenvatinib and gemcitabine plus cisplatin in advanced
biliary tract cancer as first-line treatment: A multicenter, single-arm, open-label,
phase Il study (ENLIGHTEN study).

Lixia Xu, Mengping Zhang, Chuankai Zhang, Han Xiao, Qian Zhou, Jifei Wang, Gaomin Zheng, Tianhong Su, Manling Huang, Cheng-Lei Yang, Fengjie Wang, BangDe Xiang,
Huanwei Chen, Ming Kuang; Department of Oncology, Cancer Center, the First Affiliated Hospital, Sun Yat-sen University, Guangzhou, Guangdong, China; Department of
Oncology, Cancer Center, The First Affiliated Hospital, Sun Yat-sen University, Guangzhou, Guangdong, China; Department of Oncology, Cancer Center, The First Affiliated
Hospital, Sun Yat-sen University, Guangzhou, China; The First Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; 1st Affiliated Hospital of Sun Yat-sen
University, Guangzhou, China; Department of Radiology, The First Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; The First Affiliated Hospital, Sun Yat-sen
University, Guangzhou, Guangdong, China; Department of Hepatobiliary Surgery, Guangxi Medical University Cancer Hospital, Nanning, Guangxi, China; Department of
Hepatobiliary Surgery, The First People’s Hospital of Foshan, Guangdong, China; Foshan First People’s Hospital, Foshan, Guangdong, China; Center of Hepato-Pancreato-
Biliary Surgery, The First Affiliated Hospital, Sun Yat-sen University, Guangzhou, China

Background: The prognosis of advanced biliary tract cancer (BTC) remains unsatisfactory
despite the use of first-line gemcitabine and cisplatin in combination with PD-1/PD-L1 in-
hibitors. Lenvatinib (LEN), an anti-angiogenic multi-kinase inhibitor, has recently demon-
strated promising antitumor activity in various tumors. This study aimed to determine the
efficacy and safety of envafolimab (PD-L1 inhibitor) and LEN in combination with gemcitabine
and cisplatin as first-line treatment in advanced BTCs. Methods: This investigator-initiated,
multicenter, single-arm, phase 2 trial enrolled patients with advanced BTCs from three centers.
A Simon’s two-stage optimal design was employed: if 4 or more patients achieved partial
responses (PR) among the first 10 patients in stage 1, enrollment would expand to a total of 39
patients. The therapy would be considered promising if 15 or more patients achieved PR in total.
Including a 10% dropout allowance, the total sample size was set at 43. All patients received
subcutaneous envafolimab (400mg, day 1, Q3W) and LEN (8 mg, orally once daily) combined
with gemcitabine (1000mg/m2, iv. drip, days 1, 8, Q3W) plus cisplatin (25mg/m?2, iv. drip, days
1, 8, Q3W) up for 6-8 cycles, followed by maintenance envafolimab and LEN until disease
progression (PD) or unacceptable toxicity. The primary endpoint was objective response rate
(ORR) assessed per RECIST 1.1. Secondary endpoints included overall survival (OS),
progression-free survival (PFS), disease control rate (DCR), and safety. Results: A total of
43 patients were enrolled in this study from October 2022 to July 2025. However, one patient
withdrew consent due to personal reasons after completing one cycle of therapy and was
therefore considered off-study. Forty-two patients were included in the final analysis, with a
median age of 57 years (range, 29-73). The ORR and DCR were 42.9% (95% CI, 27.7%-59%) and
88.1% (95% Cl, 74.4%-96%), respectively. The observed outcomes were 18 patients (42.9%)
with a partial response (PR), 19 (45.2%) with stable disease (SD), and 5 (11.9%) with PD, which
met the predefined threshold for a positive study endpoint. The median follow-up time,
estimated by the reverse Kaplan-Meier method, was 21.5 months (range, 18.7-29.1). The
median PFS was 8.8 months (95% CI, 8.0-14.1), and the median OS was 15.9 months (95%
CI, 13.4-not reached). The most common grade 3/4 treatment-related adverse events (TRAESs)
were platelet decreased (n = 9, 20.9%) and neutropenia (n = 7, 16.3%). No treatment-related
deaths occurred. Conclusions: In summary, our study demonstrates that the quadruplet reg-
imen of envafolimab, lenvatinib, gemcitabine, and cisplatin demonstrates promising efficacy
and well-tolerated first-line therapy for advanced BTC. Clinical trial information:
NCT05410197. Research Sponsor: State Key Program of National Natural Science Foundation
of China; 82130083; National Natural Science Foundation of China; 82173191; National Natural
Science Foundation of China; 82372914; Key Area Research and Development Program of
Guangdong Province; 2023B1111020007; Science and Technology Program of Guangzhou,
China; 202206080016.
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Cyclin amplification in biliary tract cancer: Integrated profiling to evaluate immune
exclusion, drug sensitivity, and prognosis.

Akhila Madulapalli Reddy, Mohamed Nuh, Monica Hsiang, Eiline Cai, Zishuo lan Hu, Funda Meric-Bernstam, Milind M. Javle, Sunyoung S. Lee; Baylor College of Medicine,
Houston, TX; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: The impact of cell cycle regulator amplifications on the tumor microenvironment
(TME) and clinical outcomes in biliary tract cancer (BTC) remains undefined in the chemo-
immunotherapy era. This study characterizes the genomic, transcriptomic, and clinical land-
scape of cyclin-amplified BTC (CCNE/CCND family). Methods: We analyzed 263 BTC patients
(pts) via comprehensive genomic/transcriptomic sequencing. Cohorts were stratified into
Cyclin-Amplified (Amp, N = 71, Copy Number =6) and non-amplified Control (Ctrl, N =
192). We compared demographics, DNA co-alterations, and survival (Kaplan-Meier/Log-
Rank). Transcriptomic profiling utilized 29 established gene signatures (Bagaev et al, Cancer
Cell 2021) quantifying immune cell infiltration and stromal features. Differential gene expres-
sion assessed markers of chemotherapy resistance. Results: Cyclin amplification defined a
distinct subgroup characterized by younger age (median 56 vs 65 years, p < 0.001). The Amp
cohort (N = 71) consisted of CCNE1 (N = 30), CCND1/2/3 (N = 29/2/7), and CCNE1/D1 co-
amplification (N = 3). Amp pts had significantly inferior overall survival (OS) compared to Ctrl
(median 21.2 vs 28.3m, p = 0.009). In stage 3-4 disease, Amp pts demonstrated worse OS (19.2
vs 25.5 m, p = 0.035). While adding immunotherapy (I0) to chemotherapy significantly im-
proved OS in the control group (36.1 vs 23.0 m, p = 0.001), it provided no OS benefit in the
Amplified group (median 19.2 m [Chemo+I0] vs 24.1 m [Chemo only], p = 0.80). Amp tumors
exhibited high genomic instability, dominated by TP53 (67%), IRS2 (13%), ARID1A (11%), KRAS
(11%), and ATM (11%) mutations. Frequent co-amplifications included FGF19/4 (35%), MYC
(23%), ERBB2 (19%), EGFR (16%), and MET (16%). Transcriptomic profiling revealed a pro-
found "immune desert" phenotype in Amp tumors, characterized by widespread depletion of
adaptive and innate immunity: B-cells (p < 0.001), NK cells (p = 0.002), T-cells (p = 0.008), and
Thi1/Th2 signatures (p < 0.01) were significantly downregulated compared to Ctrl. Amp tumors
exhibited intrinsic chemotherapy resistance via upregulation of gemcitabine targets (RRM1, p =
0.04) and platinum efflux pumps (ABCC2, p = 0.04), alongside a trend toward increased tumor
proliferation (p = 0.053). Conclusions: Cyclin amplification identifies a biologically distinct,
aggressive BTC subtype characterized by intrinsic resistance mechanisms to standard chemo-
immunotherapy. This resistance is driven by a profound "immune desert" microenvironment
limiting immunotherapy efficacy and the upregulation of genes associated with chemotherapy
resistance. Comprehensive genomic profiling in this subgroup provides prognostic context and
reveals a landscape of frequent co-occurring actionable drivers, highlighting the complex
biological underpinnings of this high-risk population. Research Sponsor: None.
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Tumor microenvironment modulation by losartan in advanced gallbladder cancer
(GBC): Results and genomic correlates from the phase 2 LAST study.

Amol Patel, Kiran Kumar Ponugumati, Vidya H. Veldore, Arti Sarin, Kaushik M R, Manali Patel, Divya Shelly, Milind M. Javle; Department of Medical Oncology, Army Hospital
Research and Referral, New Delhi, India; INHS ASVINI, Mumbai, India; 4baseCare Precision Health Pvt Ltd., Bangalore, India; DGAFMS, Delhi, India; ISIC Multispeciality
Hospital, Delhi, India; Army Hospital R and R, Delhi, India; Department of Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston,
1D

Background: Advanced gallbladder cancer (GBC) carries a dismal prognosis, with a real-world
median overall survival (OS) of 6.8 months. We hypothesized that adding losartan to standard
chemotherapy could improve outcomes by modulating the fibrotic tumor microenvironment
(TME). Methods: This was a single-arm phase II study conducted at two academic centers
between July 2022 and April 2024. Adult patients with histologically confirmed, unresectable or
metastatic gallbladder cancer or cholangiocarcinoma received six cycles of gemcitabine and
cisplatin with concurrent oral losartan. The primary endpoint was overall survival (0S). Ex-
ploratory analysis by whole-exome sequencing (WES) was done on 18 patients. Results: Thirty
patients were enrolled. Clinical characteristics are depicted in Table. Median OS was 10.3 months
(range 0.5—38.7), with 6-month and 12-month OS rates of 68% and 36%, respectively. Median
PFS was 5 months. An objective response was observed in 88% of patients, including five
complete responses. Patients with ECOG performance status 2 and those with cholelithiasis had
inferior survival. Losartan was well tolerated. Genomic analysis revealed a clear discretion
between cohorts (median PFS >, <=6 months). Responders exhibited a "TME-favorable"
signature, characterized by genes associated with anti-inflammatory properties, regulated
angiogenesis, and cellular stress response. This group was uniquely enriched for variants in
ATRX, CHEK2, DNMT3A, EZH2, IDH1, SMARCA4, and TSC2. Conversely, non-responders (NR)
showed a pro-inflammatory profile and oncogenic mutations in the angiogenesis pathway
(AKT2, BRAF, MET, NRAS, SMAD/), potentially mediating resistance to losartan-induced vas-
cular normalization. Both groups shared core GBC drivers, including TP53, KRAS, ARID1A, and
ERBB2. Conclusions: Losartan improves survival in GBC patients with a specific molecular
buildup. The presence of anti-inflammatory genomic signatures and specific variants like
SMARCA4 and ATRX may serve as predictive biomarkers for TME-targeted therapy, whereas
pro-inflammatory profiles and primary angiogenesis mutations identify a resistant phenotype.
Clinical trial information: CTRI/2023/02/049523. Research Sponsor: INHS ASVINI.

Baseline clinical features (n=30).

Clinical features n %
Age in years
Median (range ) 59 (31-75)
Gender
Male 11 36
Female 19 64
ECOG PS"
1 21 70
2 9 30
Gallstones 12 4
Cholecystectomy 10 34
Jaundice at baseline
Present 8 26
Absent 22 74
Site 26 87
Gallbladder 1 3
Cholangiocarcinoma 3 10

Intra-hepatic
Extra-hepatic distal
cBD”
Weight in Kgs
Mean (range ) 58 (41-82)
History of weight loss present 15 52
Co-morbidities
Diabetes mellitus 7 23
Hypertension 8 26
Hypothyroidism 1 3
Angiotensin receptor blocker
Losartan
Telmisartan
ERBB2 positive
Received Trastuzumab
Immunotherapy
(Durvalumab)

94

100
17

N
[LENE IR
o

“PS: Performance status, “CBD: Common bile duct.
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Optimizing biliary drainage in malignant biliary obstruction: A systematic review
and meta-analysis of transpapillary versus suprapapillary stent positioning.

Zainab Rafaqat, Umar Abdur Rehman, Zainab Sabir, Yahya Atique, ljlal Akbar Ali; Department of Internal Medicine, College of Medicine, University of Oklahoma Health
Campus, Oklahoma City, OK; King Edward Medical Univeristy, Lahore, Pakistan; Jacobi / North Central Bronx Hospital, Bronx, NY; CMH Kharian Medical College, Kharian,
Pakistan; Perelman School of Medicine, University of Pennsylvania, Philidephia, PA

Background: Malignant biliary obstruction causes significant morbidity and poor survival with
5-year survival rates below 10%. Effective biliary drainage is essential to relieve cholestasis,
prevent infection, and improve quality of life. Endoscopic stenting is a standard intervention,
but the optimal stent position remains unclear. Placement of a stent across the duodenal papilla
can lead to duodeno-biliary reflux, subsequent stent dysfunction, while suprapapillary place-
ment may reduce reflux and improve stent patency. We performed a systematic review and
meta-analysis to compare the clinical outcomes of trans-papillary versus suprapapillary biliary
stent placement in patients with malignant biliary obstruction. Methods: We conducted a
comprehensive search of major electronic databases to identify studies comparing supra-
papillary and transpapillary biliary stent placement. All relevant studies published up to No-
vember 2025 were considered. The clinical outcomes assessed included stent occlusion, stent
patency, post-ERCP pancreatitis, cholangitis, and overall adverse events. Meta-analysis was
performed, and the choice of a fixed-effects or random-effects model was determined based on
the presence of heterogeneity across studies. Results: A total of 14 studies, including random-
ized controlled trials and retrospective cohort studies, encompassing 1,169 patients, compared
suprapapillary with transpapillary biliary stent placement. Suprapapillary stenting was asso-
ciated with a significantly lower risk of post-ERCP pancreatitis (OR 0.23, 95% CI 0.11-0.49; I% =
0%). Stent occlusion demonstrated a non-significant trend favoring suprapapillary placement
(OR 0.68, 95% CI 0.46—1.01; I2 = 46%). Stent patency duration was longer with transpapillary
stents (SMD 0.66, 95% CI 0.27—1.05). Rates of cholangitis were similar between groups (OR
0.86, 95% CI 0.54—1.38). Overall, adverse events were significantly lower with suprapapillary
stenting (OR 0.67, 95% CI 0.47—-0.94; I? = 25%). Conclusions: Suprapapillary biliary stent
placement appears to be safer than transpapillary stenting, with lower rates of post-ERCP
pancreatitis and overall adverse events while still providing effective biliary drainage. However,
its superiority over transpapillary placement in terms of stent occlusion and stent patency
remains uncertain. These findings highlight the potential advantages of suprapapillary stent-
ing but underscore the need for further large-scale randomized controlled trials before it can be
established as the standard of care. Research Sponsor: None.
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Knowledge distillation—enabled ResNet framework for hepatocellular carcinoma
diagnosis on multiphase CT: Toward scalable global deployment.

Hammad Khan, Elangovan Krishnan, Shankar Biswas, Jansi Rani Sethuraj, Kavin Elangovan, Ramya Elangovan, Muhammad Shaheer Mannan, Abdul Basit Khan,
Rajkumar D. Patel, Gowrishankar Palaniswamy, Sophia Ahmed, Sravani Bhavanam, Ali Ataur Rehman; Ayub Medical College, Abbottabad, Pakistan; AIM DOCTOR,
Thiruverkadu, India; Sharda Hospital, Greater Noida, India; Marshfield Clinic - Sanford Health, Marshfield, WI; United Health Services Hospitals, Johnson City, NY; Trinitas
Regional Medical Center, Elizabeth, NJ; Allama Igbal Medical College, Lahore, Pakistan; Brookdale University Hospital and Medical Center, New York, NY; Liaquat College of
Medicine and Dentistry, Karachi, Pakistan

Background: Hepatocellular carcinoma (HCC) accounts for 85—-90% of primary liver cancers
and remains a leading cause of cancer-related mortality worldwide. Early and accurate
imaging-based diagnosis is critical for staging, treatment selection, and survival. Multiphase
contrast-enhanced CT is widely used for HCC detection, yet diagnostic accuracy varies due to
lesion heterogeneity and radiologist workload. Deep learning models demonstrate high per-
formance but are computationally intensive, limiting deployment in resource-constrained
settings. Knowledge distillation enables transfer of diagnostic capability from large teacher
models to lightweight student networks while preserving accuracy. We evaluated a ResNet-
based distillation framework for efficient HCC diagnosis using multiphase CT imaging.
Methods: We analyzed a curated dataset of 140 pathologically confirmed HCC cases, comprising
arterial, portal venous, and delayed-phase CT images annotated by two expert radiologists
independently . A high-capacity ResNet152 teacher model was trained to detect and localize
HCC lesions using hierarchical residual feature learning across multiphase inputs. A compact
ResNet18 student model was trained via temperature-scaled knowledge distillation using soft
probability targets and regularized cross-entropy loss. Performance was evaluated using ac-
curacy, sensitivity, specificity, F1 score, and AUROC. Computational efficiency and inference
latency were assessed to determine real-world deployment feasibility. Results: The ResNet152
teacher achieved robust diagnostic performance ( > 97% accuracy) for HCC detection across
lesion sizes and locations. The distilled ResNet18 preserved near-teacher accuracy, achieving
AUROC exceeding 0.93 with balanced sensitivity and specificity ( > 93%). Knowledge distil-
lation reduced model parameters by over 80% and substantially lowered inference time,
enabling real-time execution on standard clinical hardware. Performance remained consistent
across lesion diameter and hepatic segment subgroups, comparable to expert radiologist
assessment Conclusions: Knowledge distillation enables a lightweight ResNet18 model to
retain near—ResNet152 diagnostic performance for HCC detection on multiphase CT while
markedly reducing computational requirements. This scalable framework addresses key bar-
riers to Al adoption in oncology imaging and supports global deployment of Al-assisted HCC
diagnosis. Prospective multicenter validation is warranted to assess clinical impact on early
detection and treatment planning. Research Sponsor: None.
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Correlative analysis of phase Il trial of olaparib and durvalumab in patients with /IDH-
mutated cholangiocarcinoma.

Xin Wang, Erica Sophia Tsang, Yosef Ellenbogen, Vikas Patil, Valentin Sotov, Grainne M. 0'’Kane, Jennifer J. Knox, Ben X. Wang, Gelareh Zadeh, Eric Xueyu Chen; Princess
Margaret Cancer Centre, Toronto, ON, Canada; Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre, University Health Network, University of
Toronto, Toronto, ON, Canada; University Health Network, Toronto, ON, Canada; PanCuRx Translational Research Initiative, Ontario Institute for Cancer Research, Toronto,
ON, Canada; Princess Margaret Cancer Centre, University Health Network, Toronto, ON, Canada; Mayo Clinic Rochester, Rochester, MN; Princess Margaret Cancer Centre
University Health Network, Toronto, ON, Canada

Background: IDH1/2 mutations occur in ~25% of cholangiocarcinomas (CCAs). Preclinical
studies suggest synergy between PARP inhibition and PD-L1 blockade. We previously
conducted a phase II trial of olaparib plus durvalumab in advanced IDH-mutant CCA. We report
matched baseline tissue and serial cell-free DNA (cfDNA)-based correlative analysis of pts
samples. The primary objective was to develop a cfDNA methylome signature as a non-invasive
biomarker. Methods: This single-arm, open-label phase II study (NCT03991832) enrolled
patients with unresectable/metastatic IDH-mutant CCA and =2 prior lines of systemic therapy.
Patients received olaparib 300 mg orally twice daily and durvalumab 1500 mg IV every 4 weeks.
Blood samples were collected at baseline and monthly while on treatment for planned correl-
atives to examine R2HG, S2HG, and artemin levels using HPLC (High-Performance Liquid
Chromatography). Cell-free methylated DNA immunoprecipitation and high-throughput se-
quencing (cfMeDIP-seq) was performed on pts cfDNA samples and case-matched IDH-wild-
type pts. Formalin-fixed, paraffin-embedded blocks of baseline tumor biopsies were used for
multispectral fluorescent IHC (FL-IHC) using a 6-marker panel composed of pan-cytokeratin,
CD4, CD8, CD163, PD-L1, and CD68. Results: Ten patients were enrolled (median age 63.5 v;
50% female; 90% received prior platinum). Median treatment duration was 1.95 mo (range
1.8—13.5). No complete or partial responses were observed. DCR was 30% (3 patients with stable
disease); one patient remained on therapy for 13.5 mo before progression. Median PFS was 1.97
mo (95% CI 1.73—-3.93). HPLC from baseline plasma showed lower baseline artemin levels
correlated with stable disease (p=0.038), while R2ZHG/S2HG ratios showed no association with
outcome. FL-IHC showed enriched immune cell populations, specifically CD4™ T cells
(p=0.0032) and a trend for CD68* macrophages (p=0.062), in the tumor stroma compared
with tumor core. 54 plasma samples (from 8 patients) were profiled with cfMeDIP-seq along
with 8 IDH-wildtype controls. Using top 100 differentially methylated regions, the circulating
tumour DNA methylome exhibited a highly specific signature, accurately discriminating IDH-
mutant and IDH-wildtype CCA regardless of treatment status. The specific differentially meth-
ylated gene pathways between groups were comprehensively examined in both on-treatment
and baseline plasma samples. Conclusions: Advanced IDH-mutant CCA harbors an immune-
excluded phenotype, which may underlie primary resistance to immunotherapy. Plasma cfDNA
methylome signature can accurately discriminate CCA with IDH mutations. Clinical trial in-
formation: NCT03991832. Research Sponsor: None.
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The molecular landscape and clinical nomogram of cholangiocarcinoma harboring
ESCAT | alterations.

George Laliotis, Chidiebube Ugwu; Johns Hopkins University, Baltimore, MD; Department of Internal Medicine, Jefferson Einstein Philadelphia Hospital, Philadelphia, PA

Background: Cholangiocarcinoma (CCA) is the second most common primary liver cancer, with
rising global incidence and mortality. Despite molecular advances, most patients present with
advanced disease unsuitable for curative resection, resulting in poor prognosis. ESCAT I
alterations, including FGFR2 fusions, IDH1/IDH2 mutations, BRAF V600E, HER2 amplification,
MSI-high, and NTRK fusions, represent validated therapeutic targets with FDA/EMA-approved
treatments, occurring in 25% of CCAs. Here, we analyze genomic and transcriptomic data to
characterize the molecular landscape and develop an OS nomogram for CCA patients with
ESCAT I alterations. Methods: In this retrospective study, we analyzed publicly available data
from 1928 CCA patients, enrolled in participating institutions between 2012 and 2022, sourced
from the cBioPortal for Cancer Genomics. We investigated frequencies of ESCAT I alterations,
copy number alterations, mRNA expression, clinicopathological factors, and OS. Transcrip-
tomic profiling and pathway enrichment analysis identified survival-associated genes. A no-
mogram integrating clinical, pathological, and molecular features was constructed and
validated for OS prediction. Results: Genomic analysis of 1,845 CCA samples revealed revealed
IDH1 mutations (12%), FGFR2 fusions (8%), HER2 amplification (6%), BRAFV600E (4%), MSI-
high (4%), NTRK1/2/3 fusions (3.4%) and IDH2 mutations (2%). Notably, ESCAT I alterations
were associated with inferior OS (log-rank P = 0.009; mOS altered vs wild-type 33.84 vs
24.31 months). Transcriptomic and GSEA profiling linked these alterations to dysregulation
of oncogenic pathways, including DNA damage repair, cell cycle regulation, epithelial-
mesenchymal transition, and immune pathways. The prognostic nomogram incorporated
age, stage, differentiation, ESCAT I subtype, and top 5 most significantly identified tran-
scriptomic signatures. Conclusions: This study provides comprehensive molecular character-
ization of ESCAT I-altered CCA, revealing distinct genomic and transcriptomic profiles
associated with specific alterations and oncogenic pathway dysregulation. The validated no-
mogram offers a practical tool for personalized OS prediction, potentially guiding treatment
selection, surveillance intensity, and clinical trial stratification. These findings emphasize the
importance of routine molecular profiling in CCA and support precision medicine integration to
improve outcomes and target therapy resistance mechanisms in this population. Research
Sponsor: None.
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First-line GemCis + immunotherapy vs FGFR inhibition in ctDNA-detected FGFR2
fusion—positive advanced cholangiocarcinoma: A real-world analysis.

Richard D. Kim, Aidan Manning, Nicole Zhang, Keelia Clemens; Moffitt Cancer Center Magnolia Campus, Tampa, FL; Guardant Health, Kansas City; Guardant Health, Palo
Alto, CA; Guardant Health, Redwood City, CA

Background: Advanced cholangiocarcinoma (aCCA) carries a poor prognosis. Approximately
40% of aCCA harbor targetable biomarkers; however, standard first-line (1L) therapy is
gemcitabine-cisplatin (GemCis) + immune checkpoint inhibitors (ICI), regardless of genomic
status. Emerging data suggest that oncogene-driven molecular subsets of aCCA may exhibit
reduced sensitivity to ICI, raising questions about the benefit of adding ICI to chemotherapy in
genomically defined populations. Therefore, we compared outcomes for aCCA pts with ctDNA-
detected FGFR2 fusions (FGFR2+) treated with targeted therapy vs. GemCis = ICI. Methods:
Real-world data was sourced from InfinityAl Data Library, a database combining de-identified
genomic information from Guardant360 (Guardant Health, Palo Alto, CA) and clinical data from
administrative claims. aCCA pts with an FGFR2 fusion detected prior to 1L therapy between Sept.
2018 and June 2025 were analyzed. Outcomes were assessed via real-world time to treatment
discontinuation (rwTTD), real-world time to next treatment (rwT'TNT) and real-world overall
survival (rwOS) in months with 95% confidence intervals. Log-rank tests were used to compare
Kaplan-Meier survival curves. Results: 149 FGFR2+ aCCA pts with treatment and outcomes data
were identified. 18.1% (27) were treated with GemCis, 45.6% with GemCis + ICI (68), and 19.5%
(29) with FGFRi. FGFR2+ pts treated with 1L FGFRi had improved rwTTD, rwTTNT, and rwOS
compared to GemCis and GemCis + ICI, with significantly improved rwTTD in those treated with
FGFRi vs GemCis + ICI (Table 1). Based on these data, the addition of ICI to GemCis was not
associated with improved outcomes in FGFR2+ pts. Conclusions: Real-world outcomes in
ctDNA-detected FGFR2+ aCCA did not improve with addition of ICI to 1L GemCis. In contrast,
1L FGFRi was associated with longer treatment duration and delayed need for subsequent
therapy. These findings suggest standard chemo-immunotherapy may not be optimal for all
biomarker-defined aCCA subgroups and support the use of ctDNA testing to inform biomarker-
drive 1L treatment selection abd sequncing strategies, warranting prospective validation.
Research Sponsor: None.

Outcomes in FGFR2+ pts by 1L therapy.

nwTTD rWTTNT rmwOoS

FGFRi vs GemCis 9.1 (4.9-11.5) vs 4.2 (2.3-6.2) 20.8 (8.3-20.8) vs NR (16.9-NR) vs 17.5 (10.3-28.4)
HR=0.68, p=0.22 13.8 (5.6-30.3) HR=0.64, p=0.33 HR=0.48, p=0.16

FGFRi vs GemCis + ICI 9.1 (4.9-11.5) vs 5.2 (3.9-7.8) 20.8 (8.3-20.8) vs NR (16.2-NR) vs 20.9 (10.7-NR)
HR=0.62, p=0.03 8.9 (7.9-NR) HR=0.51, p=0.06 HR=0.43, p=0.11

GemCis vs GemCis + ICI 4.2 (2.3-6.2) vs 5.2 (3.9-7.8) 13.8 (5.6-30.3) vs 17.5(10.3-28.4) vs
HR=0.91, p=0.91 8.9 (7.9-NR) HR=0.8, p=0.61 20.9 (10.7-NR)

HR=0.89, p=0.69
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Durvalumab or pembrolizumab plus gemcitabine and cisplatin versus gemcitabine
and cisplatin alone as first-line therapy for advanced cholangiocarcinoma: A meta-
analysis.

Abdullah Esmail, Saifudeen Abdelrahim, Yazan Hamadneh, Nour Maher Mustafa, Ebtesam Al-Najjar, Maen Abdelrahim; Houston Methodist Neal Cancer Center, Houston,
TX; Jordan University Hospital, Amman, Jordan

Background: Cholangiocarcinoma (CCA) is a rare, aggressive malignancy of the bile duct
epithelium with rising incidence and mortality. Curative surgery is feasible in few cases; for
unresectable or metastatic disease, systemic therapy is standard. Gemcitabine plus cisplatin
(GemCis) has been the first-line backbone, but phase 3 trials (TOPAZ-1 and KEYNOTE-966)
demonstrated overall survival (OS) benefit with added immune checkpoint inhibitors (durva-
lumab or pembrolizumab). This systematic review and meta-analysis evaluates the efficacy and
safety of immunotherapy (I0) plus GemCis versus GemCis alone in advanced CCA. Methods: We
systematically searched PubMed, Embase, Scopus, and Google Scholar for English-language
studies (2009—2025) including randomized controlled trials (RCTs) and cohort studies of first-
line GemCis alone or with durvalumab or pembrolizumab in unresectable/metastatic CCA.
Primary endpoint: OS. Secondary: progression-free survival (PFS) and grade 3-4 adverse events
(AEs) per CTCAE. Kaplan-Meier curves were digitized, and individual patient data recon-
structed using IPD tools for pooled estimates. Random-effects models generated hazard ratios
(HRs) and pooled medians; heterogeneity assessed via I2. Results: We included 3,703 patients
from TOPAZ-1, KEYNOTE-966, ABC-01/02, and six cohort studies: 1,737 on GemCis alone,
1,433 on GemCis + durvalumab, and 533 on GemCis + pembrolizumab. In the full meta-analysis,
GemCis + durvalumab showed the best outcomes (median OS 14.1 months, PFS 7.38 months)
versus GemCis + pembrolizumab (OS 12.8 months, PFS 6.62 months) and GemCis alone (0S
9.27 months, PFS 5.81 months). Restricting to RCTs only, I0 + GemCis improved OS versus
GemCis alone (median 12.82 vs. 11.1 months; HR 0.78, 95% CI 0.71—0.86, p<0.001), with no
significant PFS difference (p=0.20). Grade 3-4 AEs were infrequent across arms; thrombocy-
topenia was higher with pembrolizumab (p=0.0002), but other severe toxicities were compa-
rable. Conclusions: Adding immunotherapy to GemCis significantly enhances survival in
unresectable/metastatic CCA, with durvalumab + GemCis providing the most pronounced
benefit in this pooled analysis incorporating RCTs and real-world cohorts. Regimens were
well-tolerated with manageable toxicity. These findings reinforce chemoimmunotherapy as
first-line standard and highlight potential differential efficacy between PD-L1 and PD-1 in-
hibitors warranting further study. Research Sponsor: None.

Visit meetings.asco.org and search by abstract for the full list of abstract authors and their disclosure information. Abstract data
current as of May 12, 2026.


http://meetings.asco.org

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY

4161 Poster Session

Real-world analysis of epigenomic molecular tumor-type prediction for biliary tract
cancer in CUP.

Daniel Hintz, Sheila R. Solomon, Jayati Saha, Nicole Zhang; Guardant Health, Palo Alto, CA; Guardant Health, Bronx, NY; Guardant Health, Redwood City, CA

Background: Biliary cancers (BTC) are often diagnosed at advanced stages and can present as
metastatic liver tumors, making determination of the primary site difficult, leading to frequent
cancer of unknown primary (CUP) designations. Conventional histopathology or imaging may
misclassify tumor origin, yet accurate distinction is essential because therapies differ for BTC
and CUP. A novel liquid biopsy (LB) molecular tumor type (MTT) classifier using epigenomic
signatures predicts tumor origin across 14 solid tumors with graded confidence. This study
evaluated concordance, genomic features, and real-world outcomes of high-confidence MTT-
BTC predictions in patients (pts) with BTC or CUP using the Infinity Al, a clinical-genomics and
epigenomics database. Methods: Guardant360 LB results showing high-confidence (>80%)
MTT predictions for BTC in pts with BTC or CUP listed on the test requisition form (TRF) were
identified. Infinity AI links de-identified clinical, genomic, epigenomic, and administrative
claims The LB assay interrogated >700 genes and thousands of methylation regions. First-line
(1L) therapies were categorized as chemotherapy (chemo), immunotherapy (10), or chemo-IO.
Real-world time to treatment discontinuation (rwTTD) and time to next treatment (rwTTNT)
were compared between TRF-BTC and TRF-CUP cohorts using log-rank tests. Results: Among
pts with high-confidence MTT-BTC predictions (TRF-BTC n=410; TRF-CUP n=56), MTT
accuracy for TRF-BTC was 51.7%. Female proportion was 58% (TRF-BTC) and 64% (TRE-
CUP), respectively. Median ages for TRF-BTC and TRF-CUP pts were 68 years, respectively. The
most frequent oncogenic mutations in TRF-BTC were TP53 (34), ARID1A (8), KRAS (7), and IDH1
(6); none had FGFR2 . In TRF-CUP, common mutations included TP53 (3), ARID1A (2), and IDH2
(2). For TRF-BTC pts, rwTTD was longer with 1L I0+chemo vs IO or chemo alone (7.9 vs 4.3 vs
3.4 mo; p<0.0001). TRF-CUP pts showed similar, but non-significant trends. rwTTNT was
longer for TRF-BTC pts receiving 10 (p=0.00026) and trended higher for TRF-CUP (p=0.069).
Conclusions: Guardant360 LB epigenomic—based MTT classifier consistently predicted biliary
origin in pts labeled as BTC and in a subset labeled as CUP, with broadly concordant genomic
features and real-world treatment patterns. CUP pts with high-confidence MTT-BTC predic-
tions demonstrated outcomes that approximated those of TRF-BTC, supporting biologic sim-
ilarity and suggesting that some CUP cases may represent occult BTC. These findings support
consideration of MTT as a tool to refine uncertain diagnoses, guide BTC-aligned therapy
selection (including targetable alterations), and improve clinical trial matching. Larger cohorts
with longer follow-up and prospective validation are needed to define the impact of MTT-
guided management on patient outcomes. Research Sponsor: None.
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An immune-related pathologic response score as a predictor of survival after
immune checkpoint inhibitor-based conversion therapy in hepatocellular
carcinoma.

Yi-Jun Lu, Rui-Zhe Li, Wen-Jing Zheng, Jia Fan, Jian Zhou, Ruoyu Shi, Xin-Rong Yang; Department of Hepatobiliary Surgery and Liver Transplantation, Liver Cancer
Institute, Zhongshan Hospital, Fudan University, Shanghai, China; Department of Hepatobiliary Surgery and Liver Transplantation, Zhongshan Hospital, Fudan University,
Shanghai, China; Department of Pathology and Laboratory Medicine, Kandang Kerbau Women's and Children’s Hospital, Singapore, Singapore

Background: Immune checkpoint inhibitor (ICI) based conversion therapy is increasingly
utilized in the management of initially unresectable hepatocellular carcinoma (HCC). However,
the clinical significance of immune-related pathologic response (irPR) features remain poorly
understood in HCC. Methods: We enrolled 217 HCC patients undergoing ICI-based conversion
therapy followed by curative-intent resection and assigned them to discovery and validation
cohorts (2:1). Thirteen immune-related pathological response (irPR) features—tumor-
infiltrating lymphocytes, tertiary lymphoid structures, lymphoid aggregates, plasma cell in-
filtration, granulomas, neutrophils, foamy macrophages, cholesterol clefts, hemosiderin-
laden macrophages, giant cells, neovascularization, necrosis, and mature fibrosis—were
assessed on H&E-stained tumor bed sections. To explore differences in the tumor microen-
vironment, bulk mRNA sequencing was performed on FFPE samples from patients in the
discovery cohort. Results: In the discovery cohort, four irPR features (tumor-
infiltrating lymphocytes, lymphoid aggregates, neutrophils, and foamy macrophages) were
integrated to construct the immunotherapeutic response score (ITRS), classifying patients as
ITRSlow (0-1) or ITRShigh (2-4). ITRS!o™ patients showed significantly improved OS (HR =
4.17; 95% CI 1.64—-10.60; P = 0.003) and RFS (HR = 2.07; 95% CI 1.32—3.23; P = 0.001), with
longer median RFS (32.3 vs 8.5 months). ITRS remained independently associated with OS (HR =
2.81; 95% CI 1.06—7.43; P = 0.038) and RFS (HR = 2.10; 95% CI 1.32-3.33; P = 0.002) and was
validated in an independent cohort. FFPE transcriptomic profiling (n = 41) showed that ITRS'*"
tumors were immune-inflamed, with enrichment of immune-related GO/KEGG pathways and
globally higher immune/stromal infiltration (higher ESTIMATE immune/stromal scores, lower
tumor purity; all P < 0.001). Unsupervised clustering identified hot/cold states, with hot tumors
enriched in ITRS'®Y (65.4% vs 13.3%, P = 0.003); CD8" T-cell infiltration was higher across
MCPcounter/CIBERSORT/TIMER and was accompanied by stronger antigen presentation
(MHC-II gene sets) and increased CD8" T-cell activation/cytotoxicity as well as exhaustion
signatures (all P < 0.05), supporting an immune-active microenvironment linked to favorable
outcomes. Conclusions: An irPR feature—based ITRS robustly predicts both OS and RFS in HCC
patients following ICT. The ITRS is readily applicable in routine diagnostic pathology practice
and provides novel insights into the biological mechanisms underlying immunotherapy re-
sistance. Research Sponsor: National Natural Science Foundation of China; 82488101; National
Natural Science Foundation of China; 82341027; National Natural Science Foundation of China;
82072715; National Natural Science Foundation of China; 82500694.
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Comparative outcomes of first-line atezolizumab plus bevacizumab (A+B) and
durvalumab plus tremelimumab (D+T) in hepatocellular carcinoma (HCC).

Sarina Ailawadi, Jennifer Elizabeth Murphy, Michael H. Storandt, Rohit Rao, Amit Mahipal; Department of Medicine, University Hospitals, Case Western Reserve University,
Cleveland, OH; University Hospitals Center for Clinical Research, Cleveland, OH; Mayo Clinic Rochester, Rochester, MN; University Hospitals Cleveland Medical Center,
Cleveland, OH; Department of Oncology, University Hospitals Seidman Cancer Center, Case Western Reserve University, Cleveland, OH

Background: Standard first-line systemic therapy for hepatocellular carcinoma involves im-
mune checkpoint inhibitors, including A+B and the STRIDE regimen consisting of D+T. How-
ever, there is limited data comparing outcomes of patients receiving these two regimens. We
aimed to compare the survival and safety profiles of patients receiving A+B versus D+T as first-
line systemic therapy for advanced HCC in a propensity score matched analysis. Methods: We
performed a retrospective cohort study using data from TriNetX, a healthcare database of over
150 million patients in the United States. We identified adult patients with a history of HCC and
included those who received A+B or D+T as first line treatment. Propensity score matching
(PSM) was conducted, matching for patient demographics (age, sex, race), clinical history
(alcohol use, ascites, esophageal varices, viral hepatitis), and laboratory parameters [platelets,
albumin, bilirubin, INR, alpha-1-fetoprotein (AFP)]. Median overall survival (mOS) and rel-
evant patient safety events were compared between those who received A+B or D+T. Results:
We identified 2,762 patients who had HCC who were treated with A+B or D+T, of which 2,030
patients received A+B and 723 patients received D+T. Compared to patients in the A+B cohort,
those who received D+T were more often older (68.5 vs 66.9 years, standardized mean dif-
ference (SMD) = 0.17), had lower platelet counts (186.4 vs 198.6, SMD = 0.11), had higher
prevalence of ascites (33.1% vs 20.3%, SMD = 0.29), and alcohol use (23.8% vs 18.8%, SMD =
0.12). After PSM, 723 patients were included in survival analyses, with all variables adequately
balanced except for albumin, which was higher in the A+B group (3.6 vs 3.5, SMD = 0.19). At
90 days after starting therapy, D+T was associated with higher incidence of immune-mediated
colitis [5.3% vs 2.6%, odds ratio (OR) 2.1; 95% confidence interval (CI), 1.2-3.7], and a higher
risk of hospitalization [35.4% vs 27.9%, OR 1.4; 95% CI, 1.1-1.8]. At 6 months, the risk of
hypertension and proteinuria was higher in the A+B cohort [21.9% vs 13.7%, OR 0.57; 95% CI,
0.34-0.95], which persisted at 1 year [28.1% vs 16.5%, OR 0.51; 95% CI, 0.32-0.81]. There was no
significant difference in mOS between those receiving A+B or D+T [18.3 months vs 22.8 months,
hazard ratio (HR) 0.94; 95% CI, 0.79-1.1]. Conclusions: In patients with advanced HCC who
received A+B or D+T as first-line systemic therapy, we found that A+B was associated with
higher risk of hypertension and proteinuria, while D+T was associated with a higher risk of
immune-mediated colitis and hospitalization. No significant difference in mOS was observed
between the cohorts. These findings suggest that safety profiles, rather than survival differ-
ences, may be used to guide optimal first-line treatment regimens. Prospective studies are
warranted to further assess differences in patient outcomes. Research Sponsor: None.
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DEB-TACE combined with apatinib and camrelizumab as second-line therapy for
unresectable intrahepatic cholangiocarcinoma: A prospective, single-arm, phase Il
study.

Xuegang Yang; Sichuan Cancer Hospital & Institute, Chengdu, Sichuan, China

Background: This study aimed to evaluate the efficacy and safety of drug-eluting bead trans-
arterial chemoembolization (DEB-TACE) combined with Apatinib and Camrelizumab as
second-line therapy for unresectable intrahepatic cholangiocarcinoma (ICC). Methods: This
is a prospective, single-arm, phase II study. Eligible patients were those with unresectable ICC
who had progressed after first-line gemcitabine-containing chemotherapy. These patients
received DEB-TACE combined with Apatinib and Camrelizumab therapy. The primary end-
points were to assess the objective response rate (ORR) and disease control rate (DCR) in
accordance with both Response Evaluation Criteria in Solid Tumors (RECIST) V1.1 and modified
RECIST (mRECIST) criteria. Secondary objectives included measuring progression-free sur-
vival (PFS), overall survival (OS), and safety profiles. Adverse events (AEs) were graded
according to Common Terminology Criteria for Adverse Events (CTCAE) v5.0. Results: Twenty
patients participated in this study. The ORR was 65% (95% confidence interval [CI]:
4,0.8%—84.6%) per mRECIST and 25% (95% CI: 8.7%—49.1%) per RECIST Vi.1. The DCR
was 95% (95% CI: 74%—99%) per mRECIST and 85% (95% CI: 62.1%—-96.8%) per RECIST
V1.1. The median PFS was 7.7 (95% CI: 5.5—9.8) months. The median OS was 13.2 (95% CI:
3.1-23.3) months. Treatment-related adverse events (TRAEs) occurred in all 20 (100%) pa-
tients. The most common TRAEs included decreased lymphocyte count, hypertension, and
abdominal pain, with grade =3 TRAEs manageable via appropriate interventions. Conclusions:
DEB-TACE combined with Apatinib and Camrelizumab as second-line therapy for unresectable
ICC demonstrated promising efficacy and an acceptable safety profile, providing a viable
treatment option for patients with unresectable ICC progressing after first-line
gemcitabine-containing chemotherapy. Clinical trial information: NCT04834674. Research
Sponsor: None.
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Outcomes of combined HCC-cholangiocarcinoma with adjuvant chemotherapy: An
NCDB cohort.

Maria Diab, Sunita Ghosh, Zaid Ihab Al Saheli, Gazala Khan, Ahmed Nassar, Philip Agop Philip; Henry Ford Health/Michigan State University, Detroit, MI; Department of PHS,
Henry Ford Cancer Institute, Detroit, MI; Henry Ford Health System, Department of Hematology/Oncology, Detroit, MI; Division of Hematology, Oncology, Department of
Internal Medicine, Henry Ford Hospital, Henry Ford Cancer Institute, Detroit, MI; Henry Ford Health, Detroit, MI; Wayne State University/Henry Ford Hospital, Detroit, Ml

Background: Combined (or mixed) hepatocellular carcinoma-cholangiocarcinomas (cHCC-
CCA) are rare liver tumors that are associated with poor prognosis. Patients (pts) presenting
with limited disease are candidates for curative intent surgery. However, the role of adjuvant
chemotherapy is not established. Methods: This retrospective review was based on the National
Cancer Data Base (NCDB) participant user file (PUF) from 2014 to 2022. Patients were identified
using International Classification of Diseases for Oncology, 3rd Edition (ICD-0-3) topography
(C22.0—22.1) and histology code 8180 for cHCC-CCA. Adjuvant chemotherapy was defined as
chemotherapy administered on or after 6 weeks from surgery. Patients who had neoadjuvant
chemo were excluded. Analytical stage variable captures data from pathological stage, and if
pathological stage is missing, then clinical stage is captured. Pathological stage data were
available only for 13% of pts. Hence, analytical stage was used with about 31% data available.
Frequency and proportions were reported for categorical variables. Median overall survival
(mOS) and corresponding 95% confidence intervals were reported using Kaplan-Meier (KM)
estimates. Cox’s proportional hazard model was used to report the adjusted and unadjusted
analysis of 0S. Hazard ratio (HR) and 95% confidence intervals were reported. All statistical
analysis were performed using SAS version 9.4 software. Analysis of the NCDB PUF is exempt
from IRB review. Results: 2815 pts with cHCC-CCA were identified, of which 2174 pts data were
used for final analysis. 394 (18.1%) pts received adjuvant chemotherapy and 1780 (81.9%) did
not receive any chemotherapy. 90% were above age 50 years; 76.2% were Caucasians and 67.7%
were Male. Of those who received adjuvant chemotherapy, 162 (41.1%) received chemotherapy
as single agent and 203 (51.5%) received chemotherapy as multiple agents. Among 668 data on
analytic stage, 28.3% were stage 1, 36.8% were stage 2, 20.9% were stage 3 and 14.1% were stage
4. LVI data was also available for 549 patients. Of these, 38.1% had LVI present. Adjuvant
chemotherapy was associated with improved OS compared to no chemotherapy (HR = 0.87
(95% CI: 0.77 — 0.99) p = 0.0296) in the entire population. Adjusted OS analysis for adjuvant
chemotherapy with analytical stage showed significant survival benefit with adjuvant chemo-
therapy (HR = 0.73 (9%% CI: 0.56 — 0.96), p = 0.0261). Further adjustment for LVI was not
performed due to large missing data. Conclusions: Adjuvant chemotherapy is not currently a
standard for pts with cHCC-CCA after curative intent surgery. However, it appears to be
associated with improved survival. Prospective studies evaluating the role of adjuvant therapy
in this pt population are needed. Research Sponsor: None.
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Performance of a multi-cancer early detection test (MCED) for detecting small
hepatocellular carcinoma (HCC) in a screening population.

Gangchao Xu, Qiang Liu, Shutong Wang, Wentao Liu, Shiting Feng, Weifeng Zhu, Tao Zhou, Qiumei Zhuang, Hui Yu, Yue Wang, Min Li, Jie Yang, Cuicui Wang, Jing Liu,
Baoliang Zhu, Xiaohui Wu, Ruifeng Jing, Qinfeng Wen, Dongdong Yu; Department of General Surgery, Huidong People’s Hospital, Huizhou, China; Department of Radiology,
Huidong People’s Hospital, Huizhou, China; Center of Hepato-Pancreato-Biliary Surgery, The First Affiliated Hospital, Sun Yat-sen University, Guangzhou, China;
Department of Gastroenterology, Huidong People’s Hospital, Huizhou, China; Department of Radiology, The First Affiliated Hospital, Sun Yat-sen University, Guangzhou,
China; Health Management Center, Huidong People’s Hospital, Huizhou, China; Shanghai Xiaohe Medical Laboratory Co. Ltd., Beijing, China; Shanghai Xiache Medical
Laboratory Co. Ltd., Guangzhou, China; Digital Economy Service Platform for Life and Health, Bio-island Laboratory, Guangzhou, China; Shanghai Xiaohe Medical
Laboratory Co. Ltd., Shanghai, China; Guangzhou National Laboratory, Guangzhou, China; Department of Medical Affairs, Huidong People's Hospital, Huizhou, China;
Department of Traditional Chinese Medicine, The Fifth Affiliated Hospital of Guangzhou Medical University, Guangzhou, China

Background: Early diagnosis of small HCC (defined as single nodule = 3 cm) is crucial, as it
represents the optimal window for curative treatments. Abdominal ultrasound with alpha-
fetoprotein (AFP) is recommended for HCC surveillance in high-risk population. However,
traditional modality detects only ~63% of small HCC, resulting in most HCC being diagnosed at
advanced stages. Genie-Seq, a cfDNA-based MCED assay, covers 5 high-mortality cancers
including HCC. Here, we report preliminary results evaluating the performance of Genie-Seq
for small HCC in an asymptomatic screening population. Methods: Participants aged 40-74
years with no clinical suspicion of cancer were enrolled in a prospective, interventional study.
All participants underwent Genie-Seq testing and standard-of-care (SOC) screenings accord-
ing to the China Guidelines for Cancer Screening, including abdominal ultrasound and AFP.
Genie-Seq detects cancer signals and localizes tissue-of-origin (TOO) simultaneously. Further
HCC-focused diagnostic workup was performed per physician’s discretion if: 1) suspicious
findings on HCC screening, or 2) positive MCED results with liver as the top-predicted TOO.
Diagnostic outcomes were reviewed for cancer status, TOO prediction accuracy, and stage.
Results: As of December 2025, 1210 participants completed MCED testing and HCC screening.
Nine participants were suspected of HCC and underwent further evaluation, with definitive
diagnosis achieved in 7. Of these, 4 were confirmed as HCC (3 small HCCs, 1 stage II), 1 had
synchronous gastric and colorectal cancers, and 2 had benign hepatic lesions. Genie-Seq
identified all HCC cases with 100% TOO prediction accuracy, including 2 that were missed
or initially misdiagnosed by traditional imaging. Patient 885 was exclusively identified by
MCED, as no nodule was detected by ultrasound. Patient 888 had atypical features on contrast-
enhanced CT/Gd-EOB-DTPA MRI (initial suspicion of inflammatory pseudotumor), and Genie-
Seq positivity prompted contrast-enhanced ultrasound, leading to definitive diagnosis of small
HCC. Conclusions: Genie-Seq exhibits excellent performance for small HCC detection in
screening population, supporting it as a complementary tool to conventional preventive care
and potentially improving curable HCC detection. Research Sponsor: Shanghai Xiaohe Medical
Laboratory Co. Ltd.

Diagnostic outcomes of participants achieved diagnostic resolution.

Suspicious
Lesions Detected AFP Tumor
Participants by Ultrasound (ng/ml)!"! MCED Results Diagnosis Stage (AJCC)
0108 Yes 2.96 Negative Hepatic cysts
0572 Yes 4.25 Negative  Hepatic cavernous hemangioma
0640 No 2.6 Positive Multiple primary Gastric cancer:
cancers IIB Colorectal
cancer: |
0723 Yes 58.55 Positive HCC Il
0885 No 8.16 Positive HCC 1A
0888 Yes 42.53 Positive HCC B
0971 Yes 9.11 Positive HCC 1A

MIAFP levels of < 7 ng/mL were defined as normal.
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Phase I/1l, first-in-human study of yttrium-90 carbon microspheres in patients with
unresectable hepatocellular carcinoma: Safety and early efficacy profiles.

Lei Zhang, Gaojun Teng, Haidong Zhu, Chen Sun; Department of Radiology, Center of Interventional Radiology and Vascular Surgery, Zhongda Hospital, Medical School,
Southeast University, Nanjing, China; Center of Interventional Radiology & Vascular Surgery, Department of Radiology, Zhongda Hospital, Medical School, Southeast
University, Nanjing, Jiangsu, China; Southeast University, Nanjing, Jiangsu, China

Background: Yttrium-90 microsphere selective internal radiation therapy (Y-90 SIRT) plays a
significant role in the treatment of unresectable hepatocellular carcinoma. The phase I clinical
study evaluated the safety and efficacy of Y-90 Carbon Microspheres Injection in patients with
unresectable hepatocellular carcinoma. Methods: This multicenter, single-arm, prospective
study was conducted across eight centers in China. It enrolled all eligible patients with uHCC
who underwent radioembolization between 2023 and 2024. Eligibility criteria included unre-
sectable hepatocellular carcinoma, Child-Pugh A cirrhosis, and an Eastern Cooperative On-
cology Group performance status of 0-1. The primary endpoints included the incidence of
adverse events and serious adverse events post-infusion, and the objective response rate in the
treated area at first assessment according to mRECIST criteria. Among the 40 enrolled patients,
£,0.0% had an ECOG status of 0. According to China Liver Cancer Staging (CNLC), there were 12
cases (30.0%) in stage Ia, 9 cases (22.5%) in stage Ib, 6 cases (15.0%) in stage Ila, 4 cases
(10.0%) in stage IIb, and 9 cases (22.5%) in stage I11a of liver cancer. The median tumor size was
55.36 mm (range: 11.2—141.2). Results: All subjects received radioembolization as primary
treatment, with a median tumor target absorbed dose of 450 Gy (range: 196.5 Gy-2000 GY).
According to the SPECT/CT results after treatment with NRT6003 injection, the median tumor
absorbed dose was 429.93 Gy (range: 197.1 Gy-2827.7 Gy). As of February 21, 2025, the median
follow-up of 9.5 months, a total of 221 treatment-related adverse events were reported,
including 16 events of grade =3 and 2 serious adverse events (Upper abdominal pain, gastro-
intestinal bleeding). The best overall objective response rates were 92.5% (37/40) for whole-
body and 97.5% (39/40) forlocal responses. The confirmed objective response rates were 82.5%
(33/40) for whole-body and 85% (34/40) for local assessments. Six patients were re evaluated
for surgical treatment due to tumor shrinkage. Conclusions: In this multicenter Y-90 SIRT
study, treatment with Y-90 Carbon Microspheres demonstrated a favorable safety and efficacy
were observed in the treatment of unresectable HCC, providing a highly promising treatment
option. Clinical trial information: NCT06310590. Research Sponsor: None.
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Lanreotide for advanced gastroenteropancreatic neuroendocrine tumors (GEP-
NETs) in a Korean population: A multicenter prospective observational study
(AIM-NETSs).

Changhoon Yoo, Choong-kun Lee, Baek-Yeol Ryoo, Kyu-pyo Kim, Jaekyung Cheon, Hyehyun Jeong, Seung-Mo Hong, Yong-il Kim, Jin-Sook Ryu, Ji Sung Lee, Hye Jin Choi,
Ji-Won Kim, Woochan Park, Minsu Kang, Myung Ah Lee, Jin Won Kim; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South
Korea; Yonsei Cancer Center, Seoul, South Korea; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, NA, South Korea;
Department of Pathology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Department of Nuclear Medicine, Adan Medical Center,
University of Ulsan College of Medicine, Seoul, South Korea; Clinical Research Center, Asan Institute for Life Sciences, Asan Medical Center, University of Ulsan College of
Medicine, Seoul, South Korea; Division of Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seodaemun-Gu,
South Korea; Seoul National University Bundang Hospital, Gyeonggi-Do, South Korea; Seoul Nattional University Bundang Hospital, Sungnam, South Korea; Seoul National
University Bundang Hospital, Seongnam, South Korea; The Catholic University of Korea, Seoul St. Mary's Hospital, Seoul, South Korea; Seoul National University Bundang
Hospital, Seoul National University College of Medicine, Seongnam, South Korea

Background: Gastroenteropancreatic neuroendocrine tumors (GEP-NETSs) are a heterogeneous
group of malignancies. Somatostatin analogues (SSAs) are the standard of care for patients with
unresectable or metastatic well-differentiated G1/G2 GEP-NETSs. However, most pivotal data
including the CLARINET trial were derived from Western cohorts. We prospectively evaluated
the efficacy and safety of lanreotide in a real-world Korean cohort to bridge this geographic data
gap. Methods: AIM-NETSs is a prospective, observational, multicenter study of patients with
unresectable or metastatic GEP-NETSs treated with lanreotide. Patients received lanreotide
120 mg deep SC every 4 weeks (dose reduction to 90 mg permitted). Tumor response evaluation
was done every 8 to 12 weeks according to the RECIST vi1.1. The primary endpoint was the 2-year
progression-free survival (PFS) rate. Secondary endpoints included median PFS and overall
survival (0S), and safety. Results: Between Feb 2021 and Feb 2023, 71 patients were enrolled in
five tertiary referral cancer centers in Korea. Median age was 59 years (range 25-82); 53.5% (n =
38) were male. Primary sites included pancreas (n = 40, 56.3%), rectum (8, 11.3%), colon (3,
£4.2%) and stomach (3, 4.2%). Only two patients (2.8%) had functioning tumors. Tumor grades
were G1 (n = 20, 28.2%), G2 (50, 70.4%) and G3 (1, 1.4%). The 2-year PFS rate was 50.6% (95%
CI, 38.2%-63.0%) and median PFS was 26.0 months (95% CI, 15.2-32.7). The 2-year OS rate
was 89.9% (82.9%-97.0%); median OS was not reached. The objective response rate was 23.5%
(95% CI, 14.1%-35.4%). Higher tumor grade was significantly associated with worse PFS (p <
0.0001) and OS (p < 0.0001). High somatostatin receptor expression (Krenning score of 3 or
higher on baseline Ga-68 DOTATOC scan) did not significantly correlate with PFS (p = 0.358) or
0S (p = 0.199). No new safety signal of lanreotide were identified. Conclusions: Lanreotide
provides robust disease control and a manageable safety profile in Asian patients with advanced
GEP-NETs. The observed efficacy, including a favorable ORR, supports lanreotide as a standard
of care in this population, aligning with previous clinical trial outcomes. Clinical trial infor-
mation: NCT04696042. Research Sponsor: Ipsen.
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Quality of life in patients with gastroenteropancreatic neuroendocrine tumors re-
ceiving '""Lu-edotreotide or everolimus: Results from the COMPETE study.

Jaume Capdevila, Henning Jann, Hein J. Verberne, Jaroslaw Cwikla, Raj Srirajaskanthan, Chiara Maria Grana, Michael Michael, Jonathan R. Strosberg, Attila Kollar,
Michael Sathekge, Catherine Ansquer, Emmanuel Deshayes, Rocio Garcia-Carbonero, Alex Teulé, Louis de Mestier, Serhii Melnyk, Veronika Smutna, Richardus Vonk,
Thomas Pierre Walter; Hepatobiliary Pancreatic Cancer and Endocrine Tumors Group, Vall d’'Hebron University Hospital, Vall d'Hebron Institute of Oncology (VHIO),
Barcelona, Spain; Charité Universitatsmedizin Berlin, Berlin, Germany; Amsterdam UMC, Department of Radiology and Nuclear Medicine, Amsterdam, Netherlands;
Diagnostic and Therapeutic Center - Gammed; University of Warmia and Mazury, School of Medicine, Department of Cardiology and Internal Medicine, Warsaw, Poland;
King's College Hospital NHS Foundation Trust, London, United Kingdom; IRCCS European Institute of Oncology, Milano, Italy; Peter MacCallum Cancer Centre, University of
Melbourne, Melbourne, VIC, Australia; Medical Oncology, H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; Medical Oncology Inselspital Bern, Bern,
Switzerland; University of Pretoria, Pretoria, South Africa; Centre Hospitalier Universitaire de Nantes, Nantes, France; Institut du Cancer de Montpellier Val d'Aurelle,
Montpellier University, Montpellier, France; Hospital Universitario 12 de Octubre, Imas12, UCM, Madrid, Spain; Institut Catala d'Oncologia (ICO), L'hospitalet De Llobregat,
Barcelona, Spain; Beaujon Hospital, Clichy, France; ITM Oncologics GmbH, Garching/Miinchen, Germany; ITM Isotope Technologies Munich SE, Garching Bei Miinchen,
Germany; Medical Oncology Department, Edouard Herriot Hospital, Lyon, France

Background: The Phase 3 COMPETE trial demonstrated a significant treatment effect in favor of
77Lu-edotreotide over everolimus in patients with Grade 1/2, well-differentiated, gastro-
enteropancreatic neuroendocrine tumors; '7’Lu-edotreotide significantly improved
progression-free survival (primary endpoint) and objective response rate (secondary endpoint)
compared to everolimus. Nowadays, treatment choice also considers the impact of therapy on
patients’ quality of life (QoL); here, we present QoL results from the COMPETE trial. Methods:
The European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire
(EORTC QLQ)-C30 and EORTC QLQ-gastrointestinal neuroendocrine tumors (GL.NET) were
completed by patients at baseline, each month during the first year, and every 3 months
thereafter until disease progression or end of study. Mean change from baseline, duration of
maximum health-related quality of life (HRQoL) improvement (until deterioration), and time
to deterioration were calculated. Between-group comparisons were conducted using repeated
measure analysis with factors for treatment, randomization stratification factors, visit, base-
line value, and treatment-by-visit interaction; all HRQoL analyses were prespecified and
exploratory. Results: Based on repeated measure analysis, mean change from baseline was
in favor of 77Lu-edotreotide: overall mean change (95% confidence interval [CI]) in global
health score was 0.9 (-2.7, 4.4) in the "7Lu-edotreotide arm vs -9.9 (-13.9, -6.0) in the
everolimus arm (nominal p<0.0001) (positive change corresponds to improvement). Time to
deterioration in global health status/QoL was longer in the '7’Lu-edotreotide arm vs the
everolimus arm (Table 1). Similar trends were observed in the EORTC QLQ-C30 and EORTC
QLQ-GILNET subdomains. In the *”’Lu-edotreotide arm, 90/207 (43.5%) participants had a
clinically meaningful improvement (=10 points) in global HRQoL score, vs 31/102 (30.4%)
participants in the everolimus arm. Among these participants, the median duration of im-
provement was 22.0 (95%¢CI: 10.1, not evaluable [NE]) vs 10.2 (95%CI: 3.3, NE) months in the
77Lu-edotreotide and everolimus arm, respectively. Conclusions: Consistent with the overall
COMPETE outcomes, this analysis demonstrated clinically meaningful and durable HRQoL
benefits for '7’Lu-edotreotide compared with everolimus. Clinical trial information:
NCT03049189. Research Sponsor: None.

Time to deterioration in global health status/QoL (=10 points).

177 u-edotreotide Everolimus
Parameter / Statistics (N=207) (N=102)
Patients with >10 points deterioration, n (%) 114 (55.1) 78 (76.5)
Median, months (95% CI)® 10.251 (7.359, 15.901) 2.267 (2.004, 3.253)
Nominal stratified p-value® <0.0001
Stratified hazard ratio (95% CI) 0.392 (0.292, 0.527)

2Estimated via Kaplan-Meier method.
PDerived from a two-sided test between the two groups.
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Organotropic and genomic characterization of pancreatic neuroendocrine
carcinoma.

Sara Wallam, Connor J. Kinslow, Rohit Thummalapalli, Ali Ahmad Wallam, David Paul Horowitz, Maria Perry, Marc Hilmi, Anna M. Varghese, Alfred I. Neugut,

Eileen M. O'Reilly, Wungki Park, Nitya Prabhakar Raj, Michael S. May; Columbia University Irving Medical Center, New York, NY; Memorial Sloan Kettering Cancer Center,
New York City, NY; University of South Carolina, Columbia, SC; Department of Radiation Oncology, Columbia University Irving Medical Center, New York, NY; Memorial
Sloan Kettering Cancer Center, New York, NY; Gastrointestinal Oncology Service, Memorial Sloan Kettering Cancer Center, New York, NY; Herbert Irving Comprehensive
Cancer Center, Columbia University, New York, NY; David M Rubenstein Center for Pancreatic Cancer Research, Memorial Sloan Kettering Cancer Center, New York, NY;
Gastrointestinal Oncology Service, Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY

Background: Pancreatic neuroendocrine carcinoma (PNEC) is a rare, aggressive malignancy.
Neuroendocrine carcinomas (NEC) of other primary sites, such as small cell lung cancer (SCLC),
have a propensity to metastasize to the brain. Incidence of brain metastases in PNEC is poorly
characterized, and most staging recommendations for extrapulmonary NEC do not include
routine brain imaging. We evaluated the incidence of brain metastases in PNEC, identified
factors associated with brain metastases, and characterized the genomic profile of PNEC.
Methods: We reviewed the genomic profile of patients with PNEC, pancreatic ductal adeno-
carcinoma (PDAC), SCLC, and pulmonary large cell neuroendocrine carcinoma (LCNEC), who
underwent next generation sequencing (NGS) at Memorial Sloan Kettering Cancer Center
(MSKCC). We queried the Surveillance, Epidemiology, and End Results (SEER) database to
identify all cases of metastatic PDAC and small cell or large cell PNEC diagnosed 2010-2022. We
performed multivariable logistic regression to identify demographic and clinical factors as-
sociated with brain metastases. We used chi-squared testing to compare metastatic site fre-
quency between tumor types. Results: The SEER query identified 412 cases of metastatic PNEC
and 60,668 cases of metastatic PDAC with documented site of metastasis at diagnosis. Com-
pared to PDAC, PNEC had higher rates of metastasis to the brain (8% vs 0.8%, p<0.001), bone
(16% vs 9%, p<0.001), and distant lymph nodes (15% vs 8%, p<0.001) but lower rates to the
lung (19% vs 25%, p=0.03). The incidence of liver metastases was similar in both tumor types
(88% vs 87%). Within the PNEC cohort, lung metastasis was positively associated with brain
metastasis (odds ratio [OR] 5.4, 95% confidence interval [CI] 2.4-12.5, p<0.001), but liver
metastasis was negatively associated with brain metastasis (OR 0.2, 95% CI 0.1-0.5, p<0.001).
The presence of brain metastases did not impact overall survival. Twenty eight patients with
PNEC underwent NGS at MSKCC, including 12 with mixed ductal-neuroendocrine carcinoma or
mixed acinar-neuroendocrine carcinoma. TP53 alterations were common (>50%) in all tumor
types. RB1 alterations were seen frequently in SCLC (78%), PNEC (54%), and LCNEC (24%), but
not in PDAC (2%). KRAS alterations were highly prevalent in PDAC (84%), uncommon in SCLC
(3%), and with intermediate frequency in PNEC (36%). Conclusions: We found a high incidence
of brain metastasis in PNEC, especially in patients with lung metastases, supporting neuro-
imaging in many patients with this disease. The strong association between lung and brain
metastases is also noted in breast cancer, possibly explained by sequential seeding or shared
features driving organotropism to these organs. PNEC demonstrated genomic features of both
PDAC and SCLC. More research is needed to determine how these genomic features can inform
management practices in individual patients. Research Sponsor: None.
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Cohort-level safety and efficacy results for [*'?Pb]VMT-a-NET in advanced so-
matostatin receptor subtype 2 (SSTR2+)—expressing neuroendocrine tumors
(NETs): Cohorts 1-3.

Thorvardur Ragnar Halfdanarson, Richard L. Wahl, Vineeth Sukrithan, Brandon Robert Mancini, Seyed Ali Mosallaie, Savitha Balaraman, Gregory Sibley, Jason S. Starr,
Lowell Brian Anthony, Chih-Yi Liao, Samuel Mehr, Jared Weiss, Robert A. Ramirez, Amir Iravani Iravani, Lucia Baratto, Wenjing Yang, Alaa Hanna, Stephen Michael Keefe,
Markus Puhlmann, Vikas Prasad; Department of Oncology, Mayo Clinic Rochester, Rochester, MN; Washington University in St. Louis School of Medicine, Mallinckrodt
Institute of Radiology, St. Louis, MO; The Ohio State University, Columbus, OH; BAMF Health, Grand Rapids, MI; Johns Hopkins University, Baltimore, MD; Michigan
Healthcare Professionals, Royal Oak, MI; Virginia Cancer Specialists, Fairfax, VA; Division of Hematology and Oncology, Mayo Clinic Florida, Jacksonville, FL; University of
Kentucky, Markey Cancer Center, Department of Medical Oncology, Lexington, KY; University of Chicago Medical Center, Chicago, IL; Nebraska Cancer Specialists, Omaha,
NE; The University of North Carolina at Chapel Hill, Chapel Hill, NC; Vanderbilt University Medical Center, Nashville, TN; Washington University School of Medicine, St. Louis,
MO; Perspective Therapeutics, Inc., Seattle, WA; Perspective Therapeutics, Seattle, WA; Washington University in St. Louis, St. Louis, MO

Background: [**Pb]JVMT-«-NET is an alpha-particle radiation-delivering agent targeted to
somatostatin receptor type 2 (SSTR2)-expressing tumors. Here, we present safety and efficacy
results from the dose-finding phase 1/2a clinical trial (NCT05636618). Methods: This phase 1/
2a dose-escalation study uses a Bayesian algorithm to identify an optimal dose of [**>PbJVMT-
«-NET for participants with advanced, well-differentiated NETs expressing SSTR2. Eligible
participants must have unresectable or metastatic disease, documented radiologic progression
following at least one prior systemic treatment, and evidence of SSTR2 expression (Krenning
Score 32) in =1 lesion confirmed on an FDA-approved somatostatin receptor PET scan. Patients
previously treated with systemic peptide receptor radionuclide therapy (PRRT) are excluded
from enrollment. During the dose-finding phase, participants may receive up to four admin-
istrations of [***Pb]VMT-«-NET at their assigned dose level, and they are monitored for dose-
limiting toxicities (DLTs) for 42 days and safety throughout the study. Efficacy is evaluated by
investigators according to RECIST criteria v1.1. Dosimetry is included as a supportive analysis.
Results: As of the 10-Dec-2025 data cut-off (DCO), 56 participants had been enrolled across
Cohorts 1, 2, and 3 and received at least one dose of [***Pb]VMT-a-NET: 2 participants in Cohort 1
(2.5 mCi), 46 in Cohort 2 (5 mCi), and 8 in Cohort 3 (6 mCi). No dose-limiting toxicities, grade 5
adverse events, treatment-related discontinuations, serious renal events, dysphagia, or clin-
ically meaningful treatment-related myelosuppression were observed. The median follow-up
for all treated participants was 40 weeks (range 6—97). Efficacy has been summarized in this
abstract for 25 participants (2 in Cohort 1 and 23 in Cohort 2). Nineteen of these 25 participants
remained progression-free at the time of the DCO, with a median efficacy follow-up of 49 weeks
(range 6—97). In Cohort 2, investigators observed RECIST v1.1 objective responses in 9 of 23
participants (39%), including 8 confirmed responses. Both participants in Cohort 1 continued to
exhibit stable disease after two years of follow-up. Updated safety for all participants and
updated efficacy for participants with sufficient maturity beyond the 25 summarized here will
be presented at the congress. Conclusions: Treatment with [***Pb]JVMT-«-NET continues to
demonstrate a favorable safety profile across all treated participants (n = 56) and shows signs of
sustained efficacy at the 2.5 mCi and 5 mCi dose levels. The therapy has been well-tolerated with
no observed dose-limiting toxicities or serious treatment-related adverse outcomes. Based on
these encouraging safety and efficacy findings, the study is ongoing, and enrollment into
Cohort 3 (6 mCi) remains active. Clinical trial information: NCT05636618. Research Sponsor:
None.
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DISCO update: Diagnostic performance of ®*Cu-SARTATE compared to °2Ga-
DOTATATE in patients with known or suspected neuroendocrine tumors.

Eva Lengyelova, Grace Kong, Nimit Singhal, David Chan, Veronica Wong, Ellen van Dam, Rodney John Hicks, Monique Anderson, Dale L. Bailey; Clarity, Sydney, NSW,
Australia; Molecular Imaging and Therapeutic Nuclear Medicine, Peter MacCallum Cancer Centre; and Sir Peter MacCallum Department of Oncology, University of
Melbourne, Melbourne, VIC, Australia; Royal Adelaide Hospital, Adelaide, Australia; Royal North Shore Hospital, Sydney, NSW, Australia; Nepean Hospital, Sydney, NSW,
Australia; Clarity Pharmaceuticals, Sydney, NSW, Australia; University of Melbourne, Melbourne, VIC, Australia

Background: Diagnostic imaging is critical in the management of neuroendocrine tumors
(NETSs). %4Cu-SARTATE may provide advantages over existing imaging agents due to its longer
half-life and sarcophagine chelator, with a potential to accurately detect additional disease in
NETs. Methods: This multi-center Phase II study assessed the safety and efficacy of %4Cu-
SARTATE (200 MBq) in participants with known or suspected gastroenteropancreatic (GEP)-
NETs (NCT04438304). (SARTATE; at 4 + 1h and 20 = 4 h post-injection) were assessed by two
independent blinded central readers, and . Discordant lesions (only present on either DOTA-
TATE or SARTATE PET/CT) were subsequently evaluated by an independent assessor against a
standard of truth (SOT; biopsy and/or follow-up conventional imaging). The per-lesion sen-
sitivity (SE) for discordant lesions was calculated for both SARTATE and DOTATATE (SE=pro-
portion of true positive foci / [true positive foci + false negative foci]). Lesion detection rate (DR)
was calculated for a composite (best-case scenario) lesion detection across both SARTATE time
points and for DOTATATE (DR= total number of lesions detected on scan / total number of
lesions on scan pair). Values express the averages across readers and both PET/CT time points
(for SARTATE). Results: 45 participants were enrolled and received SARTATE (41 known and 4
suspected NETs). Most had stage 3 or 4 disease. The mean number of foci detected by SARTATE
was 441 vs. 227 by DOTATATE. A total of 238 discordant foci were identified in 34 participants;
223 of these were detected by SARTATE alone and 15 by DOTATATE alone. For the 122 discordant
foci with evaluable SOT, the difference in SE for SARTATE vs. DOTATATE was statistically
significant 94.7% [95% CI 65.1, 99.5] for SARTATE vs. 5.4% [95% CI 0.5, 34.9] for DOTATATE;
Pp<0.001). The lesion DR was 97.2% [95% CI 75.9, 99.5] for SARTATE and 44.4% [95% CI 32.3,
57.5] for DOTATATE. The liver had the highest number of foci detected by both tracers (352 foci
on SARTATE vs. 180 on DOTATATE) among all regions. Seven (15.6%) participants experienced
9 SARTATE-related AEs; 8 were Grade 1 and one was Grade 2, with most resolving within 2 days.
Conclusions: ®4Cu-SARTATE was found to be safe and well-tolerated in patients with GEP-
NETs. SARTATE lesion detection was higher than that of DOTATATE, with the liver having the
highest number of lesions identified. SARTATE was able to detect additional true positive
lesions compared to DOTATATE. The enhanced diagnostic performance offered by SARTATE,
especially in key organs affected by GEP-NETSs, may have important clinical implications to
inform treatment decisions. A phase III study of ®4Cu-SARTATE in NETs is being planned.
Clinical trial information: NCT04438304. Research Sponsor: None.
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Genomic and biomarker landscape of MTAP deficiency in gastrointestinal cancers.

Rohit Thummalapalli, Jierui Xu, Nuray Tezcan, Aruj Dhyani, Orla Maeve Fitzpatrick, Fatema Nagib, Henry S. Walch, Juliana Magalhaes De Oliveira, Mara Monetti,
Brinda Alagesan, Nitya Prabhakar Raj, Wungki Park, Steven Brad Maron, Yelena Y. Janjigian, Ghassan K. Abou-Alfa, Olca Basturk, Laura H. Tang, Eileen M. O'Reilly,
Walid Khaled Chatila, James J. Harding; Memorial Sloan Kettering Cancer Center, New York City, NY; Memorial Sloan Kettering Cancer Center, New York, NY; David M
Rubenstein Center for Pancreatic Cancer Research, Memorial Sloan Kettering Cancer Center, New York, NY; Memorial Sloan Kettering Cancer Center and Weill Cornell
Medical College, New York, NY

Background: Genomic loss of MTAP and CDKN2A is frequently observed across cancers, with
ongoing development of MTA-selective PRMT5 inhibitors aiming to achieve synthetic lethality
in the setting of MTAP loss. However, the biomarker landscape of patients with gastrointestinal
(GI) cancers and MTAP deficiency remains poorly defined, and whether subsets of GI cancers
harbor non-genomic mechanisms of MTAP deficiency remains unknown. Methods: All GI
cancer samples sequenced with MSK-IMPACT v7, a DNA-based next generation sequencing
(NGS) panel with coverage for MTAP/CDKN2A were queried. MTAP and CDKN2A deletions (del)
were defined by low read counts in coverage-based copy number analyses. Genomic and
pathologic analyses were completed in tumors with high MTAP del prevalence: esophagogastric
cancers (EGC), pancreatic adenocarcinoma (PDAC), pancreatic neuroendocrine tumors (Pan-
NETSs), and biliary tract cancers (BTCs). MTAP immunohistochemistry (IHC) was completed on
PDAC, PanNET, small bowel NET, and BTC samples to investigate prevalence of MTAP protein
loss. Results: Among 8346 GI cancer samples, MTAP del was identified in 456 (5.5%), co-
occurring with CDKN2A del in 98.8% of cases, with 79.8% confirmed homozygous del by
FACETS, and was associated with higher tumor purity compared to MTAP-intact samples (p <
0.001). MTAP del prevalence was 14.4% in esophageal squamous cell carcinoma (SCC), 5.9% in
esophagogastric adenocarcinoma (EGA), 12.4% in PDAC, 7.4% in PanNET (grade 1 [G1]: 3.4%,
G2: 4.3%, G3: 19.4%), 0% in small bowel NET, 10.2% in BTCs (including 11.5% in intrahepatic
cholangiocarcinoma [iCCA]), and 0.7% in colorectal cancer. MTAP del was associated with wild-
type (WT) KRAS amplifications (amp) in EGC, KRAS G12V and WT KRAS amp in PDAC, and KRAS
mutations and FGFR2 fusions in iCCA. Among EGA, PDAC, and BTCs, MTAP del tumors were
associated with higher fractions of genome altered (p < 0.001 for each) and rates of whole
genome duplication (p < 0.001 for each). Among 463 samples profiled by MTAP IHC, MTAP
deficiency was found in 29/93 (31%) PDAC, 3/33 (11%) BTC, 15/60 (25%) PanNETSs, and 196/277
(71%) small bowel NETs. Analysis of MTAP deficiency and activity of standard systemic ther-
apies, as well as metabolomic and epigenomic profiling of MTAP-deficient GI cancers are
ongoing and will be presented. Conclusions: MTAP genomic del are recurrently identified across
GI cancers, most notably in esophageal SCC, PDAC, G3 pancreatic NET's, and iCCA. MTAP del are
associated with distinct genomic drivers across GI cancers and markers of chromosomal
instability more broadly. We found evidence of discrepancy between MTAP loss by NGS and
IHC across multiple GI cancers, most notably small bowel NETs, which demonstrate frequent
MTAP IHC deficiency in complete absence of genomic loss, suggesting non-genomic mech-
anisms of MTAP silencing. These observations may help define the role for therapies targeting
MTAP deficiency in GI cancers. Research Sponsor: U.S. National Institutes of Health.
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A multicenter single-arm study of induction EC/EP plus camrelizumab followed by
maintenance camrelizumab plus apatinib in treatment-naive advanced or meta-
static extrapulmonary neuroendocrine carcinoma.

Yuhong Dai, Qiao Huang, Yifan Fu, Xianglin Yuan, Yanmei Zou, Mingsheng Zhang, Liang Zhuang, Qiuyun Guo, Zuhua Chen, Liu Huang, Li Sun, Hong Qiu; Department of
Oncology, Tongji Hospital, Huazhong University of Science and Technology, Wuhan, China; Yichang Central People’s Hospital, Yichang, China; Tongji Hospital, Tongji
Medical College, Huazhong University of Science and Technology, Wuhan, China; Department of Oncology, Tongji Hospital, Huazhong University of Science and
Technology, China, Wuhan, China; Department of Oncology, Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; Cancer
Center, Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China

Background: Extrapulmonary neuroendocrine carcinoma (EP-NEC) is a poorly differentiated
and highly aggressive malignancy with poor prognosis. Platinum (cisplatin or carboplatin) plus
etoposide (EC/EP) remains the standard first-line regimen. However, clinical outcomes are
suboptimal, highlighting the need for more effective strategies. Camrelizumab is a pro-
grammed cell death-1 (PD-1) inhibitor, and apatinib is a vascular endothelial growth factor
receptor-2 (VEGFR2) inhibitor. Both have demonstrated antitumor activity in multiple solid
tumors. Therefore, we investigated a sequential regimen consisting of induction EC/EP plus
camrelizumab followed by maintenance camrelizumab plus apatinib in treatment-naive pa-
tients with advanced or metastatic EP-NEC. Methods: This multicenter, single-arm trial
enrolled patients with previously untreated advanced or metastatic EP-NEC. Patients received
4—6 cycles of induction therapy with cisplatin (25 mg/m?2 iv, d1-3, g3w) or carboplatin (AUC = 5
iv, d1, q3w) plus etoposide (100 mg/m? iv, d1-3, q3w) in combination with camrelizumab
(200 mg iv, d1, g3w). Patients without disease progression received maintenance camrelizumab
(200 mg iv, q3w) plus apatinib (250 mg, qd) until progression or unacceptable toxicity. The
primary endpoint was objective response rate (ORR). Secondary endpoints included disease
control rate (DCR), progression-free survival (PES), overall survival (0S), and safety. Tumor
response was assessed every 6 weeks per RECIST v1.1. The trial is registered on ClinicalTrials.-
gov, NCT05142865. Results: As of January 2026, 30 patients were enrolled (median age of 59.5
years, range 30—73), and all 30 patients were evaluable for efficacy. The ORR was 66.7% and the
DCR was 83.3%. Median PFS was 9.87 months (95% CI, 6.23—NA). Median OS was not reached,
and the 1-year OS rate was 74.6%. All patients experienced adverse events (AEs), with grade =3
AEs observed in 43.3% (13/30). Grade =3 AEs were mainly hematologic toxicities, including
anemia (13.3%), neutropenia (13.3%) and thrombocytopenia (13.3%). Common non-
hematologic AEs included elevated transaminases (43.3%), mainly grade 1-2, with grade =3
events in 10.0%. Conclusions: Induction EC/EP plus camrelizumab followed by maintenance
camrelizumab plus apatinib showed encouraging activity and manageable safety in treatment-
naive advanced or metastatic EP-NEC. Further studies are warranted to confirm these findings.
Clinical trial information: NCT05142865. Research Sponsor: Natural Science Foundation of
Hubei Province of China; No. 2023AFB1059.
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Postoperative pancreatic fistula after resection of pancreatic neuroendocrine tu-
mors: Incidence, predictors, and clinical impact.

Oliver Overheu, Philipp Hohn, Doreen M. Zucha, Stefanie Hegenberg, Julia Von Tresckow, Monika Janot-Matuschek, Andrea Tannapfel, Waldemar Uhl, Anke C. Reinacher-
Schick; Department of Hematology and Oncology with Palliative Care, St. Josef Hospital, Ruhr University, Bochum, Germany; Department of General and Visceral Surgery,
St. Josef Hospital, Ruhr University, Bochum, Germany; Institute of Pathology, Ruhr University, Bochum, Germany

Background: Postoperative pancreatic fistula (POPF) remain a major source of morbidity after
pancreatic surgery. Data specific to pancreatic neuroendocrine tumors (pNETs) are limited,
although these neoplasms differ biologically and surgically from pancreatic adenocarcinoma,
potentially influencing POPF risk and outcomes. This study evaluated the incidence, predictors,
and clinical impact of POPF in a well-characterized cohort of patients undergoing resection for
pNETs. Methods: All patients who underwent resection for histologically confirmed pNETs
between 2010-2019 at a tertiary center were retrospectively analyzed. Clinicopathological
parameters and surgical procedures were assessed for association with POPF occurrence and
severity according to the International Study Group on Pancreatic Fistula (ISGPF) criteria.
Statistical analyses included x2, Fisher’s exact, Spearman correlation tests, and multivariable
regression analysis; significance was defined as a = 0.05. Results: Among 106 patients (44%
female, mean age 61 (= 13.5) years), 85% received a formal pancreatic resection, 15% an atypical
resection. More than half (53%) of pNETs were located in the pancreatic tail. The majority
(64%) of tumors were G1, only 4% G3, with 72% of diseases in early stages UICC I or II. 12% of
PNETs were functional and exclusively insulinomas. 53 patients (50%) developed a POPF,
predominantly Grade B (60%), followed by Grade A (34%) and Grade C (6%). No surgery- or
POPF-related mortality was observed. POPFs were most frequent after distal pancreatectomy
for tail lesions (60% vs. 23% body vs. 17% head; p = 0.065), and in functional pNET's (77% vs.
46% in non-functional pNETSs; p = 0.072). Distant metastases were inversely associated with
POPF (Mo 54% vs. M1 28%; p = 0.043). A nonsignificant trend toward higher POPF rates was
observed after atypical resections (73% vs. 48%; p = 0.095). Higher POPF grade was associated
with female sex (p = 0.016), and tumor proliferation index (p = 0.046); female sex remained
independently associated with POPF grade in multivariable regression analysis (beta = 0.334, p
= 0.044). Patients with POPF exhibited lower long-term mortality during follow-up (8% vs.
29%; p = 0.009) and lower mean preoperative chromogranin A levels (82.8 ng/mL vs. 167.8 ng/
mL; p = 0.038). Conclusions: POPF occurred in half of all pNET resections, most commonly of
Grade B severity. Tumor location, functionality, and absence of metastases were associated
with higher POPF risk, and female sex with higher grade POPF. The association of POPF with
lower long-term mortality likely mirrors the favorable tumor biology and localized disease
profile of patients selected for curative surgery. This underscores the long-term oncological
benefit of surgical resection in pNETs and provides relevant insights for postoperative risk
stratification and perioperative management. Research Sponsor: None.
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Efficacy and safety of cabozantinib (CABO) in advanced neuroendocrine tumors
(NET) according to hormone functional status: Subgroup analysis of phase 3
CABINET trial (Alliance A021602).
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Spencer Behr, Fang-Shu Ou, Jared David Acoba, Ardaman Shergill, Bernard Tawfik, Nitya Prabhakar Raj, Shagufta Shaheen, Namrata Vijayvergia, Arvind Dasari,
Eileen M. O'Reilly, Jeffrey A. Meyerhardt, Jennifer A. Chan; Siteman Cancer Center, Washington University School of Medicine, Saint Louis, MO; Alliance Statistics and Data
Management Center, Mayo Clinic Rochester, Rochester, MN; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; Mount Sinai Medical Center, New York, NY;
Mayo Clinic Comprehensive Cancer Center, Rochester, MN; The Ohio State University Comprehensive Cancer Center, Columbus, OH; Wright Center of Innovation & IROC,
University of Cincinnati, Cincinnati, OH; University of California San Francisco, Helen Diller Family Comprehensive Cancer Center, San Francisco, CA; University of Hawai'i
Cancer Center, Honolulu, HI; Alliance Protocol Operations Office, University of Chicago, Chicago, IL; University of New Mexico Comprehensive Cancer Center, Albuquerque,
NM; Memorial Sloan Kettering Cancer Center, New York, NY; Stanford Cancer Center, Stanford, CA; Fox Chase Cancer Center, Philadelphia, PA; The University of Texas MD
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Background: In the CABINET trial, CABO significantly prolonged progression-free survival
(PFS) compared to placebo (PB) in patients (pts) with advanced, previously treated extrap-
ancreatic NET (epNET) or pancreatic NET (pNET) (Chan et al., NEJM, 2025). Here we report
outcomes according to functional status based on NET hormone secretion. Methods: Pts with
locally advanced or metastatic epNET or pNET were randomized 2:1 in separate cohorts to
receive CABO 60 mg daily vs PB. Eligibility included progression by RECIST within 12 months
(mo) before registration, = 1 prior systemic therapy not including somatostatin analogs (SSA).
Pts with functional NET due to hormone secretion and non-functional NET were included. In
this post hoc subgroup analysis, we analyzed PFS by blinded independent central review and
adverse events for pts receiving CABO vs PB based on functional status. Cox regression models
were used with stratification on primary tumor site (epNET vs pNET). Subset analyses to
evaluate treatment arm differences were conducted in pts with functional and non-functional
tumors. Due to small numbers, separate results for those with unknown functional status are
not included. Results: Of the total 298 pts enrolled in both cohorts, 74 had a functional NET
(CABO, n = 47; PB, n = 27); 179 had a non-functional NET (CABO, n = 123; PB, n = 56); 45 had
unknown functional status (CABO, n = 28; PB, n = 17). For functional NET, primary tumor sites
were GI tract (n = 50; 68%), pancreas (n = 15; 20%), unknown (n = 4; 5%), lung (n = 3; 4%), and
thymus (n = 2; 3%). Secreted hormones that were reported included serotonin (55%), so-
matostatin (18%), gastrin (16%), glucagon (4%), insulin (4%), ACTH (1%), and vasoactive
intestinal peptide (1%). For non-functional NET, primary tumor sites were pancreas (n = 75;
£42%), GI tract (n = 42; 23%), lung (n = 30; 17%), unknown (n = 17; 9%), thymus (n = 8; 4%), and
other (n = 7; 4%). Concurrent SSA was received by 91% and 53% of pts with functional and non-
functional NET, respectively. In both subgroups, CABO was associated with improved PFS
compared to PB (for functional NET: stratified hazard ratio [sHR], 0.40; 95% confidence
interval [CI]: 0.20-0.82, P = 0.012; for non-functional NET: sHR, 0.26; 95% CI: 0.17-0.41,
P < 0.001). The most frequent grade 3/4 adverse events (AEs) attributed to CABO vs PB in pts
with functional NET included hypertension (21% vs 11%), diarrhea (9% vs 11%), and fatigue
(2% vs 15%); in pts with non-functional NET, grade 3/4 AEs included hypertension (21% vs 4%)
and fatigue (18% vs 4%). Conclusions: Subset analyses of the CABINET trial suggest that CABO
is an effective treatment option for pts with functional and non-functional epNET or pNET.
Efficacy and safety results for pts with functional or non-functional NET treated with CABO are
consistent with results for the entire trial. Clinical trial information: NCT03375320. Research
Sponsor: National Cancer Institute; U10CA180821, U10CA180882; U10CA180820 (ECOG-
ACRIN); U10CA180868 (NRG Oncology); U10CA180888 (SWOG); 5U24CA180803 (IROC).
https://acknowledgments.alliancefound.org.; Exelixis, Inc.
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Immune microenvironment signatures as prognostic biomarkers in gastro-
enteropancreatic neuroendocrine carcinoma (GEP-NEC).

Ruoyu Miao, Nishant Gandhi, Joanne Xiu, Parth Anil Desai, Jaydira Del Rivero, Greg Joseph, Mosunmoluwa Oyenuga, Udhayvir Singh Grewal, Jesse Stone Handler,
Hasiya Yusuf, Vaidehi Avadhani, Olatunji B. Alese; Emory University School of Medicine, Atlanta, GA; Caris Life Sciences Research and Development, Phoenix, AZ; Caris Life
Sciences, Phoenix, AZ; Fox Chase Cancer Center, Temple University, Philadelphia, PA; National Cancer Institute, National Institutes of Health, Bethesda, MD; Emory
University Winship Cancer Institute, Atlanta, GA; Winship Cancer Institute of Emory University, Atlanta, GA; Department of Hematology and Oncology, Winship Cancer
Institute of Emory University, Atlanta, GA; Winship Cancer Institute, Emory University School of Medicine, Atlanta, GA; Emory St. Joseph's Hospital, Atlanta, GA;
Department of Hematology and Medical Oncology, Winship Cancer Institute of Emory University, Atlanta, GA

Background: GEP-NEC is an aggressive malignancy with rising incidence and limited thera-
peutic options. While immune checkpoint inhibitors (ICIs) have become standard of care in
small cell lung cancer (SCLC), their role in GEP-NEC remains undefined. Characterizing immune
cell signatures in the tumor microenvironment (TME) across different NEC histologies may
help identify prognostic biomarkers and guide immunotherapy strategies. Methods: We in-
cluded 4863 NEC tumors that underwent DNA (592-gene panel, whole exome) and RNA (whole
transcriptome) sequencing at Caris Life Sciences. Composition of the TME was estimated from
bulk RNA sequencing using QuanTIseq method. Overall survival (OS) and I0-associated OS (I0-
0S) were derived from insurance claims and calculated from date of tumor biopsy (OS) or IO
initiation (I0-0S) to last contact using Kaplan-Meier estimates and Cox proportional hazards
models. Statistical significance was determined by Fishers Exact, Chi-square and Mann-
Whitney U test with adjustments for multiple comparisons (P< 0.05). Results: The cohort
was comprised of small cell (SCNEC, n = 2320), large cell (LCNEC, 618), high-grade NEC
(HGNEC, 414) and NEC not otherwise specified (NOS, 1511). Primary sites included lung (2642),
pancreas (459), non-pancreatic GI (931) and other sites (831). SCNEC had lower Treg, M1 or M2
macrophage and neutrophils, and higher CD4+ T-, NK-, B- and dendritic-cell infiltration than
other histologies, suggesting more lymphocyte-driven immune milieu with reduced myeloid-
driven suppression. Compared with lung NEC, GEP-NEC demonstrated a more immunosup-
pressive TME, characterized by lower NK-, B-and dendritic-cell infiltration and higher Treg, M1/
M2 macrophage and neutrophils—most pronounced in non-pancreatic GI primaries. Pancre-
atic NEC had reduced dendritic cells in LCNEC, HGNEC and NOS subtypes and higher neutrophils
in HGNEC and NOS. Elevated B-cell infiltration was associated with improved OS in SCNEC of
non-pancreatic GI (HR 0.56, 95%CI 0.37-0.85, P= 0.032) and lung (HR 0.81, 0.72-0.90, P=
0.001) origin. High M2 macrophage and NK-cell scores were associated with prolonged OS in
NOS of non-pancreatic GI (M2: HR 0.35, 0.28-0.45, P< 0.001; NK: HR 0.32, 0.26-0.41, P< 0.001)
and pancreas (M2: HR 0.46, 0.33-0.62, P< 0.001; NK: HR 0.64, 0.48-0.84, P= 0.010) origin.
Among patients receiving ICIs (n = 1811, 910 with SCLC), only higher B-cell infiltration was
associated with improved I0-0S in SCLC (HR 0.79, 0.68-0.92, P= 0.029); data was insufficient
to analyze I0-0S for other histologic and anatomic subgroups. Conclusions: GEP-NEC exhibits a
distinct and relatively immunosuppressive TME compared with lung NEC. B-cell, NK-cell, and
macrophage signatures are prognostic across GEP-NEC subtypes. These findings support fur-
ther evaluation of immune-based stratification and biomarker-driven therapeutic development
in GEP-NEC. Research Sponsor: None.
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Therapy-related myeloid neoplasms after radioligand therapy in neuroendocrine
tumors: A multicenter real-world analysis.

Deevyashali Parekh, Manas Pustake, Sawyer Bawek, Lisa Yen, Saima Muzahir, Seth Jason Concors, Daniel M. Halperin, Udhayvir Singh Grewal; SUNY Upstate Medical
University, Syracuse, NY; Texas Tech University Health Sciences Center, El Paso, TX; Department of Hematology and Oncology, Cleveland Clinic Taussig Cancer Center,
Cleveland, OH; Neuroendocrine Cancer Foundation, Los Angeles, CA; Emory University School of Medicine, Department of Radiology and Imaging Sciences, Atlanta, GA;
Winship Cancer Institute of Emory University, Atlanta, GA; Department of Hematology and Oncology, Winship Cancer Institute of Emory University, Atlanta, GA

Background: Therapy-related myeloid neoplasms (t-MNs), including myelodysplastic syn-
drome (MDS) and acute myeloid leukemia (AML), represent a rare but serious long-term
hematological toxicity associated with radioligand therapy (RLT). Real-world data on the
incidence of t-MNs and associated risk factors following RLT in are limited. We sought to
investigate the incidence and risk factors of t-MN in patients with NET's treated with 177Lu-
Dotatate. Methods: We conducted a multicenter retrospective cohort study using the TriNetX
research network. Adult patients with NETs who received 177Lu-Dotatate were identified, with
first administration defined as the index date. The primary outcome was development of t-MNs
(incident MDS or AML) with a 12-month latency period after target treatment. Incidence was
calculated and Cox proportional hazards models were used to evaluate associations between
baseline covariates and t-MN risk. Covariates included age, sex, race, primary tumor site (small
bowel, colon, pancreas, lung), liver and bone metastases, prior alkylating chemotherapy
(temozolomide exposure), chronic kidney disease (CKD), and nicotine or alcohol dependence.
Treatment pathways were assessed for 177Lu-Dotatate re-treatment and temozolomide.
Results: A total of 1,811 patients met inclusion criteria. Mean age at index was 65.4 + 10.9
years; 977 (54.0%) were male, and 1,503 (83.0%) were White. Median follow-up duration was
20.5 months. Following 177Lu-Dotatate, 37 of 1,807 patients (2.05%) developed MDS, and 15 of
1,804 patients (0.83%) developed AML, with an overall incidence of t-IMNs 2.88% (52/1,804.). At
baseline, mean age (67.1 = 9.3 vs 65.4 = 11.0 years, p=0.27) and sex (males 42.0% Vs 54.2%,
p=0.14) were comparable between patients who did and did not develop t-MNs. On multivar-
iable Cox proportional analysis, higher age at index (HR 1.03; 95% CI 1.01-1.07; p=0.048) and
baseline CKD (HR 2.69; 95% CI 1.32—5.49; p=0.006) were independently associated with
increased risk of t-MNs. Sex, race, primary tumor site, presence of liver or bone metastases,
alkylating chemotherapy exposure, and nicotine or alcohol dependence were not significantly
associated with t-MN risk. Evaluation of treatment pathways demonstrated similar 177Lu-
Dotatate re-treatment rates (2.33% vs 2.77%, p=1.0), and comparable receipt of temozolomide
for =12 months (18.6% vs 16.4%, p=0.66) between groups that did and did not develop t-MNs,
respectively. Conclusions: In this large real-world cohort of NET patients treated with 177Lu-
Dotatate, t-MNs were uncommon but clinically significant. Older age and CKD were associated
with increased risk, whereas repeat 177Lu-Dotatate and alkylating chemotherapy exposure
were not associated with increased t-MN incidence. These findings may inform risk stratifi-
cation, patient counseling, and long-term hematologic surveillance following 177Lu-Dotatate.
Research Sponsor: None.
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Germline pathogenic/likely pathogenic (P/LP) variants in epithelial neuroendocrine
neoplasms: The case for universal germline genetic testing.

Udhayvir Singh Grewal, Brittany Sears, Matthew Gao, Cassidy Carraway, Seth Jason Concors, Po H. Ear, Olatunji B. Alese, Andrew Bellizzi, Chandrikha Chandrasekharan,
Renuka lyer, Jennifer A. Chan, Simron Singh, Daniel M. Halperin; Department of Hematology and Oncology, Winship Cancer Institute of Emory University, Atlanta, GA,
Ambry Genetics, Aliso Viejo, CA; University of lowa Carver College of Medicine, lowa City, IA; Winship Cancer Institute of Emory University, Atlanta, GA; Department of
Surgery, University of lowa Hospitals and Clinics, lowa City, IA; University of lowa, lowa City, IA; The University of Texas MD Anderson Cancer Center, Pearland, TX;
Department of Medicine - Gastrointestinal, Roswell Park Comprehensive Cancer Center, Buffalo, NY; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA;
Medical Oncology, Sunnybrook Odette Cancer Centre, University of Toronto, Toronto, ON, Canada

Background: Current National Comprehensive Cancer Network (NCCN) guidelines for germline
testing in neuroendocrine neoplasms (NENs) rely on organ-specific, syndrome-driven algo-
rithms that may not adequately capture hereditary risk. We sought to analyze prevalence of P/
LP germline variants in epithelial NENs and investigate relevant associations. Methods: Germ-
line genetic testing results were analyzed from 3,611 probands. Cohort 1included 3,409 patients
identified by ICD-10 code C7A (2015—2025), and Cohort 2 included 201 consecutively curated
patients with pathology information (2019—-2021). Patients with paraganglioma, pheochro-
mocytoma, or medullary thyroid carcinoma were excluded. Except 59 single-gene tests,
multigene panels included a mean of 67 and 62 genes in Cohorts 1 and 2, respectively. Data
were classified as P/LP, variant of uncertain significance (VUS), or negative. Comparisons of
variant classification frequencies between cohorts were performed using chi-square or Fisher’s
exact tests. Multivariable logistic regression evaluated clinical and demographic predictors of
P/LP variant detection, with results reported as likelihood ratios (LR) and two-sided p-values
( < 0.05 considered significant). Results: Among all 3,611 probands, mean age was 56 years in
Cohort 1and 53 years in Cohort 2, with females comprising 63% and 71%, respectively. VUS and
negative results differed between cohorts (VUS 21.9% vs 32.9%, p = 0.002; negative 67.4% vs
55.0%, p < 0.001), while P/LP rates were similar (10.6% vs 12.1%, p = 1.0), permitting pooled
analysis. Overall, 387 patients (10.7%) harbored P/LP variants, with 399 P/LP variants identified
across 49 genes. Sixty percent of P/LP variants were accounted for by CHEK2, MEN1, BRCA2,
ATM, FH, HOXB13, PALB2, and BRCA1. Clinically actionable variants per NCCN guidelines were
identified in 348 patients (9.6%). Among 479 probands with curated family history, meeting
NCCN criteria for multigene testing or having a family history of NEN was not predictive of P/LP
detection. Logistic regression demonstrated that male sex was a significant predictor of P/LP
variants (LR = 4.538, p = 0.03), while age at NEN diagnosis and primary NEN site were not
predictive, nor were the interaction terms significant. Conclusions: In this 10-year, multi-
cohort study of patients at a commercial laboratory, more than one in ten patients with
epithelial NENs harbored a germline P/LP variant, frequently outside classic hereditary NEN
syndromes and inadequately predicted by NCCN criteria, family history, age, or tumor site.
These findings suggest that current germline testing frameworks may miss clinically relevant
hereditary cancer risk. Broader approaches to germline testing in these patients may be needed
to improve identification of hereditary cancer risk and enable personalized prevention and
surveillance strategies. Research Sponsor: None.
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Cabozantinib in high-grade neuroendocrine neoplasms.

Nikolaos Trikalinos, Rama Suresh, Katrina Sophia Pedersen, Belal Firwana, Melissa A. Reimers, Paul Tracy Mehan, Anjali Rohatgi, Esther Lu, Olive Pressey,
Nicholas Waldron, Shuang Wu, Benjamin R. Tan; Washington University School of Medicine, Division of Medical Oncology, St. Louis, MO; Mayo Clinic Comprehensive
Cancer Center, Rochester, MN; Heartland Cancer Research NCORP, St Louis, MO; Division of Oncology, Department of Internal Medicine, Washington University in St. Louis,
St. Louis, MO; Division of Medical Oncology, Washington University School of Medicine, St Louis, MO; Siteman Cancer Center, Washington University School of Medicine in
St. Louis, St. Louis, MO; Washington University School of Medicine, Department of Surgery, Division of Biostatistics, St. Louis, MO; Washington University in St. Louis, St.
Louis, MO; Division of Oncology, Washington University in St Louis, St Louis, MO; Division of Public Health Sciences, Department of Surgery, Washington University School
of Medicine, St. Louis, MO; Siteman Cancer Center, Washington University School of Medicine, St. Louis, MO

Background: High grade neuroendocrine neoplasms (HG-NENs) are treated with platinum
doublets mirroring guidelines for small cell lung cancer (SCLC) but recurrences are common
and salvage options are limited in efficacy. Cabozantinib (CABO), an inhibitor of VEGFR, MET,
and TAM kinases (TYRO3, AXL, and MER) was approved by the FDA for treatment of well
differentiated (WD) NENs of both pancreatic and extrapancreatic origins based on the CABINET
study (Chan, NEJM 2025). However, its efficacy in the whole spectrum of HG-NEN patients
including poorly differentiated disease (PDD) has not been prospectively explored. Methods:
This was a single institution, Phase II study of CABO in patients with HG-NENs who had
progressed on at least one prior treatment. Key inclusion/exclusion criteria were NENs of any
origin except SCLC, high grade by Ki-67 of > 20% or histology consensus, ECOG of < =1,
appropriate hematological parameters and no history of bleeding or active cardiac disease.
CABO was given orally starting at 60 mg po daily in 3-week cycles. The primary endpoint of this
study was overall response rate (ORR). Secondary endpoints included progression free survival
(PFS) and overall survival (0S). A Simon optimal 2-stage design tested the null hypothesis that
the true ORR is < = 1% at the type I error rate of 5%, resulting in projected enrollment of up to 32
total patients. Toxicities were graded according to CTCAE v5.0 and response was evaluated
according to RECIST vi1. Results: All patients have been accrued, with 4/32 patients still on
treatment. Median age at diagnosis was 62 years and male to female ratio was 1.46. Origin of
tumor was GI in 68.8% of the cases, the rest being thoracic (6.3%), prostate (6.3%) cervical
(6.3%) head/neck (3.1%) and unknown (9.4%). Median Ki-67 was 55%, 11 patients had Ki-67 >
70%. Histology was WD-HG in 40% of patients and PDD in 60%. Two patients had mixed PDD/
other components (MiNEN). Median PFS in evaluable patients was 4.01 months [95% CI 1.61 to
9.30] and mOS was 9.89 mo [95% CI 6.73 t018.96]. Three patients so far (9.3%) have had partial
response as best response (PDD-colon, WD-pancreas and PDD-cervical) while 19/32 (59.4%)
patients have had stable disease as best response so far (disease control rate 68.8%). Five
(15.6%) patients have received more than 10 treatment cycles. The three longest treated
patients had WD-pancreas (23 and 17 cycles) and PDD-unknown (12 cycles). One patient
had eventual resection of a metastatic site and is currently without evidence of disease. Three
patients withdrew from the trial because of toxicities (shortness of breath, GI bleeding,
thromboembolism). Twenty-six patients have expired. Conclusions: CABO monotherapy
showed efficacy in some HG-NEN patients with not just WD but also the very aggressive
PDD histology. No new side effects to the ones previously described for this agent were noted.
Supported by Exelixis and a Siteman investment program grant. Clinical trial information:
NCT04412629. Research Sponsor: Exelixis; The Foundation for Barnes-Jewish Hospital (BJHF);
GR0033156.
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Insurance, hospital, and racial disparities in surgical treatment and mortality among
patients with neuroendocrine tumors: A national analysis.

Swamynathan Umamaheswaran, Jeril Lasington, Lawin Steve Mathew Lasington; Personio, New York, NY; The New York Medical College Graduate Medical Education
Program at St. Mary's General Hospital and St. Clare's Health, Denville, NJ; Rutger's University, East Hanover, NJ

Background: Neuroendocrine tumors (NETs) are the second most common gastrointestinal
malignancy with increasing incidence. Surgical resection remains curative, yet population-
level disparities data are lacking. We examined insurance, hospital, and racial disparities in NET
surgical treatment and outcomes. Methods: Using the National Inpatient Sample (2019-2022),
we identified NET hospitalizations (ICD-10: C7A, C7B, C25.4, C4A). Outcomes were surgical
resection and in-hospital mortality. Multivariable logistic regression estimated adjusted odds
ratios (aOR) by insurance, hospital type, and race, controlling for demographics, tumor site,
and metastatic status. Results: Among 198,955 NET hospitalizations (mean age 64.9 years;
52.7% metastatic), surgical resection was 35.3% and mortality 5.2%. Medicaid (aOR 0.58, 0.56-
0.60) and Medicare (aOR 0.64, 0.63-0.66) patients had significantly lower surgery odds versus
private insurance (p<0.001). In localized disease, surgery rates were 58.9% (Private) vs 36.9%
(Medicare). Rural patients had 50% lower surgery odds (aOR 0.50, 0.48-0.53) and 47% higher
mortality (aOR 1.47, 1.34-1.61) versus urban teaching hospitals. Black patients had 19% lower
surgery odds (aOR 0.81, 0.78-0.83) and 18% higher mortality (aOR 1.18, 1.11-1.25) versus White
patients. Conclusions: This largest national NET analysis reveals profound multilevel dispar-
ities: Medicaid/Medicare patients are 36-42% less likely to receive surgery, rural patients face
50% lower surgical access with 47% higher mortality, and Black patients experience significant
treatment and survival inequities. Findings support targeted interventions including insurance
coverage expansion, rural referral networks, and equity-focused initiatives. Research Sponsor:
None.

Multilevel disparities in surgical resection and mortality among patients with neuroendocrine tumors.

Surgel aOR aOR P-
Disparity Type Comparison N Rate  Mortality (Surgery) (Mortality) 95% CI value Key Finding
Overall Cohort - 198,955 35.3% 5.2% - - - - Mean age 64.9y; 52.7%
metastatic
INSURANCE
DISPARITIES
Insurance Medicare vs - 29.9% vs - 0.64 0.90 0.63-0.66 / <0.001 36% lower surgery odds
Private 45.3% 0.84-0.95
Insurance Medicaid vs - - - 0.58 1.26 0.56-0.60 / <0.001 42% lower surgery; 26%
Private 1.16-1.37 higher mortality
HOSPITAL
DISPARITIES
Hospital Rural vs Urban - - 7.0% vs 0.50 1.47 0.48-0.53 / <0.001 50% lower surgery; 47%
Teaching 4.9% 1.34-1.61 higher mortality
RACIAL
DISPARITIES
Race Black vs White - - - 0.81 1.18 0.78-0.83 / <0.001 19% lower surgery; 18%
1.11-1.25 higher mortality

Localized NETs Private vs 87,100 589%vs 1.7%vs - - - - 22-point surgery gap
Medicare 36.9% 3.6%
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Circulating tumor deoxyribonucleic acid (DNA) and treatment outcomes of gas-
troesophageal cancer: A systematic review and meta-analysis.

Thuraya Al-Sayegh, Ahmad Toubasi; University of California San Francisco, Fresno, CA; Vanderbilt University Medical Center, Nashville, TN

Background: Gastroesophageal tumors are some of the most highly prevalent cancers world-
wide. Despite the high prevalence and advancement in treatments, they represent a major cause
of cancer-related deaths. Thus, advancement in gastroesophageal cancer treatment and post-
treatment monitoring are imperative in improving disease prognosis. In this study, we aimed to
investigate the association between pre- or post-treatment plasma circulating tumor deox-
yribonucleic acid (ctDNA) and post-treatment outcomes. Methods: We searched PubMed,
Embase, Cochrane Central Register of Controlled Trials (CENTRAL), and Scopus on October
30, 2025 using ctDNA and gastroesophageal cancer as the keywords along with their related
MeSH terms. Studies were included if they investigated the association between the detection of
pre- or post-treatment plasma ctDNA and disease outcomes among patients with esophageal
or gastric cancer. Our exposure of interest was the detection of pre- or post-treatment ctDNA in
plasma while the outcomes of interest were tumor recurrence and tumor progression. The odds
ratio (OR) and its 95% confidence interval (95%CI) were the effect measures of choice in the
analysis. Results: We included a total of 1,897 patients with gastric or esophageal cancer from 21
prospective or retrospective cohorts. Our analysis revealed that pre-treatment detection of
ctDNA in the plasma was associated with higher odds of tumor recurrence (OR=4.37; 95%CI:
1.20-15.92) and progression (OR=4.80; 95%CI: 2.51-9.18). These results were consistent in the
subgroup analysis among patients with esophageal cancer while they lost their significance
among patients with gastric cancer and among good quality studies (Newcastle Ottawa
Scale>5). Moreover, the detection of post-treatment ctDNA was associated with higher odds
of tumor recurrence (OR=6.14; 95%CI: 3.79-9.94) and progression (OR=8.28; 95%CI: 5.03-
13.64). These results were consistent in the subgroup analysis of patients with esophageal
cancer, gastric cancer and among good quality studies. Conclusions: Our results highlight that
detection of pre-treatment but more so post-treatment ctDNA is associated with post-
treatment cancer outcomes. Our results emphasize the potential use of ctDNA as a valuable
tool for detection of early gastroesophageal cancer recurrence and post-treatment progression.
Research Sponsor: None.
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Evaluation of clinical success and adverse events with endoscopic ultrasound-
guided biliary drainage (EUS-BD) compared to percutaneous transhepatic biliary
drainage (PTBD) after failed ERCP in malignant biliary obstruction: A systematic
review and meta-analysis.

Era Gupta, Aryan Gupta, Shekhar Kalra, Abdullah Sultany, Himsikhar Khataniar, Pius Ehiremen Ojemolon, Rewanth R. Katamreddy, Aakash Desai; Bangalore Medical
College and Research Institute, Bangalore, India; Maulana Azad Medical College, New Delhi, India; Guthrie Robert Packer Hospital, Sayre, PA; Allegheny Health Network,
Pittsburgh, PA; Emory University, Atlanta, GA

Background: ERCP fails to achieve biliary decompression in ~3-10% of malignant biliary
obstruction cases. Rescue drainage is typically performed using percutaneous transhepatic
biliary drainage (PTBD) or endoscopic ultrasound—guided biliary drainage (EUS-BD). Although
PTBD is widely available, it carries substantial morbidity, requires external catheters, and is
associated with recurrent infections and reduced quality of life. EUS-BD offers internal drainage
with favorable outcomes across established techniques, but comparative evidence versus PTBD
remains limited. We performed a systematic review and meta-analysis comparing EUS-BD and
PTBD after failed ERCP in malignant biliary obstruction. Methods: This review followed
PRISMA guidelines. PubMed, Google Scholar, and ScienceDirect were searched using a com-
prehensive strategy. Comparative studies evaluating EUS-BD versus PTBD and reporting tech-
nical success (TS: bile duct puncture with stent/catheter placed in the intended position),
clinical success (CS: > 50% bilirubin reduction at 2 weeks), adverse events (AD: graded as per
the ASGE endoscopic AE severity lexicon), and reintervention (RN) were included. The data was
analysed using the Meta, Metadata and the Metafor packages of R Studio. The Mantel-Haenszel
method and the Inverse variance method were utilized to analyse the odds ratio for TS, CS, AD,
and RN. The I” test was used to assess the heterogeneity of the studies. Results: Twenty-six
studies were included. EUS-BD was associated with higher clinical success (OR 2.46, 95% CI
1.47—-4.11) and lower odds of adverse events (OR 0.38, 95% CI 0.26—0.57) and reintervention
(OR 0.19, 95% CI 0.09—-0.42). Technical success did not differ significantly between groups (OR
0.49, 95% CI 0.21—1.13). Conclusions: Compared with PTBD, EUS-BD is associated with im-
proved clinical success and fewer adverse events and reinterventions after failed ERCP in
malignant biliary obstruction. Where expertise is available, EUS-BD may be favored over PTBD.
Prospective randomized trials are needed to confirm these findings and support broader
adoption. Research Sponsor: None.

Pooled outcomes for EUS-BD vs PTBD.

Effect Estimate 95% ClI 95% ClI p-
Outcome/Metric Comparison measure (OR) (lower) (upper) value Direction/Interpretation
Clinical success EUS-BD vs OR 2.46 1.47 411 0.1328 Favors EUS-BD
PTBD (higher odds of success)
Adverse events  EUS-BD vs OR 0.38 0.26 0.57 0.1923 Favors EUS-BD (lower
PTBD odds
of adverse events)
Reintervention EUS-BD vs OR 0.19 0.09 0.42 0.0003 Favors EUS-BD (lower
PTBD odds
of reintervention)
Technical EUS-BD vs OR 0.49 0.21 1.13 0.3321 Not statistically
success PTBD significant
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Prevalence and prognostic value of Claudin 18.2 expression in pancreatic ductal
adenocarcinoma.

Kevin Zi Ming Lim, Louise Laurberg Klarskov, Leigh Carter, Kamilla Juhl Norgaard, Michael Kreiberg Jessen, Carsten Palnas Hansen, Inna Markovna Chen,

Julia S. Johansen, Estrid Vilma Solyom Hggdall; Department of Oncology, Copenhagen University Hospital - Herlev and Gentofte, Herlev, Denmark; Department of Clinical
Medicine, University of Copenhagen and Department of Pathology, Copenhagen University Hospital - Herlev and Gentofte, Copenhagen, Denmark; Astellas Pharma Europe
Ltd., Addlestone, United Kingdom; Astellas Pharma A/S - Nordic Operations, Copenhagen, Denmark; Department of Digestive Diseases, Transplantation and General
Surgery, Copenhagen University Hospital - Rigshospitalet, Copenhagen, Denmark; Department of Pathology, Copenhagen University Hospital - Herlev and Gentofte, Herlev,
Denmark

Background: Although Claudini18.2 expression (CLDN18.2) has been investigated in pancreatic
ductal adenocarcinoma (PDAC), prevalence and prognostic significance remain inconsistent.
This study evaluated both the prevalence and prognostic value of CLDN18.2 expression in PDAC.
Methods: CLDN18.2 expression was assessed by IHC on FFPE tumor samples from 201 patients
with PDAC enrolled in the BIOPAC study (NCT03311776) between Jan 2013-Feb 2024. Staining
was performed using the Ventana CLDN18 (43) CE IVD Assay (Roche Diagnostic Solutions). All
slides were independently scored by two pathologists, with discrepancies resolved by consen-
sus. Positive expression was defined as moderate (+2) or strong (+3) staining in =75% of tumor
cells. Patients with non-metastatic disease were excluded from the survival analysis to reduce
prognostic confounding. OS and PFS were evaluated using Kaplan-Meier estimates, log-rank
tests, and multivariable Cox models adjusted for stage, age, sex, chemotherapy type, diabetes,
ECOG performance status, Body Mass Index, and Charlson Age-Adjusted Comorbidity Index.
Associations with clinicopathological variables were evaluated using Mann-Whitney U, x2, or
Fisher’s exact tests with Bonferroni correction (p < 0.05 considered significant). Results: Of 201
patients, 56 had non-metastatic disease and 145 had metastatic disease. Positive CLDN18.2
expression was detected in 54 tumors (27% overall): 14 (25%) non-metastatic and 40 (28%) in
metastatic cases. In patients with metastatic disease, the median OS was 9.9 months (95% CI,
6.7-12.8) in the CLDN18.2 positive group and 6.3 months (95% CI, 4.9-8.5) in the negative
group, with a significant difference as demonstrated by log-rank test (p = 0.009). CLDN18.2
positivity was associated with improved OS in univariate analysis (HR = 0.60; 95% CI 0.41-0.89;
p = 0.010) but was not statistically significant after adjustment for covariates (HR = 0.69; 95%
CI0.47-1.02; p = 0.064). A similar pattern was observed for PFS, with median PFS of 6.0 months
(95% CI, 3.6-7.6) in the CLDN18.2 positive group and 4.1 months (95% CI, 3.4-5.3) in the
negative group (log-rank p = 0.036). The unadjusted association between CLDN18.2 positivity
and longer PFS (HR = 0.67; 95% CI 0.46-0.98; p = 0.037), was not maintained after multi-
variable adjustment (HR = 0.67; 95% CI 0.43-1.03; p = 0.066). No significant associations were
identified between CLDN 18.2 expression and clinicopathological variables after correction for
multiple testing. Conclusions: CLDN18.2 was expressed in 27% of PDAC tumors. While its
association with OS and PFS was not statistically significant after adjustment for clinical
covariates, its prevalence in metastatic cases highlights its potential relevance as a therapeutic
target in PDAC. Ongoing validation in an expanded cohort may further clarify the prognostic
and predictive significance of CLDN18.2 expression. Research Sponsor: Astellas Pharma Europe
Ltd.
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Multicenter phase 2 study of hydroxychloroquine (HCQ) and chlorphenesin car-
bamate (CPC) in combination with mFOLFIRINOX in patients with advanced pan-
creatic adenocarcinoma (PDAC).

Hyehyun Jeong, Choong-kun Lee, So Heun Lee, Kyu-pyo Kim, Baek-Yeol Ryoo, Inkeun Park, Hye Jin Choi, Yongjune Lee, Yongjin Kim, Dong Sub Jung, Yi Rang Kim,
Jihoon Kang, Ilhwan Kim, Changhoon Yoo; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Yonsei Cancer
Center, Seoul, South Korea; Department of Oncology, Asan Medical Center, Republic of Korea, Seoul, South Korea; Asan Medical Center, Seoul, South Korea; Division of
Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seodaemun-Gu, South Korea; Department of Internal
Medicine, Inje University Haeundae Paik Hospital, Inje University College of Medicine, Busan, South Korea; Oncocross Co., Ltd., Seoul, South Korea; Oncocross Co., Ltd.,
Seoul, NA, South Korea; Division of Oncology, Department of Internal Medicine, Inje University Haeundae Paik Hospital, Inje University College of Medicine, Busan, South
Korea

Background: PDAC is one of the most lethal malignancies, with most patients (pts) presenting
with advanced disease. Although combination chemotherapy, including modified FOLFIRINOX
(mFOLFIRINOX) has improved survival, overall prognosis remains poor. Our preclinical studies
suggest that HCQ and CPC synergistically enhance the antitumor activity of mFOLFIRINOX by
inhibiting autophagy-dependent and AKT-mediated epithelial-mesenchymal transition path-
ways. Methods: This multicenter, single-arm phase 2 study included pts with locally advanced
unresectable or metastatic PDAC in the first-line setting from three academic institutions in
Korea. HCQ (200 mg) and CPC (250 mg) were administered orally twice daily in combination
with mFOLFIRINOX for up to 24 cycles or until disease progression or unacceptable toxicity
occurred. The primary endpoint was safety profile. Secondary endpoints included objective
response rate (ORR), progression-free survival (PFS), overall survival (OS), cumulative inci-
dence of new distant metastases, and health-related quality of life (HRQOL). Results: Between
December 2021 and February 2023, 45 pts were screened and a total of 40 patients received
study treatment. The median age was 61 years, and 23 (57.5%) were male; 73% (n = 29) and 27%
(n =11) had metastatic and locally advanced disease, respectively. The median number of cycles
patients received was 13 (range, 1-24). Dose reductions for HCQ and CPC occurred in four (10%)
pts each, with median > 90% of treatment compliance for both agents. Safety profiles are
mostly consistent with known adverse events (AEs) with mFOLFIRINOX; grade 3-4 neutropenia
(40%), nausea (13%), anemia (10%) were most common severe AEs. In the efficacy analysis set
(n =39), the ORR was 39% (CR or PR; n = 15), and the disease control rate was 92.3% (CR, PR or
SD; n = 36). Curative-intent conversion surgery was performed in five pts (13%). With a median
follow-up of 33.3 months, the median PFS was 7.4 months (95% CI, 6.2—13.3); in pts with
objective response, median PFS was 13.6 months (95% CI, 7.4—33.8). The median OS was
14.8 months (95% CI, 9.6—27.9); median 20.5 months (95% CI, 14.8—NE) for locally advanced
disease and median 13.9 months (95% CI, 9.2-NE) for metastatic disease. The cumulative
incidence of new distant metastases was 38.8% at 12 months. HRQOL indicators did not
deteriorate during the first 6 months of study treatment. Conclusions: HCQ and CPC in com-
bination of mFOLFIRINOX were well tolerated and showed clinically promising efficacy out-
comes in pts with advanced PDAC. Biomarker analysis using proteomics is ongoing. Clinical trial
information: NCT'05083780. Research Sponsor: Oncocross.
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HRS-4642 combined with adebrelimab in previously treated patients with meta-
static pancreatic ductal adenocarcinoma.

Xianjun Yu, Jin Xu, Si Shi, Miaoyan Wei, Jialin Li, Nan Du, Boyue Han, Jianfei Wang; Department of Pancreatic Surgery, Fudan University Shanghai Cancer Center, Shanghai,
China; Jiangsu Hengrui Pharmaceuticals Co., Ltd., Shanghai, China

Background: Nearly 90% pancreatic ductal adenocarcinoma (PDAC) tumors were driven by RAS
mutations, including KRAS G12D (~40%). The high prevalence of KRAS G12D mutations is
thought to play a vital role in the universally immunosuppressive tumor microenvironment of
PDAC. HRS-4642 is a highly selective KRAS G12D inhibitor. Here, we report preliminary results
of HRS-4642 combined with adebrelimab (an anti-PD-L1 antibody) in patients (pts) with KRAS
G12D-mutant PDAC. Methods: The study comprised two parts. Phase 1 (Dose escalation): A
“3+3” design was used to determine the recommended phase 2 dose (RP2D) of HRS-4642 (4
dose levels: 300, 400, 500mg, qw; and 500mg D1/1200mg D8, q3w) combined with fixed-dose
adebrelimab (1200mg iv, Day 1, q3w). Phase 2 (Dose expansion): Simon’s two-stage optimal
design was applied, requiring at least five objective responses. The primary endpoints were
safety and RP2D (phase 1), and objective response rate (ORR; phase 2). The key secondary
endpoints included progression-free survival (PFS), overall survival (OS), and disease control
rate (DCR). Results: As of Dec 31, 2025, 48 pts were enrolled, with 87.5% having received =2
prior lines of therapy. No dose-limiting toxicity (DLT) occurred during phase 1, and the RP2D
was determined as HRS-4642 (500mg Di/1200mg D8, q3w) with adebrelimab. Treatment-
related adverse events (TRAEs) occurred in 47 pts (97.9%). The most common grade 3/4 TRAEs
included lipase increased (16.7%), gamma-glutamyl transpeptidase increased (12.5%), and
blood cholesterol increased (8.3%). No treatment related deaths occurred. Among 43 pts with
post-baseline tumor assessment, the confirmed ORR was 41.9% and DCR was 83.7%, with a
median mPFS of 5.6 months; the median mOS was not reached. Notably, the RP2D group (n=33)
achieved a confirmed ORR of 48.5% and a DCR of 90.9%, successfully meeting the primary
endpoint. Conclusions: HRS-4642 combined with adebrelimab showed a manageable safety
profile and promising anti-tumor activity in metastatic PDAC harboring KRAS G12D mutation.
Clinical trial information: NCT06427239. Research Sponsor: None.

Efficacy Evaluation.

All (n=43) RP2D (n=33)
Objective response, n (%) 18 (41.9) 16 (48.5)
Best response, n (%)
Partial Response 18 (41.9) 16 (48.5)
Stable Disease 18 (41.9) 14 (42.4)
Progressive Disease 7 (16.3) 3(9.1)
Disease control rate, n (%) 36 (83.7) 30 (90.9)
Median progression-free survival, months (95%Cl) 5.6 (4.0-7.3) 5.9 (4.2-7.9)
Median overall survival, months (95%Cl) NR 11.5 (9.2-NR)
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SHR-A2102, a Nectin-4 targeted antibody-drug conjugate, combined with HRS-
4642 in previously treated pancreatic ductal adenocarcinoma harboring KRAS G12D
mutation.

Jin Xu, Si Shi, Miaoyan Wei, Jialin Li, Nan Du, Boyue Han, Jianfei Wang, Xianjun Yu; Department of Pancreatic Surgery, Fudan University Shanghai Cancer Center, Shanghai,
China; Jiangsu Hengrui Pharmaceuticals Co., Ltd., Shanghai, China

Background: Patients (pts) with previously treated advanced pancreatic ductal adenocarci-
noma (PDAC) have limited options. The high prevalence of Nectin-4 expression (~71%) and
KRAS G12D mutations in PDAC provides a rationale for dual targeting. Here we report results
from a molecularly defined cohort in a phase 2 platform trial evaluating the combination of
SHR-A2102 and HRS-4642, a KRAS G12D inhibitor. Methods: Eligible pts with Nectin-4 ex-
pression and KRAS G12D mutation who had failed standard therapy were enrolled. During the
safety run-in, 2 dose levels of SHR-A2102 were evaluated in combination with HRS-4642
(500mg Day 1/1200mg Day 8, iv, q3w) to determine the recommended expansion dose (RED).
The Bayesian Optimal Phase II (BOP2) design was applied for efficacy expansion, with a planned
enrollment of 10 to 30 pts. The primary endpoints were safety and RED (safety run-in), and
objective response rate (ORR; efficacy expansion). The key secondary endpoints included
progression-free survival (PFS), overall survival (0S), duration of response (DoR), and disease
control rate (DCR). Results: As of Dec. 31,2025, 36 pts were enrolled and treated (median age, 61
years; ECOG PS 1, 86.1%; =2 lines of prior therapy, 88.9%; median Nectin-4 H-score, 10). No
dose-limiting toxicity (DLT) occurred, and the RED was established as SHR-A2102 (8mg/kg iv,
q3w) plus HRS-4642. Treatment-related adverse events (TRAEs) occurred in all pts (100%),
with no grade 5 TRAEs. 13 pts (36.1%) experienced grade 3/4 TRAEs, the most common
including neutrophil count decreased and gamma-glutamyl transpeptidase increased (each
11.1%), and anemia (8.3%). In the RED group (n=30), the confirmed ORR was 36.7% (11PR) and
the DCR was 86.7%, meeting the primary endpoint. ORR showed no apparent correlation with
Nectin-4 H-score. The median DoR was 6.3 months (range: 4.4-NR); the median PFS was
4.1 months (range: 2.7-5.7), and the median OS was not reached. Conclusions: SHR-A2102
combined with HRS-4642 showed a tolerable safety profile and promising preliminary anti-
tumor activity in advanced PDAC harboring KRAS G12D mutation, irrespective of Nectin-4
expression. Clinical trial information: NCT06547736. Research Sponsor: None.
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Spevatamig (PT886), a claudin 18.2 (CLDN18.2)/CD47 bispecific antibody, in
combination with gemcitabine plus nab-paclitaxel (GnP) in frontline (1L) treatment
of metastatic pancreatic ductal adenocarcinoma (mPDAC).

Anwaar Saeed, Rui-Hua Xu, Harshabad Singh, Jason Timothy Henry, Alexander 1. Spira, Nicholas C. DeVito, Nataliya V. Uboha, Dani Ran Castillo, Naomi Fei, Dianna Hanna,
Heshui Wu, Min Tao, Zhenhua Liu, Kelan Chen, Grace H. McGregor, Satya Das, Hui Zou, Ming Wang, Rita Laeufle, Michael J. Overman; University of Pittsburgh Medical
Center (UPMC) and UPMC Hillman Cancer Center, Pittsburgh, PA; Department of Medical Oncology, Sun Yat-sen University, Guangzhou, China; Mass General Brigham
Cancer Institute, Boston, MA; Sarah Cannon Research Institute at HealthONE, Denver, CO; NEXT Virginia, Fairfax, VA; Duke University Medical Center, Durham, NC;
University of Wisconsin Carbone Cancer Center, Madison, WI; Department of Medical Oncology, City of Hope Comprehensive Cancer Center, Duarte, CA; University of lowa,
lowa City, IA; USC Norris Comprehensive Cancer Center, Los Angeles, CA; Union Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan,
China; The First Affiliated Hospital of Soochow University, Suzhou, China; Fuzhou University, Affiliated Provincial Hospital, Fuzhou, China; Phanes Therapeutics, San Diego,
CA; Phanes Therapeutics, Inc., San Diego, CA; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Spevatamig is an IgGi-based bispecific antibody targeting CLDN18.2 and CD47
with an optimized anti-CD47 arm designed to bind to CD47 more highly on cancer cells than on
human red blood cells. We have previously described its monotherapy safety data and pre-
liminary combination efficacy data in 1L mPDAC (Saeed et al., J Clin Oncol. 2026). Herein, we
provide updated data from patients in the 1L mPDAC cohort, including additional efficacy data
from the 2 mg/kg QW spevatamig + GnP dose level and new safety data from the 3 mg/kg QW
spevatamig + GnP dose level. Methods: TWINPEAK is a multi-cohort Phase 1/2 dose escalation
and expansion study (US: NCT05482893; China: CTR20252758) of spevatamig as monotherapy
or combination therapy (with chemotherapy and/or an immune-checkpoint inhibitor) in
patients with select gastrointestinal (GI) cancers. Here we report data from the Phase 2 cohort
of spevatamig + GnP in 1L mPDAC at 2 dose levels: 2 mg/kg QW (N=22) and 3 mg/kg QW (N=22).
Key endpoints include safety and tolerability, objective response rate (ORR), disease control
rate (DCR), median progression-free survival (mPFS) and median overall survival (mOS).
Results: As of January 15, 2026, 151 patients have been treated with spevatamig collectively
in monotherapy and combination settings. In the 2 mg/kg QW spevatamig + GnP dose level
(N=22), spevatamig continues to demonstrate tolerability when combined with chemotherapy,
with cytopenia rates not exceeding those anticipated with GnP and no grade = 3 nausea or
vomiting events. The ORR is 48%, DCR is 90%, mPFS is 7.3 months (95% confidence interval:
5.6 months - not yet reached) and mOS is > 13 months (still maturing), with a median follow-up
duration of 8.9 months. Antitumor activity was demonstrated irrespective of tumor CLDN18.2
expression levels and RAS mutational status. In the 3 mg/kg QW spevatamig + GnP dose level
(N=22), no significant additive toxicity was noted when compared to the adverse event profile
anticipated with GnP alone among patients with available safety data. No grade = 3 nausea or
vomiting events occurred. Updated safety data will be provided at the meeting for patients in
this dose level. Conclusions: Overall, spevatamig 2 mg/kg QW or 3 mg/kg QW + GnP is well
tolerated, with no significant additive toxicity compared to the adverse event profile anticipated
with GnP alone. The additional efficacy data from patients treated at the 2 mg/kg QW speva-
tamig + GnP dose level continues to demonstrate promise when compared to pivotal trials of
GnP in 1L mPDAC; enrollment into the 3 mg/kg QW spevatamig + GnP dose level is ongoing with
maturing efficacy data. These two dose levels exhibit good combinability with chemotherapy
and can be assessed in future combination studies with novel targeted therapies such as KRAS
inhibitors. Clinical trial information: NCT05482893. Research Sponsor: None.
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Safety and efficacy of nesuparib (JPI-547) with gemcitabine-nab-paclitaxel
(GemAbraxane) or modified FOLFIRINOX (mFOLFIRINOX) in patients with locally
advanced or metastatic PDAC: Results from an ongoing phase Ib/Il study.

Hye Jin Choi, Joon Oh Park, Jin Won Kim, Choong-kun Lee, Jeesun Yoon, Jung Yong Hong, Minsu Kang, Suji Jung, Hyesoo Kwon, Jun Kim, Hyunju Cha, John Kim,
Do-Youn Oh; Division of Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Division of
Hematology-Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Korea, Republic of; Department of Internal
Medicine, Seoul National University Bundang Hospital, Seoul National University College of Medicine, Seongnam, South Korea; Department of Internal Medicine, Seoul
National University Hospital; Cancer Research Institute, Seoul National University, Jongno-Gu, South Korea; Division of Hematology-Oncology, Department of Medicine,
Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Onconictherapeutics, Seoul, South Korea; Onconic Therapeutics, Seoul, South
Korea; Seoul National University Hospital, Cancer Research Institute, Seoul National University College of Medicine, Integrated Major in Innovative Medical Science, Seoul
National University Graduate School, Seoul, South Korea

Background: Pancreatic ductal adenocarcinoma (PDAC) remains one of the most lethal ma-
lignancies with poor outcomes in advanced disease. Nesuparib is a dual tankyrase (TNKS) and
poly(ADP-ribose) polymerase (PARP) inhibitor that induces a “BRCAness” phenotype via WNT
and Hippo signaling. This Phase Ib study evaluated the safety, tolerability, and preliminary
antitumor activity of nesuparib combined with standard first-line chemotherapy in patients
with locally advanced or metastatic PDAC. Methods: This multicenter, open-label, Phase Ib
dose-finding study evaluated oral nesuparib plus GemAbraxane or mFOLFIRINOX in advanced
PDAC. Nesuparib was administered orally using a 3+3 dose-escalation design with intermittent
schedules, including DL1 (25 mg, 5 days on/2 days off), DL-1 (12.5 mg, 5 days on/2 days off), and
DL-2 (12.5 mg, 3 days on/4 days off). Primary objectives were to assess safety and determine the
maximum tolerated dose and recommended Phase II dose. Secondary objectives included
preliminary efficacy. Results: As of December 31, 2025, 27 patients were enrolled and treated
(GemAbraxane, n = 14; mFOLFIRINOX, n = 13). Most patients had metastatic disease. In the
GemAbraxane arm, acceptable tolerability was confirmed at DL-1 and DL-2, whereas tolera-
bility was not established in the mFOLFIRINOX arm. Across both treatment arms, grade 3/4 AEs
were mainly hematologic toxicities. Rates of anemia, thrombocytopenia, and neutropenia were
57.1%, 64.3%, and 92.9% in the GemAbraxane arm, compared with 84.6%, 92.3%, and 84.6%
in the mFOLFIRINOX arm, respectively. No treatment-related deaths occurred, and most AEs
were manageable with standard supportive measures. Non-hematologic AEs were mostly low-
grade and manageable. In the GemAbraxane arm, the objective response rate (ORR) and disease
control rate (DCR) were 53.8% and 92.3%, respectively, including one patient with a complete
response (CR) of the target lesion and overall survival exceeding 3 years. Median progression-
free survival (mPFS) was not reached, and median overall survival (mOS) was 14.2 months (data
immature and follow-up is ongoing). In the mFOLFIRINOX arm, the ORR was 38.5% with a DCR
of 92.3%, while mPFS and mOS were 7.33 and 18.5 months, respectively. Conclusions: Nesu-
parib combined with GemAbraxane demonstrated acceptable tolerability and encouraging
antitumor activity in advanced PDAC. These findings support further evaluation of nesuparib
using a 12.5 mg intermittent dosing schedule in the first-line treatment setting; a Phase II trial
is currently ongoing. Clinical trial information: NCT05257993. Research Sponsor: None.

Nesuparib + GemAbraxane Nesuparib + FOLFIRINOX
Outcome (n=13) (n=13)
PR 7 (53.8%) 5 (38.5%)
SD 5 (38.5%) 7 (53.8%)
PD 1(7.7%) 1(7.7%)
ORR 53.8% 38.5%
DCR 92.3% 92.3%
mOS 14.20 mo (data immature) 18.50 mo
mPFS Not reached 7.33 mo
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MUCS5AC-driven transcriptional reprogramming for stratification of pancreatic
ductal adenocarcinoma by immune suppression and stromal remodeling.

Yonghua Laura Bao, Yongchen Guo, Tiago Biachi de Castria, Patrick M. Boland, Emily Baiyee Toegel, Melissa Fishel, Michael J. Cavnar, Christos Fountzilas,

Carlos H.F. Chan, Muneeb Rehman, Bodour Salhia, Michele Maiko Gage, Hassan Hatoum, Robert J. Rounbehler, Michelle L. Churchman, Wancai Yang, Vaibhav Sahai,
Midhun Malla, Upender Manne, Ashish Manne; The Ohio State University, Columbus, OH; Moffitt Cancer Center, Tampa, FL; Rutgers Cancer Institute of New Jersey, New
Brunswick, NJ; University of Colorado Cancer Center, Denver, CO; University of Indiana Simon Cancer Center, Indianapolis, IN; Department of Surgery, University of
Kentucky HealthCare, Lexington, KY; Roswell Park Comprehensive Cancer Center, Buffalo, NY; University of lowa Hospitals and Clinics, lowa City, IA; Division of
Hematology/Oncology, University of Virginia, Charlottesville, VA; Norris Comprehensive Cancer Center, Keck School of Medicine, University of Southern California, Los
Angeles, CA; Walter Reed National Military Medical Center, Bethesda, MD; Stephenson Cancer Center at The University of Oklahoma Health Sciences Center, Oklahoma City,
0K; Aster Insights, Hudson, FL; University of Michigan, Ann Arbor, MI; University of Alabama, Birmingham, AL; University of Alabama at Birmingham, Birmingham, AL; The
Ohio State University Comprehensive Cancer Center, Columbus, OH

Background: Mucin 5AC (MUC5AC) is aberrantly expressed in pancreatic ductal adenocarci-
noma (PDAC) and associated with tumor progression; however, its role in altering the tumor
immune microenvironment (TIME) and immunotherapy-relevant pathways is poorly under-
stood. Thus, we evaluated whether MUC5AC expression delineates PDAC into distinct tran-
scriptional and immunologic subtypes based on TIME. Methods: Bulk RNA-seq data from 730
PDAC tumors (Oncology Research Information Exchange Network, ORIEN) and 360 normal
pancreatic tissues (GTEx) were analyzed. Differential gene expression and pathway enrichment
were assessed using Gene Ontology and KEGG analyses. Immune infiltration and stromal states
were inferred using multiple complementary deconvolution algorithms (CIBERSORT and
xCell). Tumors in the lowest quartile of MUC5AC expression (=25th percentile; MUC5AC-
low, MUC5AC-L) were compared with the remaining samples (MUC5AC-high, MUC5AC-H).
Associations between MUC5AC expression and immune cell populations and immunomodu-
latory genes were evaluated by using correlations and group-based analyses with false dis-
covery rate (FDR) corrections. Results: Principal component analysis demonstrated clear
separation between PDAC tumors and normal pancreas and revealed distinct transcriptional
programs between MUC5AC-H (N = 544) and MUC5AC-L (N = 186) tumors. MUC5AC-H tumors
exhibited a profoundly immunosuppressive and stromal-remodeled TIME, including enrich-
ment of M2 macrophages, regulatory T cells, activated natural killer ells, fibroblast-associated
signatures, and significantly higher immune and stromal scores (multiple FDR <10 to <10-2¢).
In contrast, MUC5AC-L tumors showed relatively enrichment of immune-activating popula-
tions, including naive B cells, dendritic cell subsets, resting CD4* memory T cells, and CD8*
T cells (multiple FDR < 10-1%). MUC5AC expression strongly correlated with immune checkpoint
genes CD274 (PD-L1) and TIGIT, and with multiple suppressive immune populations (p < 0.01
to < 1071°). Conclusions: MUC5AC defines a transcriptionally distinct, immunosuppressive
PDAC subtype characterized by stromal activation, macrophage/Treg enrichment, and immune
checkpoint engagement. MUC5AC may serve as a biomarker for immune stratification and
supports rational combination strategies integrating stromal targeting with immune check-
point modulation in PDAC. Research Sponsor: ORIEN Foundation.
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First-line NALIRIFOX in patients with metastatic pancreatic ductal adenocarcinoma
and pre-existing diabetes: NAPOLI 3 post hoc analysis.

Sreenivasa R. Chandana, Armin Lahiji, Whitney Rhodes, Li Zhang, Alexandra Sosinsky, Yutong Liu, Alice Zervoudakis; START Midwest, Grand Rapids, Ml; Ipsen, Cambridge,
MA; Genesis Research Group, Hoboken, NJ; Memorial Sloan Kettering Cancer Center, New York, NY

Background: Approximately 29% of patients with metastatic pancreatic ductal adenocarci-
noma (mPDAC) present with pre-existing diabetes. Diabetes increases the risk of peripheral
neuropathy (PN), raising concerns that oxaliplatin-containing regimens may exacerbate PN
risk. NALIRIFOX (liposomal irinotecan, oxaliplatin, leucovorin and 5-fluorouracil) is approved
for first-line (1L) treatment of mPDAC based on significantly improved overall survival versus
nab-paclitaxel plus gemcitabine (Gem+NabP) in the phase 3 NAPOLI 3 trial (hazard ratio 0.83;
95% confidence interval [CI] 0.70—-0.99). The overall response rate (ORR) for NALIRIFOX was
£1.8% (95% CI: 36.8—46.9%) and no unexpected safety concerns were identified. This post hoc
exploratory analysis of NAPOLI 3 evaluates outcomes including PN development among pa-
tients with pre-existing diabetes. Methods: Patients randomized to 1L NALIRIFOX in NAPOLI 3
who had pre-existing diabetes were assessed, with subgroups according to whether or not they
developed PN. The primary endpoint was ORR; patient characteristics and adverse event rates
were also described. No hypotheses were tested owing to small sample sizes; results are
descriptive. Results: Of 383 patients randomized to receive NALIRIFOX in NAPOLI 3, 96
(25%) had pre-existing diabetes, of whom 94 were included in the safety population. PN
developed in 13/94 (14%) patients (Grade =3: 2/13 [15%]) with pre-existing diabetes, none of
whom had evidence of PN at baseline. Among patients without diabetes, PN developed in 53/276
(19%; Grade =3: 10/53 [19%]). Patients with pre-existing diabetes who developed PN had a
lower median age, lower proportion of males, higher metastatic burden, and higher frequency
of tumors in the body of the pancreas than patients who did not develop PN (Table). Among
patients with pre-existing diabetes, ORR for NALIRIFOX was 43.8% (42/96 [95% CI:
33.6—54.3%]); all responses were partial. ORR was 69.2% (9/13 [95% CI: 38.6—90.9%]) among
patients with pre-existing diabetes who developed treatment-emergent PN and 40.7% (33/81
[95% CI: 29.9-52.2%]) among those who did not (Table). Conclusions: In this exploratory
analysis, PN incidence and clinical outcomes in patients with pre-existing diabetes were
consistent with those without diabetes and with the overall NALIRIFOX population. In this
small population, pre-existing diabetes did not appear to put patients at risk of developing
treatment-emergent PN or to impact treatment outcomes. Clinical trial information:
NCT04083235. Research Sponsor: Ipsen.

Patients with baseline Patients with baseline
diabetes who developed diabetes who did not develop
peripheral neuropathy peripheral neuropathy
(n=13) (n =81)

Baseline characteristics

Age, median, years 63.0 66.0

Male, n (%) 6 (46.2) 52 (64.2)

> 3 metastatic sites, % 53.8 40.7

Tumor in body of pancreas, % 38.5 22.2

Efficacy

ORR, % (95% ClI) 69.2 (38.6—-90.9) 40.7 (29.9-52.2)
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Precision Promise (PrP): Success rates of paired biopsies and biomarker testing
results for metastatic pancreatic cancer (mPDAC) in a multi-center trial.

Eric Andrew Collisson, David Kuang-Fu Chang, Jashodeep Datta, Anirban Maitra, Jonathan Andrew Nowak, Mara Sherman, Vaibhav Sahai, Ardaman Shergill,
Thomas J. George, Shubham Pant, Kian-Huat Lim, Andrew H. Ko, Michael J. Pishvaian, Andrew Hendifar, Manuel Hidalgo, Vincent J. Picozzi, Diane M. Simeone,
Kristina Harris, Cassadie Moravek, Gregory Lawrence Beatty, Precision Promise Consortium; Fred Hutch Cancer Center, Seattle, WA; University of Glasgow, Glasgow,
United Kingdom; University of Miami/Sylvester Comprehensive Cancer Center, Miami, FL; Laura and Isaac Perlmutter Cancer Center, NYU Langone Health, New York, NY;
Brigham and Women's Hospital, Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY; University of Michigan, Ann Arbor, MI; Department of Hematology/
Oncology, University of Chicago Medical Center, Chicago, IL; University of Florida, Gainesville, FL; The University of Texas MD Anderson Cancer Center, Houston, TX;
Siteman Cancer Center, Washington University School of Medicine, Saint Louis, MO; UCSF Helen Diller Family Comprehensive Cancer Center, San Francisco, CA; Johns
Hopkins University School of Medicine, Washington, DC; Samuel Oschin Comprehensive Cancer Institute, Cedars-Sinai Medical Center, Los Angeles, CA; NYU Langone
Health Perlmutter Cancer Center, New York, NY; Virginia Mason Medical Center, Seattle, WA; UC San Diego Moores Cancer Center, San Diego, CA; Pancreatic Cancer Action
Network, EI Segundo, CA; Hospital of the University of Pennsylvania, Philadelphia, PA

Background: PrP, a phase 2/3 Bayesian adaptive platform trial sponsored by the Pancreatic
Cancer Action Network, was developed to test multiple experimental arms efficiently against
common controls and explore biomarkers of response/resistance in mPDAC (Picozzi, ASCO TPS
4188, 2022). Methods: At screening, core tissue biopsies and matched blood collection were
performed for first- and second-line patients (pts) with mPDAC. Week 8 (W8) core tissue
biopsies and blood collection were performed for pts receiving study drug. Formalin-fixed
paraffin embedded (FFPE) tissue slides were prepared at the central lab; tissue and matched
blood samples were analyzed for genomic and transcriptomic analyses using Tempus xT (DNA)
and xR (RNA) testing, respectively. The workflow prioritized DNA followed by RNA isolation.
Results: Tissue biopsies were obtained at screening from 491 of 700 (70%) pts across 24 US
sites; W8 tissue biopsies were obtained from 228 of 443 (51%) pts receiving study drug. Reasons
for biopsies not being collected included: contraindicated; attempted, but no tissue obtained; pt
screened out; pt stopped study drug before W8 (W8 only). 21% (103/491) screening and 32%
(74/228) W8 biopsies submitted for biomarker testing contained insufficient tumor tissue for
testing; 4% (20 pts) of screening and 4% (10 pts) of W8 biopsies were not processed into FFPE or
testing was cancelled. Of the 368 pts with screening tissue sequenced, genomic data were
generated for 83% (304 pts); 17% (64 pts) had Quantity Not Sufficient (QNS) for DNA. Tran-
scriptomic data were generated for 49% (179 pts); in 42% (155 pts) insufficient tumor tissue
remained for RNA testing and 9% (34 pts) had QNS for RNA. Of the 144 pts with W8 tissue
sequenced, genomic data were generated for 71% (102 pts); 29% (42 pts) had QNS for DNA.
Transcriptomic data were generated for 31% (44 pts); in 58% (84 pts) insufficient tumor tissue
remained for RNA testing and 11% (16 pts) had QNS for RNA. Locations of tissue biopsies across
both timepoints (719) were: 68% liver, 16% pancreas, 16% other metastatic sites. Success rates
for biomarker testing across all tissue obtained was higher for liver metastases (65% DNA
results; 37% RNA results) than for primary tumors in the pancreas (42% DNA results; 19% RNA
results). Distribution of actionable biomarkers detected will be presented. Conclusions: These
data demonstrate success rates of paired biopsy acquisition and subsequent genomic and
transcriptomic analysis in a large phase 2/3 multi-center platform trial for mPDAC. Attrition
was noted for biopsy collection and downstream biomarker testing at screening and more so at
W8 on study drug. Biomarker testing success rates varied by tissue location. These findings
along with planned data interrogation and future sample analyses will provide insights to guide
future trial design and clinical decision making. Clinical trial information: NCT04229004.
Research Sponsor: Pancreatic Cancer Action Network.
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LAP-NET1: Results of a phase 1b evaluating NP137, an inhibitor of the epithelial-to-
mesenchymal transition, in combination with mFOLFIRINOX for the first-line
treatment of locally advanced pancreatic ductal adenocarcinoma.

Gael Roth, Pascal Artru, Olivier Bouche, Nicolas Williet, Julien Ghelfi, Anthony Turpin, Astrid Lievre, Jean-Frédéric Blanc, Camille Evrard, Jean-Baptiste Bachet,
Pauline Parent, Matthieu Roustit, Hector Hernandez-Vargas, Sandrine Dufort, Jean-Yves Scoazec, Jerome Cros, Sebastien Hazard, Benjamin Ducarouge, Thomas Decaens,
Patrick Mehlen; Department of Hepatogastroenterology, University Hospital of Grenoble, Grenoble, France; Jean Mermoz Private Hospital, Lyon, France; Reims University
Hospital Centre, Reims, France; CHU Saint Etienne, Saint Etienne, France; Radiology Department - CHU Grenoble-Alpes, Grenoble, France; Department of Medical Oncology,
CNRS UMR9020, Inserm UMR-S 1277-Canther-Cancer Heterogeneity, Plasticity and Resistance to Therapies, University Lille, CHU Lille, Lille, France; Gastroenterology
Department, Pontchaillou University Hospital, Rennes University, INSERM U1242, Rennes, France; Department of Hepato-gastroenterology and Digestive Oncology,
Hopital Haut-Lévéque, CHU Bordeaux, Bordeaux, France; Department of Medical Oncology, Poitiers, France; Sorbonne University, Hepatogastroenterology and Digestive
Oncology Department, Pitié Salpétriére Hospital, APHP, Paris, France; Department of Oncology Medical, CHU Lille, CHU Lille, France; Université Grenoble Alpes/CHU
Grenoble Alpes, Grenoble, France; Genomics Consulting, Bron, France; Netris Pharma - Centre Leon Berard, Lyon, France; Université Paris Saclay, Faculté de Médecine, Le
Kremlin-Bicétre, Paris, France; Department of Pathology, Beaujon Hospital, APHP-INSERM U1149 Universite Paris Diderot, Clichy, France; NETRIS Pharma, Lyon, France;
University Grenoble Alpes, Department of Hepato-Gastroenterology and Digestive Oncology, CHU Grenoble Alpes, Institute for Advanced Biosciences, INSERM U1209,
Grenoble, France

Background: Pancreatic ductal adenocarcinoma (PDAC) is a highly lethal malignancy charac-
terized by aggressive tumor dissemination and resistance to therapy; processes significantly
driven by the epithelial-to-mesenchymal transition (EMT). Netrin-1is a key regulator for EMT.
NP137, an anti-netrin-1antibody, has shown to inhibit EMT in preclinical models and in a phase
1 monotherapy trial. Methods: LAPNET-01 (NCT06203821) is a single arm phase Ib clinical
study to assess the combination of NP137 with mFOLFIRINOX in naive locally advanced
unresectable PDAC. A safety lead-in (3—12 pts, 3+3 design, NP137 14 vs 9 mg/kg) was followed
by a 40-patient expansion. Treatment consisted of NP137 + mFOLFIRINOX every 2 weeks, up to
12 cycles. The primary endpoint was safety at 6 months (all-grade and grade 3/4 adverse events
[AEs], CTCAE v5.0). Secondary endpoints included objective response rate (ORR), progression-
free survival (PFS) and overall survival (OS), surgical conversion rate and exploratory tran-
scriptomic analyses. Laser capture microdissection was performed on 22 pre-treatment and 6
surgery samples to allow microbulk RNA sequencing. Immunohistochemistry was also per-
formed on pre-treatment samples. Results: A total of 43 patients were enrolled in this trial.
NP137 was well tolerated. AE occurred in 100% of patients (58% grade = 3). ORR and disease
control rate were 29% and 95%. Median PFS was 10.9 months (95% CI, 10.0 — 15.6) and median
0S was 16.4 months (95% CI, 12.8 — NR) with 21 patients still alive at time of the data cut-off.
Surgery was made possible in 23% of patients. Microbulk RNA sequencing revealed that the
main pathway downregulated with the combination mFOLFIRINOX+NP137 is EMT, bringing a
clinical validation of the main mechanism of action of NP137. Moreover, patients with tumors
expressing high levels of the netrin-1 receptor neogenin (high-NEO1) at baseline (both at the
RNA and proteic level (IHC)) demonstrated an improved outcomes compared to the low-NEO1
subgroup including longer median PFS (15.7 vs 10.2 months, p = 0.01) and longer median OS (not
reached vs 16.5, p = 0.024). These results are consistent with experimental data demonstrating
the implication of NEO1 in PDAC EMT and its progression. Conclusions: NP137 in combination
with mFOLFIRINOX demonstrates a favorable safety profile, promising clinical activity and a
mechanistically distinct mode of action supported by translational analyses. These results
warrant further investigation of netrin-1 blockade in randomized trials and provide a rationale
for biomarker-driven development of NP137 in PDAC. Further work is ongoing to better
characterize the distribution of NEO1 in first-line unresectable PDAC. Clinical trial information:
NCT06203821. Research Sponsor: NETRIS Pharma; CHU Grenoble Alpes.
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Surufatinib plus KN046 and chemotherapy as first-line treatment for advanced
pancreatic ductal adenocarcinoma: Updated results and biomarker analysis from a
phase 1b/2 trial.

Wen-Quan Wang, Yao-Lin Xu, Chen-Chen Liu, Lin-Hui Tang, Yu Li, Fei Liang, Yue-Ming Zhang, Wei Gan, Ning Pu, Hua-Xiang Xu, Jun-Yi He, Lei Zhang, Chen-Ye Shi,
Wen-Chuan Wu, Xu-An Wang, Wen-Hui Lou, Liang Liu, ZSPAC-02 Investigators; Department of Pancreatic Surgery, Zhongshan Hospital, Fudan University, Shanghai, China;
Department of Biostatistics, Zhongshan Hospital, Fudan University, Shanghai, China

Background: In China, gemcitabine (G) and nab-paclitaxel (nP) remain the standard first-line
(1L) therapy for patients (pts) with advanced pancreatic ductal adenocarcinoma (PDAC). Our
previous report (Wang W, et al; 2025 ASCO) showed that the add-on of surufatinib (S, multi-
kinase inhibitor) and KN046 (K, bi-specific PD-L1/CTLA-4 antibody) to GnP chemotherapy
provided enhanced anti-tumor activity in advanced PDAC. Here we present the updated results
and findings from a biomarker analysis. Methods: In this single-arm, phase 1b/2 trial
(NCT05832892), eligible pts with treatment-naive advanced PDAC received oral S
(200~250 mg, once daily), intravenous K (5 mg/kg, on day 1) and GnP (G 1000 mg/m?, nP
125 mg/m?, on days 1 & 8) at 21-day cycles till disease progression or intolerable toxicity. The
primary efficacy endpoint was ORR per RECIST 1.1; secondary endpoints included DCR, PFS, OS
and safety; efficacy-predictive biomarkers were exploratory endpoints. Results: Overall, 31 pts
were enrolled with a median age of 56 years (range 40—74) and a predominant male gender
(74.2%). Distant metastasis was present in 28 (90.3%) pts and 24 (77.4%) had liver metastasis
(LM) at baseline. Best overall responses included 4 CR, 18 PR, and 6 SD. The ORR was 71.0%
(95% CI 52.0—85.8) and DCR was 90.3% (95% CI 74.2—98.0). As of Dec 25, 2025, with a median
follow-up of 15.9 months, median PFS was 8.2 months (95% CI 6.1-not estimable [NE]).
Median OS was 18.0 months (95% CI 13.8—NE) with a 12-month OS rate of 68.2% (95% CI
50.8—91.6). Baseline LM was correlated to significantly worse PFS (8.0 vs NE months, log-rank
P=0.02), though no significant impact on ORR (73.9% vs 62.5%, P= 0.66), DCR (91.3% vs 87.5%,
P=1.00) or OS (13.8 vs NE, log-rank P= 0.12) was observed. Among the 27 pts who received =4
cycles of treatment, 22 (81.5%) and 19 (70.4%) experienced a decline in CA199 and CA125 from
baseline, respectively, while fewer (37.0%) had CEA declined. A =50% decline in CA199 was
correlated to significantly improved PFS (10.3 vs 8.1 months, log-rank P= 0.01) and a trend
towards improved OS (NE vs 11.1 months, log-rank P= 0.11), as compared to a milder decrease or
increase in CA199; Such correlation was not observed for CA125 or CEA. Treatment-related
adverse events (TRAEs) occurred in 29 (93.5%) pts, of whom 14 (45.2%) experienced Grade =3
events, with hypertension (12.9%), neutropenia (12.9%), and thrombocytopenia (9.7%) being
the most frequently observed. No treatment-related serious adverse events or deaths occurred.
Conclusions: S plus K and GnP demonstrated consistently encouraging efficacy and manage-
able safety in 1L treatment of advanced PDAC. Early and sharp decline in CA199 may predict
more favorable survival benefit. Analyses in genetic profile and its impact on clinical outcome
will be carried out in future, and investigations in larger population are warranted. Clinical trial
information: NCT05832892. Research Sponsor: HUTCHMED, ALPHAMAB.
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Precemtabart tocentecan (Precem-TcT, M9140), an anti-CEACAMS antibody-drug
conjugate (ADC), in patients with metastatic pancreatic ductal carcinoma (mPDAC):
Results from the phase 1b/2 PROCEADE-PanTumor PDAC substudy.

Zev A. Wainberg, Francois Ghiringhelli, Hye Jin Choi, Do-Youn Oh, Dae Ho Lee, Christina Habermehl, Taras Liubenko, Yieng Kee Huong, Perrine Courlet, Ken Kato;
Department of Medicine, University of California, Los Angeles, Medical Center, Los Angeles, CA; Centre Georges Francois Leclerc, Dijon, France; Severance Hospital, Yonsei
University Health System, Seoul, South Korea; Seoul National University Hospital, Seoul, South Korea; Asan Medical Center, Seoul, South Korea; The Healthcare Business of
Merck KGaA, Darmstadt, Germany; Merck Serono Ltd., an Affiliate of Merck KGaA, Darmstadt, Germany; Ares Trading SA, Eysins, Switzerland, an affiliate of Merck KGaA,
Darmstadt, Germany; National Cancer Center Hospital, Tokyo, Japan

Background: CEACAM;5 is overexpressed in many cancers, including PDAC, with limited ex-
pression in normal tissues. Precem-TcT, an anti-CEACAM5 ADC with an exatecan payload
(topoisomerase 1 inhibitor [TOP1i]), showed a predictable, manageable safety profile and
promising clinical activity (ORR: 31.0%; mPFS: 6.9 months) in the Phase 1 PROCEADE-CRC-
01 study (NCT05464030) in patients with heavily pretreated metastatic colorectal cancer
(mCRC). Methods: PROCEADE-PanTumor (NCT06710132) is an ongoing, Phase 1b/2, open-
label study investigating the efficacy and safety of Precem-TcT monotherapy in advanced
PDAC, gastric cancer, and non-small cell lung cancer. Here, we report interim results from the
PDAC substudy, which enrolled patients with pretreated mPDAC (ECOG PS =1; and CEACAM5-
high expression [=50% tumor cells with immunohistochemistry =2+ staining]) in the US,
Australia, France, Japan, and Korea, who were treated with Precem-TcT 2.8 mg/kg Q3W.
Results: Between May and September 2025, 46 patients have been enrolled into the study
(median age: 62.0 years; female: 65.2%; ECOG PS 0/1: 47.8%/52.2%). Most patients received
one or two prior lines of therapy, and were irinotecan pretreated. As of November 2025, median
duration of Precem-TcT treatment was 12.6 weeks. Treatment emergent adverse events
(TEAEs) occurred in 95.7% of patients; grade =3: 78.3%. Most common grade =3 TEAEs were
neutropenia (43.5%) and anemia (32.6%). Gastrointestinal TEAEs were mostly grade 1-2, and
there were no cases of interstitial lung disease or ocular toxicities. TEAEs led to dose reductions
in 15.2% and to permanent discontinuation in 4.3% of patients. There were no treatment-
related deaths. As of January 2026, 10 patients had a PR (21.7%), 20 SD (43.5%), and 11 PD
(23.9%); 14 patients remain on study. Updated data, including mPFS and CEACAMS5 expression,
will be presented at the congress. Preliminary pharmacokinetics of the conjugated antibody and
unconjugated exatecan appeared generally consistent with previous data from patients with
mCRC. Conclusions: Precem-TcT, the first anti-CEACAMS5 ADC with a TOP1i-payload reporting
clinical data in patients with mPDAC, showed a predictable safety profile in this population,
consistent with data from patients with mCRC. Efficacy data in this highly refractory, mostly
irinotecan-pretreated 2L/3L population benchmark favorably with the current SoC for 2L
mPDAC. Clinical trial information: NCT06710132. Research Sponsor: The healthcare business
of Merck KGaA, Darmstadt, Germany (CrossRef Funder ID: 10.13039/100009945).

Visit meetings.asco.org and search by abstract for the full list of abstract authors and their disclosure information. Abstract data
current as of May 12, 2026.


http://www.clinicaltrials.gov/ct2/show/NCT06710132
http://meetings.asco.org

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY

4200 Poster Session

Phase Ib/Il clinical study of adebrelimab combined with decitabine, nab-paclitaxel,
and gemcitabine as first-line (IL) treatment for metastatic pancreatic cancer (mPC).

Rui Liu, Zhi Ji, Xia Wang; Department of Gastrointestinal Medical Oncology, Tianjin Medical University Cancer Institute & Hospital, Tianjin, China; Tianjin Medical University
Cancer Institute & Hospital, Tianjin, China; Tianjin Medical University Cancer Institiute and Hospital, Tianjin, China

Background: Epigenetic enzyme inhibitors may synergize with immunotherapy by modulating
antigen presentation and enhancing tumor-related gene expression. Preclinical studies sug-
gest that low-dose decitabine can restore chemosensitivity in chemotherapy-resistant tumors.
We conducted the Ib/II study to explore the efficacy and safety of decitabine combined with
adebrelimab, nab-paclitaxel, and gemcitabine as 1L treatment for mPC. Methods: Eligible
patients (pts) were prior untreated mPC or pts who had experienced disease progression more
than six months after the end of postoperative adjuvant therapy. In the phase Ib, enrolled pts
received dose escalation of decitabine (10 mg/m?2/15 mg/m?,iv,d1-d3,q4w), adebrelimab
(1200mg,iv,d1,q3w) , nab-paclitaxel (125 mg/m?, iv,d1,d8,d15,q4w), and gemcitabine
(1000 mg/m?,iv,d1,d8,d15,q4w) to determine the recommended phase 2 dose (RP2D) in a
standard 3+3 design. In the phase II, pts received decitabine at the RP2D, adebrelimab, nab-
paclitaxel and gemcitabine combination therapy. Primary endpoints were dose-limiting tox-
icities, RP2D, and objective response rate (ORR). Secondary endpoints included overall survival,
progression free survival, disease control rate (DCR), duration of response, and safety. Results:
From April 2024 to February 2025, 28 pts were enrolled and the median age was 62 yrs; 69.2%
male, and 80.8% ECOG PS 1. The Ib phase established the RP2D of decitabine as 10 mg/m?2. Total
of 22 pts were included in the efficacy analysis. The median follow-up was 11.9 mo. The ORR was
46% (10PR, 9SD, 3PD) and DCR was 86.4%. Median duration of response (mDoR) was
10.94 months, while the median progression-free survival (mPFS) was 6.47 months. 24 pts
were analyzed for safety. The most common TRAEs of any grade were anemia (95.8%), lym-
phocyte count decreased (79.2%), hypoalbuminemia (75.0%), hyponatremia (75.0%), vomit-
ing (66.7%). Grade =3 TRAEs were were anemia (25.0%), white blood cell decreased (20.8%),
platelet count decreased (20.8%), lymphocyte count decreased (12.5%), neutrophil count
decreased (12.5%). No new safety signals were observed. Conclusions: This study preliminarily
demonstrates that the decitabine combination regimen has favorable efficacy and safety in 1L
treatment of mPC. Future clinical studies with larger sample sizes are needed to be validated.
Clinical trial information: NCT06454448. Research Sponsor: Tianjin Science and Technology
Commission key project; 25JCLZJC00360.
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BXCL701 plus pembrolizumab in second-line advanced pancreatic ductal adeno-
carcinoma: Final outcomes of the EXPEL PANC trial.

Benjamin Adam Weinberg, Alexander Lekan, Zoe Malchiodi, Allison Fitzgerald, Ming Tony Tan, Xue Geng, Marcus Smith Noel, Aiwu Ruth He, Reetu Mukherjj,

John L. Marshall, Martin Gutierrez, Princess Jones, Rashmi Majali Deshpande, Louis M. Weiner; Ruesch Center for the Cure of Gastrointestinal Cancers, Lombardi
Comprehensive Cancer Center, Georgetown University Medical Center, Washington, DC; Dana-Farber Cancer Institute, Boston, MA; Department of Biostatistics,
Bioinformatics and Biomathematics, Georgetown University, Washington, DC; Columbia University Irving Medical Center, New York, NY; John Theurer Cancer Center,
Hackensack University Medical Center, Hackensack, NJ; BioXcel Therapeutics, New Haven, CT; Ruesch Center for the Cure of Gastrointestinal Cancers, Lombardi
Comprehensive Cancer Center, Georgetown University, Washington, DC

Background: Pancreatic ductal adenocarcinoma (PDAC) is resistant to immune checkpoint
inhibitors, in part due to a cold tumor immune microenvironment (TME). BXCL701 (‘701) is a
small molecule inhibitor of dipeptidyl peptidases 4, 8, 9 and fibroblast activation protein. We
have shown that combinations of ‘701 and anti-PD1 antibodies lead to tumor regression in
murine PDAC models due to 1) activation of the inflammasome and expression of CXCL9 to
attract and activate CXCR3+ lymphocytes, 2) tumor invasion of CD8+ T cells and other effector
cells, 3) induction of adaptive immunity, and 4) reduced fibrosis in the PDAC TME. We sought to
evaluate the efficacy of this combination in patients (pts) with previously-treated advanced
PDAC. Methods: In this phase II clinical trial (NCT05558982), pts with second-line advanced
PDACreceived ‘701at a 0.2 mg PO BID dose on days 1-7 and then 0.3 mg BID on days 8-14 during
cycle 1 (21 days) followed by 0.3 mg BID on days 1-14 every 21 days in all subsequent cycles,
administered with pembrolizumab 200 mg IV every 21 days (all cycles). The primary objective
was to determine the 18-week progression-free survival rate (PFS;gweeks) in pts with advanced
PDAC treated in the second-line setting. We estimated that the historical second-line PFS;gweeks
is 30% or less; using a Simon’s two-stage (minimax) design, a type I error rate of 0.05 and a
power of 80%, if the true rate is 50%, we would need 19 pts in stage 1and 20 pts in stage 2 (a total
of 39 evaluable). Seven of 19 evaluable pts would need to be progression-free at 18 weeks to
trigger stage 2. Results: Twenty-one pts were enrolled. Four out of 18 evaluable pts (22%) were
alive and progression-free at 18 weeks. Three had partial responses (PR, 17%), and 4 had stable
disease (SD, 22%), for a disease control rate of 39%. One responder had MSI-H PDAC, while the
other 2 had MSS disease. Median follow-up was 4.5 months. Median PFS was 2.3 months (95%
CI 1.6 — 5.3), and median overall survival was not reached (NR, 95% CI 4.5 — NR). Three pts
(14%) had PFS exceeding 6 months (2 PR, 1 SD). No new safety signals have been identified.
Baseline and on-treatment tumor biopsies will be analyzed to understand the mechanisms
underlying therapeutic benefit and to examine the characteristics of responders vs. non-
responders. Conclusions: ‘701 plus pembrolizumab in second-line advanced PDAC did not
reach the preliminary efficacy endpoint to trigger the second stage. However, there were
encouraging signs as this combination induced objective responses in 2 MSS pts, and PFS
exceeded 6 months in 3 pts. Ongoing correlative studies should elucidate predictive markers of
efficacy and resistance to this novel immunotherapy combination. Clinical trial information:
NCT05558982. Research Sponsor: BioXcel Therapeutics; Merck; Ruesch Center for the Cure of
Gastrointestinal Cancers.
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Proglumide, gemcitabine (GEM), and nab-paclitaxel (NAB-P) in patients (pts) with
pancreatic ductal adenocarcinoma (PDAC): Results of the phase 1 PROGEM trial.

Jill P. Smith, Marcus Smith Noel, Reetu Mukherji, John L. Marshall, Princess Jones, Gakiza Christal Nkulikiyimana, Hong Cao, Wengiang Chen, Bhaskar Kallakury,
John Kwagyan, Benjamin Adam Weinberg; Georgetown University, Department of Medicine, Washington, DC; Ruesch Center for the Cure of Gastrointestinal Cancers,
Lombardi Comprehensive Cancer Center, Georgetown University Medical Center, Washington, DC; Department of Biochemistry, Molecular & Cellular Biology, Georgetown
University Medical Center, Washington, DC; Department of Pathology, Georgetown University Medical Center, Washington, DC; Department of Statistics, Howard University,
Washington, DC

Background: PDAC has a poor prognosis and resistance to therapy due to its desmoplastic and
immunosuppressive tumor microenvironment (TME). In animal models of PDAC, the
cholecystokinin-B receptor (CCK-BR) antagonist, proglumide, was shown to decrease tumoral
fibrosis, alter the tumor immune cell signature, and increase chemotherapy uptake and T-cell
infiltration into tumors, resulting in decreased metastases and improved survival. We sought to
evaluate the safety of proglumide with GEM/NAB-P chemotherapy in pts with metastatic PDAC
(mPDAC). Using tumor biopsies and a blood biomarker assay, we also studied the combined
effects of proglumide with GEM/NAB-P on the TME. Methods: The PROGEM study was a phase 1
trial of proglumide 1200 mg PO daily, GEM 1000 mg/m2 IV, and NAB-P 125 mg/m2 [V days 1, 8,
and 15 every 28 days in GEM-naive pts with mPDAC (NCT05827055). The primary endpoints
were safety and determination of the recommended phase 2 dose (RP2D). Safety was assessed
with adverse events (AEs) according to CTCAE v. 5 criteria. Tumor biopsies were obtained pre-
treatment and at 8 weeks on-treatment and analyzed by histology and multiplex immuno-
histochemistry for changes in the TME. A liquid biopsy serum sample was collected at baseline,
week 8, and end-of-treatment (EOT) for analysis of a microRNA biomarker panel reflecting
changes in the TME. McGill pain surveys were done at baseline, week 8, and at EOT. Results: Six
pts were enrolled. Three pts were treatment-naive, and 3 had had prior mFOLFIRINOX. No AEs
related to proglumide were reported. Five pts had stable disease, and 1 pt had disease pro-
gression as the best response, for a disease control rate of 83%. Median progression-free
survival was 4 months, and median overall survival was 8.5 months. Compared to baseline, on-
treatment biopsies showed an 81% decrease in Ki67+ cells; a 75% decrease in M2-polarized
tumor-associated macrophages; a 42% decrease in tumor collagen content, and a 13-fold
increase in CD8 T-cells. Pre- and on-treatment blood biomarkers showed changes correlated
with histology and clinical course. Anti-fibrosis markers (miR185, miR346, and miR378) and
inhibitors of epithelial to mesenchymal transition (miR200 and miR205) increased with ther-
apy. MiR122, which regulates cell cycle and growth, decreased initially but increased at the time
of progression. Pain scores showed improved pain at week 24 or EOT. Conclusions: Proglumide
is safe in pts with mPDAC, and the RP2D is 1200 mg PO daily with standard dose GEM/NAB-P.
Proglumide remodels the TME by decreasing fibrosis and immunosuppression while increasing
T-cell infiltration. Changes in circulating microRNAs offer a promising non-invasive bio-
marker panel for monitoring treatment response. These results support further investigation of
proglumide with GEM/NAB-P in a phase 2 clinical trial and future immunotherapy combina-
tions. Clinical trial information: NCT05827055. Research Sponsor: Ruesch Center for the Cure of
Gastrointestinal Cancers; Pancreatic Cancer Action Network.
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QL1706 combined with nab-paclitaxel and gemcitabine as first-line treatment for
locally advanced or metastatic pancreatic adenocarcinoma: A prospective, multi-
center, single-arm phase Il study.

Biyang Cao, Xin Jin, Wang Qu, Caifeng Gong, Xinxin Shao, Demei Feng, Letian Zhang, Jingyu Lu, Wenwei Yang, Zhichao Jiang, Wen Zhang, Lizhen Gao, Qi Wang, Lin Yang;
National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing,
Beijing, China; National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical
College, Beijing, China; Department of Medical Oncology, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of
Medical Sciences and Peking Union Medical College, Beijing, Beijing, China; Department of Medical Oncology, National Cancer Center/ National Clinical Research Center for
Cancer/ Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, Beijing, China; Department of Oncology, National Cancer
Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Cancer
Hospital of Huanxing Chaoyang District, Beijing, China; Beijing Chaoyang Sanhuan Cancer Hospital, Beijing, China

Background: First-line chemotherapy with nab-paclitaxel and gemcitabine (AG) provides
limited efficacy in advanced pancreatic ductal adenocarcinoma (PDAC). QL1706, a bifunctional
antibody targeting PD-1 and CTLA-4, has demonstrated favorable efficacy and safety. This
phase II study evaluated the efficacy and safety of QL1706 plus AG as first-line treatment in
patients with locally advanced or metastatic PDAC. Methods: Adult patients with histologically
confirmed, unresectable locally advanced or metastatic PDAC, ECOG performance status 0—1,
no prior systemic therapy, and at least one measurable lesion were enrolled. Patients received
QL1706 (5 mg/kg, IV, day 1) in combination with nab-paclitaxel (125 mg/m?, IV, days 1 and 8)
and gemcitabine (1,000 mg/m?2, IV, days 1 and 8) every 3 weeks. Tumor assessments were
performed every two cycles. Up to eight cycles were administered, followed by QL1706 main-
tenance in patients without disease progression. Primary endpoints were objective response
rate (ORR) and safety. Results: A total of 30 patients were enrolled. The median age was 59 years
(range, 44—174), and 20 patients were male. Primary tumors were located in pancreatic head in
14 (46.7%) and in body or tail in 16 (53.3%). Eight (26.7%) and 22 (73.3%) patients had locally
advanced (stage IIT) and metastatic (stage IV) disease, respectively. Among 26 patients assessed
for KRAS mutations, the G12D variant was most prevalent (46.2%), followed by G12R (30.8%)
and G12V (23.0%). At data cutoff, after a median follow-up of 5.2 months (range, 4.1-6.8), 18
patients remained on treatment. Of these, 2 underwent curative surgery and 4 transitioned to
maintenance therapy. Twelve patients discontinued treatment due to disease progression,
including 5 who subsequently died. The median number of treatment cycles administered was
4.5 (range, 2—8) for chemotherapy and 4 (range, 1—8) for QL1706. All patients had at least one
post-baseline tumor assessment. Best overall response were complete response in 1(3.3%),
partial response in 8 (26.7%), stable disease in 16 (53.3%), and progressive disease in 5
(16.7%).The ORR was 30.0% (95% CI, 14.7—49.4%) and disease control rate was 83.3%
(95% CI, 65.3-94.4%). The survival data were not mature by analysis. All patients experienced
at least one treatment-related adverse event (TRAE). Grade =3 TRAEs occurred in 16 patients
(53.3%). The most frequent grade 3—4 TRAEs were neutropenia (23.3%) and leukopenia
(20.0%), followed by hypersensitivity reactions (13.3%), thrombocytopenia (6.7%), thrombo-
embolism (6.7%), and pancreatitis (6.7%). No grade 5 TRAEs or treatment-related deaths
occurred. Conclusions: QL1706 combined with AG demonstrated promising antitumor activity
with a manageable safety profile as first-line treatment for advanced PDAC. Clinical trial
information: NCT06750861. Research Sponsor: None.
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Multicentre trial of telemonitored circadian rhythms and electronic patient-reported
outcomes (ePROs) for improving tolerability of initial mFOLFIRINOX cycles in
patients (pts) with advanced pancreatic ductal adenocarcinoma (PDAC): MultiDom
(NCT04263948).

Francis Albert Lévi, Claudia Viaro, Ayhan Ulusakarya, Sandrine Dulong, Dounya Boudriche, Rachel Bossevot, Elise Colle, Iméne Hadj-Naceur, Xiaomei Li, Tambo Bathily,
Anne Thirot Bidault, Pascal Agranat, Kristian Romano, Barbel Finkenstadt-Rand, Rene Adam, Mohamed Bouchahda, Pascal Hammel; UPR Chronotherapie, Cancers et
Transplantation, Université Paris Saclay, Hopital Paul Brousse ID Isco 13918, Villejuif, France; Faculty of Medicine Paris Saclay, Villejuif, France; Hospital Paul Brousse,
Villejuif, France; Paris Saclay University Hospitals, Paul Brousse Hospital, Villejuif, France; Oncology Department, Paul Brousse Hospital, Assistance Publique-Hopitaux de
Paris, Villejuif, France; Digestive and Medical Oncology Unit, Paris-Saclay University, Paul Brousse Hospital, Assistance Publique-Hopitaux de Paris, Villejuif, France;
Department of Digestive and Medical Oncology, Paul Brousse Hospital, Aphp, Villejuif, France; Faculty of Medicine, Paris-Saclay University, Villejuif, France; Clinique St
Jean I'Ermitage, Melun, France; Antony Hospital, Antony, France; Clinique du Mousseau, Evry, France; Department of Statistics, University of Warwick, Coventry, United
Kingdom; INSERM Unit 1193 HEPAREG, Paul Brousse (APHP), Paris-Saclay University, Paris, France; Clinique du Mousseau, Ramsay Santé, Evry, France; Paris-Saclay
University, Digestive and Medical Oncology Department, Paul Brousse Hospital, APHP, Villejuif, France

Background: Severe Adverse Events (SAEs) requiring emergency admissions (EAs) alter quality
of life and treatment efficacy, and increase health costs. Toxicities, EAs, and reduced survival
have been linked to the disruption of circadian rhythms, whose relevance is tested here in a
multicentre, prospective, longitudinal, single-arm interventional trial. Methods: Continuous
telemonitoring and automatic analyses of circadian rhythms and daily body weight and ePROs
over 50 days (d) aim to reduce EAs in PDAC pts receiving the first 3 cycles of mFOLFIRINOX. The
hypothesis (H,) is that EAs involve <15% of the pts, rather than a historical rate of 15-30%. Pts
data were collected through telecommunicating chest sensor, balance and tablet connected to a
multidimensional digital platform. The main circadian parameter was (I<0), the % of accel-
erations per min In-Bed that are below the median accelerations per min Out-of-Bed. Con-
trol(I<0) is 97-100%. An (I<0) =96% defined circadian disruption. Electronic alerts were sent
out if (I<0) =96%, body weight loss =5%, or self-rated symptoms =7 using the MD Anderson
Symptoms Inventory (MDASI). Results: 28 males and 24 females had a median age of 65 years
(33-82), and WHO performance status of 0-1 in 92% of them. PDAC was metastatic in 69% of
cases, including liver in 50%. An EA occurred in 2 pts (3.8% [95% CL, 1.1-13%]), thus validating
H,. SAEs in both EA pts were grade (Gr) 3 febrile neutropenia and diarrhea; and Gr 3 leuco-
neutropenia and hypokaliemia respectively. Symptom-free circadian disruption preceded EA
by 8 d in both pts. Circadian disruption occurred at least once in 65-75% of the pts on treatment,
and lasted > 20 d in 27 pts (52%). Severe fatigue and anorexia were self-reported by 62% and
58% of the treated pts respectively. Main Grade 3-4 toxicity was neutropenia in 17% of the pts
[95% CL, 9-30]. Disease control rate at 2 months was 75% [53-100]. Multidom revealed (i) a
high level of pt engagement supported both by data compliance rates of 84-92% for circadian
rhythms, 93-100% for body weight, and 86-100% for ePROs; and by median duration of
platform use of 46 d (IQR, 38-501; (ii) 1881 medical type e-alerts for circadian disruption (43%),
MDASI symptoms (25%), and body weight loss (12%); (iii) 883 categorized responses to
medical e-alerts, and (iv) highest global score of self-rated pt experience of participation
(median, 5/5 (4 to 5). Conclusions: Combining telemonitoring of circadian rhythms, body
weight and symptoms in remote PDAC pts on mFOLFIRINOX revealed potential benefit on pts
real life through informed proactive telecare, and likely improved treatment safety. Actual
benefits from such telemonitoring-telecare platform with circadian metrics need further
confirmation in trials involving pts at risk of SAEs. Clinical trial information: NCT04263948.
Research Sponsor: Research and Education Group of Ramsay-Santé, France.
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Final results and preliminary correlative analysis of a phase | study of anetumab
ravtansine in combination with checkpoint inhibitors and gemcitabine in
mesothelin-positive advanced pancreatic adenocarcinoma (NCI10208).

Carlos Diego Holanda Lopes, Anup Kasi, Laith I. Abushahin, Dana B. Cardin, Heinz-Josef Lenz, Farshid Dayyani, Wells A. Messersmith, Nkiruka Ezenwajiaku,

Paul Eliezer Oberstein, Ravi Kumar Paluri, Reema Anil Patel, Kathleen L. Pfaff, Edward Kim, Aparna Kalyan, Brandon George Smaglo, Manik A. Amin,

Mohammed Najeeb Al Hallak, Olumide B. Gbolahan, Helen X. Chen, Anna Spreafico; Princess Margaret Cancer Centre — University Health Network, University of Toronto,
Toronto, ON, Canada; University of Kansas Medical Center, Kansas City, KS; Baylor University Medical Center, Dallas, TX; Vanderbilt University Medical Center, Nashville,
TN; University of Southern California Norris Comprehensive Cancer Center, Los Angeles, CA; Chao Family Comprehensive Cancer Center, University of California Irvine,
Irvine, CA; University of Colorado, Aurora, CO; University of Miami/Sylvester Comprehensive Cancer Center, Miami, FL; Perlmutter Cancer Center, NYU Langone Health, New
York, NY; Wake Forest University, Winston-Salem, NC; University of Kentucky, Lexington, KY; Center for Inmuno-Oncology, Dana-Farber Cancer Institute, Boston, MA;
University of California Davis Comprehensive Cancer Center, Sacramento, CA; Hematology and Oncology, Developmental Therapeutics Institute, Northwestern University,
Chicago, IL; The University of Texas MD Anderson Cancer Center, Houston, TX; Dartmouth Hitchcock Medical Center, Lebanon, NH; Barbara Ann Karmanos Cancer Institute,
Wayne State University, Detroit, MI; Emory University School of Medicine, Atlanta, GA; National Cancer Institute, National Institutes of Health, Bethesda, MD; Princess
Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON, Canada

Background: Anetumab-ravtansine (AR) is an ADC composed of IgG1 targeting the protein
mesothelin (MSLN) linked to DM4, a tubulin inhibitor (Spiliopoulou, ASCO 2022). Here, we
present the final analysis of a phase I study evaluating AR in combination with nivolumab,
ipilimumab, or gemcitabine in patients (pts) with metastatic pancreatic adenocarcinoma
(PDAC). Methods: Eligible pts had histologically confirmed MSLN-positive PDAC (=5% ex-
pression by IHC), ECOG 0—1, and progression after =1 prior line of systemic therapy. The dose-
escalation phase included: AR + nivolumab (ARM1), AR + nivolumab + ipilimumab (ARM2), and
AR + gemcitabine + nivolumab (ARM3). The latter was chosen for dose-expansion. Two dose
levels of AR: DL1 5.5 mg/kg and DL2 6.5 mg/kg (RP2D) were evaluated. Blood and tissue-based
correlative analysis included paired tumor biopsies on CiD7 and C2D7 for comparison of
immune cell shifts by multiplex immunofluorescence. Results: As of the final data cutoff on
15/11/2023, 46 pts were treated: ARM1 (n =11), ARM2 (n =13), ARM3 (n = 10), and dose expansion
(n = 12). Median age was 66 years (40—83), the majority were males (52.2%) and had received
prior gemcitabine (63%). The median number of prior treatment lines was 2 (1-5). Among 44
evaluable pts, 95.7% experienced some treatment emergent adverse events, with G1/2 and G=3
occurring each at 47.8%. Dose limiting toxicities occurred in 6 pts (13%): 2 in ARM2DL2 (upper
gastrointestinal hemorrhage and G3 thrombocytopenia), 2 in ARM3DL2 (G3 AST and G3 ALT
elevation), and 1 in each of the dose expansion DL2 (G3 AST and G3 ALT elevation). Blurred
vision occurred in 13%, peripheral neuropathy in 6.5%, pneumonitis in 4.3%, and keratitis in
2.2%, most of them being G1/2. No treatment-related deaths occurred. Among 41 evaluable pts,
1(2.2%; ARM3DL2) had a complete response, 20 (43.5%) had stable, and 20 (43.5%) had disease
progression. The median duration of treatment was 7.9 (1.9-32.9) weeks which was statistically
longer in pts with stable disease than those with progressive disease as best response (16.4 vs
6.3 weeks, respectively; p < 0.05). Twenty-seven pts were included in the multiplex immu-
nofluorescence, and no statistically immune-cell shifts were detected between C1D7 and C2D7.
Conclusions: AR had an acceptable safety profile in PDAC and the 6.5 mg/kg was identified as
the R2PD. Evidence of clinical benefit was observed with some pts with prolonged disease
stabilization and one complete response in a setting of limited therapeutical options. Correl-
ative analysis to identify predictive biomarkers for treatment benefit is ongoing. Clinical trial
information: NCT03816358. Research Sponsor: Experimental Therapeutics Clinical Trials Net-
work (NCI-ETCTN); North American STAR Consortium.
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Ultra-refractory PD—PD pancreatic cancer: Clinical and molecular insights across
first- and second-line therapy.

Natalia Soledad Tissera, Sharela Vega, Jose Maria Ucha, Sofia Llorente, Marcos Daniel Bortz, Jose Maria Herranz, Gloria Castillo, Eduardo Garcia-Galea, Florian Castet,
Maria Teresa Salcedo, Elizabeth Pando, Jorge Hernando, Sergio Perez-Fernandez, Alejandro Garcia-Alvarez, Aina De Torner, Ana Vivancos-Prellezo, Jaume Capdevila,
Teresa Macarulla, Tian V. Tian Sr.; Hepatobiliary Pancreatic Cancer and Endocrine Tumors Group, Vall d'Hebron University Hospital, Vall d'Hebron Institute of Oncology
(VHIO), Barcelona, Spain; Department of Clinical Oncology, Alexander Fleming Institute, Buenos Aires, Argentina; Upper Gl Cancer Translational Research Group, Vall
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Research Institute (IDIBAPS), Barcelona, Spain; Pathology Department, Vall d’'Hebron Barcelona University Hospital, Barcelona, Spain; Department of HPB and Transplant
Surgery, Vall d'Hebron University Hospital Campus, Barcelona, Spain; Cancer Genomics Group, Vall d’'Hebron Institute of Oncology (VHIO), Barcelona, Spain; Medical
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Background: A subset of pancreatic cancer (PC) patients exhibits progressive disease (PD) as
the best response to both first- and second-line chemotherapy (PD-PD), representing an ultra-
refractory population with dismal outcomes. This group remains poorly characterized,
highlighting a critical unmet need for novel therapeutic strategies. Methods: We retrospectively
analyzed PC patients treated at Vall d’Hebron University Hospital (2012—2025) who received
both first- and second-line chemotherapy with 5-FU- or gemcitabine-based regimens. Clin-
ical, histopathological and molecular data were collected. Characteristics of PD-PD patients
were compared with those achieving clinical benefit, defined as complete or partial response
(CR/PR) in at least one treatment line. Progression-free survival (PFS2) was calculated from the
start of first-line therapy to documented PD after second-line treatment. Overall survival (OS)
was calculated from the start of first-line therapy to death or last follow-up. Survival curves
were estimated using the Kaplan—Meier method. RNA-seq was performed on diagnostic tumor
samples to explore transcriptomic features. Results: Median follow-up for the entire cohort
was 58 months. Among 400 patients, 46 (12%) were classified as PD-PD. Median PFS2 was
5.4 months in PD-PD vs 14.5 months in CR/PR, and median OS was 8.1 vs 20.8 months,
respectively (p < 0.001 for both). Treatment sequences in PD-PD patients included 5-FU
followed by gemcitabine (18, 39%) and gemcitabine followed by 5-FU (28, 61%). Patients
receiving 5-FU first were younger (median age 57 vs 72 years, p = 0.035). Histopathological
features were similar in both groups. Inflammatory markers were largely comparable; however,
median CRP/albumin ratio was higher in PD-PD, 0.86 vs 0.24 in CR/PR (p < 0.001). Molecular
profiling was available for 34 (74%) of patients. Among these, KRAS mutations were present in
84% of patients, with G12V slightly more frequent in PD-PD than CR/PR (45% Vs 31%, p = 0.5).
TP53 mutations occurred in 81% vs 65% (p = 0.083), and SMAD/ alterations were more common
in CR/PR (19% vs 6.3%, p = 0.082). DDR pathway alterations were rare in PD-PD patients.
Exploratory RNA-seq of six PD-PD compared with CR/PR (n = 2) tumors revealed upregulation
of coagulation and lipid metabolism genes (FGB, APOA1) and downregulation of pancreatic
function genes (PNLIP, CPA1), suggesting potential alterations in inflammatory and metabolic
pathways. Conclusions: PD-PD patients represent an ultra-refractory subset (~12%) of PC with
very poor outcomes despite standard therapy. Differences in inflammatory markers and tran-
scriptomic trends may reflect underlying biological features of this highly resistant phenotype.
These findings underscore the need for further studies to clarify mechanisms of primary
resistance and guide the development of novel therapeutic strategies in this high-risk pop-
ulation. Research Sponsor: None.
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Phase 1/2 study of YL201, an anti-B7H3 antibody—drug conjugate (ADC), in pa-
tients with previously treated advanced pancreatic ductal adenocarcinoma (PDAC).

Liwei Wang, Yangiao Zhang, Jiujie Cui, Wu Zhuang, Yulong Zheng, Jian Liu, Xiangjiao Meng, Jianlin Long, Yanqiu Zhao, Shujun Yang, Feng Wang, Xian Zhang, Steve Chin,
Jiagiang Cai, Tongtong Xue, Li Zhang; Renji Hospital, Shanghai Jiaotong University School of Medicine, Shanghai, China; Harbin Medical University Cancer Hospital, Harbin,
China; Fujian Cancer Hospital, Fuzhou, China; The First Affiliated Hospital of Zhejiang University School of Medicine, Hangzhou, China; Cancer Hospital of Shandong First
Medical University, Jinan, China; Chongging University Cancer Hospital, Chongging, China; Henan Cancer Hospital, Zhengzhou, China; The First Affiliated Hospital of
Zhengzhou University, Zhengzhou, China; MediLink Therapeutics (Suzhou) Co., Ltd., Suzhou, China; Department of Medical Oncology, Sun Yat-sen University Cancer Center,
Guangzhou, China

Background: The prognosis for patients with advanced PDAC after failure of first-line therapy
remains dismal with limited effective treatment options. There is a critical unmet need for novel
therapeutic agents in the second-line and beyond (2L+) setting. YL201is a B7H3-targeting ADC
with promising clinical activity in multiple advanced solid tumors. Here, we report the safety
and preliminary efficacy of YL201 monotherapy in patients with 2L+ PDAC from a phase 1/2 dose
expansion study. Methods: Patients with metastatic PDAC who had progressed on at least one
prior line of systemic therapies without irinotecan were enrolled and treated with YL201
intravenously Q3W at 2.0 mg/kg or 2.4 mg/kg until disease progression or unacceptable toxicity.
The primary endpoint was objective response rate (ORR) per RECIST v1.1. Secondary endpoints
included disease control rate (DCR), duration of response (DoR), progression-free survival
(PFES), overall survival (0OS), and safety. Results: A total of 60 patients were enrolled, including
30 treated at 2.0 mg/kg and 30 at 2.4 mg/kg. The median age was 61.0 years, 63.3% were male,
and 91.7% had an ECOG PS of 1. 48.3% of patients had =3 metastatic sites at baseline. Patients
had received a median of 1 prior line of therapy (range: 1-3). 90.0% had received prior
gemcitabine-based regimen and 46.7% had received prior fluoropyrimidine. As of 12 December
2025, the median follow-up was 9.2 months (95% CI: 8.2—9.8). Among the 60 patients
enrolled, the confirmed ORR was 28.3% (95% CI: 17.5—41.4) with a median DoR of 7.6 months
(95% CI: 4.9—NR), and the DCR was 85.0% (95% CI: 73.4—92.9). The median PFS was
7.7 months (95% CI: 5.5—9.7), and the median OS was 14.6 months (95% CI: 8.2—NR). Mem-
brane B7H3 expression was detected by immunohistochemistry in most tumor samples with a
median H-score of 65 (range: 0—275). However, no association was observed between tumor
response and B7H3 expression level in PDAC patients. Treatment-related adverse events
(TRAESs) of any grade and grade =3 occurred in 100.0% and 43.3% of patients, respectively.
The most common grade =3 TRAEs included leukopenia (16.7%), neutropenia (15.0%), anemia
(15.0%), and hypokalemia (6.7%). The rate of treatment discontinuation due to TRAEs was
5.0%, and no treatment-related deaths were reported. Conclusions: YL201 monotherapy
showed promising antitumor activity and a manageable safety profile in pretreated patients
with advanced PDAC. These compelling results warrant further investigation of YL201 in a
randomized controlled trial for patients with advanced PDAC in the 2L+ setting. Clinical trial
information: NCT06057922. Research Sponsor: MediLink Therapeutics.
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Efficacy of multimodal thermal therapy combined with immune checkpoint in-
hibitors and chemotherapy in unresectable pancreatic cancer with liver metastases.

Chuntao Wu, Zelu Zhang, Guang-Zhi Wang, Shicheng Wang, Yan Zheng, Beiyuan Hu, Jiang Long, Ping Liu, Lisa X. Xu; Department of Pancreatic Surgery, Shanghai General
Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Med-X Research Institute, School of Biomedical Engineering, Shanghai Jiao Tong University,
Shanghai, China; Department of Oncology, Shanghai Sixth People’s Hospital, Shanghai, China; Med-X Research Institute, School of Biomedical Engineering, Shanghai Jiao
Tong University, Shanghai, Shanghai, China

Background: Treatment of pancreatic cancer with liver metastasis (PCLM) remains extremely
challenging. Multimodal thermal therapy (MTT) is a novel treatment method consisting of
alternated liquid nitrogen cooling and radiofrequency heating, which was proven to effectively
remodel the immune environment and trigger systemic antitumor immunity. This study aims
to explore the primary application of MTT combined with subsequent ICls-based systemic
therapy in PCLM. Methods: Patients aged 18-70 years with primary diagnosed unresectable
PCLM were enrolled in this single-center, prospective clinical trial. Participants received MTT
at least one of the liver metastases combined with subsequent ICls and chemotherapy (cam-
relizumab 200 mg IV on Day 1, gemcitabine 1000 mg/m2 IV, and nab-paclitaxel 125 mg/m2 IV
on Days 1 and 8, every 3 weeks for 6 cycles), which was started on day 7 post MTT. The primary
endpoints were safety and efficacy. Secondary endpoints included progression-free survival
(PFS), objective response rate (ORR), and disease control rate (DCR). Exploratory endpoints
included immune marker changes induced by MTT. Results: Five patients were enrolled in the
trial group and four patients in the control group. All patients in the trial group were well
tolerated with MTT, and the MTT-treated liver tumors were completely ablated. One patient
withdrew due to autoimmune hepatitis after the first ICIs treatment. One patient achieved
success conversion and underwent curative resection 6 months after MTT. Median OS per
RECIST was 16.0 months (95% CI 15.3—-16.7) in the trial group surpassing 6.2 months (95% CI
1.8-9.2) in the control group (HR 0.26 [95% CI 0.04—1.99]). Histological analysis indicated that
combination therapy reversed the immunosuppressive tumor microenvironment, accompa-
nied by enhanced immune-cell infiltration and tertiary lymphoid structures formation within
both primary and metastatic lesions. Single-cell RNA-seq of peripheral blood immune cells on
day 7 after MTT but prior to ICIs and chemotherapy revealed that MTT promoted the matu-
ration of APCs, increased expression of homing-associated chemokine receptors on circulating
B cells and monocytes, and induced the expansion of tumor-trafficking monocytes and CD8"
T cells subsets, which were correlated with favorable prognosis. The effector functions of T cells
were also enhanced post MTT, accompanied by increased PD-1 level, which provided the basis
for subsequent anti-PD-1 therapy. Conclusions: MTT reshaped both primary and metastatic
tumor immune environments, sensitized tumors to subsequent immunotherapy and chemo-
therapy, well correlating to prolonged OS of PCLM patients. Clinical trial information:
NCT06307080. Research Sponsor: None.
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Al-driven RNA-based homologous recombination deficiency algorithm to predict
first-line platinum response in metastatic pancreatic cancer.

Hannah J. Glover, Farahnaz Islam, Stephanie Thiede, Seung Won Hyun, Riccardo Miotto, Samuel Heilbroner, Zachary Rivers, Victoria L. Chiou, Timothy J. Taxter,
Michelle M. Stein, Chani Stossel, Kim Anna Reiss, Chithra Sangli, Charles T. Koyias, Halla Nimeiri, Diane M. Simeone, Talia Golan; Tempus Al, Inc., Chicago, IL; Sheba
Medical Center at Tel-Hashomer, Tel Aviv, Israel; Perelman School of Medicine at the University of Pennsylvania, Philadelphia, PA; UC San Diego Moores Cancer Center, San
Diego, CA; Sheba Medical Center, Ramat Gan, Israel

Background: Developing predictive diagnostics for metastatic pancreatic cancer remains an
unmet clinical need. Here, we present the Tempus HRD-RNA algorithm: an AI-driven, 1,660-
gene logistic regression model trained on RNA-seq (Tempus xR) from pan-cancer solid tumor
tissue samples. This dynamic RNA-based signature can identify clinically relevant patient
populations likely to benefit from platinum-based regimens and PARP inhibitors, including
patients without BRCA1/2 or PALB2 mutations. Methods: This is a prospectively designed
retrospective RWD analysis in an independent validation cohort of 1,083 patients (pts) with
treatment-naive metastatic pancreatic cancer diagnosed between 2017 and 2025. Treatment
arms included first-line platinum-containing regimens (Arm A; n = 779; 97.0% FOLFIRINOX,
1.4% NALFIRINOX, 1.5% Gemcitabine/Cisplatin) or a non-platinum regimen (Arm B; n = 304;
86.6% Gemcitabine/Nab-paclitaxel, 13.4% Gemcitabine/Paclitaxel). BRCA1/2 and PALB2 mu-
tations were determined via paired Tempus xT DNA sequencing. Key prognostic criteria in-
cluded age, sex, ECOG score (0 or 1), surgery status and biopsy site. Unknown ECOG was imputed
using the Laboratory Imputation Framework for EHRs (LIFE; PMID: 4£0595435). Overall sur-
vival (0S) differences between treatment arms were evaluated as independent Cox models for
HRD+ vs. HRD- pts, including covariate adjustment. Results: Overall, 9.5% of pts were clas-
sified as HRD+: 78 pts (10.0%) in the platinum arm (Arm A) and 15 pts (8.2%) in the non-
platinum arm (Arm B). OS was significantly higher in platinum-treated HRD+ pts than non-
platinum. Median OS (mOS) was 12.8 months (95% CI: 8.5—16.6) in HRD+ platinum pts (Arm A)
vs. 8.5 months (95% CI: 5.4—12.9) in HRD+ non-platinum-treated pts (Arm B; HR: 0.57; 90%
CI: 0.33-0.99; p = 0.048). In contrast, in the HRD- group, there was no statistically significant
difference in OS between platinum (Arm A; mOS 8.1 months; 95% CI: 7.1-9.1) and non-
platinum (mOS 7.6 months; 95% CI: 6.6—8.8) arms (Arm B; HR: 0.91; 90% CI: 0.76—-1.09; p
= 0.190). Additional analyses were performed within the platinum-treated arm (Arm A) to
assess if the survival benefit held independent of BRCA1/2 or PALB2 mutations. HRD+ and
BRCA/PALB2mut pts (4.8%; n = 37) had amOS of 13.3 months compared to 11.5 months in HRD+
and BRCA/PALB2wt (5.3%; n = 41) pts (HR: 0.7; 90% CI: 0.4—1.1). Comparatively, HRD- and
BRCA/PALB2mut pts (2.1%; n = 16) had a mOS of 10.5 months compared to 8.3 months in HRD-
and BRCA/PALB2wt (80.9%; n = 623) pts (HR: 0.7; 90% CI: 0.4—1.3). Conclusions: Tempus
HRD-RNA is a novel predictive clinical biomarker that identifies a higher percentage of pts who
may benefit from targeted treatment than current guidelines. The HRD-RNA algorithm offers a
remarkable precision oncology tool to improve outcomes in pancreatic cancer, and has im-
portant clinical value in the era of novel HRD drug development. Research Sponsor: None.
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The SPIN Score, a simple clinical score to predict pain response following celiac
plexus radiosurgery for retroperitoneal cancer pain.

Yaacov Lawrence, Marcin Miszczyk, Dayssy Alexandra Diaz Pardo, Artur Aguiar, Dror Limon, M. Raphael Pfeffer, Michael Buckstein, Aisling S. Barry, Adam P. Dicker,
Camilla Zimmermann, Jordan Kharofa, Ofer Margalit, Orly Yariv, Ofir Morag, David Hausner, Maoz Ben-Ayun, Talia Golan, Laura A. Dawson, Zvi Symon; Jusidman Cancer
Center, Sheba Medical Center, Ramat Gan, Israel; Department of Urology, Comprehensive Cancer Center, Medical University of Vienna, Vienna, Austria; University of
Minnesota, Minneapolis, MN; Portuguese Institute of Oncology of Porto, Porto, Portugal; Rabin Medical Center, Petah Tikva, Israel; Shaare Zedek Medical Center,
Jerusalem, Israel; Mount Sinai Medical Center, New York, NY; Cork University Hospital, Cork, Ireland; Thomas Jefferson University Methodist Hospital, Philadelphia, PA;
University of Toronto, Toronto, ON, Canada; University of Cincinnati Cancer Center, Cincinnati, OH; Sheba Medical Center, Ramat Gan, Israel; Princess Margaret Cancer
Centre, Toronto, ON, Canada

Background: Celiac plexus radiosurgery is a novel non-invasive palliative treatment for pan-
creatic cancer pain that was recently added to NCCN guidelines. In the pivotal phase 2 trial
(NCT03323489; Lancet Oncol 2024;25:1070-79), pain response was 53% (95% CI 42-64%).
Prespecified exploratory analysis identified age and BMI as predictors; however, no clinically
actionable patient selection tool was developed. We sought to identify additional predictors and
create a practical risk stratification score. Methods: Post-hoc analysis of 90 evaluable patients
from the phase 2 trial. Pain response was defined per protocol (=2-point reduction in average
pain from baseline to three weeks, on Brief Pain Inventory—Short Form). Candidate baseline
predictors were examined by univariate and multivariate logistic regression. Only variables
remaining significant in multivariate analysis were included in the final score to ensure
independence and avoid overfitting. Internal validation used bootstrap resampling (500 iter-
ations with replacement) to calculate optimism-corrected AUC. Analysis performed using Stata
IC/16.1. Results: Univariate analysis identified 4 significant predictors: neurotoxic chemother-
apy exposure (OR 5.33, 95% CI 2.13-13.4, p<0.001), baseline pain intensity (OR 1.73, p=0.003),
age (OR 1.06, p=0.014), and therapy line (OR 0.65, p=0.04). On multivariate analysis, only
neurotoxic exposure (OR 5.1, p=0.009) and baseline pain (OR 1.8, p=0.003) remained indepen-
dently significant predictors. Age and therapy line lost significance due to collinearity. Dose-
response analysis confirmed pain threshold optimization: >5 (61.5% response), >6
(65.8%), >7 (83.3%), >8 (85.7%), with >6 providing optimal discrimination. We created
the SPIN (Severe Pain + Intact Nerves) score (0-2 points): baseline Pain >6 (+1), No prior
Neurotoxic chemotherapy (+1). Response rates by score: 0 points: 32% (n=31); 1 point: 53%
(n=40); 2 points: 89% (n=19). The 2-variable model achieved an apparent AUC=0.716. Fol-
lowing bootstrapping, the optimism-corrected AUC was=0.714. Conclusions: The simple score
allows identification of distinct patient subgroups with markedly different probabilities of pain
response following celiac plexus radiosurgery. This suggests the intervention should be con-
sidered earlier in the disease course, before exposure to neurotoxic agents. External validation
is needed prior to clinical implementation. Financial support: Gateway for Cancer Research, The
Israel Cancer Association. Clinical trial information: NCT03323489. Research Sponsor: None.
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A phase Il study of FOLFIRINOX (FFX) combined with the glycogen synthase kinase-
3beta (GSK-3p) inhibitor elraglusib (ELRA) and the transforming growth factor beta
(TGFB) inhibitor losartan (LOS) in patients with untreated metastatic pancreatic
ductal adenocarcinoma (mPDAC).

Priyadarshini Satyajit Pathak, Elizabeth P. Walsh, Kelsey S. Lau-Min, Bennett Adam Caughey, Aparna Raj Parikh, Lawrence Scott Blaszkowsky, Jill N. Allen,

Jeffrey William Clark, Emily Baiyee Toegel, Andrew L. Coveler, Christopher Lieu, Nora K. Horick, David Tsai Ting, Colin D. Weekes; Department of Medicine, Division of
Hematology & Oncology, Massachusetts General Hospital, Harvard Medical School, Boston, MA; Massachusetts General Hospital, Boston, MA; Division of Hematology/
Oncology, Mass General Brigham Cancer Center, Harvard Medical School, Boston, MA; Department of Medicine, Division of Hematology/Oncology, Mass General Brigham
Cancer Center, Harvard Medical School, Boston, MA; University of Colorado Cancer Center, Denver, CO; University of Washington, Fred Hutchinson Cancer Center, Seattle,
WA; University of Colorado, Anschutz School of Medicine, Aurora, CO; Massachusetts General Hospital, Harvard Medical School, Boston, MA

Background: Concurrent inhibition of GSK-3g and TGF-g signaling pathways aims to target
epithelial-mesenchymal transition (EMT) plasticity, metabolic reprogramming, desmoplasia
and immune escape mechanisms that underlie therapeutic resistance in mPDAC Methods: In
this multi-institutional, open-label, four-arm (non-comparator) phase II trial conducted
across three academic centers in the United States, 49 patients with newly diagnosed, treat-
ment naive mPDAC were randomized to Arm 1: FFX alone (biomarker control, n=4) or Arm 2:
FFX plus LOS (50 mg daily); Arm 3: FFX plus ELRA (9.3 mg/kg IV twice weekly); Arm 4: FFX plus
LOS plus ELRA (n=15/arm). After 12 cycles of FFX without progression, patients transitioned to
maintenance 5-FU (plus ELRA/LOS, based on the arm) and resumed full therapy at progression;
treatment withdrawal required progression on full therapy or treatment-limiting toxicity. The
primary endpoint was progression-free survival (PFS). Results: Between September 19, 2022,
and January 2, 2025, 49 patients were enrolled (median age 65 years; 51% female; 74% White).
At the data cutoff (July 6, 2025), 14 (28.6%) patients remained alive with a median follow-up of
9 months. Median PFS was 5.1 months (95% CI 1.1—NR) in Arm 1, 5.9 months (95% CI 1.6—9.9)
in Arm 2, 6.0 months (95% CI 1.8—9.8) in Arm 3, and 6.5 months (95% CI 3.8—8.5) in Arm 4. 9-
month PFS could not be calculated in arm 1, 29.3% (95% CI 9.2-53.3) in Arm 2, 37.3% (95% CI
13.6 — 61.5%) in Arm 3, and 21.7% (95% CI 5.3 —45.1) in Arm 4. Median overall survival (0OS) was
7.7 months (95% CI 1.1—NR), 8.2 months (95% CI 3.3—14.5), 9.8 months (95% CI 4£.3—NR), and
9.8 months (95% CI 5.6—15.6), respectively in each arm. Objective response rate 24.5% (12/49);
stable disease 44.9% (22/49). 14/49 (28.5%) patients received maintenance therapy, with a
median duration of 2.4 months. Treatment was generally well tolerated, grade =3 treatment-
related adverse events occurred in 34.7% of patients; one treatment-related death due to sepsis
occurred in Arm 3. Notably, a subset of patients in Arms 3 and 4 demonstrated deep and
sustained clinical responses; Correlative biomarker analyses are ongoing to identify molecular
and immune features associated with these long term responders. Conclusions: Although
clinical outcomes with the novel combinations did not exceed historical standards of care,
this non-comparator phase II study demonstrates the feasibility and tolerability of combina-
torial pathway inhibition in mPDAC. This study enables ongoing correlative analyses of EMT
plasticity, stromal remodeling, and immune escape in mPDAC and establishes a robust platform
to define determinants of resistance and durable response. Clinical trial information:
NCT05077800. Research Sponsor: Lustgarten Foundation; Actuate Therapeutics Inc.
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Post-hoc efficacy and biomarker analysis of elraglusib plus gemcitabine/nab-
paclitaxel versus chemotherapy alone in metastatic pancreatic ductal
adenocarcinoma.

Devalingam Mahalingam, Rachna Shroff, Benedito A. Carneiro, Yan Ji, Andrew L. Coveler, Andres Cervantes, Vaibhav Sahai, Anne Ploquin, Sandrine Hiret, Noelle K. LoConte,
Ivor John Percent, Charles D. Lopez, Simon Pernot, Petr Kavan, Mary Frances Mulcahy, Ryan Michael Carr, Francis J. Giles, Andrew Paul Mazar, Mark Jaros,
Tanios S. Bekaii-Saab; Robert H. Lurie Comprehensive Cancer Center, Northwestern University, Chicago, IL; Division of Hematology and Oncology, University of Arizona
College of Medicine, Tucson, AZ; Brown University, Legorreta Cancer Center, Providence, RI; Metro-Minnesota Community Oncology Research Consortium (MMCORC),
Saint Paul, MN; University of Washington, Fred Hutchinson Cancer Center, Seattle, WA; INCLIVA University of Valencia, Valencia, Spain; University of Michigan, Ann Arbor,
MI; Lille University Hospital, Lille, France; Institut de Cancérologie de I'Ouest, St Herblain, France; University of Wisconsin School of Medicine and Public Health, Madison,
WI; Florida Cancer Specialists, Port Charlotte, FL; Department of Medicine, Division of Hematology and Medical Oncology, Oregon Health & Science University, Knight
Cancer Institute, Portland, OR; Department of Medical Oncology, Institute Bergonié Cancer Center, Bordeaux, Nouvelle Aquitaine, France; Jewish General Hospital-Sir
Mortimer B. Davis Jewish General Hospital, Montreal, QC, Canada; Mayo Clinic Rochester, Rochester, MN; DTC, Chicago, IL; Actuate Therapeutics, Inc., Fort Worth, TX;
Summit Analytical, Denver, CO; Division of Hematology/Oncology Mayo Clinic Arizona, Phoenix, AZ

Background: Elraglusib (9-ING-41), a glycogen synthase kinase-38 (GSK-3g) inhibitor, has
multimodal antitumor activity. In the international, open-label, randomized phase 2 1801 Part
3B study, elraglusib plus gemcitabine/nab-paclitaxel (GnP) was evaluated in previously un-
treated metastatic pancreatic ductal adenocarcinoma (mPDAC), with patients randomized 2:1
to weekly elraglusib/GnP or GnP alone. Primary endpoints were median overall survival (mOS)
and 1-year survival. The GnP control arm demonstrated shorter mOS than contemporary
randomized trials (7.2 months vs 9.2 months in NAPOLI-3 and 9.7 months in PASS-01), driven
by higher early mortality (0—2 months: 23.1% vs 10.1% in NAPOLI-3). Given balanced ran-
domization, similar early mortality was inferred in the elraglusib/GnP arm, prompting post-
hoc analyses to contextualize efficacy and identify factors associated with early death.
Methods: Efficacy and safety were summarized descriptively. Time-to-event endpoints were
analyzed using Kaplan—Meier estimates, log-rank testing, and Cox proportional hazards
models. Response rates were compared using the Cochran—Mantel-Haenszel test. Post-hoc
subgroup, sensitivity, and machine-learning—based multivariate analyses explored clinical,
demographic, and biomarker correlates of survival and early mortality. Results: In the full
randomized population (elraglusib/GnP n=155; GnP n=78), elraglusib/GnP improved mOS by
2.9 months versus GnP (10.1 vs 7.2 months; HR 0.62; 95% CI 0.46—0.84; p=0.01), with 1-year
survival rates of 44.1% versus 22.3%. Among patients receiving =1 full treatment cycle, mOS
was 12.5 months with elraglusib/GnP and 8.5 months with GnP, comparable to contemporary
registrational trials. Across multiple post-hoc sensitivity analyses—including evaluable pa-
tients, those matched to NAPOLI-3 baseline tumor burden, patients treated in the EU (early
mortality 4%), and those achieving =20% CA19-9 decline within the first 1-2 cycles—
elraglusib/GnP consistently demonstrated a =4-month OS advantage. Early death was asso-
ciated with low baseline albumin (<3 g/dL), high CA19-9 (>800 U/mL), high tumor burden, and
KRAS, TP53, and CDKN2A co-mutations. Conclusions: The elevated early mortality in the GnP
control arm reflects enrollment of a heterogeneous, real-world mPDAC population with less
restrictive eligibility than recent registrational trials. Post-hoc analyses identify key clinical
and molecular drivers of early death and confirm a consistent survival benefit with elraglusib/
GnP. These hypothesis-generating findings directly inform eligibility criteria, stratification,
and endpoint assumptions for the planned phase 3 trial. Clinical trial information:
NCT03678883. Research Sponsor: Actuate Therapeutics.
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Time toxicity in patients with advanced pancreatic cancer in Mexico.

Cecilia Ximenez Camilli, Ratl Emiliano Esparza-Orozco, Wendy Alicia Ramos-Lopez, Enrique Soto Pérez de Celis, Yanin Chavarri Guerra, Haydee Cristina Verduzco-Aguirre;
Instituto Nacional de Ciencias Medicas y Nutricion Salvador Zubiran, Tlalpan, DF, Mexico; Instituto Tecnoldgico y de Estudios Superiores de Monterrey, Campus Ciudad de
México, Mexico City, DF, Mexico; Instituto Nacional de Ciencias Medicas y Nutricion Salvador Zubiran, Mexico City, DF, Mexico; University of Colorado Anschutz Medical
Campus, Aurora, CO; Instituto Nacional de Ciencias Medicas y Nutricion Salvador Zubiran, Mexico City, Mexico

Background: Advanced pancreatic ductal adenocarcinoma (PDAC) remains one of the most
lethal malignancies despite advances in systemic therapy. Beyond survival, the burden of time
spent receiving health care (also known as time toxicity) has emerged as a relevant patient-
centered outcome, particularly in diseases where treatment benefits may be modest. This study
aimed to quantify time toxicity in patients with advanced PDAC and to analyze differences in
time toxicity by demographic and clinical characteristics. Methods: We conducted a subanalysis
of a single-center prospective cohort of patients with advanced solid tumors enrolled in a
patient navigation program in Mexico. Patients =18 years diagnosed with advanced PDAC
between June 2017 and August 2023 were included; patients with a second invasive malignancy
or treated outside the institution were excluded. Demographic and clinical variables, baseline
quality of life (FACT-G), and days with in-person healthcare encounters (clinic visits, treat-
ments, tests, emergency visits, and hospitalizations, regardless of whether oncology-related)
were collected from the diagnosis of advanced disease. Overall survival (OS) was defined as the
time from diagnosis of advanced PDAC to death or loss to follow-up. Time toxicity was defined
as the proportion of days involving in-person healthcare contact relative to OS. Comparisons
used nonparametric tests and beta regression models were fitted to evaluate factors associated
with time toxicity. Results: A total of 103 patients were included. Median age was 64 years, 65%
were women, 83.5% presented with de novo advanced PDAC, and 75.7% received palliative
chemotherapy. The mean baseline FACT-G score was 63.7+15.4. Median follow-up was
13.0 months, and median OS for the entire cohort was 11.5 months (95% CI, 6.2-16.7). The
median time toxicity of the sample was 21.8% (IQR, 14.9-31.7). Patients with recurrent ad-
vanced PDAC experienced lower time toxicity than those with de novo disease (14.9% vs 22.8%,
p = 0.003). In multivariable beta regression, disease presentation remained the only indepen-
dent factor associated with increased time toxicity (8-0.51, p = 0.011). Age, sex, receipt of
chemotherapy, and baseline FACT-G score were not independently associated with time tox-
icity. In an exploratory subgroup analysis among patients receiving palliative chemotherapy,
patients =65 years had higher time toxicity compared to younger patients (23.4% vs.17.9%; p =
0.041). Conclusions: In this cohort of Mexican patients with advanced PDAC, approximately
one-fifth of OS time was spent in direct contact with health care system. Time toxicity was
associated with disease trajectory rather than treatment or patient characteristics. Among
patients receiving palliative chemotherapy, older patients experienced higher time toxicity.
These findings highlight the importance of incorporating time toxicity into shared decision-
making. Research Sponsor: Fundacion Carlos Slim.
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Combined safety and efficacy results from three clinical studies evaluating alpha
radiotherapy for advanced pancreatic cancer.

Corey Miller, Kim Anh Ma, Magali Lecavalier-Barsoum, David Roberge, Anand Sahai, Boris Bahoric, Gerald Batist, Miriam Santos Dutra, Freesia Vettier, Julia Epstein,
Zachary Daitch, Ayala Hubert, Naama Lev-Cohain, Aron Popovtzer, Philip Blumenfeld, Petr Kavan, Harold Jacob; Jewish General Hospital, McGill University, Montreal, QC,
Canada; Jewish General Hospital and McGill University, Montreal, QC, Canada; Jewish General Hospital, Montréal, QC, Canada; Centre Hospitalier de I'Université de
Montréal (CHUM), Montréal, QC, Canada; Centre Hospitalier de 'Université de Montréal (CHUM), Montreal, QC, Canada; Segal Cancer Centre, Jewish General Hospital and
McGill University, Montreal, QC, Canada; Jewish General Hospital, Lady Davis Institute, Montreal, QC, Canada; Hadassah Medical Center, Hebrew University of Jerusalem,
Jerusalem, Israel; Hadassah University Medical Center, Jerusalem, Israel; Sharett Institute of Oncology, Hadassah-Hebrew University Medical Center, Jerusalem, Israel;
Sharett Institute of Oncology, Hadassah Hebrew University Medical Center, Jerusalem, Israel; Jewish General Hospital-Sir Mortimer B. Davis Jewish General Hospital,
Montreal, QC, Canada

Background: Pancreatic cancer (PDAC) remains associated with poor prognosis and limited
treatment options, particularly in patients with advanced disease. Diffusing Alpha-Emitter
Radiation Therapy (Alpha DaRT), a novel alpha-emitting radiation source, has shown initial
clinical benefit in superficial epithelial solid tumors. The pooled studies presented here eval-
uated the safety and efficacy outcomes for endoscopic ultrasound (EUS)-guided alpha radio-
therapy using Alpha DaRT in patients with PDAC. Methods: This analysis pooled data from three
prospective clinical studies at 3 medical centers in Canada and Israel evaluating Alpha DaRT in
patients with locally advanced or metastatic PDAC, regardless of previous lines of therapy.
Primary outcome was safety, as assessed by CTCAE V5. Secondary outcomes were best overall
response (BOR) of the primary tumor assessed per RECIST V1.1 and overall survival (OS), defined
from Alpha DaRT treatment. Results: A total of 58 subjects (31 male, 27 female), median age 72
(range 41-91), were recruited between 2023 and 2025 across the three trials. Treatment-
associated AEs of any grade occurred in 21 patients (36%). Grade =3 AEs occurred in 5 patients
(9%) (biliary obstruction, abdominal pain, fever, liver enzyme imbalance and bacteremia).
There were no treatment-related deaths and all grade =3 AEs resolved. Across all patients
evaluable for response, the BOR showed a disease control rate of 87% and an objective response
rate of 27%, with 3 complete and 9 partial responses. Median OS for the cohort was 7.9 months
(95% CI: [6.1-11.6]): 10.4mo0 (95% CI: [7.3—13.4]) when given in 2nd line (N = 24) and
7.5 months (95% CI: [4.2—11.8]) when given in 3" line (N = 21). Conclusions: In this pooled
analysis of three clinical studies, EUS-guided Alpha DaRT demonstrated a reassuring safety
profile and promising early efficacy signals in patients with advanced PDAC. The observed
survival outcomes and radiographic responses support further clinical investigation, which is
underway. Clinical trial information: NCT04002479; NCT05781555; NCT05657743. Research
Sponsor: None.
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Single-cell circulating tumor cell genomics of KRAS-independent oncogenic sub-
populations and longitudinal clonal evolution in metastatic pancreatic
adenocarcinoma.

Mandana Kamgar, Gowhar Shafi, Sankar Mohan, Ramandeep Kaur, Jose Komban, Aarthi Ramesh, Madhura Basavalingegowda, Seema Todur, Mohan Uttarwar, Atul Bharde,
Ajay Pandita, Razelle Kurzrock; Medical College of Wisconsin, Milwaukee, WI; 1Cell.Ai, Mumbai, India; 1Cell.Ai, Foster City, CA; 1Cell.Ai, Pune, India

Background: KRAS mutations are a dominant oncogenic driver in metastatic pancreatic ductal
adenocarcinoma (mPDAC) and are routinely detected using ctDNA. However, ctDNA reflects
pooled signals from dominant high-shedding clones and may incompletely capture intra-
patient heterogeneity or tumor evolution. Circulating tumor cells (CTCs) enable single-cell
genomic interrogation and longitudinal tracking of evolving sub-populations. We compared
genomic alterations, tumor heterogeneity, and pathway dynamics using ctDNA and single-cell
CTC DNA in mPDAC. Methods: Under an MCW IRB approved protocol (PREDICT-MCW,
NCT05802069), 16 patients with mPDAC receiving standard of care were enrolled. Peripheral
blood was collected at baseline and longitudinally at 90-day intervals. Live single CTCs were
isolated using the OncoIncytes platform with anti-EpCAM—based glass bead capture and gentle
release. Genomic DNA from individual CTCs underwent linear amplification and targeted
sequencing using a 1080-gene panel on the Illumina NextSeq 2000. Matched ctDNA was
analyzed using the same panel. Variant calling used the iCore pipeline. Alterations were com-
pared at gene and patient levels. Tumor heterogeneity was assessed using mutant-allele tumor
heterogeneity (MATH). Results: CTC counts were highest at baseline (mean 6.5 CTCs per
patient; range 2—11) and varied longitudinally with marked inter-patient heterogeneity. At
first on-treatment assessment, 50% of evaluable patients showed reduced CTC counts, while
others exhibited stable or increased levels. Across all timepoints, 49 altered genes were iden-
tified. Single-cell CTC profiling revealed broader genomic representation, with 32 genes (65%)
detected exclusively in CTC-DNA, 14 (29%) shared with ctDNA, and 3 (6%) detected exclusively
by ctDNA. At the patient level, CTC-DNA identified genomic alterations in all patients (16/16),
whereas ctDNA detected alterations in 75% (12/16). At baseline, 61% of CTCs achieved =11x
coverage across KRAS exon 2 and codon 12. KRAS alterations were detected in only 6% (1/
16) of patients by CTC-DNA compared with 44% (7/16) by ctDNA, persisting longitudinally
(13-19% vs 59—76%, CTC-DNA vs ctDNA). KRAS-negative CTCs harbored recurrent alterations
in MAPK, DNA damage response, receptor tyrosine kinase, and tumor suppressor pathways.
CTCs demonstrated higher intra-patient heterogeneity than ctDNA (MATH 50.5 vs 25, p <
0.05). Conclusions: Single-cell CTC profiling reveals KRAS-independent tumor sub-
populations present from baseline and dynamic clonal evolution not captured by ctDNA alone,
revealing tumor heterogeneity and KRAS-independent disease biology. Paired CTC and ctDNA
analysis provides complementary resolution of persistent atypical oncogenic and tumor sup-
pressor sub-clones not evident from bulk liquid biopsy. Research Sponsor: None.
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Knowledge distillation for pancreatic cancer diagnosis: EfficientNet-based deep
learning for stage stratification with real-world deployment optimization.

Lalith Akaash Ramasamy, Elangovan Krishnan, Gowrishankar Palaniswamy, Aravind Raghavan, Kavin Elangovan, Ramya Elangovan, Sarveswar Chinnaswamy Dhandapani,
Sophia Ahmed, Jansi Rani Sethuraj; Saveetha Medical College and Hospital, Chennai, India; AIM DOCTOR, Thiruverkadu, India; Medical University of South Carolina,
Lancaster, SC; Medical University of South Carolina (MUSC), Lancaster, SC; Allama Igbal Medical College, Lahore, Pakistan

Background: Pancreatic cancer is among the most lethal malignancies, with a 5-year survival
below 12%. Prognosis is strongly stage dependent, yet early disease is frequently misclassified
as chronic pancreatitis or benign cystic lesions, resulting in diagnostic delay and loss of surgical
opportunity. Although deep learning models demonstrate high accuracy on cross-sectional
imaging, their computational demands limit deployment in resource-constrained settings.
Knowledge distillation enables transfer of diagnostic capability from high-capacity teacher
models to lightweight student networks while preserving performance. We evaluated whether a
distilled EfficientNetBo model could retain EfficientNetB7-level accuracy for pancreatic cancer
stage stratification while enabling real-world deployment. Methods: We analyzed 2,840
contrast-enhanced abdominal CT studies, including pancreatic ductal adenocarcinoma (n =
1,400; 700 early-stage resectable or borderline-resectable, 700 locally advanced or metastatic),
chronic pancreatitis (n = 900), and benign pancreatic lesions (n = 540) from multiple inter-
national centers. Ground truth was established by multidisciplinary consensus incorporating
histopathology, surgical findings, and longitudinal follow-up. A high-capacity EfficientNetB7
teacher model (=<66M parameters; 37 GFLOPs) trained on multiphasic CT served as reference. A
lightweight EfficientNetBo student model (=5.3M parameters; 0.39 GFLOPs; > 90% parameter
reduction) was trained using temperature-scaled knowledge distillation with regularized
cross-entropy loss. Performance metrics included accuracy, sensitivity, specificity, Fi-
score, and AUROC. Deployment feasibility was independently evaluated by abdominal radiol-
ogists and oncologists across six continents. Results: The distilled EfficientNetBo achieved
96.6% accuracy for stage stratification (early vs advanced disease), with sensitivity of 97.4%,
specificity of 95.8%, and AUROC of 0.989. Differential diagnosis accuracy was 94.8% for
pancreatic cancer versus chronic pancreatitis and 95.6% versus benign lesions. External val-
idation accuracy ranged from 93% to 97%. Mean inference time was 38 ms per image compared
with 330 ms for EfficientNetB7. Knowledge distillation preserved 99.1% of teacher performance
while reducing computational cost by > 95%. Conclusions: Knowledge distillation enables a
lightweight EfficientNetBo to achieve near—EfficientNetB7 accuracy for pancreatic cancer
stage stratification while markedly reducing computational complexity. This scalable approach
supports real-time imaging decision support and addresses key barriers to global deployment
of Al-assisted pancreatic cancer diagnosis. Research Sponsor: None.
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Phase Ilb randomized trial of FOLFIRINOX plus ibrilatazar (ABTL0812) versus
placebo as first-line treatment in metastatic pancreatic cancer: An analysis from the
PanC-ASAP study.

Davendra Sohal, Anup Kasi, Inmaculada Gallego, Adelaida Garcia-Velasco, Alberto Carmona, Alberto Rodrigo, Susana Rosello, Frangois Ghiringhelli, Laura Layos,
Emmanuel Mitry, Maria Passhak, Andrés J. Muffoz Martin, Bartomeu Massuti, Oriol Pedros-Gamez, Maria Navarro Jiménez, Héctor Pérez-Montoyo, Carles Domenech,
Antoine Hollebecque, Talia Golan, Teresa Macarulla; Division of Hematology/Oncology, University of Cincinnati Cancer Center, Cincinnati, OH; University of Kansas Medical
Center, Kansas City, KS; Hospital Virgen del Rocio, Seville, Spain; Institut Catala d'Oncologia, Hospital Josep Trueta, Girona, Spain; Hospital Universitario Morales
Meseguer, Murcia, Spain; Hospital Universitari Arnau de Vilanova, Lleida, Spain; Department of Medical Oncology, INCLIVA Biomedical Research Institute, University of
Valencia, Valencia, Spain; Centre Georges Frangois Leclerc, Dijon, France; ICO. Germans Trias i Pujol University Hospital, Badalona, Spain; Institut Paoli-Calmettes,
Marseille, France; Rambam Health Care Campus-Oncology, Haifa, Israel; Hospital General Universitario Gregorio Marafion, Madrid, Spain; Alicante University Dr Balmis
Hospital Isabial, Alicante, Spain; Ability Pharmaceuticals, SA, Cerdanyola Del Vallés, Barcelona, Spain; Gustave Roussy and Paris-Saclay University, Villejuif, France; Sheba
Medical Center, Ramat Gan, Israel; Vall d'Hebron University Hospital, Vall d'Hebron Institute of Oncology (VHIO), Barcelona, Spain

Background: Metastatic pancreatic ductal adenocarcinoma (mPDAC) has poor prognosis and
limited first-line treatment options. Ibrilatazar (ABTL0812) is a first-in-class oral agent that
induces cytotoxic autophagy selectively in cancer cells. Favorable safety and tolerability of the
combination with FOLFIRINOX were established in a Phase I study. D.S. and T.M. are equal
contributors. Methods: PanC-ASAP is a Phase IIb double-blind, randomized, placebo-
controlled (1:1) study evaluating the efficacy and safety of ibrilatazar (1300 mg TID) plus
FOLFIRINOX versus placebo plus FOLFIRINOX as first-line therapy in mPDAC, conducted
across 23 sites in the US, Spain, France, and Israel. Eligible patients had histologically confirmed
mPDAC, ECOG PS 0-1, and no prior systemic treatment for metastatic disease. Treatment
continued until disease progression or intolerable toxicity. Primary endpoint was progression-
free survival (PFS), defined as time from randomization to radiographic disease progression or
death, assessed by blinded independent central review in the intention-to-treat (ITT) pop-
ulation. Overall survival (OS) was a key secondary endpoint. Safety was assessed in all treated
patients. Pre-specified stratification analysis revealed an imbalance in ECOG between arms
(ECOG 0/1: 40%/60% ibrilatazar vs 54%/46% placebo), prompting an exploratory efficacy
analysis by ECOG PS subgroup. Time-to-event endpoints were analyzed using Kaplan—Meier
methods and log-rank tests. Results: In the ITT population (n = 140), median PFS for ibrilatazar
vs placebo was 9.4 vs 7.9 mths (HR 0.95; 90% CI, 0.69-1.33; p = 0.814). An exploratory analysis
by ECOG showed that, among patients with ECOG 0 (n = 66; ibrilatazar, n = 28; placebo, n = 38),
median PFS of 11.1vs 6.5 mths (HR 0.60; 95% CI, 0.34—1.08; p = 0.089), and median OS 0f 19.3 vs
12.0 mths (HR 0.57; 95% CI, 0.31-1.05; p = 0.072). Consistent trends favoring ibrilatazar were
observed across efficacy endpoints, including objective response rate and duration of treat-
ment. Safety profile of ibrilatazar plus FOLFIRINOX was consistent with the known FOLFIR-
INOX toxicities. The most common grade =3 treatment-emergent adverse events in the
ibrilatazar vs placebo were neutropenia (21% vs 22%), diarrhea (21% vs 16%), and neurotoxicity
(0% vs 14%). Conclusions: Although primary PFS endpoint was not met in the ITT population,
exploratory analysis showed clinically meaningful and consistent efficacy improvements
among ECOG o patients treated with ibrilatazar plus FOLFIRINOX, with 60% and 70% increases
in median OS and median PFS respectively. These findings support further investigation in
selected mPDAC populations and suggest ECOG may modify treatment benefit. Clinical trial
information: NCT04431258. Research Sponsor: RFA-FD-20-001 (Clinical Studies of Orphan
Products Addressing Unmet Needs of Rare Diseases (R01)); FD-R-006817-01; Funding Source
Name: H2020 - EIC - SMEInst - 2018 - 2020; 954825.
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A phase Il trial of binimetinib in combination with encorafenib in patients with
pancreatic malignancies and a somatic BRAF'°°°F mutation.

Tara Tamar Arouchian, Tanios S. Bekaii-Saab, Brian M. Wolpin, Michael J. Pishvaian, Andrew Hendifar; Samuel Oschin Comprehensive Cancer Center, Cedars-Sinai Medical
Center, Los Angeles, CA; Mayo Clinic Comprehensive Cancer Center, Phoenix, AZ; Dana-Farber Cancer Institute, Gastrointestinal Cancer Center, Boston, MA; Sidney Kimmel
Comprehensive Cancer Center, Johns Hopkins University, Baltimore, MD; Samuel Oschin Cancer Center, Cedars-Sinai Medical Center, Los Angeles, CA

Background: Pancreatic ductal adenocarcinoma (PDAC) remains a notoriously difficult-to-
treat malignancy, with limited therapy options for patients with advanced disease. While KRAS
mutations are the dominant oncogenic driver in PDAC, next-generation sequencing has en-
abled the identification of rare, targetable alterations such as the BRAF V600E mutation, which
occurs in approximately 2-3% of cases. BRAF mutant cell lines are responsive to MEK and RAF
inhibitors. This study evaluates the efficacy of the combination of encorafenib and binimetinib
as = 2nd line therapy in this specific molecular subgroup of pancreatic cancer patients.
Methods: This study used a planned two-stage design. Seven patients were pre-registered;
one did not meet eligibility criteria and was excluded. Six patients were enrolled in Stage 1,
which required an objective response (OR) in 40% of patients to proceed to Stage 2. Stage 2 was
planned to enroll an additional 16 patients, contingent on meeting this efficacy threshold.
Enrolled patients received treatment in 28-day cycles until disease progression or for a max-
imum of 36 cycles. Patients self-administered encorafenib (450 mg orally once daily) and
binimetinib (45 mg orally twice daily) starting on Day 1 of each cycle. Objective responses were
assessed using RECIST version 1.1 over 24 weeks. Results: The median number of cycles was 8.
The objective response rate at 24 weeks was 33.33%. The overall objective response rate was
50%. The median time to response for progression-free survival, overall survival, duration of
response, and time to response was 7.1,15.0, 9.9, and 3.9 months respectively, with 95% CI in all
categories. 50% of patients experienced at least one Grade =3 adverse event, including anemia,
thromboembolic events, and acute kidney injury. Conclusions: The six BRAF-V600E-mutated
PDAC patients in our cohort demonstrated meaningful antitumor activity with a manageable
safety profile after treatment with encorafenib and binimetinib. Although the study was pre-
maturely terminated due to limited accrual, observed objective responses and survival out-
comes suggest that dual RAF/MEK inhibition may represent a feasible therapeutic strategy in
this rare molecular subgroup. Larger studies are warranted to further define the efficacy and
safety of this treatment combination in BRAF-V600E-mutated pancreatic cancer. Clinical trial
information: NCI-2020-02972. Research Sponsor: None.
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TME-informed bioprinted 3D tissue model as used to characterize architecture-
associated drug uptake and response in PDAC.

Amr Mahmoud, Brahma Mubarak K. Budhwani, Khidr Kishan K. Budhwani, Naomi R. Jones, Christopher M. Krebs, Donald J. Buchsbaum, Matthew G. Clark,
Karim 1. Budhwani; CerFlux, Birmingham, AL

Background: Pancreatic ductal adenocarcinoma (PDAC) remains one of the deadliest solid
tumors despite extensive drug development efforts. Beyond tumor cell-intrinsic factors, ther-
apeutic failure in PDAC is strongly influenced by the tumor microenvironment (TME), which is
dominated by a collagen-rich desmoplastic extracellular matrix (ECM). This architecture alters
tissue mechanics, restricts diffusion, and limits effective drug delivery to tumor cells. However,
most preclinical platforms rely on 2D models that fail to capture human-relevant TME archi-
tecture, potentially leading to overestimation of drug uptake and potency. Amid growing
regulatory and scientific momentum toward New Approach Methods (NAMs), there is an
urgent need for human-relevant, architecture-aware models that improve translational pre-
dictivity in PDAC. Methods: Primary human PDAC specimens were analyzed using quantitative,
spatially resolved TME mapping to characterize extracellular matrix (ECM) composition, col-
lagen density, and intratumoral versus peripheral distribution. From our prior PDAC analysis,
human tumors exhibited collagen-dominant ECM with diffuse intratumoral organization
rather than peripheral confinement. These architectural features were used to configure a
3D bioprinted ex vivo slice tissue (BEST) PDAC model using PANCo02 cells. Drug uptake kinetics
and therapeutic response were evaluated in TME-informed 3D BEST models and directly
compared with conventional 2D monolayer cultures using matched compounds and exposure
paradigms. Results: Spatial TME mapping confirmed that human PDAC tumors harbor dense,
heterogeneously distributed collagen spanning the tumor parenchyma, a feature not captured
by simplified culture systems. Incorporation of these intratumoral collagen features into the 3D
BEST model resulted in delayed drug uptake and attenuated response dynamics consistent with
diffusion-limited transport. In contrast, 2D models demonstrated accelerated growth kinetics,
more rapid drug uptake, and higher apparent drug potency over shorter exposure durations.
These findings indicate that architecture-associated transport barriers intrinsic to PDAC
substantially modulate therapeutic response and that conventional 2D systems may overes-
timate drug efficacy by failing to account for collagen-mediated resistance mechanisms.
Conclusions: By directly linking quantitative TME mapping to 3D model configuration, this
NAMs-aligned bioprinted PDAC platform captures architecture-associated constraints on drug
uptake that are absent from conventional models. This approach provides a human-relevant
framework for evaluating therapeutic response in desmoplastic tumors and supports improved
translational fidelity and therapeutic prioritization in PDAC. Research Sponsor: U.S. National
Science Foundation; TI-2321805; National Cancer Institute; 1R43CA254493-01; Innovate
Alabama.
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Next-generation cancer organoids 2.0 in precision cancer medicine: Patient-derived
pancreatic ductal adenocarcinoma organoids model to describe drug sensitivity and
complexity of tumor biology.

Joo Kyung Sophie Park, Hyemin Kim, Young Hoon Choi, Eun Mi Lee, Jungmyoung Han, Se-Hoon Lee, Kwang Hyuck Lee, Jong Kyun Lee, Kyu Taek Lee, Hongbeom Kim,
Sang Hyun Shin, Jin Seok Heo, In Woong Han; Samsung Medical Center, Seoul, South Korea; Department of Medicine, Samsung Medical Center, Sungkyunkwan University
School of Medicine, Seoul, South Korea; Samsung Medical Center, Gangnam-Gu, South Korea; Division of Hematology-Oncology, Department of Medicine, Samsung
Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Division of Hepatobiliary-Pancreatic Surgery, Department of Surgery, Samsung Medical
Center, Sungkyunkwan University School of Medicine, Seoul, South Korea

Background: Organotypic models of patient-specific tumors are revolutionizing our under-
standing of cancer heterogeneity and its implications for personalized medicine. The study’s
aims were as follows: 1) to establish a PDAC patient-derived organoid (PDO) model obtained
from various PDAC specimens. 2) to find out clinicogenomic factors affecting patients’ out-
comes. Methods: The SMC PDAC Cohort Patients were prospectively enrolled and underwent
EUS-guided FNB, metastatic sites (such as liver, ascites, lung, and bone), and surgical resec-
tion. PDAC PDOs were comprehensively analyzed for histology, next generation sequencing
(NGS), and high-throughput screening (HTS) drug sensitivity tests. Results: The 735 PDAC
patients were prospectively enrolled in this study. PDAC PDO platform has been trying to
establish from the following cancer specimens: ascites, biopsies from bone, liver, lung, and
pancreas, or surgical resection. The success rate was as follows according to the source of
obtaining site; ascites due to peritoneal seeding (3/3: 100%), bone mets (1/1: 100%), EUS-FNB
(195/183: 87.8%), liver mets (7/8: 87.5%), lung mets (1/1: 100%), surgical specimens (394/500:
78.8%) and PDO was successfully established within 8.2+2.6 days. It took approximately
3 weeks to acquire each specimen and generate sufficient PDAC PDOs for the simultaneous
HTS drug sensitivity test and NGS. Whole exome or genome sequencing (WES/WGS, n = 357)
showed an almost identical concordance between original PDAC tissues and matched PDOs and
the increased frequency of genetic alterations in PDOs. The HTS drug sensitivity test (n = 151)
revealed the clinical correlation between the PDO response and the actual chemotherapeutic
response of the study patients in both palliative and adjuvant in real-world settings (ranging
from 84.0~ to 91.2%). In addition, whole transcriptome sequencing (n = 373) identified nab-
paclitaxel resistance-associated genes such as ITGB7, ANPEP, and ST3GAL1, and also found
early recurrence-related genes including COL2A1, CALB1, and CYP24A1 in the extracellular
matrix, calcium signaling, and vitamin D metabolism. Conclusions: The PDAC PDO platform
may become a valuable tool for personalized medicine and may give us insights into tumor
biology. Research Sponsor: None.
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Actionable genomic alterations and survival in KRAS wild-type pancreatic ductal
adenocarcinoma: Analysis of the MSK-CHORD 2024 clinico-genomic cohort with
spotlight on NRG1 fusions.

Ayham Al-Omari, Amro Al-Omari, Muath Abdeen, Hamza Abdul Fattah; Detroit Medical Center - Wayne State University, Detroit, MI; Department of Medicine, Trinity Health
Livonia, Livonia, MI; Trinity Health Livonia Hospital, Livonia, MI

Background: Pancreatic ductal adenocarcinoma (PDAC) is predominantly driven by KRAS
mutations; however, approximately 10% of tumors are KRAS wild-type (KRAS-WT). Among
these, NRG1 gene fusions have recently gained heightened clinical relevance following the
FDA’s accelerated approval of zenocutuzumab for NRG1 fusion—positive PDAC after prior
therapy. Contemporary real-world data characterizing actionable alteration yield and out-
comes in KRAS-WT PDAC remain limited. Methods: We analyzed patients with PDAC (Onco-
Tree: PAAD) from MSK-CHORD 2024. KRAS status was defined by the presence or absence of
pathogenic KRAS somatic mutations. NRG1 fusions were identified through structural variant
analysis. A predefined clinically actionable alteration set included NRG1 and NTRK1-3 fusions,
MSI-H/dMMR, BRCA1/2 or PALB2 alterations, ERBB2 amplification, and BRAF V600OE muta-
tion. The primary endpoint was overall survival (0S) from the date of molecular profiling.
Secondary endpoints included prevalence of actionable alterations within KRAS-WT PDAC and
enrichment of NRG1 fusions by KRAS status. Results: Among 2,703 patients with PDAC, 2,424
(89.7%) had KRAS mutations and 279 (10.3%) were KRAS-WT. NRG1 fusions were identified
exclusively within KRAS-WT tumors (4/279; 1.43%) and were absent among KRAS-mutant
PDAC. As summarized in Table 1, 25 of 279 KRAS-WT PDAC patients (9.0%) had at least one
clinically actionable genomic alteration. These included NRG1 and NTRK fusions, MSI-H/
dMMR, homologous recombination repair gene alterations, ERBB2 amplification, and BRAF
V600E mutation. Median OS differed substantially by KRAS status. Patients with KRAS-WT
PDAC demonstrated longer survival compared with those with KRAS-mutant disease (26.3 vs
14.9 months). Patients with NRG1 fusion—positive PDAC had a median OS of 22.9 months,
acknowledging limited sample size (n=4). Conclusions: KRAS-WT PDAC accounts for approx-
imately one-tenth of cases and is associated with significantly longer overall survival compared
with KRAS-mutant disease. Nearly 1 in 10 KRAS-WT tumors harbored clinically actionable
genomic alterations, including NRG1 fusions, now linked to an FDA-approved targeted therapy.
These findings support routine comprehensive molecular profiling, including fusion detection,
in KRAS-WT PDAC and underscore the clinical relevance of precision oncology approaches in
this distinct subgroup. Research Sponsor: None.

Genomic characteristics and actionable alterations in KRAS—wild-type PDAC (MSK-CHORD 2024).

Characteristic KRAS-Mutant PDAC (n=2,424) KRAS-Wild-Type PDAC (n=279)
Median OS, months 14.9 26.3

Any actionable alteration* - 25 (9.0%)

NRG1 fusion 0 (0%) 4 (1.43%)

NTRK1-3 fusion - 3 (1.08%)
MSI-H/dMMR - 2 (0.72%)

BRCA1/2 mutation - 6 (2.15%)

PALB2 mutation - 1 (0.36%)

ERBB2 amplification - 5 (1.79%)

BRAF V600E - 7 (2.51%)
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Exosomal miRNA signatures as predictors of response to neoadjuvant FOLFIRINOX
and GEM/nab-paclitaxel in resectable pancreatic cancer: The PRECEPT study.

Takayuki Noma, Muhammad Anees, Erin Grayhack, Ashten N. Omstead, Ibrahim Ahmed, Yuma Wada, Yuji Morine, Mitsuo Shimada, Vincent Chung, Christopher Sherry,
Casey Jackson Allen, Patrick Wagner, David L. Bartlett, Daniel D. Von Hoff, Ali Hussainy Zaidi, Ajay Goel; Department of Molecular Diagnostics and Experimental
Therapeutics, Beckman Research Institute of City of Hope, Biomedical Research Center, Monrovia, CA; Allegheny Health Network Cancer Institute, Allegheny Health
Network, Pittsburgh, PA; Department of Surgery, Tokushima University, Tokushima, Japan; Department of Medical Oncology and Therapeutics Research, City of Hope,
Duarte, CA; Translational Genomics Research Institute (TGen), Phoenix, AZ; City of Hope Comprehensive Cancer Center, Duarte, CA

Background: Neoadjuvant chemotherapy (NAC) with FOLFIRINOX or gemcitabine plus nab-
paclitaxel (GEM/nab-PTX) is widely used for resectable and borderline-resectable pancreatic
ductal adenocarcinoma (PDAC). However, 10—20% of patients experience disease progression
or severe toxicity during NAC, leading to loss of opportunity for curative resection. Given
substantial differences in treatment responsiveness between regimens, reliable regimen-
specific predictive biomarkers are needed to improve preoperative risk stratification and
treatment selection. The PRECEPT trial (NCT07226154) aims to develop circulating exosomal
microRNA (exo-miRNA)—-based predictors of NAC response. Methods: Pre-treatment plasma
samples were collected from patients with resectable or borderline-resectable PDAC prior to
NAC. Exo-miRNAs were profiled by small RNA sequencing in a discovery cohort of 49 patients
(FOLFIRINOX, n = 31; GEM/nab-PTX, n = 18) to identify regimen-specific candidate exo-
miRNAs, which were subsequently quantified by qRT-PCR in a validation cohort of 73 patients
(FOLFIRINOX, n = 43; GEM/nab-PTX, n = 30). Regimen-specific miRNA panels were con-
structed using stepwise selection followed by Firth penalized logistic regression. To benchmark
against conventional biomarkers, multivariable Firth logistic regression models including the
panel score and baseline CA19-9 were performed to evaluate the incremental predictive value of
the exo-miRNA panels. Predictive performance was assessed by receiver operating character-
istic (ROC) analysis. Results: In the discovery cohort, exo-miRNA signatures achieved areas
under the curve (AUC) of 0.953 for the FOLFIRINOX panel and 1.000 for the GEM/nab-PTX
panel. In the qRT-PCR validation cohort, performance remained robust (AUC 0.835 and 0.882,
respectively). Higher panel scores were significantly associated with non-response to NAC (p <
0.01). In multivariable analyses, the exosome-derived miRNA panels provided predictive in-
formation beyond CA19-9 and remained independent predictors of treatment non-response in
both therapeutic cohorts, demonstrating incremental value over conventional biomarkers.
Both panels showed high sensitivity with low false-negative rates, supporting their clinical
utility in identifying patients unlikely to benefit from neoadjuvant chemotherapy for each
regimen. Conclusions: We developed two regimen-specific circulating exo-miRNA panels
capable of predicting response to FOLFIRINOX and GEM/nab-PTX prior to treatment initiation.
These panels provide predictive information beyond CA19-9 and may support individualized
NAC selection, risk-adapted treatment planning, and improved preoperative decision-making
in resectable PDAC. Clinical trial information: NCT07226154. Research Sponsor: National
Cancer Institute/U.S. National Institutes of Health.
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Phase | clinical trial evaluating dual-targeting CAR-T cells (KD-496) against
CLDN18.2 and NKG2DL in advanced gastrointestinal cancers and pancreatic
cancers.

Panpan Zhang, Changsong Qi, Chang Liu, Dan Liu, Miao Zhang, Jifang Gong, Hongjiu Dai, Jingjing Zhu, Lin Shen; Key Laboratory of Carcinogenesis and Translational
Research (Ministry of Education/Beijing), Department of Early Drug Development Centre, Peking University Cancer Hospital & Institute, Beijing, Beijing, China; Beijing Key
Laboratory of Cell & Gene Therapy for Solid Tumour, State Key Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Department of Early Drug
Development Centre, Peking University Cancer Hospital & Institute, Beijing, Beijing, China; Peking University Cancer Hospital, Beijing, China; Beijing Cancer Hospital,
Beijing, China; Nanjing Kaedi Biotherapeutics Co., Ltd., Nanjing, China; Beijing Key Laboratory of Cell & Gene Therapy for Solid Tumour, State Key Laboratory of Holistic
Integrative Management of Gastrointestinal Cancers, Department of Gastrointestinal Oncology, Peking University Cancer Hospital & Institute, Beijing, Beijing, China

Background: Chimeric antigen receptor T-cell (CAR-T) therapy has shown limited efficacy in
gastrointestinal (GI) cancers. Previous studies indicate that bispecific CAR-T cells incorpo-
rating tandem single-chain variable fragments (scFvs) demonstrate enhanced therapeutic
indices compared to monospecific constructs. We developed novel bispecific CAR-T cells
(KD-496) targeting both NKG2D ligands and CLDN18.2, demonstrating promising preclinical
antitumor activity and safety profiles. Methods: We conducted an open-label, single-arm,
"3+3" dose-escalation study (NCT06134960) in patients with treatment-refractory advanced
GI cancers. Following lymphodepletion with fludarabine, cyclophosphamide, and nab-
paclitaxel, subjects received a single KD-496 infusion at three dose levels: 1x10® (DL1),
3x10% (DL2), or 5x10® (DL3) CAR-T cells. Primary endpoints included safety and toxicity;
secondary endpoints comprised efficacy, pharmacokinetics, and immunogenicity. Results:
Between March 2024 and October 2025 , seven subjects (age range: 43-73 years) received
KD-496 treatment (n=3 at DL1; n=3 at DL2; n=1 at DL3). Only one Grade IV possibly treatment-
related adverse events (TRAEs) is Neutrophil count decreased (14%); Grade III possibly
treatment-related adverse events (TRAEs) included Neutrophil count decreased (14%); Alanine
aminotransferase increased (14%); Elevated aspartate aminotransferase (14%); anemia (29%);
and White blood cell decreased (57%). Cytokine release syndrome (CRS) occurred in seven
subjects, with one case (17%) reaching grade 3; no grade 4/5 CRS or neurotoxicity was observed.
The dual-antigen requirement effectively prevented on-target off-tumor toxicity, with no
patients experiencing severe gastrointestinal adverse events. No dose-limiting toxicities or
serious adverse events were reported. Among evaluable subjects: Those with gastric cancer
(n=4), achieved an objective response rate (ORR) of 75%; Among three subjects with pancreatic
cancer, disease control rate (DCR) of 66.7% overall; Achieved an objective response rate (ORR)
of 33% overall. Notably, the ORR reached 100% for both gastric cancer and pancreatic cancer
advanced subjects in the medium-dose group. Conclusions: These initial data demonstrate a
favorable safety profile for KD-496 CAR-T cells targeting NKG2DL/CLDN18.2. The preliminary
efficacy signals warrant further investigation of KD-496, particularly in gastric cancer and
pancreatic cancer. Clinical trial information: NCT06134960. Research Sponsor: Nanjing KAEDI
Biotherapeutics.
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Nab-paclitaxel plus S-1 induction chemotherapy for patients with locally advanced
pancreatic cancer: A multicenter, open-label phase 2 study.

Zhe Cao, Jiangdong Qiu, Wenhao Luo, Juan Li, Hao Chen, Yueze Liu, Shengmian Li, Fei Li, Yinmo Yang, Yuejuan Cheng, Taiping Zhang, Huadan Xue, Chunmei Bai,
Yupei Zhao; Peking Union Medical College Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Department of General
Surgery, Peking Union Medical College Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Department of Radiology, Peking
Union Medical College Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Department of Gastroenterology, The Fourth
Hospital of Hebei Medical University, Shijiazhuang, China; Department of General Surgery, Xuanwu Hospital, Capital Medical University, Beijing, China; Department of
Hepatobiliary and Pancreatic Surgery, Peking University First Hospital, Beijing, China; Department of Oncology, Peking Union Medical College Hospital, Chinese Academy
of Medical Sciences and Peking Union Medical College, Beijing, China

Background: The prognosis of locally advanced pancreatic cancer is dismal. The objective of the
present study was to evaluate safety and efficacy of nab-paclitaxel plus S-1 in previously
untreated locally advanced pancreatic cancer. Methods: This multicenter, single-arm phase 2
study was conducted at 4 centers in China. Patients with Eastern Cooperative Oncology Group
performance status of 0-1received up to 8 cycles of nab-paclitaxel 1220 mg/m? (day 1,8) plus 80-
120mg/d S-1(day 1-14 each 21-day cycle). After induction, patients without disease progression
or unacceptable adverse events were eligible to receive continued therapy according to inves-
tigators’ evaluation, including: continued chemotherapy, chemoradiation, or surgery. The
primary endpoint was 6-month progress-free survival rate. The secondary endpoints were
progress-free survival, overall survival, objective response rate, RO/R1 rate and safety. The
reported efficacy outcomes were analyzed in the intention-to-treat population, and safety
outcomes were analyzed in the treated population. This trial is registered with ClinicalTrials.-
gov, NCT03885219. Results: Between April 25, 2019, and March 29, 2023, 60 patients were
enrolled in the study. 31 (51.7%) of 60 enrolled patients discontinued induction therapy, with
reasons including disease progression (13 [21.7%] patients), adverse events (12 [20.0%] pa-
tients), alteration in treatment (4 [6.7%] patients), and withdrawal from study (2 [3.3%]
patients). 29 (48.3%) of 60 enrolled patients completed induction treatment, 22 (36.7%)
patients finished all 8 cycles of treatment, and 11 (18.3%) patients underwent surgery (10
achieved Ro/R1 resection status). The 6-month progression-free survival rate was 71.0% (95%
Cl: 57.6%-80.9%); 12-month progression-free survival rate was 45.0% (95%CI: 32.0%-
57.2%) and 12-month overall survival could reach up to 83.3% (95%CI: 70.3%-90.9%). The
median progression-free survival was 11.1months (95% CI: 8.1-14.2); median overall survival
was 20.2 months (95% CI: 11.2-29.2). During induction, 54 patients achieved disease control
and the disease control rate was 90.0% (95% CI: 79.5%-96.2%). 16 patients had abest response
of partial response; the objective response rate was 26.7% (95% CI: 16.1%-39.7%). Grade 3 or
higher treatment-related adverse events (TRAEs) occurred in 32 (53.3%) patients. The most
common grade 3 or higher TRAEs were neutropenia (23 [38.3%] of 60 patients), followed by
leukopenia (13 [21.7%]) and fatigue (4 [6.7%]). No treatment-related deaths were reported.
Conclusions: The data from this trial supports the favorable and efficacy of nab-paclitaxel plus
S-1for locally advanced pancreatic cancer, as well as the possibility of converting unresectable
disease into surgically resectable disease. Clinical trial information: NCT03885219. Research
Sponsor: None.
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A multicenter randomized phase Il trial of AHCC combined with multidisciplinary
treatment for resectable/borderline resectable pancreatic ductal adenocarcinoma
(JRCTs051200029).

Suguru Yamada, Daisuke Hashimoto, So Yamaki, Hiroyuki Ishida, Masashi Kanai, Toru Watanabe, Kazuto Shibuya, Tsutomu Fujii, Kenjiro Okada, Kenichiro Uemura,
Masamichi Hayashi, Hideki Takami, Keiko Kamei, Ippei Matsumoto, Satoshi Hirano, Yuichi Nagakawa, Akimasa Nakao, Kenta Murotani, Hideki Ishikawa, Sohei Satoi;
Nagoya Central Hospital, Nagoya, Japan; Kansai Medical University, Hirakata, Japan; University of Toyama, Sugitani, Japan; Hiroshima University, Hiroshima, Japan;
Department of Surgery, Institute of Biomedical and Health Science, Hiroshima University, Hiroshima, Japan; Department of Gastroenterological Surgery, Nagoya University
Graduate School of Medicine, Nagoya, Japan; Kindai University Faculty of Medicine, Sakai, Japan; Kindai University Faculty of Medicine, Osakasayama, Japan; Department
of Gastroenterological Surgery II, Hokkaido University, Faculty of Medicine, Sapporo, Japan; Department of Gastrointestinal and Pediatric Surgery, Tokyo Medical
University, Tokyo, Japan; Department of Gastroenterological Surgery, Nagoya Central Hospital, Nagoya, Japan; Biostatistics Center, Kurume University, Kurume, Japan;
Department of Molecular-Targeting Cancer Prevention, Graduate School of Medical Science, Kyoto Prefectural University of Medicine, Kyoto, Japan; Kansai Medical
University, Osaka, Japan

The full, final text of this abstract will be available at meetings.asco.org on the day of
presentation and in the online supplement to the June 10, 2026, issue of the Journal of
Clinical Oncology.
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Plasma small extracellular vesicle microRNAs as non-invasive biomarkers for the
diagnosis of pancreatic ductal adenocarcinoma.

Yue Zhang, Yang Yang, Xiaoya Xu, Dongyu Liu, Huan Su, Weibo Chen, Guangchen Zu, Xinrui Zhu, Yan Feng, Dadong Zhang, Xuemin Chen, Jingting Jiang; The Third Affiliated
Hospital of Soochow University, Changzhou, Jiangsu, China; Department of Clinical and Translational Medicine, 3D Medicines Inc., Shanghai, China; 3D Medicines Inc.,
Shanghai, China; The Third Affiliated Hospital of Soochow University, Changzhou, China; Third Affiliated Hospital of Soochow University, Changzhou, China

Background: Current non-invasive approaches for the diagnosis of pancreatic ductal adeno-
carcinoma (PDAC) exhibit inherent limitations in accuracy. Consequently, there exists an
urgent and unmet need for novel non-invasive biomarkers exhibiting high sensitivity and
specificity to enable PDAC diagnosis. Methods: We employed small RNA sequencing to detect
microRNA (miRNA) expression in small extracellular vesicles (SEVs) isolated from plasma
samples of study participants (n = 208). A diagnostic model was developed (n = 140) and
validated (n = 68) to discriminate between patients with PDAC and non-malignant controls
(healthy individuals, chronic pancreatitis, intraductal papillary mucinous neoplasms, serous
cystadenomas, solid pseudopapillary tumors, pancreatic cysts, and pancreatic abscesses).
Results: The small RNA sequencing analysis of plasma sEV miRNA identified 32 differentially
expressed sEV miRNAs between non-malignant controls and PDAC patients. The diagnostic
model with the best performance was constructed using 17 sEV miRNAs. The diagnostic model
achieved an area under curve (AUC) of 0.939, a sensitivity of 93%, and a specificity of 90% in the
training cohort and an AUC of 0.951, a sensitivity of 95%, and a specificity of 83% in the test
cohort. We identified the distinct characteristics of plasma sEV miRNAs among non-malignant
controls compared to PDAC patients. Moreover, nine negative miRNAs and one positive miRNA
were found significantly associated with the death risk of PDAC (all p < 0.05). Conclusions: Our
findings demonstrates that plasma sEV miRNA exhibits a highly discriminative biomarker for
distinguishing non-malignant group from malignant group, making it a promising tool for the
diagnosis of PDAC. Research Sponsor: None.
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Impact of radiologically identified embryological origin on recurrence patterns and
survival in resectable pancreatic head adenocarcinoma.

Imdat Eroglu, Ahmet Oruc, Berkay Yesilyurt, Seda Nur Tosun, Sila Soylu Kogoglu, Tuba Ugur Tuzcu, Lale Damgaci, Oznur Bal, Abdullah Enes Atas, Fatih Giirler, Ugur Coskun,
Aytug Uner, Ozan Yazici, Mehmet Artac, Ahmet Ozet, Sevcihan Kesen Ozbek, Nuriye Ozdemir; Gazi University School of Medicine, Department of Medical Oncology, Ankara,
Turkey; Necmettin Erbakan University Meram Medical Faculty Medical Oncology Department, Konya, Turkey; Ankara Bilkent City Hospital, Department of Medical
Oncology, Ankara, Turkey; Gazi University School of Medicine, Department of Radiology, Ankara, Turkey; Ankara Bilkent City Hospital, Department of Radiology, Ankara,
Turkey; Necmettin Erbakan University, Meram Medical Faculty, Department of Radiology, Konya, Turkey; Necmettin Erbakan University Meram Medical Faculty,
Department of Medical Oncology, Konya, Turkey

Background: The pancreatic head develops embryologically from the fusion of the dorsal
pancreatic (Dp) and ventral pancreatic (Vp) buds, which differ in cellular composition. Although
histopathology is considered the gold standard for distinguishing these structures, they can
also be differentiated radiologically. The prognostic significance of the embryological origin of
pancreatic head adenocarcinomas remains unknown. This study aimed to investigate the
impact of tumor embryological location on survival outcomes in patients with resectable
pancreatic head adenocarcinoma. Methods: Patients who underwent surgical resection for
pancreatic head adenocarcinoma were retrospectively analyzed. Preoperative conmputed to-
mography images were used to determine the embryological tumor location. The boundary
between Dp and Vp was defined as a line connecting the portal vein/superior mesenteric vein to
the anterior margin of the intrapancreatic bile duct. Tumors located predominantly (=80%) on
one side of this boundary were classified accordingly, while tumors without =80% predom-
inance in either region were classified as mixed. Patients were grouped as Vp, Dp, or mixed
pancreatic (Mp) origin. The primary endpoint was overall survival (0S), and the secondary
endpoint was progression-free survival (PFS). Results: A total of 164 patients were included.
Tumor origin was classified as Vp in 74 patients (45.1%), Dp in 63 patients (38.4%), and Mp in
27 patients (16.5%). Mp tumors were associated with a significantly higher rate of grade 3
tumors (48.1% in Mp vs 21.6% in Vp and 23.8% in Dp, p = 0.005) and advanced T stage (T3—-T4:
70.3% in Mp vs 32.4% in Vp and 47.6% in Dp, p = 0.009). Other baseline clinicopathological
characteristics, and the rates of adjuvant chemotherapy and radiotherapy were similar among
groups. Median PFS was 11.2 months (95% CI 10.5—-11.9) in Mp, 13.0 months (95% CI 9.3-16.7)
in Vp, and 9.8 months (95% CI 7.6—11.9) in Dp (p = 0.032). All recurrences in the Dp group were
distant metastases, whereas Mp tumors recurred predominantly as distant metastases (85.7%)
and Vp tumors showed a higher proportion of local recurrence (33.3%) (p < 0.001). Median OS
was significantly longer in the Vp group (Mp: 16.7 months, 95% CI 8.9—27.4; Vp: 25.3 months,
95% CI 11.8—37.8; Dp: 16.7 months, 95% CI 13.2—20.3; p = 0.006). Conclusions: The embry-
ological origin of pancreatic head adenocarcinoma is associated with distinct pathological
features, survival outcomes, and recurrence sites. Vp-origin tumors demonstrate superior OS
but higher local recurrence rates, whereas Dp-origin tumors are characterized by early distant
metastasis. Preoperative CT-based identification of tumor origin serves as a non-invasive
prognostic tool that may guide personalized adjuvant strategies, such as intensifying systemic
therapy for Dp/Mp tumors or optimizing local control for Vp tumors. Research Sponsor: None.
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Early detection of pancreatic ductal adenocarcinoma (PDAC) with a multiomic liquid
biopsy.

Holly Butler, James Munro Cameron, David Palmer, Alejandro Zulbaran, William Fisher, Rose McHardy, Siobhan Palmer, Matthew Baker; Dxcover Ltd, Glasgow, United
Kingdom; Baylor College of Medicine, Houston, TX

Background: Early diagnosis remains the major unmet challenge in pancreatic ductal adeno-
carcinoma (PDAC), which accounts for approximately 3% of all cancers but nearly 8% of
cancer-related deaths in the United States, reflecting its exceptionally poor prognosis. Overall
five-year survival remains below 15%, largely because the majority of patients present with
unresectable or metastatic disease at diagnosis. Curative surgical resection is feasible in fewer
than 20% of cases. There is a critical need to improve risk stratification and diagnostic triage
among high-risk populations, including individuals with pancreatic cystic lesions, chronic
pancreatitis, and new-onset diabetes over the age of 50. However, the low short-term incidence
of PDAC in these groups limits the feasibility of widespread surveillance using current imaging
modalities. Methods: In this study, a spectroscopic blood test has been evaluated as an alter-
native strategy for PDAC detection. This technology employs infrared (IR) spectroscopy to
interrogate blood samples, generating disease-specific spectral signatures sensitive to cancer-
associated biochemical alterations. When integrated with machine learning, the approach
enables detection by capturing global changes across all biomolecular components of the
sample. Initially, spectra from 166 patients with PDAC were classified against those from
459 symptomatic patients with non-cancer diagnoses. The trained algorithms are then inde-
pendently tested on an additional clinical dataset focused on the higher risk population (n =
975). Results: The initial receiver operating characteristic (ROC) curve reported an area under
the curve (AUC) value of 0.84. The diagnostic algorithm reported 92% sensitivity with 52%
specificity. Importantly, the model did not seem to be affected by cancer stage. The detection
rates with the sensitivity-tuned model were 88% stage I, 94% stage 11, 99% stage III and 95%
stage IV. Validation testing provided additional confirmation of diagnostic ability in the
intended use population. The ROC curve for PDAC versus all control patients reported an
AUC of 0.81, and PDAC classified against high-risk non-cancers produced an AUC of 0.83.
Conclusions: Earlier detection of PDAC has the potential to substantially improve patient
outcomes and survival. While advances in genetic sequencing have enabled the identification
of tumor-derived biomarkers—including circulating tumor DNA, exosomes, and microRNA—
these approaches are limited in early-stage PDAC due to low tumor burden and weak signal
from circulating markers. A spectroscopy-based, multi-omic blood test represents a novel
strategy that may overcome these limitations, particularly in high-risk populations. Research
Sponsor: None.
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A phase Il multicenter study of NASOX regimen as adjuvant chemotherapy for
patients with resected pancreatic ductal adenocarcinoma.

Kuirong Jiang, Min Tu, Qiangian Wang, Nan Lv, Dong Xu, Yang Wu; Pancreas Center, The First Affiliated Hospital with Nanjing Medical University, Nanjing, China; Pancreas
Center, The First Affiliated Hospital with Nanjing Medical University, Nanjing, Jiangsu, China

Background: Pancreatic ductal adenocarcinoma (PDAC) is the fifth leading cause of cancer-
related mortality in China, with a 5-year survival rate of only 5%—7%. Surgical resection
followed by adjuvant chemotherapy can improve this to 15%—25%, but more effective adjuvant
regimens are urgently needed to further prolong survival. The PRODIGE 24/CCTG PA.6 trial
demonstrated that the mFOLFIRINOX regimen significantly improved outcomes compared
with gemcitabine alone. The NASOX regimen is a modified mFOLFIRINOX regimen, which uses
irinotecan hydrochloride liposomes (nal-IRI) instead of irinotecan and oral fluoropyrimidine
tegafur instead of fluorouracil, and has demonstrated a favorable safety profile. This study aims
to assess the efficacy and safety of NASOX as an adjuvant chemotherapy regimen for patients
with resected PDAC. Methods: This is a Phase II, single-arm, open-label, multicenter clinical
trial to evaluate the efficacy and safety of NASOX as adjuvant chemotherapy in patients with
resected PDAC. The primary endpoint is DFS. Secondary endpoints include overall survival (OS),
safety, quality of life (QoL), compliance with adjuvant therapy, and nutritional status. Explor-
atory endpoints will involve genomic, metabolomic, and proteomic analyses to identify bio-
markers that may predict response and safety to NASOX regimen Results: Between August 2024
and October 2025, 55 patients were screened, with 53 ultimately enrolled. Age ranged from 34 to
73 years (median: 59). Forty-six patients underwent at least one tumor assessment, with 11
experiencing disease recurrence and 3 deaths. Median follow-up was 11.5 months(interquartile
range 9.9—-15.5), yielding a 9-month DFS rate of 82.7% a 9-month OS rate of 97.7%, with
median DFS and OS not yet reached. Treatment-related adverse events (TRAESs) occurred in 52
patients (100%), including grade 3 or 4 adverse events in 28 patients (53.85%). The most
common Grade 3—4 treatment-related adverse events were diarrhea (17.31%), neutropenia
(17.31%), hypokalemia (11.54%), and gastrointestinal pain (9.62%). Conclusions: NASOX reg-
imen demonstrated the anticipated efficacy and safety profile in the adjuvant treatment of
PDAC following surgery, warranting further investigation. Clinical trial information:
NCT06361316. Research Sponsor: None.
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Safety, efficacy, and immunogenicity of adjuvant therapy with personalized cancer
vaccine (PCV) RGL-270 in combination with adebrelimab and mFOLFIRINOX in
resectable pancreatic ductal adenocarcinoma (PDAC).

Si Shi, Jin Xu, Miaoyan Wei, Jialin Li, Nan Du, Cheng Liao, Qiugiong Yu, Yiwu Du, Lei Song, Huanyu Wang, Xianjun Yu; Department of Pancreatic Surgery, Fudan University
Shanghai Cancer Center, Shanghai, China; Jiangsu Hengrui Pharmaceuticals, Shanghai, China; Shanghai Regenelead Therapies Co., Ltd., Shanghai, China

Background: Tumor specific neoantigens are peptides carrying somatic mutations presented
by HLA molecules and recognized by T cells, which subsequently induce specific immune
response (IR). The IR could be further boosted when in combination with PD-1/L1 inhibitor.
RGL-270 is a lipid nanoparticle (LNP)-encapsulated, mRNA-based PCV, encoding tumor
specific neoantigens screened via a proprietary algorithm to induce patient specific IR. This
investigator-initiated, open-label, dose escalation and expansion clinical trial was conducted
in China, to evaluate the safety, efficacy and immunogenicity of RGL-270 in combination with
adebrelimab (anti-PD-L1 mAb) in patients with resectable PDAC. Methods: PDAC patients with
Ro/R1surgical margins were enrolled. After surgery, RGL-270 was administrated up to 9 cycles,
in combination with adebrelimab and followed by modified FOLFIRINOX chemotherapy. The
key endpoints included safety, efficacy assessment with recurrence-free survival (RFS), overall
survival (0S), 18-month RFS rate, and PCV specific IR evaluation by ELISpot. Results: As of 01/
15/2026, 16 patients in the dose escalation (n = 7) and expansion (n = 9 at expansion dose level)
stage received RGL-270 combo with adebrelimab therapy. Up to date, all dose levels were safe
and well tolerated. The most common treatment-related adverse events (TRAEs) were fever,
influenza-like illness and injection-site reactions. All TRAEs were CTCAE grade 1~2 and no
treatment-related SAE or DLT was reported. Currently, the median follow-up is 18.0 months,
with median RFS and OS not reached yet, and the 18-month RFS rate is 100%.The PCV-specific
IR positive rate was 100%. Interestingly, IR was also detected in patients who had undergone
prior splenectomy (5/16). The primary IR emerged as early as 2 cycles after the first PCV
administration, with the best of response (BoR) observed 2~4 cycles post-baseline and, in most
cases, persisting until cycle 9, the booster cycle. To date, no dose-dependent manner for IR has
been observed. Additionally, concordance between the predicted and immunogenic neoanti-
gens was analyzed, and the resulting insights were fed back to improve the neoantigen
screening algorithm. Furthermore, bulk T-cell receptor sequencing was performed to further
characterize the PCV specific IR. Conclusions: Based on proprietary LNP delivery systems,
algorithms for neoantigen identification and immunogenicity prediction, the combination
treatment of RGL-270 and adebrelimab demonstrated a favorable safety profile, promising
efficacy, and robust immunogenicity. This preliminary result guarantees the further develop-
ment of PCV-based anti-tumor therapy in the adjuvant setting for PDAC. Clinical trial infor-
mation: NCT06156267. Research Sponsor: Noncommunicable Chronic Diseases-National
Science and Technology Major Project (2024ZD0525500/2024ZD0525505).
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Experience of Spanish centers with echoendoscopically implanted 3?P micropar-
ticles associated with chemotherapy in locally advanced pancreatic
adenocarcinoma.

Carmen Guillen-Ponce, Elena Brozos, Martin Perez Martelo, Lucia Garcia Bernardo, Zulema Nogareda Seoane, Jose Larino-Noia, Virginia Pubul Nufiez, Rebeca Chulvi,
Marisol Huerta, Alejandra Giménez, Ignacio Juez, Ignacio Navales, Ana Garcia de Paredes, Jorge Adeva, Joaquina Martinez-Galan, Mariano Ponz-Sarvise, Rafael Alvarez,
Maria Purificacion Rodriguez Cernuda, Fayna Armas, Javier Zamora; Hospital Universitario Ramon y Cajal, Irycis, Madrid, Spain; Hospital Clinico Universitario de Santiago,
Santiago de Compostela, Spain; Hospital Clinico Universitario de Santiago, Santiago de Compostela, Spain; Molecular Imaging Research Group, Nuclear Medicine
Department, University Clinical Hospital of Santiago de Compostela, Santiago de Compostela, Spain; Medical Oncology Service, Doctor Peset University Hospital, FISABIO,
Valencia, Spain; Department of Medical Oncology, INCLIVA Biomedical Research Institute, University of Valencia, CIBERONC, Instituto de Salud Carlos IlI, Valencia, Spain;
Medical Oncology Department, Hospital Universitario y Politécnico la Fe de Valencia, Valencia, Spain; Hospital Universitario de Fuenlabrada, Madrid, Spain; Vall d'Hebron
University Hospital, Barcelona, Spain; Gastroenterology Department, Hospital Universitario Ramon y Cajal, IRYCIS, Centro de Investigacion Biomedica en Red de
Enfermedades Hepaticas y Digestivas (CIBERehd), Madrid, Spain; Hospital Universitario 12 De Octubre, Madrid, Spain; Department of Medical Oncology, Hospital
Universitario Virgen de las Nieves, Granada, Spain; Cancer Center Clinica Universidad de Navarra, Pamplona, Spain; Department of Medical Oncology, Hospital Universitario
HM Sanchinarro, Madrid, Spain; Hospital Clinico Universitario de Valladolid, Valladolid, Spain; Nuclear Medicine Department - Complejo Hospitalario Universitario Insular-
Materno Infantil, Universidad de Las Palmas de Gran Canaria, Las Palmas De Gran Canaria, Spain; Unidad de Bioestadistica, Hospital Universitario Ramon y Cajal, IRYCIS,
Madrid, Spain

Background: Phosphorous 32 microparticle (3*P) brachytherapy delivered by echoendoscopy
(EUS) represents an innovative therapy in pancreatic cancer (PC). The device to implant it is
approved in unresectable locally advanced PC in combination with gemcitabine-based che-
motherapy. Our aim is to present the preliminary efficacy and safety results of a series that
brings together the experience of thirteen centres in Spain. Methods: After being assessed by a
multidisciplinary committee, patients signed consent to receive intratumoural 3*P by EUS.
Complications associated with intratumoural 32P injection via EUS, associated adverse events
(AEs) and preliminary efficacy results (progression-free survival [PFS], distant and locore-
gional, and overall survival [OS]) were analysed. Results: Fifty one patients (32 females and 19
males; age 65.5 years [range 48, 84]; 36 ECOG 1 and 14 ECOG 0) with unresectable locally
advanced PC (30 in head, 5 in uncinate, 5 in neck and 11 in body; tumour size 30.8 mm [range 12,
60]) were included. The median time from tumour diagnosis to procedure was 5.9 months [0,
28.9]. Twenty-four patients (47 %) had received at least one previous line of treatment; four
had received two prior lines. Fifty patients (98%) received gemcitabine-based chemotherapy
concomitant with intratumoural 32P (42 gemcitabine plus nabpaclitaxel; 8 gemcitabine mono-
therapy. There were two AEs related to 32P injection by EUS: G1 epigastric pain (1 patient) and
G2 asthenia (1 patient). A total of 30 patients (58.8%) had chemotherapy-related AEs, with 8
cases of G3 neutropenia (1 febrile neutropenia) and/or G3 thrombopenia; 22 had G1-2 toxicities:
neurotoxicity (5), asthenia (4), neutropenia (3), thrombopenia (2), anaemia (4), nausea (2),
diarrhoea (2), anorexia (1), onycholysis (1), mucositis (1), and constipation (1). Seven patients
(13,7%) underwent surgery after intratumoural treatment (5 Ro and 2 R1). With a median
follow-up of 8.7 months after injection (range: 1.02 months to 40.77 months), 25 patients (49.2
%) have progressed, 19 of them distantly, and nine also locoregionally. The median PFS since
32P injection is 8.5 months (95% CI 5.3,17). 33 patients are alive at the end of follow-up (64.7%)
with a median OS since 32P injection of 15.6 months 95% CI [10.2, 26.9]. Conclusions: Our
experience suggests that intratumoural 32P associated with gemcitabine-based chemotherapy
is safe. Patients after 32P injection achieve long overall survival. Surgical rescue was achieved
in a high percentages of initially unresectable cases. Research Sponsor: None.
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Distinct multi-omic signatures that underlie KRAS variants and survival in KRAS
G12R pancreatic cancer.

Sargis Hovhannisyan, Aditi Bhargava, Jennifer Van Eyk, Sarah Parker, Jun Gong, Cristina R. Ferrone, Andrew Hendifar, Stephen Jacob Pandol, Arsen Osipov; Cedars-Sinai
Medical Center, Los Angeles, CA; Aseesa Inc., San Francisco, CA; Department of Surgery, Cedars-Sinai Medical Center, Los Angeles, CA; Samuel Oschin Cancer Center,
Cedars-Sinai Medical Center, Los Angeles, CA

Background: KRAS mutations are the dominant oncogenic drivers of pancreatic ductal ade-
nocarcinoma (PDAC). While KRAS G12D/V variants are associated with aggressive disease and
poor prognosis, the biological basis for survival differences among KRAS variants remains
incompletely defined. We leveraged a comprehensive multi-omics dataset to characterize
variant-specific molecular signatures associated with survival. Methods: Tissue and plasma
samples from 72 patients with Stage I/II resectable PDAC were retrospectively analyzed using
the Aseesa Stars multi-modal integrated platform. Multi-omic profiling included targeted DNA
sequencing, whole-transcriptome RNA sequencing, tissue and plasma proteomics, lipidomics,
and computational pathology, generating 6,363 features linked to overall survival (0S). An-
alyses focused on KRAS wild-type (n=7) and the most prevalent KRAS variants: G12R (n=12),
G12D (n=21), and G12V (n=13). Results: Patients with KRAS G12R who underwent upfront
resection demonstrated significantly longer OS compared with G12D/V variants (median OS
37.5 vs. 18.9 months; HR 0.50 [95% CI 0.23—-1.09]; log-rank p=0.047). Compared with KRAS-
WT, combined KRAS-mutant tumors exhibited significant alterations in neutrophil degran-
ulation, apoptosis, protein transport, cell adhesion, and oxidative phosphorylation (OXPHOS)
pathways (p<0.05). A total of 381 molecular signatures differed significantly (p<0.05) between
G12R and G12D/V cohorts. In direct G12R vs. G12D comparison, 110 features were unique to high
0S (p<0.05). KRAS G12R, G12D and G12V shared activation of PI3K/AKT, MET, and PTPN11
signaling, consistent with a common aggressive phenotype. In contrast, KRAS G12R tumors
demonstrated significant alterations in major mRNA splicing and OXPHOS pathways (p<0.05).
Splicing regulators PLRG1 and RBM8A were reduced in G12R patients by 6% (p<0.03). Six
OXPHOS-related signatures also favored high 0S, lipid hexosylceramide 24:1 was decreased by
14.59% (p=0.016). Tissue protein ACADS decreased by 5.38% (p=0.025) in G12R high OS, but
increased in G12D high 0S. Conclusions: KRAS G12R defines a molecularly distinct PDAC
subtype with improved survival, characterized by suppressed mRNA splicing signatures and
coordinated metabolic remodeling, highlighting variant-specific metabolic and molecular
divergence. These findings underscore the importance of KRAS variant stratification for prog-
nostication and future development of variant-specific precision therapeutic strategies.
Research Sponsor: U.S. National Institutes of Health; CA259456; Conquer Cancer, the ASCO
Foundation.
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Risk-adapted step-up local therapy for malignant portal vein tumor thrombus from
hepatic metastases: A real-world study of microwave ablation with and without
iodine-125 seed implantation.

Hoang Tran Pham, Li Chun, Weidong Bao, Shichao Tian, Qingsong Zhao, Mingyi Zhang, Zhuolin (William) Yang, Margarita De Alba, Zhongyi Dong, Joseph Brandon Parker,
Renee Morecroft, Aya Elalfy, Chasen Cottle, Demarcus Ingram, Ahmed Abdel-Hakeem, Shifali Bains, Parth Patel, Muhammad Ali, Shannon Hartzell, Vivienne Yang;
Department of Internal Medicine, Trinity Health Ann Arbor Hospital, Ann Arbor, MI; Department of Medical Oncology, Sichuan Provincial Construction Hospital, Chengdu,
China; Department of Interventional Oncology, Chengdu University of TCM Affiliated Hospital, Chengdu, China; Department of Radiology, Sichuan Provincial Construction
Hospital, Chengdu, China; Department of General Surgery, Sichuan Liver Disease Hospital, Chengdu, China; Department of Surgery, Mayo Clinic Florida, Jacksonville, FL;
Northwestern University Feinberg School of Medicine, Chicago, IL; University of lllinois College of Medicine, Chicago, IL; Renji Hospital, Shanghai Jiao Tong University
School of Medicine, Shanghai, China; Department of Internal Medicine, Mayo Clinic Florida, Jacksonville, FL; Department of Internal Medicine, HCA Orange Park Hospital,
Orange Park, FL; Department of Hematology & Oncology, Mayo Clinic Florida, Jacksonville, FL; Department of Pulmonology & Critical Care, University of Florida, Gainesville,
FL; M.P. Shah Medical College, Jamnagar, India; Department of Internal Medicine, Mayo Clinic Florida & Mayo Clinic Comprehensive Cancer Center, Mayo Clinic Florida,
Jacksonville, FL; Department of Radiation Oncology, Mayo Clinic Florida, Jacksonville, FL

Background: Malignant portal vein tumor thrombus (PVTT) arising from hepatic metastases is
associated with poor prognosis, rapid hepatic decompensation, and limited effective local
treatment options despite systemic therapy. In real-world practice, local treatment intensity is
frequently adapted to disease burden and treatment response. We evaluated outcomes of a risk-
adapted, step-up local treatment strategy using microwave ablation (MWA) alone or in com-
bination with iodine-125 (I-125) seed implantation for patients with malignant PVTT.
Methods: We retrospectively reviewed patients with hepatic metastases treated with MWA
with or without I-125 seed implantation between 2023 and July 2025. In clinical practice, MWA
alone was preferentially used for patients with relatively limited disease burden, while MWA
plus I-125 was employed as an escalation strategy for patients with more advanced PVIT or
disease progression following MWA alone. The primary endpoint was PVIT-directed local
outcome, defined as portal vein patency and/or local control of tumor thrombus on follow-up
imaging. Secondary endpoints included progression-free survival (PFS), overall survival (0S),
hepatic function changes, and treatment-related toxicity. Survival analyses were considered
exploratory. Results: A total of 73 patients were included, of whom 50 were treated with MWA
alone and 23 with MWA plus I-125 seed implantation. Patients receiving MWA plus I-125
demonstrated more advanced disease characteristics, including universal presence of PVTT and
higher disease stage, consistent with treatment escalation by disease severity. Among patients
with PVTT, MWA plus I-125 achieved portal vein patency and/or local control in 65% at first
follow-up imaging. Treatment-related toxicities were manageable, with no unexpected
grade =3 adverse events attributable to I-125 implantation. Median PFS was 11.5 months in
patients treated with MWA alone and 9.9 months in patients treated with MWA plus I-125,
consistent with greater baseline disease burden in the latter group. Conclusions: MWA alone
and MWA plus I-125 function as complementary components of a risk-adapted, step-up local
treatment strategy for malignant PVTT from hepatic metastases. Escalation to MWA plus I-125
appears feasible in patients with advanced or refractory PVIT and demonstrates a potential
signal for improved PVTT-directed local control and portal vein patency. Prospective studies
focused on PVTT-specific endpoints are warranted. Research Sponsor: None.
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Donafenib plus immune checkpoint inhibitors with or without oral fluorouracil
chemotherapy drugs (S-1/capecitabine) for patients with resected high-risk biliary
tract tumor: A multi-center retrospective study.

Huang Huaiyin, Chen Chen, Chuang Peng, Zeng Xinxin, Wang Zicheng, Liming Shi, Wang Zhao, Jianjie Qin, Hongji Yang, Kai Chen, Li Jian; Hunan People’s Hospital (Hunan
Normal University Affiliated No.1 Hospital), Changsha, China; Hunan Provincial People’s Hospital, The First Affiliated Hospital of Hunan Normal University, Changsha,
China; Department of Hepatobiliary, People’s Hospital of Hunan Province, Changsha, China; Sir Run Run Shaw Hospital Zhejiang University School of Medicine, Hangzhou,
China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; The First Affiliated Hospital of Nanjing Medical University, Nanjing, China; Department of
Nephrology, Sichuan Provincial People’s Hospital, School of Medicine, University of Electronic Science and Technology of China, Chengdu, China

Background: Chemotherapy combined with Immune Checkpoint Inhibitors (ICIs) and dona-
fenib showed promising efficacy and safety in advanced biliary tract cancer (BTC). Oral fluo-
rouracil chemotherapy drugs S-1 or capecitabine are used as standardized adjuvant therapy for
BTC. This study aimed to evaluate the efficacy and safety of donafenib plus ICIs with or without
oral fluorouracil chemotherapy drugs as adjuvant therapy in BTC patients with high-risk
recurrence factors after radical resection. Methods: This multi-center retrospective study
enrolled BTC patients with high-risk recurrence factors who underwent surgical resection
at Hunan Provincial People’s Hospital, Sichuan Provincial People’s Hospital, The First Affiliated
of Zhengzhou University, Sir Run Run Shaw Hospital and Jiangsu Provincial People’s Hospital
from Aug 2022 to Nov 2025. All patients exhibited at least one of the following high-risk
recurrence factors: macrovascular invasion, lymph node metastasis, satellite lesion, nerve
invasion and the maximum diameter of tumors=5cm. Patients received adjuvant therapy of
donafenib plus ICIs with or without S-1/capecitabine after surgery. The primary endpoint was
RFS and secondary endpoints included OS and safety. Results: A total of 50 patients were
enrolled, with a median age of 60.5, included 21 Intrahepatic, 18 hilar cholangiocarcinoma and
11 others. Tumor stage I/II/II1/IV, 8/10/25/7; Ro/R1resection, 44/6. All patients exhibited a high
risk factor of recurrence at least, the rate of macrovascular invasion, lymph node metastasis,
satellite lesion, nerve invasion and the maximum diameter of tumors=5cm are 40.0%, 42.0%,
6.0%, 70.0% and 34.0%. 20 patients received the adjuvant therapy of S-1/ capecitabine plus
donafenib with ICIs, and the other 30 patients were treated with donafenib and ICIs. The median
follow-up time was 15.2 months (95%CI: 11.17-18.46), 16 patients relapsed. The median RFS
was 14.0 months (95% CI: 11.07-NA), and the one-year RFS rate was 63.8%, two-year RFS rate
was 45.1%. T staging of tumor is an independent influencing factor on disease recurrence in the
multivariate analysis. The RFS in stage T1/2 patients was significantly higher than stage T3/4.
The incidence of grade 3 TEAEs stood at 26.0%, including hand-foot syndrome (44%), anaemia
(16%), diarrhea (16%) and rash (12%). No patients encountered grade 5 TRAEs. Conclusions:
The combination of donafenib plus ICIs with or without oral fluorouracil chemotherapy drugs
(S-1/capecitabine) appears to be a promising adjuvant therapy for patients with high-risk
biliary tract tumor. Furthermore, no significant safety concerns were observed. Research
Sponsor: None.
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Deciphering the heterogeneity and cellular interactions of cancer-associated fi-
broblasts in extrahepatic cholangiocarcinoma by spatial transcriptomics.

Giulia Petroni, Simone Romagnoli, Daniele Lavacchi, Giulia Massaro, Francesca Rizzo, Costanza Winchler, Gian Luca Grazi, Daniele Rossini, Luca Messerini, Matteo Benelli,
Serena Pillozzi, Lorenzo Antonuzzo; Department of Experimental and Clinical Medicine, University of Florence, Florence, Italy; Department of Experimental and Clinical
Biomedical Sciences 'Mario Serio’, University of Florence, Firenze, Italy; Oncology Unit, Careggi University Hospital, University of Florence, Florence, Italy; Clinical Oncology
Unit, Careggi University Hospital; Department of Experimental and Clinical Medicine, University of Florence, Florence, Italy; Department of Medicine, Surgery and Dentistry
"Scuola Medica, Salernitana” University of Salerno, Salerno, Italy; Oncology Unit, Careggi University Hospital, University of Florence, Florence, Florence, Italy; Department of
Experimental and Clinical Medicine, University of Florence, Firenze, Italy; Histopathology and Molecular Diagnostics, Careggi University Hospital, Florence, Italy;
Department of Experimental and Clinical Biomedical Sciences 'Mario Serio’, University of Florence, Florence, Italy; Department of Experimental and Clinical Medicine,
University of Florence. Oncology Unit, Careggi University Hospital, Florence, Italy

Background: Cholangiocarcinoma (CCA) is a rare and lethal malignancy characterized by a
desmoplastic stroma. containing cancer-associated fibroblasts (CAFs). Although CAFs have
been widely studied in intrahepatic CCA, their impact on TME remodeling and chemo-
immunotherapy (CIT) efficacy in extrahepatic (e) CCA is not fully elucidated. A compressive
characterization of the spatial orchestration of the eCCA TME and of the interaction between
CAFs and adjacent tumor cells is needed for the identification of therapies able to improve CIT
efficacy, that, so far, is limited in these patients. Methods: We employed spatial transcriptomics
on tumor specimens from 8 patients with advanced distal (d) or perihilar (p) CCA treated with
durvalumab + cisplatin/gemcitabine. 126 microregions were analyzed with the GeoMx Digital
Spatial Profiler and classified according to pan-CK and ACTA2/aSMA straining, as follow:
CK*aSMA tumor, CK"aSMA™ distant and peritumor CAF-enriched stroma, or CK"aSMA™ peri-
tumor stroma. Results: «SMA staining showed a high degree of stromal heterogeneity in all
eCCA, with some tumor nests surrounded by a dense CAF-enriched stroma and others by « SMA™
cells within the same sample. Based on CD45 staining all samples were classified as immune-
desert or -excluded, as no immune cells were found intratumorally. Tumor-adjacent CAFs
exhibited a distinct extracellular matrix (ECM) remodeling signature marked by the expression
of COL11A1, MMP11 and TGFB family members. GSEA showed a positive enrichment of
epithelial-mesenchymal transition (EMT) transcripts linked to the downregulation of signa-
tures of immune activation and IFN response, in both peritumoral CAF-enriched regions and
adjacent tumor cells. Confirming this data, receptor-ligand interaction modeling performed
using the CellChat tool confirmed that CAF-enriched regions exhibited strong interactions with
adjacent tumor cells, throughout the secretion of several factors involved in ECM-remodeling
and immunosuppression. Intriguingly, a higher expression of EMT-related genes linked to a
higher downregulation of pathways of immune activation was observed in dCCA vs pCCA
samples, with dCCA patients experiencing a shorter progression-free survival (PFS) from
CIT compared to pCCA patients (PFS ranging from 7-12 and 10-24 months, respectively).
Conclusions: Our findings suggest that COL11A1*"MMP11* CAFs might limit CIT efficacy in eCCA
by promoting eCCA EMT and, at the same time, by forming a collagen-dense physical barrier
that hampers the intratumoral recruitment of immune cells, thus offering novel insights into
potential therapeutic targets for interventions. A deeper characterization of CAF features and
CAF-tumor interactions is ongoing. Research Sponsor: None.
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Real-world outcomes in gastrointestinal cancer patients with targetable genomic
alterations identified on serial liquid biopsy.

Linda Albusoul, Lauren Welch, Matthew Margolis, Zaid Ihab Al Saheli, Gazala Khan, Philip Agop Philip, Maria Diab; Henry Ford Cancer Institute, Detroit, MI; Guardant Health,
Palo Alto, CA; Henry Ford Health System, Department of Hematology/Oncology, Detroit, MI; Division of Hematology, Oncology, Department of Internal Medicine, Henry Ford
Hospital, Henry Ford Cancer Institute, Detroit, MI; Wayne State University, Henry Ford Cancer Institute, Detroit, MI; Henry Ford Health/Michigan State University, Detroit, M|

Background: Precision oncology in gastrointestinal (GI) cancers relies on identifying targetable
genomic alterations (TGA) to guide therapy. Liquid biopsy (LB) using circulating tumor DNA
(ctDNA) enables minimally invasive molecular profiling and serial monitoring. As targeted
therapies for GI cancers expand, repeat LB is increasingly used to detect emergent alterations.
However, the clinical relevance of TGA not previously identified, particularly when detected at
low variant allele fraction (VAF) where clonal burden is difficult to infer, remains unclear.
Methods: GI cancer patients (pts) with >1 LB were identified from the Guardant Health
InfinityAI Data Library, a real-world database of insurance claims and de-identified clinical
Guardant360 records. Pts without TGA on initial LB, but gained TGA on subsequent LB were
included. TGA were defined as biomarkers with cancer-type specific or pan-tumor matched
targeted therapy (MTT) approvals: KRAS G12C, ERBB2 amplification (amp), BRAF V600OE, IDH1,
MSI-H, and NTRK/RET/FGFR2 fusions or with select approved MTT in non-GI cancers: PIK3CA
and ERBB2 mutation (mut). When available, methylation-derived tumor fraction (TF), a mea-
sure of overall ctDNA burden independent of variant-specific effects, was compared with
emergent TGA VAFs, excluding MSI-H and ERBB2 amp. Pts with multiple cancers or prior
MTT were excluded. Cox proportional hazards model assessed associations between MTT and
real-world overall survival (rwOS), adjusting for age, gender, cancer type, MSI-H status, and
number of gained TGA. Results: Among 16,435 GI cancer pts with >1 LB and no initial TGA,
2,072 (12.6%) gained TGA on serial LB and were included in the overall cohort. For the survival
analysis, 804 pts with gained TGA had treatment and survival data; 13.4% (108/804) received
MTT. Colorectal cancer pts had the highest rate of emergent TGA with approved MTT (17%).
The most common gained TGA across the overall cohort were PIK3CA mut (62%), ERBB2 mut
(11.7%), BRAF V600E (9.5%), KRAS G12C (8.6%), ERBB2 amp (7%), MSI-H (4.4%), FGFR
fusions (3%), and NTRK fusions (1.9%). Gained TGA were often detected at low VAF (median
0.2%; 0.01% - 41.4%), and below the TF, suggesting potential subclonal emergence. Chol-
angiocarcinoma and gastroesophageal cancers had the highest MTT rates (14.2% and 10%,
respectively), whereas no anal cancer pts received MTT. Including pts who gained MSI-H
status, 12-and 60-month rwOS from LB-detected TGA was 67% and 25% without MTT versus
78% and 44% with MTT, p<10-4; excluding MSI-H, rwOS with MTT was 82% and 34%,
p=0.00025. Conclusions: Repeat LB identified TGA in a subset of GI cancer pts lacking baseline
TGA, many detected at low VAF. MTT receipt for emergent TGA was associated with improved
rwOS, supporting serial LB in later-line decision making. Further studies are needed to assess
outcomes by TGA type, therapy, clonality, and GI cancer. Research Sponsor: None.
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Phase Il study evaluating ivonescimab in combination with chemotherapy as first-
and second-line treatment of advanced or metastatic gastric and gastroesophageal
adenocarcinoma patients (UCGI 52 — GRACIE).

Christelle De La Fouchardiere, Sophie Gourgou, Clélia Coutzac, Damien Botsen, Valerie Boige, Simon Pernot, Mélanie Dos Santos, Justine Vivier Chicoteau,

Nicolas De Sousa Carvalho, Judith Raimbourg; Cancer Center Institut Paoli-Calmettes, Marseille, France; Biostatistics Unit, CTD INCa, ICM-Montpellier Cancer Institute,
Montpellier, France; Centre Léon Bérard, Lyon, France; Institut Jean Godinot, Reims, France; Gustave Roussy, Villejuif, France; Department of Medical Oncology, Institute
Bergonié Cancer Center, Bordeaux, Nouvelle Aquitaine, France; Centre Frangois Baclesse, Caen, France; Curie Institute, Paris, France; Unicancer, Paris, France; Medical
Oncology Department, Insitut de Cancérologie de I'Ouest, F44805 Saint-Herblain, France

Background: The prognosis of advanced/metastatic gastroesophageal adenocarcinomas (GEA)
has recently improved with new targeted therapies, including immune checkpoint inhibitors,
mostly developed in the first-line setting. However, for patients (pts) without actionable
biomarkers or for those who become refractory to first-line therapy, a significant unmet need
remains for effective therapeutic options. Ivonescimab, a bispecific antibody targeting both
VEGF-A and PD-1, appears to be a promising strategy in this setting. Methods: This phase 2
multicenter two-cohort, non-randomized study (NCT06846346) is designed to evaluate the
efficacy and safety of ivonescimab + chemotherapy in pts with advanced or metastatic GEA,
with and without actionable biomarker. Main eligibility criteria are age = 18 years, histologically
proven GEA, stage 4 disease, no prior treatment for pts without actionable biomarker (cohort 1)
or only one prior line for pts with actionable biomarker (cohort 2), ECOG-PS 0-1, and adequate
organs functions. The tumor has to be measurable (RECIST 1.1). Treatment regimens are
ivonescimab 20mg/kg IV on D1 Q2W combined with: cohort 1: FOLFOX (oxaliplatin 85mg/
m? 1V, folinic acid 400 mg/m? IV [or L-folinic acid 200 mg/m?], 5-FU bolus 400 mg/m? then 5-
FU 2400 mg/m? as a 46-hours continuous IV infusion on D1 Q2W; oxaliplatin will be stopped
after 8 cycles); cohort 2: at investigator discretion, paclitaxel (80 mg/m2 IV at D1, D8 and D15,
Q4W for at least 4 cycles) or irinotecan (180 mg/ m2 IV on D1 Q2W). Treatment will be
administered until disease progression or unacceptable toxicity. The primary endpoint is
ORR by central review. Secondary endpoints include ORR assessed by investigator, duration
of response, PES, 0S, safety, time to PS deterioration >2, and quality of life. According to a
single stage phase II A’Hern’s design, a sample of 33 evaluable pts in cohort 1 and 47 evaluable
pts in cohort 2 is required to distinguish between a maximum futility proportion of 0.5 (cohort
1)|0.2 (cohort 2) and a minimum efficacy proportion of 0.75 (cohort 1)1 0.4 (cohort 2) with aone-
sided significance level of 0.04 and 90% power. 88 patients have to be enrolled to observe a
minimum of 80 evaluable patients. Planned accrual duration is 1 year, 12 patients have already
been enrolled. Clinical trial information: NCT06846346. Research Sponsor: SUMMIT
Therapeutics.
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HIPEC combined with NIPS and tislelizumab for conversion therapy in gastric
cancer with peritoneal metastasis (POCY1 or PCI <10): A prospective, single-arm,
phase Il study.

Honghai Guo, Pingan Ding, Peigang Yang, Yuan Tian, Yang Liu, Ze Zhang, Tao Zheng, Dong Wang, Zhidong Zhang, Qun Zhao; The Third Department of Surgery, the Fourth
Hospital of Hebei Medical University, Shijiazhuang, China; The Third Department of Surgery, The Fourth Hospital of Hebei Medical University, Shijiazhuang, China; The
Fourth Hospital of Hebei Medical University, Shijiazhuang, China

Background: Peritoneal metastasis, which is common, difficult to diagnose early, and asso-
ciated with a poor prognosis, is a leading cause of death in pts with advanced gastric cancer. Due
to the peritoneal-plasma barrier, traditional systemic chemotherapy is often ineffective for
gastric cancer patients with peritoneal metastasis. In recent years, combined systemic and
intraperitoneal therapy has gained increasing recognition. The RATIONALE-305 study dem-
onstrated that tislelizumab (TIS) significantly improves outcomes in these patients. This study
combines hyperthermic intraperitoneal chemotherapy (HIPEC), normothermic intraperitoneal
and systemic chemotherapy (NIPS), and PD-1 inhibitor, exploring a novel conversion therapy
regimen for pts with gastric cancer peritoneal metastasis. Methods: This is a prospective,
single-center, single-arm phase II study aims at evaluate the efficacy and safety of HIPEC
combined with NIPS and tislelizumab as conversion therapy for gastric cancer pts with peri-
toneal metastasis who are either cytology-positive only without macroscopic peritoneal de-
posits (POCY1) or Peritoneal Carcinomatosis Index (PCI) <10. Key inclusion criteria are: 1) age
18-75 years; 2) ECOG performance status 0-1; 3) HER2-negative confirmed by IHC, and PD-L1
CPS=1; 4) either POCY1 or PCI =10 without other distant metastases confirmed by laparoscopy;
5) adequate function of major organs. Pts undergo diagnostic laparoscopy for PCI scoring and
peritoneal cytology examination. Upon confirmation of eligibility, pts receive three sessions of
HIPEC followed by 4 cycles of NIPS combined with systemic therapy. The HIPEC regimen
consists of paclitaxel at a dose of 75 mg/m? administered on D1, 3, and 5. After a two-week rest,
NIPS combined TIS is initiated. The NIPS regimen includes paclitaxel (20 mg/m?, ip, D1,8, Q3W
and 50 mg/m?, iv, D1,8, Q3W) ,S-1 (40-60mg based on BSA, po, D1-14, Q3W). The dosage and
administration of TIS is 200 mg, iv, D1, Q3W. Radiological evaluations are performed every 2
cycles during conversion therapy. Upon completion of conversion therapy, pts undergo a
second laparoscopic exploration with peritoneal cytology examination to re-evaluate disease
status. Operable pts who achieve Ro resection receive postoperative adjuvant therapy with the
same regimen (paclitaxel + S-1 + TIS) for 4 cycles. For inoperable pts or those not achieving Ro
resection, subsequent treatment is determined by a multidisciplinary team (MDT). The primary
endpoint is the surgical conversion rate. Secondary endpoints include the 1-year progression-
free survival (PFS) rate, 2-year overall survival (OS) rate, PFS, OS, and safety. Exploratory
endpoints aim to investigate the correlation between efficacy prediction and biomarkers such
as PD-L1 expression, CLDN18.2 expression, and microsatellite instability (MSI) status. Clinical
trial information: NCT07304258. Research Sponsor: None.
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A randomized phase II/lll trial of intraperitoneal paclitaxel plus systemic treatment
vs systemic treatment alone in gastric carcinomatosis: STOPGAP II-ECOG-ACRIN
EA2234.

Maheswari Senthil, Sung Chul Hong, Nataliya V. Uboha, Farshid Dayyani, Xin Yao, Mehraneh D. Jafari, Ibrahim Nassour, Kim Anna Reiss, Shishir K. Maithel, Jordan Berlin;
UC Irvine School of Medicine, Orange, CA; Dana-Farber Cancer Institute, Boston, MA; University of Wisconsin Carbone Cancer Center, Madison, WI; Chao Family
Comprehensive Cancer Center, University of California Irvine, Irvine, CA; Cleveland Clinic FI, Fort Lauderdale, FL; NewYork-Presbyterian and Cornell, New York, NY;
University of Florida Health Cancer Center, Gainesville, FL; Perelman School of Medicine at the University of Pennsylvania, Philadelphia, PA; Northwestern University,
Evanston, IL; Division of Hematology and Oncology, Vanderbilt-Ingram Cancer Center, Nashville, TN

Background: Thirty to forty percent of patients with gastric cancer will develop peritoneal
carcinomatosis (PC), the survival of which remains poor despite systemic therapy (ST). Limited
drug delivery into PC due to blood-peritoneal barrier is considered to decrease the effectiveness
of ST. Hence, there is a critical need to develop novel treatment strategies to improve patient
outcomes. Intraperitoneal (IP) paclitaxel (PTX) combined with ST had been studied extensively
in Asia. In the US, STOPGAP I, a single institution phase II trial has established the safety and
feasibility of IP PTX plus ST in Western patients with gastric PC. Based on these results, we
developed STOPGAP Il trial, which is designed to evaluate the survival benefits of IP PTX plus ST
compared to ST alone in patients with gastric PC. Methods: ECOG-ACRIN EA 2234 STOPGAP II
is a multi-center randomized phase II/III trial (NCT07001748) evaluating IP PTX plus ST
compared to ST alone in patients with gastric PC. Eligible patients must have microsatellite
stable gastric/gastroesophageal cancer (Siewert 3) with cytology positive disease or carcino-
matosis detected by diagnostic laparoscopy (DL), laparotomy, or radiology and have undergone
3-6 months of first line ST. Patients must not have visceral metastases except ovarian me-
tastases or clinically significant progression of PC. All enrolled patients will undergo DL with
peritoneal cancer index (PCI) assessment within four weeks of registration. Patients will be
randomized intraoperatively in 1:1 fashion to Arm A- ST or Arm B- IP PTX with ST. In patients
randomized to Arm B, an IP port will be placed at the initial DL . Patients in Arm A will continue
first line ST and patients in Arm B will receive 40 mg/m2 of IP PTX on days 1 and 8 combined
with 50mg/m2 of IV PTX, 5 fluorouracil 400 mg/m2, leucovorin 20mg/m2. Immune checkpoint
inhibitors and targeted agents will be continued as per standard of care. Patients will be
stratified by PCI (0, 1-6, 7-14, versus >15) and first line ST type (chemo + targeted agent or
immunotherapy versus chemotherapy alone). In both treatment arms, patients will undergo
reevaluation with repeat imaging and if indicated, DL after three months. Patients with stable
disease or response will continue the assigned treatment or could be considered for cytor-
eduction if PCI <7. The primary endpoints are progression free survival (phase II) and overall
survival (0S) (phase III). Assuming the median OS of IP PTX and that of ST to be 22.5 and
12.5 months respectively, and accounting for attrition, 148 patients will be enrolled to achieve
90% power with a hazard ratio of 0.56 (one-sided type I error of 5%). The study is actively
enrolling patients with results expected in 2031. Clinical trial information: NCT07001748.
Research Sponsor: NCI CTEP.
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A phase 1/2 study of BDC-4182, a Claudin 18.2—-targeting next-generation immune-
stimulating antibody conjugate (ISAC), in patients with advanced gastric and
gastroesophageal cancer.
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University Hospital, Kaohsiung, Taiwan; China Medical University Hospital, China Medical University, Taichung, Taiwan; Department of Hematology-Oncology, Chang Gung
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Background: Claudin 18.2 (CLDN18.2) is a transmembrane tight junction protein with expres-
sion restricted to the gastric mucosal epithelia where CLDN18.2 protects against paracellular
acid leakage and associated gastritis." CLDN18.2 overexpression has been observed in several
tumor types, including gastric, esophageal, and pancreatic cancer.>> Loss of cell polarity in
these tumors results in CLDN18.2 localization to surfaces that are more readily accessible to
biologics and effector cells. This expression pattern makes CLDN18.2 a compelling target for
immune-stimulating antibody conjugates (ISACs) that combine the specificity of tumor-
targeting antibodies with the potency and durability of immune activation. BDC-4182 is a
next-generation ISAC consisting of a CLDN18.2-targeting antibody covalently attached to a
novel toll-like receptor (TLR)7/8 agonist via a non-cleavable linker. In preclinical models,
systemic delivery of ISACs has been shown to broadly activate the innate and adaptive immune
system, leading to complete tumor regression. A BDC-4182 surrogate induced immunologic
memory and epitope spreading as evidenced by rejection of tumor cells that no longer express
the target antigen (CLDN18.2) following re-challenge.~> Methods: This is a first-in-human
Phase 1 dose escalation and Phase 2 expansion study of BDC-4182. Up to 122 patients with
advanced gastric and gastroesophageal cancer will be enrolled. To optimize tolerability, BDC-
4182 is administered via an intra-patient step-up dosing regimen wherein subjects receive
lower initial priming doses prior to the target dose. Primary objectives are to define safety and
tolerability and to determine the recommended phase 2 dose (RP2D) of BDC-4182 as a single
agent. Secondary objectives will evaluate the preliminary anti-tumor activity of BDC-4182,
analyze PK characteristics of BDC-4182, and evaluate the immunogenicity of BDC-4182 as a
single agent. Exploratory analyses will also be conducted to explore potential biomarkers in
blood and tumor tissue associated with exposure, efficacy, or safety of BDC-4182, and to define
CLDN18 expression in tumor tissue. This study is being conducted in Australia, South Korea, and
Taiwan. References: 1. Suzuki K, Sentani K, Tanaka H, et al. Cell Mol Gastroenterol Hepatol.
2019;8:119-142.2. HongJY, AnJY, Lee], et al. Transl Cancer Res. 2020;9:3367-3374. 3. ChenJ, Xu
Z,HuC, etal. Front Oncol. 2023;13:1132319.4. FuC, Luo A, LiuJ, et al. ] Immunother Cancer. 2024;
12(Suppl 2):Abstract 1052. 5. Kim HK, Monnier J, Fu C, et al. ] Immunother Cancer. 2023;11(Suppl
1):Abstract 1147-D. Clinical trial information: NCT06921837. Research Sponsor: Bolt
Biotherapeutics.
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Phase Il RAINSPOT: A multicentric open label trial of zolbetuximab-paclitaxel-
ramucirumab in second-line setting for CLDN18.2-positive gastro-esophageal
adenocarcinoma.

Filip Van Herpe, Ana-Maria Bucalau, Eduard Callebout, Marc Van Den Eynde, Timon Vandamme, Pieter Vandecandelaere, Mieke De Wit, Kristien Dumon, Gabriela Chiritescu,
Frederik Deman, Roberto Salgado, Gertjan Rasschaert, Jeroen Dekervel; Gastrointestinal Oncology Department, University Hospitals Leuven, Leuven, Belgium; Hopital
Universitaire de Bruxelles (H.U.B) — Hopital Erasme & Institut Jules Bordet, Brussels, Belgium; Department of Gastroenterology, University Hospital Ghent, Ghent, Belgium;
Cliniques Universitaires St-Luc, Brussels, Belgium; University of Antwerp and University Hospital Antwerp, Antwerpen, Belgium; AZ Delta, Roeselare, Belgium; Department
of Gastro-Intestinal Oncology University Hospitals Leuven, Leuven, Belgium; UZ Gasthuisberg - Katholieke University Leuven, Leuven, Belgium; ZAS Hospitals Antwerp -
Department of Pathology, Antwerp, Belgium; Department of Pathology, GZA-ZNA Hospitals, Antwerp, Belgium

Background: Claudin 18.2 (CLDN18.2) is an emerging therapeutic biomarker in gastro-
oesophageal adenocarcinoma. Phase III trials (SPOTLIGHT, GLOW) showed significant overall
survival (OS) and progression-free survival (PFS) benefit from adding zolbetuximab to first-
line chemotherapy. However, access to zolbetuximab remains limited in Belgium due to lack of
reimbursement, and globally for patients receiving immunotherapy first line. Aim: RAINSPOT
(NCT06962137) evaluates the efficacy and safety of adding zolbetuximab to standard second-
line paclitaxel-ramucirumab in CLDN18.2-positive advanced gastro-oesophageal adenocar-
cinoma. Secondary objectives include assessing CLDN18.2 expression loss after first-line pro-
gression and evaluating zolbetuximab efficacy according to maintained versus lost CLDN18.2
expression. Methods: RAINSPOT is a national, multicentre, phase II, open-label study with a
prospective single-arm cohort and a matched retrospective cohort across six Belgian centres.
The prospective cohort will include 100 patients (=18 years, ECOG 0—1) with metastatic or
locally advanced disease progressing after one prior systemic line. Tumours must be CLDN18.2-
positive (=75% moderate-to-strong membranous staining; Ventana 43-14A assay). A fresh
biopsy at progression is obtained when feasible. Treatment consists of zolbetuximab (800 mg/
m? loading, then 400 mg/m2 q2w), paclitaxel (80 mg/m? weekly X3 q28d) and ramucirumab (8
mg/kg q2w). Treatment continues until progression or unacceptable toxicity. HRQoL is
assessed every 4 weeks (EORTC QLQ-C30, QLQ-0G25). The retrospective cohort includes
patients treated with second-line paclitaxel—ramucirumab (2021-2023) with archived tissue
reassessed for CLDN18.2; only baseline-positive patients are eligible. Propensity score match-
ing (1:1; SMD =0.05) uses age, sex, tumour location, gastrectomy, peritoneal metastases and
centre. This study is supported by Astellas. Results: (Trial in Progress) Enrollment began
December 2025 and will continue for 24 months, with 24 months’ follow-up. Planned analyses
include OS, PFS, objective response rate, toxicity and HRQoL. Conclusion: RAINSPOT is the first
study evaluating zolbetuximab plus paclitaxel-ramucirumab in second-line CLDN18.2-
positive gastro-oesophageal adenocarcinoma. By integrating a matched real-world compar-
ator, it aims to generate near-randomized evidence on survival, tolerability and quality of life,
informing optimal treatment sequencing. Clinical trial information: NCT06962137. Research
Sponsor: None.
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Combining zanidatamab, FOLFOX, and pembrolizumab as first-line therapy for
HER2/PD-L1—positive gastroesophageal adenocarcinoma: The phase Il IKF-090/
AlO ZANGEA trial with translational analysis.

Joseph Tintelnot, Eray Goekkurt, Salah-Eddin Al-Batran, Dirk Arnold, Tobias Nicolaas Dechow, Thomas Jens Ettrich, Thorsten Oliver Goetze, Kathrin Heinrich,
Annika Kurreck, Sylvie Lorenzen, Markus H. Moehler, Viktor Rempel, Anke Schlenska-Lange, Alexander Stein; University Cancer Center Hamburg (UCCH), University Medical
Center Hamburg-Eppendorf, Hamburg, Germany; Hematology Oncology Practice Eppendorf and University Cancer Center Hamburg (UCCH), Hamburg, Germany; Frankfurt
Institute of Clinical Cancer Research (IKF), Krankenhaus Nordwest, UCT-University Cancer Center, Frankfurt, Germany; Asklepios Tumorzentrum Hamburg, Department of
Oncology and Hematology, AK Altona, Hamburg, Germany; Onkologie Ravensburg, Ravensburg, Germany; Department of Internal Medicine I, University Hospital Ulm, Ulm,
Germany; Frankfurt Institute of Clinical Cancer Research (IKF), Krankenhaus Nordwest, UCT-University Cancer Center, Frankfurt Am Main, Germany; Department of
Medicine Il and Comprehensive Cancer Center (CCC Munich LMU), University Hospital, LMU Munich, Munich, Germany; Charité — Universitatsmedizin Berlin, corporate
member of Freie Universitat Berlin and Humboldt-Universitat zu Berlin, Department of Hematology, Oncology, and Cancer Immunology (CVK/CCM), Berlin, Germany; TUM
University Hospital, Rechts der Isar, Department of Medicine IIl, Munich, Germany; Johannes Gutenberg University Clinic, Mainz, Germany; St. Anna Hospital Herne, Herne,
Germany; Krankenhaus der Barmherzigen Briider, Regensburg, Germany; Hamatologisch-Onkologische Praxis Eppendorf (HOPE) and University Cancer Center Hamburg
(UCCH), Hamburg, Germany

Background: Gastroesophageal adenocarcinoma (GEA) presents a substantial global health
challenge as the number of cases continues to rise. The current standard approach for treating
previously untreated, metastatic HER2/PD-L1 positive GEA involves a combination of doublet
chemotherapy, which consists of a platinum compound and a fluoropyrimidine, in combination
with trastuzumab and pembrolizumab. Recently, the phase 3 HERIZON-GEA-01 trial has shown
improved survival for zanidatamab in combination with CAPOX or fluoropyrimidine and cis-
platin with the PD-1 inhibitor tislelizumab compared to chemotherapy and trastuzumab.
Zanidatamab is a bispecific antibody that targets two distinct HER2 epitopes (domains 2
and 4), thereby crosslinking neighboring HER2 receptors and inducing receptor clustering.
This leads to enhanced HER2 internalization, reduced downstream signaling, and increased Fc-
mediated immune effector functions, compared with trastuzumab. There is currently insuf-
ficient evidence regarding the combination of zanidatamab with the frequently used chemo-
therapy backbone FOLFOX and no available data on combining this regimen with the PD-1
inhibitor pembrolizumab. Furthermore, biomarkers to predict response and toxicities are
lacking. Methods: The ZANGEA study is an open-label, single-arm, multicenter, translational
phase II trial designed to assess the efficacy, safety, tolerability and translational aspects of
zanidatamab in combination with FOLFOX and pembrolizumab in patients with 1°* line HER2/
PD-Li-positive GEA. The primary endpoint is the progression-free survival rate after
12 months. Secondary objectives include safety and tolerability, efficacy in terms of objective
response rate, progression-free and overall survival and translational markers, such as blood-
based signatures (e.g. inflammatory cytokines), microbiota signatures, dietary patterns or
microbiota derived metabolites that may correlate with therapy response or side-effects. In
total, 80 patients will be recruited to show an PFS at 12 months of 55% compared to 46% with
trastuzumab/pembrolizumab/chemotherapy (KeyNote 811). Enrollment started on 16 Jan 2026.
Clinical trial information: NCT07176312. Research Sponsor: The Frankfurt Institute of Clinical
Cancer Research (IKF); Jazz Pharmaceuticals.
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Efficacy and safety of disitamab vedotin (DV) combined with trastuzumab, and
tislelizumab versus chemotherapy (CAPOX) combined with trastuzumab + pem-
brolizumab for patients with first-line HER2-high advanced gastric/
gastroesophageal junction adenocarcinoma (G/GEJA): A randomized controlled
phase 3 trial.

Zhi Peng, Jianzhi Liu, Guoguang Ma, Chanjuan Xie, Dan Feng, Jianmin Fang, Lin Shen; Department of GI Oncology, Peking University Cancer Hospital & Institute, Beijing,
China; RemeGen Co., Ltd., Yantai, China; School of Life Science and Technology, Tongji University, Shanghai, China

Background: Patients (pts) with HER2-high (defined as IHC 3+, or IHC 2+/FISH+ according to
Chinese Society of Clinical Oncology Gastric Cancer Guidelines) advanced G/GEJA continue to
face a poor prognosis. Although adding pembrolizumab to trastuzumab and chemotherapy
significantly improved overall survival in this pts population with a PD-L1 combined positive
score (CPS) =1 in the first-line (1L) setting, there remains an unmet need for more effective
treatment options. DV (anti-HER2 antibody-drug conjugate) is approved as monotherapy for
the treatment of pts with HER2 IHC 2+/3+ advanced G/GEJA in China. In the randomized phase 2
part of the RC48-Co027 trial, DV + trastuzumab + an anti-PD-1 agent showed a promising
objective response rate (ORR) in 1L HER2-high advanced G/GEJA compared with the control
(82.4% vs. 68.8%) (Shen et al. J Clin Oncol. 2025). Building on these results, the open-label
randomized phase 3 RC48-C040 trial is designed to assess the efficacy and safety of DV +
trastuzumab + tislelizumab versus chemotherapy + trastuzumab + pembrolizumab in pts with
previously untreated, HER2-high, advanced G/GEJA (NCT07315750). Methods: The key eligi-
bility criteria are pts aged 18-75 years with histologically confirmed unresectable locally
advanced or metastatic G/GEJA; central lab-confirmed high HER2 expression; no previous
systemic treatment for locally advanced or metastatic gastric cancer; and at least one assessable
lesion according to Response Evaluation Criteria in Solid Tumors (RECIST) v1.1. Pts with central
nervous system metastasis and/or carcinomatous meningitis are ineligible. The planned sam-
ple size is 555. Pts will be randomized (2:1) to receive DV (2.5 mg/kg, intravenously [IV], Q2W) +
trastuzumab (staring dose of 8 mg/kg followed by 6 mg/kg, IV, Q3W) + tislelizumab (200 mg,
IV, Q3W) or to receive CAPOX (oxaliplatin: 130 mg/m?2, IV, Q3W for up to 6 doses; capecitabine:
1000 mg/m?2, orally, BID, days 1-14 every 3 weeks) + trastuzumab = pembrolizumab (200 mg/
kg, IV, Q3W) until occurrence of disease progression, intolerable toxicity, or initiation of new
anti-tumor treatment. Randomization will be stratified by HER2 expression (IHC 2+/FISH+ or
IHC 3+), PD-L1 expression (CPS < 1 or 1=CPS < 10 or CPS=10), and liver metastasis (presence or
absence). The primary endpoint is progression-free survival (PFS) assessed by the Blinded
Independent Review Committee as per RECIST v1.1. The secondary endpoints include overall
survival, investigator-assessed PFS, ORR, disease control rate, duration of response, patient-
reported outcomes, adverse events, pharmacokinetic parameters, and immunogenicity. This
study started in January 2026; enrollment is ongoing in China. Clinical trial information:
NCT07315750. Research Sponsor: RemeGen Co., Ltd.
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A single-arm, phase Il study of ivonescimab in combination with FOLFOX in ad-
vanced HER2-negative gastroesophageal adenocarcinomas.

Sienna M. Durbin, Matthew R. Strickland, llyas Sahin, Haley Barnes, Sean Bannon, Chloe Simms, Lindor Qunaj, Hui Zheng, Ryan Bruce Corcoran, David Tsai Ting,
Zev A. Wainberg, Samuel J. Klempner; Mass General Brigham Cancer Institute, Boston, MA; Massachusetts General Hospital, Boston, MA; UCLA Jonsson Comprehensive
Cancer Center, Los Angeles, CA

Background: Gastroesophageal adenocarcinoma (GEA) is a major cause of global cancer-
related mortality. A common standard of care for frontline advanced GEA is 5-fluorouracil
and oxaliplatin (FOLFOX), with the addition of immune checkpoint inhibitors (ICI) in patients
with a PD-L1 combined positive score (CPS) of > 1. Adding ICIs improves median overall survival
(0S) by 2-4 months, with increased benefit seen with higher CPS scores (Leone et al, ESMO
Open, 2024). There remains a significant need to improve ICI outcomes and expand the portion
of patients who benefit. In GEA, vascular endothelial growth factors (VEGF) are associated with
poor prognosis, influencing immune suppression and T cell exhaustion. There is strong
mechanistic rationale for cooperativity between anti-VEGF antibodies and ICI in GEA, as well
as evidence of clinical benefit in treatment-refractory gastric cancer (Kim et al, Cancer Immunol
Res, 2025). Ivonescimab is a novel bispecific antibody that simultaneously targets PD-1 and
VEGF, in a spatially constrained manner, impairing neoangiogenesis and remodeling the
suppressive tumor microenvironment. Ivonescimab has evidence of safety and efficacy in
colorectal and hepatocellular cancers and is approved for the treatment of PD-L1+ lung cancer
in China (Deng et al, ESMO 2024; Li et al, ESMO 2025; Xiong et al, Lancet, 2025). Methods: This
single-arm, multi-institutional phase II study seeks to evaluate ivonescimab in combination
with FOLFOX as frontline therapy in GEA. Adults with locally advanced unresectable or met-
astatic HER-2 negative GEA are eligible. Patients must have disease that can be evaluated
radiographically and may not have received prior systemic therapy for advanced disease.
Positive PD-L1 expression is not required for eligibility. We plan to enroll 40 patients. To allow
for collection of early immune modulation data, patients will commence therapy with a single
dose of ivonescimab 20 mg/kg at discretion of the treating investigator. Subsequent cycles will
continue with the addition of FOLFOX (dosed per institutional standards) to ivonescimab, given
on day 1 and day 15 of a 28-day cycle. Imaging will be performed every 6 weeks until week 24, at
which point imaging will change to every 9 weeks. Treatment will continue until disease
progression, withdrawal of consent, or death. The primary objective is to define efficacy of
ivonescimab in combination with FOLFOX as measured by the 6-month progression-free
survival (PFS) rate. Secondary objectives include safety and tolerability, objective response
and clinical benefit rates, median PFS and OS. Translational correlative studies are planned to
explore tumor and immunologic determinants of response. This study is currently open and
enrolling (NCT07070466). Clinical trial information: NCT07070466. Research Sponsor: None.
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A multicenter, open-label, single-arm, dose-finding and -expansion phase 1b/2
study to evaluate the safety and tolerability of nesuparib (JPI-547) in combination
with irinotecan as a third-line and beyond therapy for recurrent or metastatic gastric
cancer.

Sun Young Rha, Beodeul Kang, Hei-Cheul Jeung, Minkyu Jung, Hong Jae Chon, John Kim, Hyunju Cha, Hyesoo Kwon, Heeyoung Hong, Jun Kim; Department of Medical
Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Department of Medical Oncology, CHA Bundang Medical Center, CHA University
School of Medicine, Seongnam, South Korea; Gangnam Severance Hospital, Yonsei University Health System, Seoul, South Korea; Department of Internal Medicine, Yonsei
Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Onconic Therapeutics, Seoul, South Korea

Background: Recurrent or metastatic gastric cancer (GC) progressing after standard first- and
second-line therapies has limited treatment options, leading to poor survival outcomes.
Nesuparib is an orally available, next-generation dual inhibitor of tankyrase and poly(ADP-
ribose) polymerase (PARP). It disrupts DNA damage repair and induces a “BRCAness” phe-
notype by modulating Wnt/g-catenin and Hippo signaling pathways. In a previous phase I
study, nesuparib monotherapy demonstrated promising clinical activity with an overall re-
sponse rate (ORR) of 28.2% and a disease control rate (DCR) of 64.1%. Preclinical models have
shown synergistic anti-tumor efficacy when nesuparib is combined with irinotecan. This study
aims to evaluate the safety, tolerability, and preliminary efficacy of nesuparib plus irinotecan in
patients with advanced GC. Methods: This multicenter, open-label, single-arm, dose-finding
and expansion phase 1b/2 study enrolls adults with histologically confirmed recurrent or
metastatic GC or gastroesophageal junction adenocarcinoma who have progressed after =2
prior systemic therapies and have ECOG PS 0—1, measurable disease per RECIST v1.1, and
UGT1A1 wild-type genotype. Phase 1b follows a standard 3+3 design with multiple predefined
dose levels. Each dose level consists of a fixed combination of (1) a specific nesuparib dose
(25—100 mg) administered orally once daily on either a 5-days-on/2-days-off or 3-days-on/
4-days-off schedule and (2) irinotecan administered every 2 weeks at 100, 120, or 150 mg/m?.
The dose-limiting toxicity evaluation window is 28 days. Phase 2 enrolls patients at RP2D to
further evaluate anti-tumor activity. The primary endpoint is objective response rate. Sec-
ondary endpoints include safety, disease control rate, duration of response, progression-free
survival, time to response, and overall survival. Exploratory objectives include population
pharmacokinetics, pharmacodynamic biomarkers, homologous recombination deficiency pro-
filing, and circulating tumor DNA analyses. Approximately 43—49 patients are planned (1824
in phase 1b; 25 in phase 2). Treatment continues until disease progression, unacceptable
toxicity, or study withdrawal. Clinical trial information: NCT07364422. Research Sponsor:
None.
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Chemoradiotherapy plus sintilimab versus chemoradiotherapy as neoadjuvant
treatment in locally advanced esophageal squamous cell carcinoma (NEO-
CRTEC2101): A multicenter, randomized, phase Il trial.

Mian Xi, Qiaogiao Li, Qian-Wen Liu, Yujia Zhu, Baoging Chen, Weidong Wang, Lei Zhao, Jianhua Fu, Hong Yang; Department of Radiation Oncology, Sun Yat-sen University
Cancer Center, State Key Laboratory of Oncology in South China, Guangdong Provincial Clinical Research Center for Cancer, Guangdong Esophageal Cancer Research
Institute, Guangzhou, China; Sun Yat-sen University Cancer Center, Guangzhou, China; Department of Thoracic Surgery, Sun Yat-sen University Cancer Center, Guangzhou,
China; Sun Yat-sen University Cancer Center, State Key Laboratory of Oncology in South China, Guangzhou, China

Background: Neoadjuvant chemoradiotherapy (NCRT) followed by surgery is the current
standard of care for resectable locally advanced esophageal squamous cell carcinoma (ESCC).
The integration of immunotherapy is now challenging this established therapeutic paradigm.
Our previous phase II trial demonstrated that combining PD-1 inhibitor and NCRT yielded an
encouraging pathological complete response (pCR) rate with an acceptable safety profile in
ESCC. Therefore, this multicenter, randomized phase III trial (NEOCRTEC2101) aims to compare
the efficacy and safety of NCRT combined with sintilimab (a IgG4 anti-PD-1 monoclonal
antibody) versus NCRT alone in patients with resectable locally advanced ESCC. Methods: This
was a multicenter, open-label, randomized, phase III trial. Key eligibility criteria included
previously untreated, histologically confirmed, resectable thoracic ESCC clinically staged as T1-
4aN1-3Mo or T3-4aNoMo according to the 8th edition of the UICC staging system, age 18—75
years, Eastern Cooperative Oncology Group performance status of 0 or 1, and adequate hema-
tologic and organ function. Key exclusion criteria included a history of other malignancies,
previous antitumor therapy, severe comorbidities, active autoimmune disease, prior non-
infectious pneumonitis, or interstitial lung disease. Eligible patients were randomly assigned
(1:1) to sintilimab plus NCRT group or NCRT group. All patients received NCRT consisting of
concurrent radiotherapy (40 or 45 Gy in 20 fractions) and chemotherapy (paclitaxel 50 mg/m? +
cisplatin 25 mg/m? administered on days 1, 8,15, and 22). Patients randomized to the sintilimab
plus NCRT group additionally received sintilimab 200 mg via intravenous infusion on days 1 and
22. Surgical resection was performed 6-8 weeks following the completion of neoadjuvant
therapy. The primary endpoint was overall survival, and the secondary endpoints were
progression-free survival, pCR rate, RO resection rate, and treatment-related adverse events.
The planned sample size is 422 patients. This study opened to accrual in October 2022 and is
currently recruiting patients. Clinical trial information: NCT05357846. Research Sponsor:
None.

Visit meetings.asco.org and search by abstract for the full list of abstract authors and their disclosure information. Abstract data
current as of May 12, 2026.


http://www.clinicaltrials.gov/ct2/show/NCT05357846
http://meetings.asco.org

GASTROINTESTINAL CANCER—GASTROESOPHAGEAL, PANCREATIC, AND HEPATOBILIARY
TPS4249 Poster Session

Adjuvant oxaliplatin plus S-1 versus docetaxel plus S-1 for stage lll gastric cancer
after D2 gastrectomy (DRAGON-Adjuvant): A multicenter, open-label, phase 3,
randomized, non-inferiority study.

Chenfei Zhou, Zhenglun Zhu, Zhenggang Zhu, Jun Zhang; Department of Oncology, Ruijin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China;
Ruijin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Rui Jin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China

Background: Adjuvant therapy is the standard treatment for stage II-III gastric cancer patients
after radical D2 gastrectomy. Neoadjuvant therapy has been demonstrated as an effective
strategy for resectable gastric cancer patients, while less than 2% of patients received such
treatment in China. Therefore, adjuvant chemotherapy following radical resection is still widely
used in current clinical practices. For stage III gastric cancer patients, oxaliplatin or docetaxel
combined with oral fluoropyrimidine as adjuvant regimens are recommended by clinical
guidelines. Although historical data show comparable efficacy between these regimens, direct
comparisons are not feasible due to differences in study design, enrolled populations, and
treatment cycles. Regimen selection is mainly based on clinical experience, as high-level
evidence is still lacking. Currently, minimal residual disease (MRD) detection based on ctDNA
testing can indicate patient prognosis and adjuvant therapy selection in colorectal cancer. The
role of ctDNA-based MRD detection in adjuvant therapy of gastric cancer is still under inves-
tigation. This study aims to compare the efficacy and safety of oxaliplatin plus S-1 (SOX) versus
docetaxel plus S-1 (DS) as adjuvant therapy for stage III gastric cancer, and to explore the role of
MRD in adjuvant setting of gastric cancer. Methods: DRAGON-Adjuvant (NCT07366528) is a
prospective, open-label, multicenter, randomized, non-inferiority study in patients aged from
18 to 80 years who are histologically confirmed adenocarcinoma of the stomach or gastro-
esophageal junction, with pathological staging at AJCC stage IIIA to IIIC after standard D2
gastrectomy and RO resection. Patients had no prior neoadjuvant therapy. Eligible patients will
be randomized and assigned into experiment group (SOX, n = 193) and control group (DS, n =
194), respectively. Experiment group patients will be treated with eight 3-week cycles of
intravenous oxaliplatin (130mg/m? on day 1 for each cycle) with orally S-1 on days 1 to 14
of a 3-weekcycle. Control group patients will be treated with S-1on days 1to 14 of a 3-week cycle
(C1), then intravenous infusion of docetaxel (40mg/m?) on day 1 of each cycle and S-1 on days 1
to 14 of a 3-week cycle (C2 to 7), then S-1 continued on days 1 to 28 of 6-week cycles for up to 1
year. S-1dose is dependent on body surface area. The primary objective is to assess that 3-year
disease-free survival rate of SOX group is not inferior to DS group. Secondary objectives are to
compare the 5-year overall survival rate, safety profiles, and recurrence sites in two groups.
Exploratory objective is to assess the correlation of MRD with treatment efficacy and patient
prognosis. As of January 2026, the DRAGON-Adjuvant is recruiting patients at 5 sites in China.
Clinical trial information: NCT07366528. Research Sponsor: Science and Technology Com-
mission of Shanghai Municipality; 25PJD078.
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Multicenter phase Ib/Il study of neoadjuvant zolbetuximab plus docetaxel, oxali-
platin, and S-1 (DOS) followed by adjuvant zolbetuximab/S-1 in patients with
CLDN18.2-positive resectable gastric or gastroesophageal junction adenocarci-
noma (NEOCLAUD).

Hyung-Don Kim, In-Ho Kim, Jae-Joon Kim, Tae-Hwan Kim, Jaewon Hyung, In-Seob Lee, Han Hong Lee, Young Soo Park, Jong Seok Lee, Min-Hee Ryu; Department of
Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Division of Medical Oncology, Department of Internal Medicine, Seoul St.
Mary's Hospital, College of Medicine, The Catholic University of Korea, Seoul, South Korea; Division of Hematology and Oncology, Department of Internal Medicine, Pusan
National University Yangsan Hospital, Yangsan, South Korea; Department of Hematology-Oncology, Ajou University School of Medicine, Suwon, South Korea; Department
of Family Medicine, Asan Medical Center, Seoul, South Korea; Division of Gastrointestinal Surgery, Department of Surgery, Seoul St. Mary's Hospital, College of Medicine,
The Catholic University of Korea, Seoul, South Korea; Department of Pathology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Asan
Medical Center, Seoul, South Korea

Background: Zolbetuximab, a monoclonal antibody targeting claudin 18.2 (CLDN18.2), has
demonstrated significant survival benefit in advanced gastric or gastroesophageal junction
adenocarcinoma (G/GEJA) in the phase 3 SPOTLIGHT and GLOW trials, validating CLDN18.2 as a
therapeutic target. The phase III PRODIGY study demonstrated that neoadjuvant chemotherapy
with docetaxel, oxaliplatin, and S-1 (DOS) followed by surgery and adjuvant S-1 chemotherapy
improved progression-free survival (PFS) and overall survival (OS) compared with surgery
followed by adjuvant S-1 for patients with resectable locally advanced gastric cancer (LAGC).
Building on this evidence, we designed NEOCLAUD to evaluate whether adding zolbetuximab to
neoadjuvant DOS chemotherapy, followed by adjuvant zolbetuximab/S-1, improves outcomes
in patients with CLDN18.2-positive LAGC. Methods: This open-label, multicenter, phase Ib/II
trial will enroll up to 57 patients with newly diagnosed, resectable G/GEJA positive for CLDN18.2
(=75% moderate—strong membranous staining by VENTANA 43-14A). Eligible patients must
have clinical stage T3—4/No or T2—4/N+ disease (AJCC 8th), ECOG 0-1, and no distant me-
tastasis. Primary endpoints are recommended phase II dose (RP2D) (phase Ib) and the path-
ologic complete regression (pCR) rate (phase II). Phase Ib uses a 3+3 design to determine the
RP2D. Phase II will test whether adding zolbetuximab increases the pCR rate from 10% (his-
torical control) to 25%; the primary endpoint will be met if =8/40 patients achieve pCR (A’Hern
single-stage design, a = 0.05, power = 80%). Secondary endpoints include PFS, OS, objective
response rate, disease control rate, R0 resection rate, and safety. Exploratory endpoints include
artificial intelligence-based histopathology modeling, spatial transcriptomics, single-cell RNA
sequencing, and circulating tumor DNA minimal residual disease analysis. Neoadjuvant therapy
consists of zolbetuximab 800 mg/m2 on cycle 1 day 1 (C1D1) followed by 600 mg/m?2 on C2D1/
C3D1, with DOS (docetaxel 50 mg/m2, oxaliplatin 100 mg/m? IV D1; S-1 40 mg/m? PO BID
D1-14) every 3 weeks X3 cycles. Surgery (D2 gastrectomy) is performed 1—4 weeks post-
neoadjuvant therapy. Adjuvant therapy (initiated 3—8 weeks post-surgery) includes zolbetux-
imab 600 mg/m2 D1/D22 Q6W X8 cycles plus S-1PO D1—-28 Q6W X8 cycles. Enrollment has been
ongoing since February 2025 across multiple sites in Korea. Clinical trial information:
NCT06732856. Research Sponsor: Astellas.
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A phase 2, open-label, single-arm study of lirafugratinib in patients with previously
treated, unresectable, locally advanced, or metastatic solid tumors (excluding
cholangiocarcinoma) with FGFR2 fusion or rearrangement.

Richard D. Kim, Antoine Hollebecque, Kristin Ryan, Alison M. Schram; Moffitt Cancer Center Magnolia Campus, Tampa, FL; Gustave Roussy Cancer Institute, Villejuif,
France; Elevar Therapeutics, Fort Lee, NJ; Memorial Sloan Kettering Cancer Center, New York, NY

Background: Tissue agnostic cancer therapies offer the potential to markedly change the
treatment landscape by targeting oncogenic drivers rather than the tumor’s site of origin.
Lirafugratinib is the first highly selective, irreversible inhibitor designed to target oncogenic
fibroblast growth factor receptor (FGFR)2 driver alterations and resistance mutations. In the
phase 1/2 ReFocus Trial (RLY-4008-101; NCT04526106),46 subjects (Group 3) with non-
cholangiocarcinoma solid tumors harboring FGFR2 fusion/rearrangements (f/r) received lir-
afugratinib 70 mg once daily. The ORR was 33.3% (95% CI 19.6 - 49.5). However, this sample
size was insufficient to support regulatory approval of lirafugratinib for a tissue agnostic
indication. Methods: The ELE-4008-202, phase 2, open-label, single-arm study
(NCT07359820) is designed to further evaluate the efficacy and safety of lirafugratinib
70 mg in 20-30 subjects across 20 sites with FGFR2 f/r, previously treated, unresectable,
locally advanced or metastatic, non-CCA solid tumors who have not received prior FGFR
inhibitor therapy. The primary endpoint is objective response rate (ORR) by independent
review committee (IRC) per RECIST v1.1; key secondary endpoints include duration of response
(DOR) by IRC, investigator-assessed efficacy endpoints, safety, pharmacokinetic (PK) param-
eters, and quality of life (QoL) per EORTC QLQ-C30. Efficacy will also be evaluated for ORR, DOR,
disease control rate (DCR), progression-free survival (PFS), overall survival (OS), time to
response (TTR), time to progression (TTP) per investigator. Time to discontinuation (TTD)
will also be assessed. Exploratory endpoints will include FGFR2 genotype per tissue assessment
or liquid biopsy vs ORR and levels of other biomarkers in relationship to clinical activity. An
interim analysis of the pooled efficacy dataset from ELE-4008-202 and Group 3 of RLY-4008-
101 will be conducted once approximately 65 evaluable subjects with non-CCA tumors have
been enrolled across =7 tumor types (=5 subjects per tumor type). Enrollment of a tumor type
may be capped once it has reached approximately 20% of the total subjects in the pooled data
from the two studies. With 65 subjects, observing at least 21 subjects with a complete response
(CR) or partial response (PR) (ORR =32%), will result in a 95% CI (lower bound >20%) with the
probability of observing =21 responders assuming a true ORR of 40% is approximately 92%.
The results of this analysis will determine whether the pooled evaluable data from RLY-4008-
101 and ELE-4008-202 meet regulatory requirements to support a tissue-agnostic indication
for FGFR2 f/r non-CCA solid tumors. Clinical trial information: NCT'07359820. Research Spon-
sor: Elevar Therapeutics.
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A randomized phase Ill study of gemcitabine plus cisplatin with S-1 versus
gemcitabine plus cisplatin with immune checkpoint inhibitor in unresectable biliary
tract cancer.

Hiroto Matsui, Takeshi Terashima, Takashi Mizuno, Yoshiharu Masaki, Makoto Ueno, Kunihiro Tsuji, Ryosuke Kumanishi, Yoshiki Hirooka, Rei Suzuki, Rie Sugimoto,
Kumiko Umemoto, Atsushi Sato, Takayuki Ando, Michiaki Unno, Toshihiko Masui, Hidetoshi Eguchi, Kenichi Yoshimura, Etsuro Hatano, Hiroaki Nagano, Tatsuya loka;
Oncology Center, Yamaguchi University Hospital, Ube, Japan; Department of Medical Oncology, Kanazawa Medical University, Kanazawa, Japan; Division of Surgical
Oncology, Department of Surgery, Nagoya Graduate School of Medicine, Nagoya, Japan; Department of Internal Medicine, Division of Gastroenterology and Hepatology,
Sapporo Medical University School of Medicine, Sapporo, Japan; Department of Gastroenterology, Kanagawa Cancer Center, Yokohama, Japan; Departments of Medical
Oncology, Ishikawa Prefectural Central Hospital, Kanazawa, Japan; Department of Clinical Oncology, Yamagata University, Yamagata, Japan; Department of
Gastroenterology and Hepatology, Fujita Health University, Toyoake, Japan; Fukushima mecical university, Fukushima-Shi, Japan; Department of Hepato-Biliary-
Pancreatology, NHO Kyushu Cancer Center, Fukuoka, Japan; Department of Clinical Oncology, St. Marianna University School of Medicine, Kawasaki, Japan; Department of
Medical Oncology, Hirosaki University Graduate School of Medicine, Hirosaki, Japan; Third Department of Internal Medicine, University of Toyama, Toyama, Japan;
Department of Surgery, Tohoku University Graduate School of Medicine, Sendai, Japan; Department of General Surgery, Kurashiki Central Hospital, Kurashiki, Japan;
Department of Gastroenterological Surgery, Graduate School of Medicine, The University of Osaka, Suita, Japan; Department of Biostatistics and Health Data Science,
Nagoya City University Graduate School of Medical Science, Nagoya, Japan; Department of Surgery, Graduate School of Medicine, Kyoto University, Kyoto, Japan;
Department of Gastroenterological, Breast and Endocrine Surgery, Yamaguchi University Graduate School of Medicine, Yamaguchi, Japan

Background: Gemcitabine plus cisplatin (GC) has been established as the standard first-line
treatment for unresectable biliary tract cancer (BTC). Recent phase III trials have demonstrated
the clinical benefit of adding immune checkpoint inhibitors (ICIs) to GC. Meanwhile, GC
combined with S-1 has also shown promising efficacy in East Asian populations. However,
no randomized phase III trial has directly compared GC plus ICI with GC plus S-1. This study
aims to compare the efficacy and safety of GC plus ICI with GC plus S-1 in patients with
unresectable BTC. Methods: This is an ongoing, multicenter, open-label, randomized phase III
trial (UMIN000051689). Eligible patients have histologically confirmed unresectable biliary
tract cancer, including intrahepatic cholangiocarcinoma, extrahepatic cholangiocarcinoma,
and gallbladder cancer, with no prior systemic therapy. Patients are randomized in a 1:1 ratio to
receive either Arm A: gemcitabine plus cisplatin plus S-1 or Arm B: gemcitabine plus cisplatin
combined with an immune checkpoint inhibitor. Randomization is stratified by primary tumor
site, disease status (recurrence vs primary unresectable), and planned immune checkpoint
inhibitor regimen for patients assigned to Arm B. The primary endpoint is overall survival.
Secondary endpoints include progression-free survival, objective response rate, disease con-
trol rate, safety, and health-related quality of life. The planned sample size is 460 patients (230
per arm), providing 80% power to detect a statistically significant difference in overall survival
with a two-sided alpha of 0.05. Current Status: Patient enrollment began in August 2023. As of
January 2026, approximately 60% of the planned patients have been enrolled. Enrollment is
ongoing, and follow-up continues. Conclusions: This randomized phase III trial will clarify the
optimal first-line systemic treatment for unresectable biliary tract cancer by directly compar-
ing GC plus immune checkpoint inhibition with GC plus S-1. Clinical trial information:
UMIN000051689. Research Sponsor: None.
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ARTEMIDE-Biliary02: A phase 3, randomized, global study of rilvegostomig or
durvalumab with chemotherapy as first-line (1L) treatment for advanced biliary tract
cancer (BTC).

Lipika Goyal, Angela Lamarca, Rachna Shroff, Makoto Ueno, Arndt Vogel, Jian Zhou, Xin Chen, Hamzeh Kayhanian, Karolina Laskowska-Macios, Fang Zhao,
Changhoon Yoo; Department of Medicine, Stanford Cancer Center, Palo Alto, CA; Department of Medical Oncology, Fundacion Jimenez Diaz University Hospital, Insituto de
Investigaciones Sanitarias FJD, Madrid, Spain; Division of Hematology and Oncology, University of Arizona College of Medicine, Tucson, AZ; Department of
Gastroenterology, Kanagawa Cancer Center, Yokohama, Japan; Medical Oncology, Princess Margaret Cancer Center, University Health Network, Toronto, ON, Canada;
Department of Oncology, Liver Cancer Institute, Zhongshan Hospital, Fudan University, Shanghai, China; Statistics, Oncology R&D, AstraZeneca, Gaithersburg, MD; Late
Development Oncology, Oncology R&D, Cambridge, United Kingdom; Late Development Oncology, Oncology R&D, AstraZeneca, Warsaw, Poland; Precision Diagnostics
Development China, Oncology R&D, AstraZeneca, Shanghai, China; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South
Korea

Background: Biliary tract cancer (BTC) is the second most common hepatic malignancy,
comprising 15% of liver tumors. BTC incidence is rising worldwide, and the majority of patients
are diagnosed late where the median survival is approximately one year. Chemo-
immunotherapy with gemcitabine and cisplatin combined with either durvalumab or pem-
brolizumab is the current first-line (1L) standard for advanced BTC. To enhance the clinical
benefit from immune checkpoint inhibitors, dual blockade of the programmed cell death-1
(PD-1) and T cell immunoreceptor with Ig and ITIM domains (TIGIT) pathways may be an
effective strategy. Rilvegostomig, a monovalent, Fc-reduced, bispecific anti-PD-1/anti-TIGIT
antibody, has shown promising preliminary efficacy in combination with gemcitabine and
cisplatin for 1L treatment of advanced BTC (Zhou J, et al. ASCO 2025 [Abstract 4080]). The phase
3 ARTEMIDE-Biliaryo2 study (NCT07221253) assesses the efficacy and safety of rilvegostomig
or durvalumab in combination with gemcitabine and cisplatin for 1L treatment of advanced
BTC. Methods: Eligible participants (aged = 18 years) have unresectable, locally advanced/
metastatic BTC (intrahepatic cholangiocarcinoma [iCCA], extrahepatic CCA [eCCA], or gall-
bladder cancer [GBC]), previously untreated in the advanced setting, no prior immunotherapy,
centrally confirmed programmed cell death ligand-1 (PD-L1) status, and ECOG PS of 0/1.
Approximately 1100 participants will be randomized (1:1) to receive rilvegostomig or durva-
lumab, both in combination with gemcitabine and cisplatin, until radiological progression per
RECIST v1.1. Participants will be stratified by PD-L1 expression (tumor area positivity < 1% vs =
1%), disease status (initially unresectable vs recurrent), primary tumor site (iCCA vs eCCA vs
GBC), and geographic region (Asia vs rest of world). The primary endpoint is overall survival
(0S) in the PD-L1 = 1% population, defined as time from randomization until date of death due
to any cause. Key secondary endpoints include OS in the intent-to-treat (ITT) population and
progression free survival (PFS), defined as time from randomization until radiological pro-
gression per RECIST vi.1, in both the PD-L1 = 1% and ITT populations. Other secondary
endpoints include objective response rate, duration of response, PFS rates (defined as time
from randomization until earliest progression event) in both the PD-L1 = 1% and ITT pop-
ulations, safety/tolerability, and patient-reported outcomes. OS will be assessed using a strat-
ified log-rank test adjusting for stratification factors. A stratified Cox proportional hazards
model will estimate the hazard ratio and associated 95% confidence interval. Enrollment
started in December 2025 and is ongoing across Asia, Australia, Europe, and the Americas.
Clinical trial information: NCT07221253. Research Sponsor: AstraZeneca.
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Adjuvant sintilimab plus bevacizumab following curative resection of spontane-
ously ruptured hepatocellular carcinoma: A prospective exploratory phase Il study
(CLEAR-2).

Yongjun Chen, Huichuan Sun, Yuan Cheng, Feng Ye; Department of General Surgery, Ruijin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China;
Department of Hepatobiliary Surgery and Transplantation, Liver Cancer Institute and Zhongshan Hospital, Fudan University, Shanghai, China; Department of Medical
Oncology, Jinling Hospital, Affiliated Hospital of Medical School, Nanjing University, Nanjing, China

Background: Spontaneous rupture of hepatocellular carcinoma (srHCC) is a life-threatening
complication associated with acute hemorrhage, aggressive tumor biology, and an exception-
ally high risk of postoperative recurrence. Even after successful hemostasis and curative (R0)
resection, outcomes remain poor, with early relapse—particularly peritoneal dissemination—
being a dominant failure pattern. Patients with stHCC have been systematically excluded from
most pivotal phase III adjuvant trials in hepatocellular carcinoma, resulting in a critical ev-
idence gap for postoperative systemic management. Current adjuvant strategies are largely
extrapolated from non-ruptured HCC or based on retrospective analyses, and no prospective
studies have specifically evaluated immunotherapy-based adjuvant therapy in this population.
Immune checkpoint inhibitor—based combinations with anti-angiogenic agents have dem-
onstrated survival benefits in advanced HCC and have recently been explored in the adjuvant
setting for high-risk resected disease. Given the unique biological behavior of srHCC, charac-
terized by tumor cell spillage at rupture and a strong propensity for early systemic and
peritoneal relapse, adjuvant systemic therapy targeting micrometastatic disease is biologically
rational and urgently needed. The CLEAR-2 study is designed to prospectively explore the
efficacy and safety of adjuvant sintilimab combined with bevacizumab following curative
resection of stHCC. Methods: CLEAR-2 is a prospective, multicenter, single-arm, exploratory
phase II study. Eligible patients are adults (18—75 years) with radiologically or intraoperatively
confirmed spontaneous rupture of HCC who have undergone curative (R0) hepatic resection,
with Child-Pugh A liver function and ECOG performance status 0—1. Preoperative transarterial
embolization (TAE) for hemostasis is permitted if performed once and within 2 weeks prior to
surgery, without chemotherapeutic agents. A total of 35 patients will be enrolled. Adjuvant
treatment is initiated 4—8 weeks postoperatively and consists of sintilimab 200 mg plus
bevacizumab 15 mg/kg intravenously every 3 weeks for up to 1 year or until recurrence,
unacceptable toxicity, or withdrawal. Radiologic assessment is performed every 12 weeks.
The primary endpoint is disease-free survival (DFS). Secondary endpoints include overall
survival (0S), safety graded per CTCAE v5.0, and recurrence patterns (intrahepatic, extrahe-
patic, and peritoneal). Clinical trial information: NCT07331883. Research Sponsor: None.
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Fatty acid degradation (FAD)—guided comprehensive therapy for unresectable
hepatocellular carcinoma: A prospective phase Il study (FAD-HCC-01).

Decai Yu, Binghua Li, Yuan Cheng; Department of General Surgery, Nanjing Drum Tower Hospital, The Affiliated Hospital of Nanjing University Medical School, Nanjing,
Jiangsu, China; Jinling Hospital, Affiliated Hospital of Medical School, Nanjing University, Nanjing, China

Background: Hepatocellular carcinoma (HCC) exhibits marked molecular and metabolic het-
erogeneity, leading to variable therapeutic responses and limiting the effectiveness of current
systemic treatments. Despite recent advances in immunotherapy and targeted agents, no
validated biomarker is available to guide treatment selection in unresectable HCC. We previ-
ously established a fatty acid degradation (FAD) pathway-based molecular classification of
HCC, revealing that FAD-associated transcriptional programs delineate biologically distinct
HCC subtypes with heterogeneous immune microenvironments and differential responses to
systemic and locoregional therapies. These findings suggest that FAD-based stratification may
enable a more precise, biology-driven treatment strategy. However, the feasibility of imple-
menting FAD-guided treatment allocation in a prospective clinical setting has not been
established. FAD-HCC-01 is designed to evaluate the feasibility, safety, and preliminary effi-
cacy of a FAD-guided comprehensive therapy in patients with unresectable HCC. Methods:
FAD-HCC-01 is a prospective, multicenter, open-label phase II study enrolling patients with
unresectable or non-curatively treatable HCC. Eligible patients have histologically or clinically
confirmed HCC, BCLC stage B or C disease, Child—Pugh class A to B (=7), ECOG performance
status 0-1, and no prior systemic therapy. Tumors are classified into FAD subtypes (F1, F2, or
F3) using transcriptomic profiling with ssGSEA-based FAD scoring; MRI-derived fat fraction
may serve as a provisional surrogate when tumor tissue is unavailable. A total of 86 patients will
be enrolled, with 43 patients planned for each treatment cohort. Patients are assigned to two
parallel cohorts according to FAD subtype. Patients with F1 or F2 tumors receive camrelizumab
(200 mg intravenously every 3 weeks) plus rivoceranib (250 mg orally once daily). Patients with
F3 tumors receive transarterial chemoembolization (TACE) combined with camrelizumab and
rivoceranib, with TACE performed per institutional standards and repeated as clinically indi-
cated. Treatment continues until disease progression, unacceptable toxicity, or withdrawal of
consent. The primary endpoint is objective response rate assessed by RECIST vi1.1. Secondary
endpoints include ORR by mRECIST, disease control rate, progression-free survival, overall
survival, duration of response, conversion to curative treatment, and safety. Key feasibility
objectives include successful FAD subtyping, adherence to FAD-guided treatment allocation,
and integration of molecular or imaging-based classification into routine clinical workflows.
Exploratory analyses will assess concordance between MRI fat fraction and FAD subtypes and
explore molecular correlates of treatment response. Clinical trial information: NCT07314372.
Research Sponsor: Fundings for Clinical Trials from the Affiliated Drum Tower Hospital,
Medical School of Nanjing University.
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CAREFOL: A phase 3, randomized, open-label, multicenter trial of camrelizumab and
rivoceranib with or without intravenous FOLFOX chemotherapy as first-line
treatment for unresectable hepatocellular carcinoma.

Linhui Peng, Yajin Chen, Tao Chen, Jie Wang, Xiao Hu, Yong Li, Jiahong Zhu, Xiaogiang Fang, Jiahui Liu; Department of Hepatobiliary Surgery, Sun Yat-sen Memorial
Hospital, Sun Yat-sen University, Guangzhou, China; Department of Radiology, Sun Yat-sen Memorial Hospital, Sun Yat-sen University, Guangzhou, China; Department of
Medical Affairs, Jiangsu Hengrui Pharmaceuticals Co., Ltd., Shanghai, China

Background: The combination of camrelizumab (an anti-PD-1IgG4 monoclonal antibody) and
rivoceranib (a VEGFR2-TKI) is a standard of care, first-line (1L) therapy for advanced hepa-
tocellular carcinoma (HCC). However, immune therapy resistance leads to ineffective initial
treatment and difficulty in maintaining long-term efficacy in some patients. Several studies
have shown that oxaliplatin and fluorouracil can induce immunogenic cell death in tumor cells
and induce antitumor immune response in the body. Intravenous FOLFOX chemotherapy may
regulate the liver tumor microenvironment and improve clinical benefit, a hypothesis sup-
ported by positive efficacy signals in the Phase II VIC-TRIPLETS study (NCT05412589). Here we
present the design of a phase III randomized controlled study. Methods: This investigator-
initiated, phase III, randomized, open-label, multicenter trial (NCT06280508) aims to compare
the efficacy and safety of camrelizumab and rivoceranib combined with (CAREFOL) or without
intravenous FOLFOX chemotherapy (CARE) as first-line treatment for unresectable HCC. El-
igible patients are aged at least 18 years, with unresectable or metastatic HCC, no previous
systemic treatment, with BCLC stage B or C disease (which is not amenable to or had progressed
after surgical or locoregional therapy), at least one measurable lesion per RECIST 1.1 criteria,
Child-Pugh class A liver function, an ECOG performance status of 0 or 1, and adequate organ
function. Approximately 326 Participants will be randomly assigned (1:1) using a centralized
interactive response system. Randomization is stratified by presence of extrahepatic metastasis
(ves vs no), macrovascular invasion (Vp0-3 vs Vp4), and baseline «-fetoprotein level ( < 400
ng/mL vs =400 ng/mL). The experimental group consisted of camrelizumab 200 mg intrave-
nously every 3 weeks plus rivoceranib 250 mg orally once daily combined with 21-day cycles of
intravenous FOLFOX chemotherapy (oxaliplatin 85 mg/m?, levofolinate 200 mg/m?, 5-
fluorouracil bolus 400 mg/m? on day 1, and 5-fluorouracil infusion 2400 mg/m? for 46 hours;
up to 6 cycles). The control group is camrelizumab plus rivoceranib (same as experimental
group). The dual primary endpoints are investigator-assessed progression-free survival per
RECIST v1.1 and overall survival. Secondary endpoints include objective response rate, disease
control rate, duration of response, surgical conversion rate, time-to-treatment failure, safety.
The trial is currently screening eligible patients. Clinical trial information: NCT07267806.
Research Sponsor: None.
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A phase Il trial of trifluridine/tipiracil plus oxaliplatin in patients with advanced or
metastatic biliary tract cancer following first-line therapy.

Madison Conces, Bassam N. Estfan, Dena Abedal Raheem, Adam Cruz, Amr Mohamed, Melissa Amy Lumish, David L. Bajor, Pingfu Fu, Amit Mahipal; Department of
Oncology, University Hospitals Seidman Cancer Center, Case Western Reserve University, Cleveland, OH; Cleveland Clinic Foundation, Cleveland, OH; Department of
Population and Quantitative Health Sciences, Case Western Reserve University, Cleveland, OH

Background: Biliary tract cancers (BTCs) comprising of intrahepatic and extrahepatic chol-
angiocarcinoma and gallbladder cancer are aggressive and difficult cancers to treat. Most
patients present with metastatic or unresectable disease, and systemic therapy is the only
therapeutic option. Treatment options are highly limited after progressing on first line therapy
with median survival of 6 months. We demonstrated encouraging activity with single agent
trifluridine/tipiracil (FTD/TPI) and FTD/TPI plus irinotecan in separate phase 2 trials in pa-
tients with refractory BTCs after multiple lines of therapies (NCT03278106 and NCT04072445).
Disease control rate (DCR) of 50% was reported with the combination therapy and median 0OS
was 9.1 months. Prior studies have suggested oxaliplatin-based therapy may be more effective
than irinotecan-based therapy in BTC. Thus, FTD/TPI plus oxaliplatin may be an active regimen
in patients with advanced BTCs. Methods: This is a phase II trial evaluating FTD/TPI plus
oxaliplatin as second line treatment in patients with advanced BTCs and disease progression on
standard of care gemcitabine-based combination therapy. Key inclusion criteria are patho-
logically confirmed BTC, ECOG performance status 0 or 1, prior gemcitabine-based combina-
tion therapy, adequate organ function, signed informed consent. Key exclusion criteria
include > 1 prior line of systemic therapy for advanced disease (adjuvant therapy not counted)
and active autoimmune disease requiring systemic therapy. Participants will be enrolled at Case
Comprehensive Cancer Center sites and receive a dose of FTD/TPI of 25 mg/m? twice daily on
days 1-5 and oxaliplatin 85 mg/m? on day 1 of a 14-day cycle until disease progression,
intolerable toxicities, or patient declines to continue study. Primary endpoint is DCR, defined
as proportion of patients achieving responses or stable disease with trial treatment. The trial is a
Simon 2-stage optimal design with a significance level of 0.05 and 80% power. We estimate a
DCR of 0.62 compared to historical control of 0.33 in second line setting. If <2 patients have
disease control out of the first 6 patients enrolled, then regimen will be considered ineffective.
If > 3 patients have disease control, then the study will proceed to stage 2. During stage 2, an
additional 18 patients will be enrolled for 24 total evaluable patients. If > 12 patients of the 24
evaluable patients have disease control, then the trial will be considered a success and a larger
trial will be planned. Secondary endpoints are grade and duration of adverse events, ORR, PFS,
0S. Correlative studies are circulating DNA and oral and fecal samples for microbiome testing.
The study is supported by the National Comprehensive Cancer Network (NCCN) through a grant
provided by Taiho Oncology. Neither NCCN nor Taiho are the sponsor. Clinical trial information:
NCT07146646. Research Sponsor: Taiho.
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Impact of immunonutrition in patients undergoing hepatectomies for liver tumors: A
randomized controlled phase Il trial.

Shraddha Patkar, Sridhar Sundaram, Prachi Patil, Aditya Kale, Mahesh Goel; Department of Surgical Oncology, Tata Memorial Hospital (HBNI), Mumbai, India; Tata
Memorial Hospital, Mumbai, India; Tata Memorial Centre, Mumbai, India; Tata Memorial Centre, Advanced Centre for Treatment Research and Education in Cancer
(ACTREC), Mumbai, India; Department of Surgical Oncology, Tata Memorial Center (HBNI), Mumbai, India

Background: Recent studies have demonstrated that immunonutrition has the potential to
improve the host immune state, reduce infectious complications, and shorten the length of
hospital stay after major abdominal surgeries. Controversy still persists regarding whether or
not perioperative immunonutrition could offer substantial benefits to patients undergoing
hepatectomy as compared with standard nutrition. Several biomarker-based indices reflecting
the immune as well as nutritional status, have been investigated, to predict postoperative
morbidity following major hepatectomies. One such index, validated in a meta-analysis is the
prognostic nutritional index (PNI). Prognostic Nutritional Index (PNI) = [(10 X serum albumin
(g/dL)) + (0.005 x total lymphocyte count)], with higher PNI correlating with improved
survival outcomes . Based on this we aim to conduct a randomized controlled trial to evaluate
the improvement of PNI, by immunonutritional intervention in patient undergoing major
hepatectomies. Methods: Study Design: Open labelled, Phase II randomized controlled trial.
Eligibility criteria: Inclusion: (1) Patients with liver tumors planned for major hepatectomies
(defined as resection of >/= 3 liver segments); (2) Age above 18 years; (3) ASA class I-III.
Exclusion: (1) Preoperative severe renal failure (estimated glomerular filtration rate < 30 ml/
min); (2) History of hypersensitivity to arginine, omega-3 fatty acids, or nucleotide; (3)
Inability to take oral nutrition; (4) Pregnancy; (5) Mental condition rendering the subject
unable to understand the nature, endpoints and consequences of the trial. Interventions:
Randomization will be carried out centrally at the Clinical Research Secretariat, Tata Memorial
Hospital. The trial statistician will generate a permuted-block randomization sequence using
variable sized blocks of 2, or 4, without any stratification factors. Participants will be randomly
assigned in 1:1 to receive either the intervention or control. Details of Intervention: In addition
to their usual intake, patients in the intervention arm will be prescribed for each of the 7
consecutive days preceding surgery 6-9 scoops Immunomax powder (120-180g per day), based
on weight. At recruitment, blood samples will be taken for inflammatory and immune status
markers. These measurements will be repeated on the day prior to surgery (D-1) and on POD 1, 3,
5and 7. An additional Creactive protein (CRP) measurement will be taken on POD30. PNI will be
calculated before the intervention and on the day prior to surgery. Primary Endpoints: Mean
difference in PNI points between intervention and control group. Secondary Endpoints: (1)
Incidence of postoperative complication; (2) Incidence of post-hepatectomies liver failure
(PHLF); (3) Length of ICU stay; (4) Length of hospital stay; (5) Incidence of 90 days mortality.
100 patients will be enrolled over 2 years. Clinical trial information: CTRI/2025/06/088908.
Research Sponsor: Tata Memorial Hospital Intramural Grant.
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Phase Il study of NC410 and FOLFIRINOX in combination with nivolumab with or
without ipilimumab in patients with treatment-naive metastatic pancreatic cancer.

Shriram K. Sundararaman, Beth Onners, Brad Wilt, Hao Wang, Ewa Kulikowicz, Song Truong, Soren Charmsaz, Alexei Hernandez, Jennifer N. Durham, Dan Laheru,
Elizabeth M. Jaffee, Won Jin Ho, Dung T. Le, Katherine M. Bever; Sidney Kimmel Comprehensive Cancer Center, The Johns Hopkins University School of Medicine,
Baltimore, MD; Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins University, Baltimore, MD; Johns Hopkins University, Baltimore, MD; Sidney Kimmel
Comprehensive Cancer Center and Bloomberg-Kimmel Institute for Cancer Immunotherapy at Johns Hopkins, Baltimore, MD; Sidney Kimmel Comprehensive Cancer
Center, Johns Hopkins University School of Medicine, Baltimore, MD; Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins Hospital, Baltimore, MD; Department of
Oncology, Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, Baltimore, MD; Department of Oncology, Sidney Kimmel Comprehensive Cancer Center, Johns
Hopkins University School of Medicine, Baltimore, MD

Background: Pancreatic adenocarcinoma (PDAC) is now the third leading cause of cancer-
related death in the United States (1). Median overall survival for patients with metastatic PDAC
is 11.1 months with first-line FOLFIRINOX chemotherapy (2) and more effective treatments are
needed. A major resistance mechanism to immunotherapy in PDAC is the desmoplastic stroma
(3). Collagen physically hinders T cell infiltration and suppresses immune cells in the tumor
microenvironment (TME) through the Leukocyte Associated Immunoglobulin-like Receptor-1
(LAIR-1) (4). Both collagen and the complement protein C1q, overexpressed in the PDAC TME,
are primary ligands for the inhibitory LAIR-1 receptor on myeloid and lymphoid cells, and
binding results in immune cell downregulation (5-7). LAIR-2, primarily made by CD4+ T cells,
is a competitive inhibitor of LAIR-1 that reverses the immunosuppressive effect (8). NC410 is a
dimeric fusion protein of LAIR-2 with human IgG1 Fc that remodels collagen, reduces tumor
growth, enhances T cell tumor infiltration, and overcomes neutrophil-mediated T cell sup-
pression in preclinical studies (7,9,10). NC410 binds the collagen-rich PDAC TME with high
avidity when compared across tumor types (7). Our group contributed to the recent phase Ib/II
study demonstrating clinical activity of NC410 with pembrolizumab in patients with advanced
colorectal and ovarian cancer (NCT05572684). Based on these promising results, our study
combines NC410 and immunotherapy with FOLFIRINOX in the first-line setting to assess safety
and clinical efficacy in patients with metastatic PDAC. Methods: This is a single-center, open-
label, two-arm phase II study evaluating safety and efficacy of NC410 and FOLFIRINOX in
combination with nivolumab with or without ipilimumab in patients with untreated metastatic
PDAC. The two arms enroll sequentially. In Cycle 1, NC410 and FOLFIRINOX are given with
nivolumab (Arm 1, n =10) or nivolumab + ipilimumab (Arm 2, n = 10). In Cycle 2 and beyond,
patients in both arms receive NC410 and FOLFIRINOX every 2 weeks and can continue to receive
treatment per investigator discretion. On study scans are obtained every 8 weeks. Eligible
patients have untreated metastatic PDAC, measurable disease per RECIST 1.1, and are willing to
undergo tumor biopsy at baseline and on treatment. Primary endpoint is safety. Secondary
endpoints are disease control rate, objective response rate, progression free survival, and
overall survival. Correlative studies will profile circulating neutrophils and markers of immune
activation in paired whole blood and tumor biopsy samples at baseline and on-treatment at
Cycle 4. Enrollment began in August 2025 and is ongoing. 10 of planned 20 patients have been
enrolled; awaiting 8-week primary safety endpoint evaluation in Arm 1. Trial information:
NCT06941857. References upon request. Clinical trial information: NCT06941857. Research
Sponsor: The Lustgarten Foundation; Swim Across America; Cynthia Boscov Fund for Pan-
creatic Cancer Research; James and Frances McGlothlin Fellows to Faculty Fund; U.S. National
Institutes of Health.
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Phase 1 faecal microbiota transplantation in patients with advanced pancreatic
carcinoma (FMTPanc Trial).

Timothy Jay Price, Virginie Gaget, Sumitra Ananda, Nimit Singhal, Ashleigh Poh, Robert Bryant, Sam Costello, Andrew Metz, Markus Trochsler, Christos Stelios Karapetis,
Meryl Altree, Mei J. Chan, Li-Lian Kuan, Guy Maddern; Queen Elizabeth Hospital, University of Adelaide, Adelaide, Australia; The Queen Elizabeth Hospital, Woodville, SA,
Australia; Peter MacCallum Cancer Centre and Epworth Healthcare, Melbourne, Australia; Royal Adelaide Hospital, Adelaide, SA, Australia; Jreissati Pancreatic Centre,
Melbourne, Australia; TQEH, Woodville, SA, Australia; Royal Melbourne Hospital, Melbourne, Australia; Flinders Medical Centre, Adelaide, SA, Australia; TQEH, Woodville
South, Australia; The Queen Elizabeth Hospital, University of Adelaide, Adelaide, Australia

Background: Higher abundance of specific oral, pancreatic and/or gut microbes is correlated
with pancreatic cancer occurrence (e.g. Porphyromonaas gingivalis, Malassezia sp.). Further-
more, the pancreatic tumour microenvironment of long-term survivors (= 5 years) shows
richer tumoral microbial diversity associated with more active T-cells and fewer immune-
suppressing cells than short-term survivors. Preclinical animal studies have also demonstrated
that faecal microbiota transplantation (FMT) from a healthy donor or a long-term survivor can
significantly decrease the size of pancreatic tumours. These findings demonstrate that ma-
nipulations of the gut and/or organ microbiota holds promise as part of cancer treatment. This
trial aims to evaluate whether restoring a healthier microbiota can improve symptoms, visceral
pain and treatment efficacy in people with non-resectable pancreatic cancer. Methods: This
study is a Phase 1 double-blind randomised placebo-controlled trial (RCT) assessing the safety
and potential benefit of oral FMT in patients with non-resectable pancreatic cancer. FMT will
be a co-treatment to the standard of care chemotherapy. The primary outcomes are FMT safety
and toxicity and mortality at 3, 6, and 12 months after chemotherapy initiation. Secondary
outcomes include: changes in visceral pain and symptoms measured by PAGI-SYM, changes
from baseline in blood CA-19-9 levels and reduction in tumour size as surrogate marker of
treatment efficacy, and changes in faecal microbiota as a surrogate marker of gut flora res-
toration and treatment efficacy at 3, 6, and 12 months after treatment initiation. Power
calculations were conducted for the main secondary clinical outcome of interest (i.e. the
PAGI-SYM tool) that encompasses pain and symptom monitoring using published evidence,
an MCID of 0.94, for an alpha of 0.05 and 80% power a minimum of 14 participants per arm is
required. The trial aims to recruit a minimum of 28 and maximum of 60participants, 14-30 per
arm. Eligible patients will have advanced and unresectable adenocarcinoma of the pancreas
suitable for standard chemotherapy (gemcitabine/nab-paclitaxel or FOLFIRINOX) and be
treatment-naive. Patients will be randomised 1:1 to FMT or placebo. FMT and placebo capsules
will be prepared by BiomeBank (Adelaide South Australia). Stool will be sourced from healthy
donors and rigorously screened following criteria specified by the Australian Therapeutic
Administration (TGA). FMT/placebo will be provided through two doses (dose 1: 25mg, dose
2: 50mg). Chemotherapy will commence 3 to 14 days after completion of the first FMT dose
(week 0). Supportive medication includes pancrelipase (2x25,000U three times a day) to
facilitate digestion during FMT treatment. The FMTPanc is open at 3 sites across South
Australia and Victoria and as of January 2025 12 patients have been enrolled. Clinical trial
information: ANZCTR: ACTRN12624000455561. Research Sponsor: None.
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TRIDENT: A phase 2 study of relacorilant plus nab-paclitaxel and gemcitabine in
patients with previously untreated metastatic pancreatic ductal adenocarcinoma.

Erkut H. Borazanci, Drew W. Rasco, Anup Kasi, Davendra Sohal, Jesse Stone Handler, Farshid Dayyani, Brian Grieb, Richard Michael Zuniga, Lawrence E. Garbo,
Hristina I. Pashova, Priya Choudhry, Sachin Gopalkrishna Pai, Sreenivasa R. Chandana; HonorHealth Research Institute, Scottsdale, AZ; The START Center for Cancer
Research — San Antonio, San Antonio, TX; University of Kansas Cancer Center, Kansas City, KS; University of Cincinnati, Cincinnati, OH; Winship Cancer Institute at Emory
University School of Medicine, Atlanta, GA; Chao Family Comprehensive Cancer Center, University of California Irvine, Irvine, CA; Greco-Hainsworth Centers for Research at
Tennessee Oncology and OneOncology, Nashville, TN; New York Cancer and Blood Specialists, Babylon, NY; New York Oncology Hematology, Albany, NY; Corcept

Therapeutics Inc., Redwood City, CA; Corcept Therapeutics Incorporated, Redwood City, CA; START Midwest, Grand Rapids, MI

Background: Metastatic pancreatic ductal adenocarcinoma (mPDAC) has a 5-year survival rate
of < 5%. Approved treatment options are limited to combination cytotoxic chemotherapy such
as mFOLFIRINOX or nab-paclitaxel + gemcitabine. Cortisol-mediated glucocorticoid receptor
(GR) activation provides prosurvival signals to tumor cells that contribute to chemotherapy
resistance. The addition of relacorilant, a selective GR antagonist, to paclitaxel + gemcitabine
improved tumor growth inhibition over paclitaxel + gemcitabine alone in a PDAC xenograft
model (Greenstein Oncotarget 2021). Moreover, in a phase 1 study of relacorilant and nab-
paclitaxel, 2 durable confirmed partial responses were observed in patients with mPDAC
(Munster Clin Cancer Res 2022). The combination of relacorilant and nab-paclitaxel prolonged
progression-free survival (PFS) and overall survival (OS) in patients with platinum-resistant
ovarian cancer in 2 randomized controlled trials, including the phase 3 ROSELLA study
(Olawaiye Lancet 2025). The combination was well tolerated, with a safety profile that was
consistent with nab-paclitaxel monotherapy. Therefore, the combination of relacorilant, nab-
paclitaxel, and gemcitabine is deserving of further clinical study to improve outcomes in
patients with mPDAC. Methods: TRIDENT is a phase 2, single-arm, open-label, multicenter
study (NCT07259317) designed to evaluate the combination relacorilant + nab-paclitaxel +
gemcitabine as a first-line treatment in mPDAC (target enrollment, N = 60). Key inclusion
criteria are confirmed measurable metastatic disease (per Response Evaluation Criteria in Solid
Tumors [RECIST] version 1.1), no prior systemic anticancer therapy to treat metastatic disease,
Eastern Cooperative Oncology Group performance status of 0 or 1, and adequate organ function.
Patients will receive relacorilant 150 mg orally once daily for 3 consecutive days (day before, day
of, and day after chemotherapy) in combination with nab-paclitaxel (100 mg/m?) and gemci-
tabine (1000 mg/m?) given on days 1, 8, and 15 of each 28-day cycle. Treatment will continue
until disease progression or unmanageable toxicity. The primary endpoint is investigator-
assessed PFS per RECIST version 1.1 and will be analyzed using Kaplan-Meier methods. Sec-
ondary endpoints are OS, best overall response, objective response rate, clinical benefit rate at
24 weeks, duration of response, cancer antigen 19-9 kinetics, and tolerability/safety. The study
is currently enrolling. Clinical trial information: NCT07259317. Research Sponsor: Corcept
Therapeutics.
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S2433: Randomized phase Il study of second-line chemotherapy with or without
panitumumab for KRAS wild type, locally advanced, or metastatic pancreatic
adenocarcinoma.

Rachael A. Safyan, Sarah Colby, Harshabad Singh, Katherine A. Guthrie, Virginia Sun, Raymond Couric Wadlow, Olumide B. Gbolahan, Davendra Sohal, Andrew M. Lowy,
Syed A. Ahmad, E. Gabriela Chiorean, Philip Agop Philip; University of Washington, Fred Hutchinson Cancer Center, Seattle, WA; Fred Hutch Cancer Center and SWOG
Statistics and Data Management Center, Seattle, WA; Mass General Brigham Cancer Institute, Boston, MA; Fred Hutchinson Cancer Center; and SWOG Statistics and Data
Management Center, Seattle, WA; City of Hope, Duarte, CA; Inova Schar Cancer Institute, Fairfax, VA; Emory University School of Medicine, Atlanta, GA; University of
Cincinnati Cancer Center, Cincinnati, OH; UC San Diego Moores Cancer Center, La Jolla, CA; Wayne State University School of Medicine, Detroit, M

Background: Pancreatic ductal adenocarcinoma (PDA) is characterized by driver mutations in
KRAS, TP53, CDKN2A, and SMAD/. KRAS wild type (WT) tumors, present in 5-10% of PDA, often
harbor alternative mitogen-activated protein kinase (MAPK) pathway drivers or other target-
able molecular alterations (e.g., microsatellite instability [MSI-high], DNA damage repair
mutations), enabling targeted therapy in approximately 30% of cases; however, most lack
actionable drivers and require a tailored treatment approach. EGFR is overexpressed in 30%-
70% of PDA. Prior studies of EGFR-targeted therapy demonstrated modest overall survival (OS)
benefit in unselected populations, with retrospective analyses suggesting benefit confined to
KRASWT PDA. Recent data showed survival benefit from the anti-EGFR antibody nimotuzumab
when added to 1°* line gemcitabine vs gemcitabine alone in KRAS WT PDA. These findings
provide a strong rationale to evaluate anti-EGFR mAb in combination with multi-agent che-
motherapy in KRAS WT PDA in the United States. Methods: This randomized (1:1) phase III study
will enroll 94 pts to investigator choice 2"4-line chemotherapy — 5 fluorouracil (5FU) plus
irinotecan or nanoliposomal irinotecan following 1%'-line gemcitabine-based therapy, or
gemcitabine plus nab-paclitaxel following 1%'-line 5FU-based therapy — with or without
panitumumab. Eligibility requires KRAS WT and BRAF V600E WT status by tumor tissue-
based next-generation sequencing and no known mutations in PTEN, NRAS, EGFR extracellular
domain exons 1-16, no amplifications of HER2 and MET, and no gene fusions of RET, NTRK1, and
ALK. One prior line of chemotherapy for locally advanced or metastatic PDA is permitted. Pts
with cancers harboring molecular alterations (e.g., MSI-high, ROS fusion) may have received
prior targeted therapy, and past maintenance therapy with a PARP inhibitor does not count as a
line of therapy. The primary endpoint is OS; secondary endpoints include safety, progression-
free survival, overall response rate, disease control rate, and duration of response. Quality of life
will be assessed using the Functional Assessment of Cancer Therapy — General (FACT-G),
Functional Assessment of Chronic Illness Therapy (FACIT) Item GP5, and selected patient-
reported outcome (PRO)-CTCAE items. Blood and tumor samples will be collected for correl-
ative studies. Standard eligibility criteria apply. Assuming panitumumab improves median OS
from 6.3 to 12.6 months, 84 eligible patients provide 90% power with a one-sided alpha of 0.05.
Kaplan-Meier methods will estimate OS, with early stopping for efficacy or futility. This study is
open to accrual (NCT06998940). Clinical trial information: NCT06998940. Research Sponsor:
NIH/NCI/NCTN grants U10CA180888, U10CA180819.
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A prospective single-arm study of irinotecan liposome Il combined with ade-
brelimab, gemcitabine, and nab-paclitaxel for conversion therapy in locally ad-
vanced pancreatic cancer.

Wenwen Zhang, Fei Wang, Zhuochao Zhang, Gong Zhang, Rong Liu; Faculty of Hepato-Pancreato-Biliary Surgery, Chinese PLA General Hospital; Institute of Hepatobiliary
Surgery of Chinese PLA; Key Laboratory of Digital Hepetobiliary Surgery, PLA, Peking, China; Faculty of Hepato-Pancreato-Biliary Surgery, Chinese PLA General Hospital;
Institute of Hepatobiliary Surgery of Chinese PLA; Key Laboratory of Digital Hepetobi, Beijing, China

Background: Locally advanced pancreatic cancer (LAPC) has an extremely poor prognosis, with
only a minority of patients eligible for radical surgery at initial presentation. Conversion
therapy is critical for improving resectability and survival. Currently, no standard conversion
regimen exists for LAPC, and gemcitabine plus nab-paclitaxel (AG regimen) is widely used.
Irinotecan liposome has favorable tumor targeting and manageable toxicity; the PAN-HEROIC-
1study showed that irinotecan liposome II combined with 5-fluorouracil/leucovorin (5-FU/LV)
significantly prolonged overall survival in Chinese advanced pancreatic cancer patients.
Adebelimab, a programmed death-ligand 1 (PD-L1) inhibitor, exerts synergistic antitumor
effects with chemotherapy in solid tumors. Herein, we evaluate the efficacy and safety of
Irinotecan Liposome II plus Adebelimab and AG regimen as conversion therapy for LAPC to
improve surgical conversion rates and survival benefits. Methods: This prospective, single-
arm, open-label study plans to enroll 45 patients with pathologically confirmed locally ad-
vanced pancreatic ductal adenocarcinoma. Key inclusion criteria: 18-75 years old; Eastern
Cooperative Oncology Group (ECOG) PS 0-1; adequate major organ function; no central nervous
system metastasis; effective contraception for reproductive-aged subjects (pregnancy ex-
cluded); informed consent. Exclusion criteria: non-ductal pancreatic cancer; active autoim-
mune diseases; severe infections; major surgery or investigational drugs within 4 weeks prior to
enrollment; other investigator-judged ineligibility. Primary endpoint is surgical conversion
rate; secondary endpoints include event-free survival, overall survival, RO/R1 resection rate,
objective response rate, pathological complete response rate, and safety profile. Treatment
Regimen: Irinotecan Liposome II (40 mg/m?, IV infusion 90+30 min, Day 1, g2w) + Adebelimab
(1200 mg, IV infusion 30-60 min, Day 1, g4w) + gemcitabine (1000 mg/m?2, IV infusion > 30
min, Days 1,8,15, g4w) + nab-paclitaxel (125 mg/m?2, IV infusion > 30 min, Days 1,8,15, q4w).
Registration Number: ChiCTR 2500108269. Research Sponsor: Hengrui Pharma. Clinical trial
information: ChiCTR2500108269. Research Sponsor: None.
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Using organoids to predict efficacy of adjuvant treatment to improve outcome in
resectable pancreatic cancer: UNITEPANC (AlO-PAK-0424), a prospective, multi-
center, proof-of-concept trial of the AIO Pancreatic Cancer Group.

Thomas Jens Ettrich, Lukas Perkhofer, Jasmin Schuhbaur, Waldemar Uhl, Anke C. Reinacher-Schick, Erik Rasbach, Johannes Betge, Christopher C.M. Neumann,
Maximilian Reichert, Felix Hiittner, Andre Mihaljevic, Simone Hummler, Melanie Seepe, Adriane Wild, Axel Hinke, Jessica Lindenmayer, Johann Gout, Arpad Varga,
Alexander Kleger, Thomas Seufferlein; Department of Internal Medicine I, Ulm University Hospital, Ulm, Germany; Department of Internal Medicine I, Institute of Molecular
Oncology and Stem Cell Biology and Division of Interdisciplinary Pancreatology, Ulm University Hospital, UIm, Germany; Ulm University Hospital, Department of Internal
Medicine I, Ulm, Germany; Department of General and Visceral Surgery, St. Josef Hospital, Ruhr University, Bochum, Germany; COLOPREDICT Platform and Department of
Hematology, Oncology and Palliative Care, St. Josef-Hospital, Ruhr-University Bochum, Bochum, Germany; Ulm University Hospital, Department of General and Visceral
Surgery, UIm, Germany; Department of Medicine I, Medical Faculty Mannheim, Heidelberg University, Mannheim, Germany; Charité-Universitatsmedizin Berlin, Department
of Hematology, Oncology and Tumor Immunology, Berlin, Germany; Department of Internal Medicine II, Klinikum rechts der Isar, Technische Universitat Miinchen, Munich,
Germany; Nuernberg Hospital, Department of General and Visceral Surgery, Nuernberg, Germany; Tuebingen University Hospital, Department of General and Visceral
Surgery, Tuebingen, Germany; Ulm University Hospital, Centre for Clinical Studies (ZKS), UIm, Germany; CCRC Cancer Clinical Research Consulting, Diisseldorf, Germany;
Ulm University, Core Facility Organoids, UIm, Germany; Ulm University, Institute of Molecular Oncology and Stem Cell Biology and Division of Interdisciplinary
Pancreatology, Ulm, Germany; Ulm University Hospital, Department of Internal Medicine | and Institute of Molecular Oncology and Stem Cell Biology and Division of
Interdisciplinary Pancreatology and Core Facility Organoids, Ulm, Germany

Background: Pancreatic cancer (PDAC) is a heterogeneous disease and there is a lack of
predictive biomarker to guide treatment. Patient tumor derived organoids (PDO) recapitulate
key morphological and genetic features and may preserve patient-specific drug response
phenotypes Methods: UNITEPANC is a prospective, proof of concept, multicenter IIT of the
German AIO PDAC Group and funded by the German Cancer Aid. UNITEPANC examines the
feasibility of an organoid-educated adjuvant treatment approach with respect to organoid
establishment, expansion and characterization and its potential role for selecting an optimal
adjuvant treatment in PDAC in a multicenter setting. Preparatory activities like harmonizing
SOPs and round-robin-tests for generation of organoids and organoid-based pharmacotyping
in the trial centers and the different Organoid Facilities have been completed and evaluated.
UNITEPANC examines selection of adjuvant chemotherapy by pharmacotyping of tumor
organoids. Options for adjuvant treatment are gemcitabine, gemcitabine/capecitabine,
gemcitabine/nab-paclitaxel or mFOLFIRINOX. Major inclusion criteria are R0 or R1 resected,
histologically confirmed PDAC and patients in principle, suitable for mFOLFIRINOX treatment
in the adjuvant setting, postoperative Ca19-9 < 180 U/ml, and a timely PDO-based chemo-
therapy recommendation by the UNITEPANC Organoid Board to guarantee a start of the
adjuvant treatment within 12 weeks after resection. UNITEPANC is an interventional, prospec-
tive, multicenter, single-arm trial. 92 patients shall be allocated to the trial for the generation of
organoids, 38 patients shall be enrolled for PDO-based adjuvant treatment and 34 patients need
to be analyzed as ITT population in the follow-up period. Efficacy: The efficacy endpoint of the
trial is purely descriptive and intended to obtain a signal for further development of the
strategy. This requires the proof of an efficient 1) generation and 2) expansion of PDO and
3) aclear sign that an organoid-educated treatment selection is superior to standard treatment
with mFOLFIRINOX. For 1) and 2) we have chosen a rate of 75% and 60%, respectively,
according to the literature. For 3): The approach would be considered promising, if the true
18-months-DFS rate is 77% (corresponding to a hazard ratio of 0.5 compared to Prodige-24,
80% power, one-sided type I error 0.1. HR-QoL data will be analyzed (QLQ-C30, Pan26).
Additionally, an extensive translational program is enclosed. UNITEPANC has started recruit-
ment in Q3/2025. Clinical trial information: 2023-510490-34-00. Research Sponsor: German
Cancer Aid.
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Phase | light-dose escalation study in locally advanced pancreatic ductal adeno-
carcinoma: Intra-arterial (IA) padeliporfin vascular-targeted photodynamic therapy
(VTP).

Nadine Abi-Jaoudeh, Jennifer Brooke Valerin, Vincent Chung, Zeljka Jutric, Laleh Golkar Melstrom, Dina Preise, Genia Alpert, Keren Brook, Nick Weinberger,
Avigdor Joshua Scherz, Eyal Morag, April Choi, Jonathan Kessler, David Imagawa; University of California Irvine, Division of Vascular & Interventional Radiology,
Department of Radiological Sciences, Orange, CA; Chao Family Comprehensive Cancer Center, University of California Irvine, Orange, CA; Department of Medical Oncology
and Therapeutics Research, City of Hope, Duarte, CA; University of California Irvine, Division of Hepatobiliary Surgery, Department of Surgery, Orange, CA; City of Hope
Medical Center, Duarte, CA; ImPact Biotech Ltd, Ness Ziona, Israel; Steba/ImPact Biotech Ltd, Ness Ziona, Israel; Weizmann Institute of Science, Department of Plants and
Environmental Sciences, Rehovot, Israel; University of California Irvine, Orange, CA; City of Hope, Duarte, CA

Background: Locally advanced pancreatic ductal adenocarcinoma (LA-PDAC) with > 180°
vascular encasement of major abdominal arteries is considered unresectable and is associated
with poor prognosis. Standard-of-care options, including chemotherapy and chemoradiation,
achieve limited conversion to resectability with high recurrence rates. Thus, a therapeutic
approach that can effectively downstage LA-PDAC to resection is clinically needed. Activation
of vascular-targeted photodynamic therapy (VIP) by Padeliporfin illumination at 753nm
results in photochemical generation of oxygen and nitric oxide radicals that cause rapid
occlusion followed by break down of the tumor vasculature, tumor necrosis and break-
down of the extracellular matrix. Photosensitivity at > 6 hours is avoided due to 1.19 hours
Padeliporfin half-life without accumulation in epithelial tissue. Padeliporfin-VTP activation by
intra-arterial (IA) illumination has the potential to selectively ablate tumor tissue encasing the
artery, reducing vascular encasement and enabling subsequent surgical resection. Robust
feasibility and safety preclinical studies in normal swine and efficacy in mouse tumor models
have demonstrated feasibility of light transmission through the arterial wall at a dose sufficient
toinduce tumor ablation at the artery interface and acceptable safety profile, supporting clinical
translation. Methods: NCT05919238 is an ongoing multi-center Phase I light dose-escalation
study. Key inclusion criteria are stage III LA-PADC with solid tumor contact > 180° in head/
uncinate process of the pancreas for the total encasement length up to 3cm and with target
artery internal diameter 5-10 mm. VTP is applied via IA placement of an optical fiber, inside a
standard angioplasty balloon, in the target artery adjacent to the tumor. Ten minutes intra-
venous administration of Padeliporfin at a fixed dose of 4 mg/kg immediately followed by
753nm laser illumination through the inflated balloon, for two 5-minute cycles with 1-minute
break. The study is designed to evaluate three light power densities: 200, 400 and 600mW/cm.
The primary objectives include determination of Maximum Tolerated light Dose (MTD) and/or
recommended phase 2 dose (RP2D) and evaluation of safety. Secondary objectives are to
determine rate of surgical downstaging and resectability as well as the pattern of disease
progression following VTP treatment, based on pre- and post-VTP contrast computed to-
mography (CT) scans and tissue specimens, in case surgery is performed. The study comprises
two parts: part A with 3+3 light dose escalation schema; part B (expansion cohort) with the
RP2D/MTD, derived in Part A. As of 28 October 2025, Cohort 1 of Part A with an LPD of 200mW/
cm have been completed without DLTs. Enrolment to cohort 2, with LPD 400mW/cm, began in
November 2025. Clinical trial information: NCT05919238. Research Sponsor: Impact Biotech.
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Durvalumab and oleclumab in resectable pancreatic ductal adenocarcinoma: A
window of opportunity trial (DORA).

Erica Sophia Tsang, Beatriz Anton Pascual, Guillaume Martel, Elena Elimova, Robert C. Grant, Korosh Khalili, Malcolm Moore, Klaudia Nowak, Xin Wang,

Rachel Anne Goodwin, Pablo E. Serrano, Brandon M. Meyers, Yoo-Joung Ko, Shiva Jayaraman, Melanie Spears, Hartland Jackson, Jennifer J. Knox, Faiyaz Notta,
Steven Gallinger, Grainne 0'Kane; Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre, University Health Network, University of Toronto,
Toronto, ON, Canada; Medical Oncologist, Princess Margaret Cancer Centre, Toronto, ON, Canada; Ottawa Hospital Research Institute, Ottawa, ON, Canada; Princess
Margaret Cancer Centre, Toronto, ON, Canada; Toronto General Hospital, Toronto, ON, Canada; Princess Margaret Cancer Centre, University Health Network, Toronto, ON,
Canada; Department of Laboratory Medicine & Pathobiology - Toronto General Hospital: University Health Network (UHN), Toronto, ON, Canada; Division of Medical
Oncology, Princess Margaret Cancer Centre, University Health Network, Toronto, ON, Canada; Ottawa Hospital Research Institute, University of Ottawa, Ottawa, ON,
Canada; McMaster University, Hamilton, ON, Canada; Division of Medical Oncology, Juravinski Cancer Centre/Escarpment Cancer Research Institute, McMaster University,
Hamilton, ON, Canada; St. Michael's Hospital, Unity Health Toronto, Toronto, ON, Canada; Unity Health, Toronto, ON, Canada; Temerty Faculty of Medicine, Department of
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Background: Resectable pancreatic ductal adenocarcinoma (PDAC) comprises < 20% of cases
and remains associated with poor outcomes despite surgery and adjuvant chemotherapy. PDAC
features a hypoxic, immunosuppressive and “cold” tumor microenvironment (TME). CD73 has
emerged as a prognostic biomarker in PDAC, with high expression linked to poor survival. CD73
on tumor cells impairs antitumor T-cell responses and results in tumor immune escape.
Inhibition of CD73 could reverse immune suppression by the TME. Preliminary data from
the phase I combination trial of durvalumab (anti-PD-L1 antibody) and oleclumab (anti-CD73
antibody) has shown modest antitumor activity in patients in PDAC, colon cancer, and non-
small cell lung cancer. A window-of-opportunity (WOO) study allows for rapid early identi-
fication of biological activity. We therefore designed a WOO trial to assess the impact of CD73
and PD-L1 blockade in resectable PDAC to test the hypothesis that this strategy would increase
CD8+ T cell infiltration and reduce suppressive immune cells as assessed by digital spatial
profiling and image mass cytometry. Methods: DORA (NCT06060405) is a prospective phase II
multicentre WOO trial evaluating the immune activity of combined CD73 and PD-L1 blockade in
upfront resectable PDAC. Eligible patients must have ECOG 0-1, histologically confirmed NCCN
resectable PDAC, and be immunotherapy-naive. Patients undergo an upfront EUS for histo-
logical diagnosis and for correlative studies, and then receive a single dose of durvalumab
1500 mg IV and oleclumab 3000 mg IV x 2 doses every two weeks prior to surgical resection.
Patients receive standard-of-care adjuvant systemic therapy following surgery. The primary
objective is to determine the increase in immune cell infiltration, specifically CD8+ T cells,
between the paired pre-treatment and surgical resection specimens. Secondary objectives
include the percent change in other immune cell populations (CD3/CD45RA/RO T cells, M1
vs. M2 macrophage), and the dynamic changes in immune cell populations as measured by flow
cytometry/CyTOF. A total of 22 patients will be enrolled to ensure 20 evaluable subjects who
undergo surgical resection. With 20 patients, this provides 80% power to detect an effect size of
0.66 using a two-sided alpha of 0.05. Planned correlatives include serial ctDNA analysis and
whole genome and transcriptome sequencing of all surgical resections. This study was activated
in January 2024. Clinical trial information: NCT06060405. Research Sponsor: None.
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ENVELOPE trial (NCCH2412): Enfortumab vedotin in patients with locally advanced
or metastatic small bowel adenocarcinoma refractory or intolerant to platinum-
based combination therapy—A multicenter, phase Il trial (trial in progress).
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Background: Small bowel adenocarcinoma (SBA) is a rare malignancy with limited systemic
options beyond first-line platinum-based combination therapy (FOLFOX/CapeOX) and no
established second-line treatment. We recently reported that Nectin-4 is frequently highly
expressed in SBA, providing a biological rationale for enfortumab vedotin, a Nectin-4—directed
antibody-drug conjugate (ADC). We designed a multicenter phase II trial to evaluate the
antitumor activity and safety of enfortumab vedotin in unresectable locally advanced or met-
astatic SBA refractory or intolerant to platinum-based combination therapy. To our knowledge,
this is the first trial to evaluate the efficacy of ADC in this rare cancer. Methods: Key eligibility
criteria include age =18 years, histologically/cytologically confirmed SBA, ECOG PS 0-1, prior
FOLFOX or CapeOX with progression or intolerance, =1 measurable lesion (RECIST v1.1) and
adequate organ function. If prior testing has identified alterations qualifying for approved
tumor-agnostic therapies, patients must be refractory or intolerant to such therapies. Nectin-4
positivity is not required for enrollment. Exclusion criteria include a history of interstitial lung
disease and poorly controlled diabetes. Enfortumab vedotin is administered at 1.25 mg/kg
intravenously on days 1, 8, and 15 of each 28-day cycle until progression or unacceptable
toxicity. Tumor assessments are performed by enhanced CT every 8 weeks up to week 24 and
every 12 weeks thereafter. The primary endpoint is the objective response rate (ORR), as
determined by blinded independent central review. Representative secondary endpoints in-
clude disease control rate, progression-free survival, overall survival, and safety outcomes, as
assessed by the Common Terminology Criteria for Adverse Events v5.0. The null ORR is 5%, and
the expected ORR is 25%. An exact binomial design (one-sided a = 0.05; 90% power) requires 25
evaluable patients, with the planned sample size of 27 to account for non-evaluable cases. In a
prespecified translational study, tumor Nectin-4 expression will be assessed by immunohis-
tochemistry, and its association with the efficacy of enfortumab vedotin will be explored.
Biological specimens will be collected at baseline, during treatment, and at progression for
multi-omics analysis to investigate mechanisms of response and resistance. The ENVELOPE
trial has been approved by the Institutional Review Board of the National Cancer Center Japan.
Enrollment opened on October 2025 and will continue through October 2027; follow-up will
extend 12 months after the last patient is enrolled. As of December 31, 2025, 5 patients had been
enrolled. Clinical trial information: NCT07347314/jRCT2031250424. Research Sponsor: Japan
Agency for Medical Research and Development, AMED; Grant number JP25ck0106015h0001.
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FusionVAC22_02, a phase | clinical trial in progress: Adjuvant DNAJBT-PRKACA
fusion transcript—based peptide T-cell activator for fibrolamellar hepatocellular
carcinoma (FLC) and other tumor entities carrying the oncogenic driver fusion.
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Background: The DNAJB1-PRKACA fusion transcript was detected as the oncogenic driver of
tumor pathogenesis in fibrolamellar hepatocellular carcinoma (FLC) and other cancers, e.g.
oncocytic neoplasms of pancreas and bile duct. We and others have shown that the fusion
protein can be targeted by T cell-based immunotherapy: Application of Fusion-VAC-XS15 a
peptide-based T cell activator including the TLR1/2 agonist XS15 emulsified in Montanide ISA 51
VG in two FLC patients was well tolerated without systemic side effects and induced long-
lasting T-cell response accompanied by disease remission with a progression-free survival of
up to 80 months and 60 months in both patients (Bauer et al. Nat. Commun., 2022). Based on
these promising data, Fusion-VAC-XS15 combined with Atezolizumab is currently under
evaluation in the advanced or metastatic situation since October 2023 (Hackenbruch et al.
Front Oncol., 2024; NCT05937295). For localized FLC, surgical resection still represents the
only curative treatment option but shows high relapse rates which underscores the high
medical need for adjuvant treatment options. We here present the FusionVAC22_ 02 trial,
which evaluates Fusion-VAC-XS15 as an adjuvant therapeutic in FLC patients who have reached
complete remission. Methods: FusionVAC22_ 02 is a Phase I open label, multicentric clinical
trial evaluating immunogenicity along with safety, toxicity and first signs of clinical efficacy of
Fusion-VAC-XS15 as adjuvant treatment, in 20 patients with FLC or other cancers with proven
DNAJB1-PRKACA fusion protein, and lacking adjuvant treatment options. One key eligibility
criterion is achievement of complete remission (e.g. due to surgery, radiotherapy, local inter-
vention or systemic treatment) according to RECIST1.1. Of note, a history of liver transplan-
tation or prior immune-mediated side effects (e.g. after treatment with checkpoint-inhibitors)
are no exclusion criteria. Fusion-VAC-XS15 is applied twice in a 4-week interval, with an
optional booster 56 days after the second application, followed by a 6-month follow-up.
Primary objectives include assessment of immunogenicity in terms of peptide-specific
T cell responses, as well as evaluation of safety and toxicity. Safety assessment is based on
the frequency of adverse events according to CTCAE v5.0. Clinical efficacy is determined by
RECIST1.1 assessment on imaging. Recruitment started in July 2025, nine FLC patients from
various parts of the world have been included and treated so far, four of which have reached the
primary endpoint. Clinical trial information: NCT06789198. Research Sponsor: Fibrolamellar
Cancer Foundation; Angewandte Klinische Forschung.
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Sacituzumab govitecan in combination with capecitabine for the treatment of
advanced gastrointestinal cancers after progression on standard therapy.

Maria Diab, Sunita Ghosh, Gazala Khan, Zaid Ihab Al Saheli, Ira S. Wollner, Philip Agop Philip; Henry Ford Health/Michigan State University, Detroit, MI; Department of PHS,
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Background: Gastrointestinal (GI) malignancies are associated with poor survival and novel
therapies are urgently needed. Sacituzumab govitecan (SG) is an antibody-drug conjugate
(ADC) that targets the tumor-associated antigen Trop-2 (trophoblast cell-surface antigen 2).
SG is covalently bound to the topoisomerase I inhibitor SN-38, which is the active metabolite of
irinotecan. Trop-2 is overexpressed in most GI malignancies, including colorectal, gastric, and
pancreatic cancers, and is associated with poor prognosis. SG has been approved for the
treatment of second-line triple-negative breast cancer and pre-treated hormone-receptor
positive metastatic breast cancer but its role in GI cancers is not determined. Furthermore, its
combination with capecitabine has never been studied. Methods: We are conducting a single
arm, single institution, dose escalation phase 1 trial with a 3+3 design of combination SG plus
capecitabine. SG dosing will be at three levels: Level -1 at 5mg/kg; Level 0 at 7.5mg/kg; and Level
+1 at 10mg/kg. Dosing will start at dose level 0. SG will be administered as an intravenous
infusion on Days 1 and 8 of a 21-day cycle. Capecitabine dose is fixed at 825mg/m? and will be
delivered orally twice a day for 14 days on and 7 days off, starting on Day 1, of the 21-day cycle.
Key eligibility criteria include histologically documented metastatic adenocarcinoma of GI
origin, including gastroesophageal, colorectal, and pancreaticobiliary, that has failed standard
therapy; age =18years; ECOG performance status 0-1; and adequate end organ function. Key
exclusion criteria include previous receipt of topoisomerase 1 inhibitors. The primary endpoint
is the Recommended Phase 2 Dose (RP2D). Secondary endpoints include objective response
rates, duration of response, progression-free and overall survival. An exploratory endpoint is
the correlation between Trop-2 expression in collected archival tissue and clinical outcomes.
Optional biopsies will be offered for patients with missing or insufficient archival tissue. This
study has been registered under NCT06065371 and is actively enrolling. The trial will enroll up
to 20 patients. The trial is funded by Gilead Sciences, Inc. Clinical trial information:
NCT06065371. Research Sponsor: None.
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