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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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Background: Patients with atypical EGFR-mutated advanced NSCLC have worse long-term
outcomes with EGFR-targeted therapies than classical exon 19 deletion/L858R mutations
(CEGFR). Afatinib, approved for atypical EGFR-mutated NSCLC, showed a median overall sur-
vival (0S) of 19.4 months among 38 participants (pts) with atypical EGFR-mutations globally
(Yang Lancet Oncol 2015). Amivantamab (ami)-based regimens are approved across multiple
lines of therapy in different settings for cEGFR and exon 20 insertion (Ex20ins)-mutated
advanced NSCLC. In MARIPOSA, first-line (1L) ami plus lazertinib (ami-laz) significantly
prolonged OS vs osimertinib (HR, 0.75; P=0.005) in cEGFR-mutated NSCLC. In an earlier report
of 49 pts with atypical EGFR-mutated advanced NSCLC who received 1L ami-laz, objective
response rate (ORR) was 57%, median response duration was 20.7 months, median
progression-free survival (PFS) was 19.5 months, and OS was still immature (Tomasini JCO
2025). Here we report OS data with longer follow-up for pts with atypical EGFR-mutated NSCLC
who received 1L ami-laz. Methods: Cohort C of the global, phase I/Ib CHRYSALIS-2 study
(NCT04077463) enrolled pts with atypical EGFR mutations, excluding Ex20ins and co-
mutations with cEGFR, who were previously untreated or had =2 prior lines of therapy, which
may have included a 1°t/2"9-generation EGFR TKI. All enrolled pts received intravenous ami-
laz. The primary endpoint was ORR by investigator per RECIST v1.1, which has been previously
reported. Here we report OS, a key secondary endpoint, in the treatment-naive population
(n=49). Results: As of Oct 31, 2025, the median follow-up was 31.3 months (range, 0.1-53.2).
The median OS was 41.0 months (95% CI, 27.7—not estimable), with 55% alive at 3 years and
46% alive at 4 years. As of data cutoff, 20% (10/49; 6 were confirmed responders and 4 had
stable disease) of pts were still ongoing 1L treatment (range, 2.5—4.4 years), with 7 pts receiving
ami treatment for >3 years. Safety profile was consistent with prior reports; no additional safety
signals were identified with longer-term follow-up. Among pts whose disease had progressed
and discontinued 1L treatment, 71% (20/28) received subsequent therapy. The most common
subsequent regimens included platinum-based chemotherapy agents (55%). Conclusions: 1L
treatment of atypical EGFR-mutated advanced NSCLC with ami-laz resulted in a clinically
meaningful median OS of nearly 3.5 years. Many pts were able to stay on 1L treatment long term,
with 20% still ongoing. Ami-laz has now shown substantial survival benefit in both 1L cEGFR-
and atypical EGFR-mutated disease. The recently FDA-approved subcutaneous formulation of
ami may further simplify the overall treatment experience for this regimen. Clinical trial
information: NCT04077463. Research Sponsor: Janssen Research & Development, LLC, a
Johnson & Johnson company.
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Lorlatinib vs crizotinib as first-line treatment for advanced ALK+ non-small cell lung
cancer: 7-year update from the phase 3 CROWN study.
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Background: Median progression-free survival (PFS) was not reached (NR) with lorlatinib in
the phase 3 CROWN study after 5 yrs of f/u, representing the longest PFS reported in advanced
non-small cell lung cancer (NSCLC). Due to the unprecedented PFS benefit with lorlatinib after
5 yrs of f/u and the decreased event rate after the first 24 mos in the study, we aimed to quantify
long-term outcomes at 7 yrs. Methods: 296 treatment-naive patients (pts) with advanced ALK+
NSCLC were randomized 1:1 to receive lorlatinib 100 mg once daily (n=149) or crizotinib 250 mg
twice daily (n=147). This post hoc analysis presents investigator-assessed efficacy outcomes,
safety, and biomarker analyses. Formal statistical testing between arms was not performed.
Results: As of October 31,2025, 66 of 149 pts (44%) Vs 4 of 142 (3%) were receiving lorlatinib vs
crizotinib. With a median f/u for PFS (95% CI) of 83.0 (81.2-86.3) and 77.2 mos (36.8-not
evaluable), respectively, median PFS (95% CI) was NR (68.5-NR) with lorlatinib and 9.1 mos
(7-4-10.9) with crizotinib (HR, 0.19; 95% CI, 0.13-0.26); the 7-yr PFS (95% CI) was 55% (46-
63) and 3% (1-8). In the lorlatinib arm, pts without a PFS event at the end of 24 mos had a 79%
probability of survival without progression at yr 7. PFS benefit was consistent across all
prespecified subgroups. No new intracranial (IC) progression events occurred after the first
30 mos on lorlatinib. Median time to IC progression (95% CI) was NR (NR-NR) with lorlatinib
and 16.4 mos (12.7-21.9) with crizotinib (HR, 0.06; 95% CI, 0.03-0.12). The number of overall
survival (0S) events for a protocol-specified analysis has not been met; OS f/u is still ongoing.
The safety profile was consistent with the 5-yr results, with all-cause grade 3/4 adverse events
(AEs) in 77% of pts with lorlatinib and 57% with crizotinib. Treatment-related AEs (TRAEs) led
to permanent treatment discontinuation in 5% of pts with lorlatinib and 6% with crizotinib. No
new permanent discontinuations due to TRAEs occurred after the first 26 mos with lorlatinib.
Dose reductions were reported in 34% of pts in the lorlatinib arm (17% had 1 dose reduction and
17% had 2 reductions). Long-term efficacy was similar between pts with and without dose
reduction. Exploratory translational analyses of outcomes in pts with different molecular
subtypes and resistance mechanisms at the end of treatment are ongoing. Conclusions: With
median PFS yet to be reached after 7 yrs of f/u in CROWN, lorlatinib continues to show
unprecedented and highly durable benefit in treatment-naive pts with advanced ALK+ NSCLC.
In pts without a PFS event at 24 mos, the probability of survival without progressive disease at 7
yrs was 79%. Longer f/u showed very few additional PFS events, no new IC progression, and no
new treatment-related discontinuation, suggesting long-term substantial benefit with lorla-
tinib for the majority of pts with advanced ALK+ NSCLC. Clinical trial information:
NCT03052608. Research Sponsor: Pfizer.
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Background: Neladalkib is an investigational ALK TKI designed for inhibition of ALK single and
compound resistance mutations, brain penetrance, and sparing TRK. We report the first
analyses of phase 2 TKI pre-treated patients (pts) and preliminary data in TKI-naive pts with
ALK+ NSCLC. Methods: The global, single arm phase 1/2 ALKOVE-1 trial (NCT05384626)
enrolled pts with advanced/metastatic ALK+ NSCLC. Key study endpoints are objective response
rate (ORR, RECIST v1.1 by BICR), duration of response (DOR), intracranial ORR (IC-ORR) and
safety. Efficacy analyses included TKI pre-treated pts who initiated neladalkib 150 mg QD by 30
Sep 2024 or all treated TKI-naive pts. Data cut: 29 Aug 2025. Results: 656 pts with ALK+ NSCLC
received neladalkib. Efficacy-evaluable TKI pre-treated pts (n=253) had received a median of 3
prior anticancer therapies (range 1-11, 51% prior chemo). 78% of pts received =2 (range 2-5)
prior ALK TKIs, of whom 91% had prior lorlatinib. 19% had single or compound ALK G1202R
resistance mutations. 40% had CNS disease by BICR. ALK TKI pre-treated results are reported in
the Table. In a preliminary analysis of TKI-naive pts, ORR was 86% (38/44, 2 uPRs); 12-month
DOR rate was 91%. IC-ORR was 78% (7/9) with no CNS progression events as of data cutoff.
Conclusions: In this ALK TKI pre-treated data set, neladalkib demonstrated clinically mean-
ingful activity, including in pts with CNS disease, ALK G1202R single or compound mutations,
and prior lorlatinib. Encouraging preliminary activity was also observed in TKI-naive pts.
Neladalkib’s safety profile was consistent with its ALK-selective, TRK-sparing design. Clinical
trial information: NCT05384626. Research Sponsor: Nuvalent, Inc.

ALK TKI Pre-treated,

Efficacy Parameter All ALK TKI Pre-treated Lorlatinib-naive
(RECIST v1.1, BICR) + chemo + chemo
ORR % (n/N) 31 (79/253)> P 46 (29/63)°
95% Cl 26, 37 33, 59
% DOR = 12 m (95% CI) / 64 (51, 75) / 53 (34, 68) 80 (58,91) / 60 (19, 85)

18 m (95% CI) ¢
G1202R Mutation

ORR % (n/N) 68 (32/47)% 83 (10/12)
95% CI 53, 81 52,98

% DOR =12 m ¢ (95% CI) 80 (61, 91) 77 (34, 94)

Intracranial Activity

IC-ORR % (n/N) 32 (29/92)% " 63 (15/24)°
95% CI 22,42 41,81

% IC-DOR = 12 m ¢ (95% CI) 71 (48, 85) 92 (57, 99)

m, months; NE, not estimable.

Includes 2 unconfirmed partial responses (UPRs).

bPts with prior lorlatinib: ORR 26% (50/190, including 2 uPRs) and mDOR 17.6 m (95% Cl: 6.9, NE).
°Pts with 1 prior 2" generation ALK TKI (alectinib, n=44; brigatinib, n=2) = chemo: ORR 48% (22/46) and
DOR = 12 m of 74% (95% ClI: 48, 88).

dEstimated by Kaplan-Meier analysis.

€Single or compound G1202R resistance mutations may be present.

fincludes 1 uPR.

9Includes 2 IC-uPRs.

hPts with prior lorlatinib: IC-ORR 21% (14/68) and IC-DOR = 12 m of 55% (95% Cl: 26, 77).
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Background: Pralsetinib, an oral tyrosine kinase inhibitor, selectively and potently targets
oncogenic RET fusion and mutation proteins. Pralsetinib is FDA approved to treat adults with
metastatic RET-altered NSCLC. We present efficacy and safety of pralsetinib vs standard of care
(SOC) in first-line RET fusion-positive NSCLC from a randomized phase 3, open-label study,
AcceleRET-Lung (NCT04222972). Methods: AcceleRET-Lung was conducted at 74 sites in 22
countries. Adults with RET fusion-positive advanced or metastatic NSCLC received pralsetinib
400 mg/d or platinum-based SOC therapy. Crossover to pralsetinib was optional upon pro-
gression. The primary end point was progression-free survival (PFS) per RECIST v1.1. Secondary
end points included overall response rate (ORR), overall survival (0S), duration of response
(DOR), and safety. Efficacy was evaluated in randomized patients (intent-to-treat population
[ITT]). Safety was assessed in patients receiving =1 dose of study drug. Results: 223 ITT patients
were randomized to pralsetinib (n=110) or SOC (n=113). Pralsetinib and SOC groups had similar
baseline characteristics (median age: 62 and 63y, respectively; female: 48% and 57%; median
lesions: both 4; brain metastases: 15% and 16%). The study was terminated early per sponsor
decision on January 27, 2025. ITT patients in the pralsetinib group had significantly greater
median PFS vs SOC (18.7 vs 9.0 mo; P=0.003), ORR (65.5% Vs 41.6%; P<0.001), and median DOR
(20.6 vs 9.7 mo; P=0.004; Table). Safety was generally consistent with the known pralsetinib
profile except for a higher rate of infection in the pralsetinib group vs SOC (71.3% vs 51.9%),
including pneumonia (19.4% vs 5.8%), urinary tract infections (17.6% vs 7.7%), and oppor-
tunistic infections (9.3% vs 1.0%). There were 32 (30.0%) and 26 (25.0%) deaths in the
pralsetinib and SOC groups, respectively, with 8 (7.4%) and 0 due to infection. Common
grade =3 TRAESs in the pralsetinib vs SOC groups were hypertension (11.1% vs 0), neutropenia
(10.2% vs 8.7%), anemia (8.3% Vs 10.6%), and decreased neutrophil count (7.4% vs 4.8%).
Conclusions: In a Phase 3 study, pralsetinib met the primary PFS end point and had a signif-
icantly greater and more durable ORR vs SOC, confirming the clinical utility of pralsetinib in RET
fusion-positive NSCLC. Monitoring for infections with pralsetinib is warranted. Clinical trial
information: (1) NCT04222972; (2) 2023-505035-12-00; (3) 2019-002463-10. Research
Sponsor: Rigel Pharmaceuticals, Inc.

Efficacy outcomes.

Stratified hazard
Pralsetinib soc ratio/odds

(n=110) (n=113) ratio (95% Cl) P Value
Duration of follow-up, mo, 20.5 16.0 -
median (range) (0, 49.8) (0, 42.3)
PFS, mo, median (95% CI) 18.7 9.0 0.59 0.003
(11.1,25.2) (7.1,11.5) (0.42, 0.84)
ORR, % (95% ClI) 65.5 41.6 2.81 <0.001
(55.8, 74.3) (32.4,51.2) (1.61, 4.93)
0S, mo, median (95% Cl) NR (29.6, NR) 39.8 1.09 0.742
(39.8, NR) (0.65, 1.85)
DOR, mo, median (95% CI) 20.6 9.7 0.48 0.004
(17.2, 31.8) (7.6, 15.9) (0.28, 0.80)
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Efficacy and safety of lunbotinib (A400/EP0031), a next-generation selective RET
inhibitor (SRI), from a pivotal phase Il study in patients with advanced RET
fusion—positive non—small cell lung cancer (NSCLC).
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Background: RET-fusion positive NSCLC accounts for 1-2% of all lung cancers. Lunbotinib is a
next gen brain-penetrant SRI with high potency against RET fusion and mutant proteins (Zhou
etal.,, 2023; Alonso et al., 2025). We report findings from a pivotal phase Il study in advanced RET-
fusion positive NSCLC in China (NCT05265091). An ongoing study is assessing lunbotinib alone
or in combination with chemotherapy in Western patients (pts) (NCT05443126). Methods: The
phase Il part enrolled two single-arm cohorts: cohort 1 included pts with prior platinum-based
chemotherapy and immunotherapy (pre-treated), and cohort 2 included treatment-naive pts.
All pts received oral lunbotinib 90 mg once daily in 28-day cycles until disease progression or
unacceptable toxicity. The primary endpoint was ORR assessed by an independent review
committee (IRC) per RECIST vi.1. Results: As of Oct 29, 2025, 71 pre-treated pts and 92
treatment-naive pts were enrolled, with median follow-up of 22.6 and 20.7 mos, respectively.
Among pre-treated and treatment-naive pts in full analysis set (FAS), ECOG PS 1 rates were
90% and 80.2%, and metastases involving =3 organ sites were observed in 75.7% and 57.1%.
IRC-assessed confirmed ORR was 87.1% (95% CI: 77.0-93.9) in pre-treated pts and 81.3% (95%
CI: 71.8-88.7) in treatment-naive pts. mPFS was 27.5 mos and NR, respectively. Among pts with
baseline CNS metastases (23 pre-treated, 16 treatment-naive), ORR was 82.6% and 75.0%,
respectively, and 6 pts in each cohort had complete intracranial response. Full efficacy data are
in Table. Treatment-related AEs (TRAESs) occurred in 98.8% of pts, the most common were AST
(72.4%), ALT (68.1%), anemia (63.2%), urinary retention (45.4%), dry eye (43.6%), and
increased blood creatinine (42.9%). Grade = 3 TRAEs observed in 40.5%. Two pts (1.2%)
discontinued due to TRAEs. No fatal TRAEs occurred. Conclusions: Lunbotinib demonstrated
robust efficacy in pts with advanced RET -fusion positive NSCLC, with high ORR and prolonged
PFS in both pre-treated and treatment-naive populations, and notable intracranial activity.
Safety profile was manageable, with no new signals identified. These data support the potential
of lunbotinib as a valuable therapeutic option for this population. Clinical trial information:
NCT05265091. Research Sponsor: Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd.

Pre-treated pts Treatment-naive pts
(Cohort 1) (Cohort 2)
N=71 N=92
Confirmed ORR?/DCR?, % 87.1 (77.0, 93.9)/ 91.4 (82.3, 96.8) 81.3 (71.8,88.7)/ 92.3 (84.8, 96.9)
(95% CI)
mDoR? (95% Cl), mo 25.7 (14.8, NE) NR (NE, NE)
24-mo DoR rate, % (95% Cl) 55.4 (41.1, 67.5) NE
mPFS (95% Cl), mo 27.5 (16.1, NE) NR (19.4, NE)
24-mo PFS rate, % (95% Cl) 52.1 (39.3, 63.5) 59.9 (47.8, 70.0)
mOS (95% Cl), mo NR (26.1, NE) NR (NE, NE)
24-mo OS rate, % (95% Cl) 65.7 (51.5, 76.6) 74.1 (62.1, 82.8)
Baseline CNS metastases, n 23 16
ORR, % (95% CI) 82.6 (61.2, 95.0) 75.0 (47.6, 92.7)

In FAS; N was 70 and 91.
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Sacituzumab tirumotecan (sac-TMT) plus pembrolizumab (P) versus pem-
brolizumab (P) as first-line treatment for PD-L1—positive advanced non-small cell
lung cancer (NSCLC): Results from the randomized phase 3 OptiTROP-Lung05
study.

Caicun Zhou, Anwen Xiong, Wenxiu Yao, Wei Zheng, Yan Yu, Peng Chen, Hua Zhong, Hui Wang, Bolin Chen, Haiyong Wang, Yun Fan, Yunpeng Yang, Xingxiang Pu,
Qiming Wang, Xia Song, Zhangzhou Huang, Xiao-bo Du, Yan Qing, Xiaoping Jin, Junyou Ge; Department of Oncology, Shanghai East Hospital, Tongji University, Shanghai,
China; Department of Medical Oncology, University of Electronic Science and Technology of China, Sichuan Cancer Hospital and Institute & Cancer, The Second People’s
Hospital of Sichuan Province, Chengdu, China; Department of Oncology, Shengjing Hospital, China Medical University, Shenyang, China; Department of Medical Oncology,
Harbin Medical University Cancer Hospital, Harbin, China; Department of Thoracic Oncology, Tianjin Medical University Cancer Institute and Hospital, Tianjin, China;
Department of Respiratory and Critical Care Medicine, Shanghai Chest Hospital, Shanghai, China; Thoracic Radiotherapy Department I, Hunan Cancer Hospital, Changsha,
China; Thoracic Medicine Department II, Hunan Cancer Hospital, Changsha, China; Department of internal Medicine-Oncology, Shandong Cancer Hospital and Institute,
Shandong First Medical University and Shandong Academy of Medical Sciences, Jinan, China; Department of Thoracic Oncology, Zhejiang Cancer Hospital, Hangzhou,
China; Department of Medical Oncology, Sun Yat-sen University Cancer Center, Guangzhou, China; Lung & Gastrointestinal Oncology Department, Hunan Cancer Hospital,
Changsha, China; Department of Internal Medicine, The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Institute of Cancer Research, Henan
Academy of Innovations in Medical Science, Zhengzhou, China; Respiratory Department, Shanxi Province Cancer Hospital, Taiyuan, China; Department of Thoracic Medical
Oncology, Fujian Cancer Hospital, Fuzhou, China; Oncology Department, Mianyang Central Hospital, School of Medicine, University of Electronic Science and Technology of
China, Mianyang, China; Clinical Research Center, Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd., Chengdu, China; Clinical Research Center, Sichuan Kelun-Biotech
Biopharmaceutical Co., Ltd., National Engineering Research Center of Targeted Biologics, Chengdu, China

Background: Pembrolizumab has been the standard first-line treatment for PD-L1 positive
advanced NSCLC. Sac-TMT, a TROP2-directed antibody-drug conjugate with a unique bifunc-
tional linker, and PD-1/L1 inhibitors demonstrate complementary mechanisms that enhance
antitumor activity in the first-line treatment of NSCLC (Hong et al., Nat Med, 2025). Here, we
report the results from the planned interim analysis for PFS in this phase 3 OptiTROP-Lungo5
study (NCT06448312). Methods: Eligible patients (pts) had treatment-naive, locally advanced
or metastatic NSCLC without EGFR/ALK alterations and positive PD-L1 expression (defined as
TPS =1%, 22C3 assay). Pts were stratified by PD-L1 (TPS 1-49% vs = 50%), histology (squa-
mous vs non-squamous) and ECOG (0 vs 1) and then randomized (1:1) to receive sac-TMT 4 mg/
kg Q2W plus P 400 mg Q6W or P 400 mg Q6W. The primary endpoint was PFS per RECIST 1.1
assessed by blinded independent central review (BICR), and the key secondary endpoint was OS.
Results: A total of 413 pts (median age 65 yrs; 84.5% ECOG 1; 40.0% squamous; 40.0% PD-L1
TPS = 50%) were randomized to receive sac-TMT + P (n = 208) or P (n = 205). As of Sep 29,
2025, the median follow-up was 10.5 months. PFS by BICR was significantly longer in the sac-
TMT + P group than the P group (median, not reached vs 5.7 months; HR, 0.35; 95% CI, 0.26-
0.47; p< 0.0001). The data for OS were not mature, and a favorable trend was observed in the
sac-TMT + P group (HR, 0.55; 95% CI, 0.36-0.85). The BICR-assessed ORR was 70.2% in the
sac-TMT + P group versus 42.0% in the P group. In the pre-specified PD-L1 subgroups, the HRs
for PFS in pts with TPS 1-49% and TPS = 50% were 0.28 (95% CI, 0.19-0.41) and 0.47 (95% CI,
0.29-0.77). In the pre-specified histology subgroups, the HRs for PFS in pts with non-
squamous and squamous were 0.28 (95% CI, 0.18-0.43) and 0.44 (95% CI, 0.29-0.66).
Grade = 3 TEAEs were 55.3% in the sac-TMT + P group and 31.4% in the P group. Most
common grade =3 TEAEs of special interest for sac-TMT were neutrophil count decreased
(17.3%), anemia (9.1%), and stomatitis (5.3%). TEAEs led to discontinuation of sac-TMT/
pembrolizumab in 3.8%/5.3% of pts in the sac-TMT + P group while discontinuation of
pembrolizumab occurred in 4.9% of pts in the P group. Conclusions: To our knowledge, this
is the first phase 3 study to demonstrate the significant PFS benefit of an antibody-drug
conjugate plus pembrolizumab in the first-line treatment of PD-L1 positive advanced NSCLC
compared to pembrolizumab. The safety profile of sac-TMT + P was generally manageable and
consistent with the safety profile of the components. No new safety signals were seen. These
results from phase 3 OptiTROP-Lungo5 study support sac-TMT + P as a potential new treat-
ment option for this population. Clinical trial information: NCT06448312. Research Sponsor:
Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd.
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A randomized, open-label, parallel-controlled phase 3 trial of benmelstobart plus
chemotherapy and anlotinib for first-line treatment of advanced non-squamous
non—small cell lung cancer.

Yuankai Shi, Xiaoyong Tang, Lin Wu, Wei Guo, Yanping Hu, Honghai Wang, Shiguang Xie, Qingshan Li, Yu Yao, Yan Wang; Department of Medical Oncology, National Cancer
Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences & Peking Union Medical College., Beijing, China; Shandong
Cancer Hospital and Institute, Jinan, Shandong, China; The Department of Thoracic Medical Oncology, Hunan Cancer Hospital/The Affiliated Cancer Hospital of Xiangya
School of Medicine, Central South University, Changsha, China; Department of Respiratory Medicine, Shanxi Province Cancer Hospital/ Shanxi Hospital Affiliated to Cancer
Hospital, Chinese Academy of Medical Sciences/Cancer Hospital Affiliated to Shanxi Medical University, Taiyuan, China; Hubei Cancer Hospital, Wuhan, China; Department
of Oncology, Anyang Tumor Hospital, Anyang, China; The First Affiliated Hospital of Nanchang University, Nanchang, China; Chengde Medical College Affiliated Hospital,
Chengde, China; The First Affiliated Hospital of Xi'an Jiaotong University, Xi'an, China; Department of Medical Oncology, Harbin Medical University Cancer Hospital, Harbin,
Heilongjiang, 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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Neoadjuvant almonertinib followed by chemo-immunotherapy in II-lllb EGFR-
mutant NSCLC: A single arm, phase Il study (NEOVADE).

Jun-Tao Lin, Chao Zhang, Lixu Yan, Xuening Yang, Song Dong, Ben-Yuan Jiang, Qiang Nie, Ri-giang Liao, Jing Kang, Zi-Yi Xu, Jia-Tao Zhang, Jie Yang, Sheng Zhang,
Jing-Yu Hou, Rui Fu, Zi-Hao Chen, Zhen-Bin Qiu, Yi-Long Wu, Wenzhao Zhong; Guangdong Lung Cancer Institute, Guangdong Provincial Key Laboratory of Translational
Medicine in Lung Cancer, Guangdong Provincial People’s Hospital (Guangdong Academy of Medical Sciences), Southern Medical University, Guangzhou, China; Guangdong
Lung Cancer Institute, Guangdong Provincial Key Laboratory of Translational Medicine in Lung Cancer, Guangdong Provincial People’s Hospital (Guangdong Academy of
Medical Sciences), Southern Medical University, Guangzhou, Guangdong, China; Department of Pathology, Guangdong Provincial People’s Hospital, Guangdong Academy
of Medical Sciences, Southern Medical University, Guangzhou, China

Background: Neoadjuvant target therapy has improved objective response rate (ORR) or major
pathological response (MPR) of stage IIA-IIIB non-small cell lung cancer (NSCLC) with EGFR
mutation. EGFR-TKI-induced evolution indicated a hot-tumor status in residual disease.
However, the role of immunotherapy in this phrase remained unclear. Here, we present the
results of a phase II, open-label study investigating the efficacy and safety of sequential
almonertinib and chemo-immunotherapy (I0) in potentially resectable stage IIA-IIIB
EGFR-mutant NSCLC patients. (NCT06300424). Methods: Untreated patients with II-IIIB
NSCLC were enrolled in this study. Patients received almonertinib for 6 weeks, followed by 3
cycles of adebrelimab and chemotherapy before surgery. Primary end point was MPR, Sec-
ondary end points included pathological complete response (PCR), ORR, event-free survival
(EFS), overall survival (OS) and safety. Results: A total of 32 patients were enrolled from Apr
202/ to Aug 2025. EGFR mutation subtype was 19del in 16 (50.0%) patients, L858R in 11 (34.4%)
patients, others in 5 (15.6%) patients. All the patients completed neoadjuvant almonertinib, 30
(93.8%) patients completed 3 circles of chemo-10 and underwent surgery, R0 was achieved in
29 (96.7%) patients. ORR was 46.9% (15/32) and 59.4% (19/32) after target therapy and
chemo-I0, respectively. MPR was documented in 13 (40.6%) patients, including PCR in 5
(15.6%) patients. In patients underwent resection, MRP and PCR rate were 66.7% and 33.3% in
patients with PD-L1=1%, compared with 21.4% and 0% in PD-L1 <1% subgroup, respectively,
N downstage was confirmed in 44.8% (13/29) patients. After a median follow-up of 13.5 months
(interquartile range [IQR], 7.5—16.1months), 31 (96.9%) patients were alive. Median EFS and OS
were not reached. One-year EFS and OS rate was 89.5% and 95.2%, respectively. Grade = 3 AEs
occurred in 28 (87.5%) patients during neoadjuvant therapy. Conclusions: This study met its
primary endpoint, indicating almonertinib followed by chemo-I0 was a feasible neoadjuvant
treatment in patients with resectable stage IIA-IIIB EGFR-mutant NSCLC, especially in patients
with PD-L1 expression. The study was partially supported by Jiangsu Hengrui Pharmaceuticals
and Hansoh Pharmaceutical Group Co. Ltd. Clinical trial information: NCT06300424. Research
Sponsor: None.

Primary and secondary outcomes.

Outcomes ITT (N=32) Resection (N=29)
Major pathological response rate 40.6% (13/32) 44.8% (13/29)
PD-L1<1% 18.8% (3/16) 21.4% (3/14)
PD-L121% 62.5% (10/16) 66.7% (10/15)
Complete pathological response rate 15.6% (5/32) 17.2% (5/29)
PD-L1<1% 0.0% (0/16) 0.0% (0/14)
PD-L121% 31.3% (5/16) 33.3% (5/15)
After receiving neoadjuvant TKI

ORR 46.9% (15/32) 44.8% (13/29)
DCR 93.8% (30/32) 96.6% (28/29)
After receiving neoadjuvant TKI+IO

ORR 59.4% (19/32) 58.6% (17/29)
DCR 100.0% (32/32) 100.0% (29/29)

TKI: Tyrosine kinase inhibitor; 10: Immunotherapy.
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First-line (1L) divarasib plus pembrolizumab (pembro) in advanced or metastatic
KRAS G12C+ non—small cell lung cancer (NSCLC): Results from the Krascendo-170
study.

Ferdinandos Skoulidis, Kristof Cuppens, Willemijn S.M.E. Theelen, Caicun Zhou, Enriqueta Felip, Jung Seop Eom, Jennifer Friedmann, Gennaro Daniele,

Rajwanth Veluswamy, Benjamin J. Solomon, Teresa Moran, Flavio Augusto Ferreira da Silva, Karina Vera, Mariah Clarisse Mayo, Ahmadur Rahman, Shuai Li, Hen Prizant,
Chipman R. Stroud, Christoph Meyenberg, Adrian G. Sacher; The University of Texas MD Anderson Cancer Center, Houston, TX; Jessa Hospital, Hasslet, Belgium,;
Netherlands Cancer Institute, Amsterdam, Netherlands; Department of Oncology, Shanghai East Hospital, Tongji University, Shanghai, China; Vall d'Hebron University
Hospital, Vall d'Hebron Institute of Oncology, Barcelona, Spain; Lung Cancer Center, Pusan National University Hospital, Busan, South Korea; Jewish General Hospital,
McGill University, Montreal, QC, Canada; Phase 1 Unit, Fondazione Policlinico Universitario Agostino Gemelli IRCCS, Rome, Italy; NYU Langone Health, New York, NY; Peter
MacCallum Cancer Centre, Melbourne, VIC, Australia; ICO-Badalona, Badalona, Spain; Hospital de Cancer de Barretos, Barretos, Brazil; Hospital Britanico de Buenos Aires,
Buenos Aires, Argentina; Genentech, Inc., South San Francisco, CA; Roche Products Limited, Welwyn Garden City, United Kingdom; F. Hoffmann-La Roche Ltd, Basel,
Switzerland; Princess Margaret Cancer Centre/University Health Network, Toronto, ON, Canada

Background: Krascendo 170 (NCT05789082) is an open-label, phase Ib/II, dose-finding and
-expansion study of divarasib, an oral next-generation KRAS G12C inhibitor, with/without
other anti-cancer therapies in 1L KRAS G12C+ NSCLC. We report the primary analysis for pts
receiving divarasib plus pembro in the programmed death-ligand 1 (PD-L1)-positive cohort
(tumor cell [TC] =1%; cohort A1) and key preliminary data for the PD-L1-negative cohort
(TC <1%; cohort A2). Methods: Eligible pts were aged =18 years with untreated advanced or
metastatic KRAS G12C+ NSCLC and ECOG PS =1. All pts received oral divarasib once daily plus
intravenous pembro 200 mg once every 3 weeks until loss of clinical benefit, disease progres-
sion, study withdrawal or unacceptable toxicity. In cohort A1, pts were randomized 1:1 to receive
divarasib 200 or 400 mg. In cohort A2, all pts received divarasib 400 mg. We present data only
from pts receiving divarasib 400 mg. Primary endpoints were safety and tolerability. Secondary
endpoints included objective response rate (ORR), progression-free survival (PFS) and duration
of response (DOR; all investigator-assessed per RECIST v1.1). Results: At data cutoff (Oct 29,
2025), 59 pts were enrolled to receive divarasib 400 mg in cohort A1 and 23 pts in cohort A2. In
cohort A1 (median duration of divarasib treatment 10.6 months [range 0.3-24.3]), treatment-
related AEs (TRAEs; divarasib- or pembro-related) were reported in 98% of pts; 65% of pts had
grade (gr) 3/4 TRAEs and 0% had gr 5 TRAEs (Table). The most common TRAEs were diarrhea
(75%; gr 3/416%), nausea (64%; gr 3/4 2%), vomiting (49%; gr 3/4 2%), ALT increase (49%; gr
3/4 20%) and AST increase (47%; gr 3/4 18%). In cohort A1, confirmed ORR was 73%, no
patients had progressive disease as their best response, median DOR was not reached and
median PFS was 19.3 months (95% CI 12.4—not estimable [NE]). In cohort A2 (median duration
of divarasib treatment 2.8 months [range 0.5—-8.8]), TRAEs were reported in 100% of pts (65%
gr 3/4; 0% gr 5) and unconfirmed ORR was 70%. Conclusions: In Krascendo 170, divarasib
400 mg once daily plus pembro had a manageable safety profile. Promising efficacy was shown
in pts with advanced KRAS G12C+ NSCLC in both PD-L1- positive and -negative cohorts. A
global, phase III trial investigating divarasib 400 mg in 1L advanced KRAS G12C+ NSCLC
(Krascendo 2; NCT06793215) is currently enrolling. Clinical trial information:
NCT05789082. Research Sponsor: This study is sponsored by F. Hoffmann-La Roche Ltd.;
Third-party medical writing assistance, under the direction of the authors, was provided by
Tahmina S. Alam, MA, and Rebecca Benatan, BSc, of Ashfield MedComms, an Inizio company,
and was funded by F. Hoffmann-La Roche Ltd.

Cohort A1, n=59*" Cohort A2, n=23

Median follow-up, months 122 34
Safety, n (%)

Any gr TRAE 54 (98) 23 (100)

Gr 3/4 TRAE / serious TRAE 36 (65) / 19 (35) 15 (65) / 3 (13)

TRAE leading to 28 (51) / 40 (73) 13 (57) / 14 (61)

Dose reduction / interruption 14 (25) 3(13)

Discontinuation
ORR, % (95% CI) 73 (60-84) 70% (47-87)
Median PFS, months [95% ClI] 19.3 [12.4-NE] -

*3 pts did not receive treatment, 1 pt received divarasib 200 mg; "safety analysis comprised all pts treated
with divarasib 400 mg (n=55); *funconfirmed.
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Elisrasib (D3S-001), a next-generation GDP-bound KRAS G12C inhibitor, as first-
line therapy for KRAS G12C mutation—positive non—small cell lung cancer (NSCLC).

Shun Lu, Byoung Chul Cho, Ziming Li, Bin Yang, Vanesa Gregorc, Lin Wu, Jun Zhao, Herbert H. Loong, Cheng Chen, Huan Li, Shaonan Wang, Yandong Shen, Zifei Fan,
Janet Chen, Jing Zhang, Melissa Lynne Johnson, Allison Wang, Ben Solomon, George Zhi Jian Chen, Tony S.K. Mok; Shanghai Chest Hospital, Shanghai, Jiao Tong
University, School of Medicine, Shanghai, China; Division of Medical Oncology, Yonsei Cancer Center, Seoul, South Korea; Shanghai Chest Hospital, Shanghai Lung Cancer
Clinical Medical Center, Shanghai, China; Hubei Cancer Hospital, Wuhan, China; Istituto di Candiolo FPO IRCCS, Milano, Italy; Hunan Cancer Hospital, Changsha, China;
Peking University Cancer Hospital and Institute, Beijing, China; Chinese University of Hong Kong, Hong Kong, Hong Kong; D3 Bio, Shanghai, China; Sarah Cannon Research

Institute, Nashville, TN; Peter MacCallum, EAST Melbourne, Australia; The Chinese University of Hong Kong, Hong Kong, China

Background: Elisrasib (D3S-001) is a next-generation KRAS G12C inhibitor (G12Ci) designed to
improve target engagement (TE) efficiency and overcome growth factor-induced nucleotide
exchange. This unique MoA distinguishes elisrasib from prior G12Ci and has demonstrated
robust and durable anti-tumor activity in PDX models, and in combination with immunother-
apy (I0) in immunocompetent models. Current ongoing phase 1/2 trial (NCT05410145) eval-
uates elisrasib as monotherapy (mono) or combination (combo) with pembrolizumab as first
line (1L) therapy for advanced NSCLC harboring G12C mutation. Methods: Treatment naive
patients (pts) with G12C mutant advanced stage NSCLC were eligible. Elisrasib is administered
600mg QD orally in a 21-day cycle as mono or combo with pembrolizumab i.v. 200mg Q3W. The
key objectives included safety and efficacy. ctDNA dynamic was analyzed by Guardant360 CDx
or OncoCompass Target panels. Results: As of 06 Jan 2026, 43 pts and 52 pts received mono and
combo. Median study follow up was 8.5m and 5.7m in mono and combo, respectively. In mono,
41 (PD-L1 TPS [22C3]: 21 <1% and 20 =1%) out of 43 pts were efficacy evaluable. Overall ORR
was 78.0% (32/41). Subgroup ORRs in TPS <1% and =1% were 76.2% and 80.0%, respectively.
Median PFS and DOR were immature. 6m PFS rate was 68.9% and 6m DOR rate was 77.2%.
Above results provide first time evidence of G12Ci monotherapy in 1L NSCLC. In combo, 48 (PD-
L1 TPS [22C3]: 17 <1%, 11 1-49%, and 20 =50%) out of 52 pts were efficacy evaluable. Overall
ORR was 81.2% (39/48). Subgroup ORRs in TPS <1%, 1-49%, and =50% were 70.6%, 72.7% and
95.0%, respectively. Median PFS and DOR in the overall combo population were immature. 6m
PFS rate was 74.6% and 6m DOR rate was 80.5%. Toxicity profile is summarized in Table.
Baseline ctDNA G12C+ was detected in 90% (37/41) of mono and 80% (37/46) of combo. 35
mono and 25 combo pts completed on-treatment ctDNA analysis, with 83% and 100% achieved
molecular response (=90% G12C MAF reduction), respectively. PK at 60omg QD achieved
Cirough €xposure of ~5nM and ~3nM with mono and combo, respectively, with overlapping
variabilities at steady state, both well above the required exposure (1nM) for complete TE.
Conclusions: Both elisrasib monotherapy and in combination with pembrolizumab show
strong efficacy and good tolerability as 1L treatments for G12C-mutant NSCLC, warrant for
randomized study to evaluate elisrasib as a potential new standard of care. Clinical trial
information: NCT05410145. Research Sponsor: D3 Bio.

TRAEs* 1L NSCLC Mono (N=43) 1L NSCLC Combo (N=52)
Any Grade 41 (95.3%) 48 (92.3%)

>G3 3 (7.0%) 17 (32.7%)

LFT TRAEs* by PT (=G3)

ALT increased 0 4 (7.7%)

AST increased 0 3 (5.8%)

*TRAEs for combo cohort is related to elisrasib and/or pembrolizumab.
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Efficacy and safety of HLX43 (anti—-PD-L1 ADC) in patients with advanced non—
small cell lung cancer.

Jie Wang, Jianjun Zhang, Ning Li, Rui Wan, Xin Wang, Shan Zeng, Lin Wu, Hua Zhong, Jingxun Wu, Runxiang Yang, Shaozhang Zhou, Guowu Wu, Bin Yang, Donglin Wang,
Chuan Jin, Haifeng Liu, Xiaolong Yan, Fred R. Hirsch, Jie He; Cancer Hospital, Chinese Academy of Medical Sciences, Beijing, China; The University of Texas MD Anderson
Cancer Center, Houston, TX; Cancer Hospital Chinese Academy of Medical Sciences, Beijing, China; Xiangya Hospital of Central South University, Changsha, Hunan, China;
Department of Thoracic Medical Oncology, Hunan Cancer Hospital, Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University, Changsha, China;
Shanghai Chest Hospital, Shanghai, China; The First Affiliated Hospital of Xiamen University, Xiamen, China; Yunnan Cancer Hospital, Kunming, China; Guangxi Medical
University Cancer Hospital, Nanning, China; Meizhou People’s Hospital, Meizhou, China; Hubei Cancer Hospital, Wuhan, China; Chongqing University Cancer Hospital,
Chongging, China; Affiliated Cancer Hospital and Institute of Guangzhou Medical University, Guangzhou, China; Jilin Cancer Hospital, Changchun, China; The Second
Affiliated Hospital of Air Force Medical University of the People’s Liberation Army of China (Tangdu Hospital), Xi'an, China; Center for Thoracic Oncology Mount Sinai Health
System, New York, NY

Background: HLX43 (a PD-L1 ADC) has demonstrated encouraging efficacy with a manageable
safety in a phase 1 study. Here, we present the pooled findings from patients with NSCLC in a
phase 1 study (HLX43-FIH101) as well as a global phase 2 study investigating HLX43 in NSCLC
(HLX43-NSCLC201). Methods: The phase 1 study included a dose-escalation phase in patients
with advanced solid tumors (0.5—-4.0 mg/kg Q3W), followed by a dose-expansion phase in
patients with advanced or metastatic NSCLC at doses of 2.0, 2.5, and 3.0 mg/kg Q3W. The phase 2
study was conducted in NSCLC and comprised two parts: Part A was dose-exploration for
patients who had failed prior first-line therapy and had no actionable genomic alterations, to
receive HLX43 at 2.0 or 2.5 mg/kg Q3W; Part B was dose-expansion in which patients received
HLX43 at the recommended dose determined from Part A. This analysis integrated data from
heavily pretreated NSCLC patients enrolled across both studies. Efficacy and safety outcomes
were evaluated in the pooled population. Results: As of December 31, 2025, 205 patients were
enrolled and received HLX43 at 1 mg/kg (n = 3), 2 mg/kg (n = 89), 2.5 mg/kg (n = 85), 3mg/kg (n
= 23), and 4 mg/kg (n = 5). Patients received a median of 2 lines of prior antitumor therapy
(range, 1—9). Among the 161 response-evaluable patients (2, 69, 64, 21, and 5 in the 1, 2, 2.5, 3,
and 4 mg/kg groups, respectively), the investigator-assessed ORR was 31.1%. In the 2.0 mg/kg
group, investigator-assessed ORR was 36.4% for squamous NSCLC (n = 33); among these
patients, ORR was 40.0% for those who previously failed docetaxel (n = 15). ORRwas 47.4%, and
50.0% for patients with EGFR-wildtype (n = 19), and EGFR-mutant (n = 16) nonsquamous
NSCLC receiving HLX43 at 2.5 mg/kg. Biomarker exploratory analyses showed that efficacy was
not associated with PD-L1 expression, with ORRs of 30.1% and 32.1% in patients with PD-L1-
positive (n = 83) and PD-L1-negative tumors (n = 78), respectively. Overall, 199 (97.1%) patients
experienced treatment-related adverse events (TRAEs), of whom 88 (42.9%) had grade =3 in
severity. Most common Grade =3 TRAEs (incidence =10%) included lymphocyte count de-
creased (n = 47, 22.9%), white blood cell count decreased (n = 27, 13.2%), anemia (n = 25,
12.2%), and neutrophil count decreased (n = 23, 11.2%). TRAEs led to treatment discontinuation
in 17 (8.3%) patients. Conclusions: HLX43 exhibited promising efficacy in patients with heavily
pretreated advanced NSCLC, regardless of histology subtypes, and PD-L1 expression, along
with manageable tolerability. Further investigation is warranted. Clinical trial information:
NCT06115642 (HLX43-FIH101-phase 1 study), NCT06907615 (HLX43-NSCLC201- phase 2
study). Research Sponsor: Shanghai Henlius Biotech, Inc.
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Phase 2 data from ROSETTA Lung-02, a global randomized phase 2/3 trial of
pumitamig (PD-L1 x VEGF-A bsAb) + chemotherapy in 1L NSCLC.

Solange Peters, Youngjoo Lee, Mustafa Erman, Stephen V. Liu, Benjamin J. Solomon, Terufumi Kato, Shun Lu, Sanjay Popat, Ulug Mutlu Gunaydin, René Bartz, Vikesh Patel,
Kevin Tsai, Li Li, Uchechukwu Chiamaka Dimkpa, Claudia-Nanette Gann, Aurora OBrate, llhan Celik, Ozlem Tiireci, Ugur Sahin, Byoung Chul Cho; Oncology Department,
Centre Hospitalier Universitaire Vaudois, Lausanne University, Lausanne, Switzerland; National Cancer Center, Goyang, South Korea; Hacettepe University Cancer Institute,
Ankara, Turkey; Georgetown University, Washington, DC; Sir Peter MacCallum Department of Oncology, University of Melbourne, Melbourne, VIC, Australia; Department of
Thoracic Oncology, Kanagawa Cancer Center, Yokohama, Japan; Shanghai Chest Hospital, Shanghai, Jiao Tong University, School of Medicine, Shanghai, China; The Royal
Marsden Hospital, NHS Foundation Trust, London, United Kingdom; BioNTech US Inc., Cambridge, MA; BioNTech SE, Mainz, Germany; BioNTech UK Lte, London, United
Kingdom; BioNTech Pharmaceuticals Spain, S.L., Barcelona, Spain; Yonsei University College of Medicine, Seoul, South Korea

Background: Pumitamig (BNT327/BMS986545) is an investigational PD-L1 X VEGF-A bsAb
designed to restore effector T-cell function by binding PD-L1 and localizing VEGF-A neutral-
ization within the tumor microenvironment. We present the prespecified interim analysis of the
Phase 2 dose-optimization part of the global Phase 2/3 ROSETTA Lung-02 trial (NCT06712316)
evaluating the recommended Phase 3 dose of pumitamig + chemotherapy in 1L NSCLC.
Methods: The Phase 2 part of ROSETTA Lung-02 enrolled pts with treatment-naive advanced
NSCLC, no actionable genomic alterations, regardless of PD-L1 status, ECOG PS =1, and =1
measurable lesion per RECIST v1.1 into two substudies based on histology (nonsquamous [NSQ]
and squamous [SQ]). Pts were randomized 1:1 to 1400 mg (dose level [DL] 1) or 2000 mg (DL2)
pumitamig + histology-specific chemotherapy Q3W (NSQ: carboplatin + pemetrexed; SQ:
carboplatin + paclitaxel). Primary endpoints were safety, overall response rate (ORR), and best
percentage change in tumor size from baseline. Key secondary endpoints include duration of
response (DOR) and disease control rate (DCR). Results: The Phase 2 part enrolled 44 pts (NSQ.
n=23; SQ n=21; data cutoff Nov 21, 2025). Median age was 66 y (range: 41—-87), and 27 (61.4%)
pts had ECOG PS 1. Among 40 response-evaluable pts, best overall response was CR in 2 pts, PR
in 26, and SD in 12, for an ORR of 70.0% (28/40; confirmed ORR was 52.5% [21/40], 5 pending
confirmation) and DCR of 100%. DOR data were not mature at the time of data cutoff. Median
best change in tumor volume was -38.2% (NSQ -36.6%; SQ -39.7%). In NSQ NSCLC, ORR was
66.7% (14/21) and, by pumitamig dose, it was 72.7% for DL1 (8/11) and 60.0% for DL2 (6/10). In
SQNSCLC, ORR was 73.7% (14/19), 81.8% for DL1 (9/11) and 62.5% for DL2 (5/8). Central PD-L1
levels were available for 35 pts (PD-L1 <1% [n=20], 1-49% [n=9], =50% [n=6]), with activity
across PD-L1 levels. Circulating tumor DNA dynamics were assessed. Median treatment du-
ration was 4.5 mo (range: 0.1-8.8) with 30 (69.8%) pts still on treatment. In the safety set
(N=43), 40 (93.0%) pts had a treatment-related adverse event (TRAE). Grade =3 TRAEs were
reported in 19 (44.2%) pts and were considered pumitamig-related in 8 (18.6%). Pumitamig-
related TRAEs led to treatment discontinuation in 2 (4.7%) pts. Immune-related AEs (irAEs)
occurred in 6 (14.0%) pts and grade =3 irAEs in 1 (2.3%). Bleeding events were reported in 7
(16.3%) pts, with only 1 event being grade 3. Conclusions: In these first global data for a PD-(L)
1 X VEGF-A bsAb in 1L NSCLC regardless of PD-L1 status, pumitamig + chemotherapy showed
encouraging efficacy with a manageable safety profile. Efficacy of the lower dose + chemo-
therapy was particularly encouraging (ORR 72.7% in NSQ, 81.8% in SQ) and is being evaluated vs
pembrolizumab + chemotherapy in the ongoing Phase 3 part of the trial. Clinical trial infor-
mation: NCT06712316. Research Sponsor: BioNTech.

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/NCT06712316
http://meetings.asco.org

LUNG CANCER—NON-SMALL CELL METASTATIC

8514 Rapid Oral Abstract Session

Updated results from a phase 2 trial of SSGJ-707 (PF-08634404), a PD-1/VEGF
bispecific antibody, as monotherapy in patients with advanced non-small cell lung
cancer (NSCLC).

Lin Wu, Jun Yao, Yulan Sun, Ruoyu Wang, Xiang Li, Bolin Chen, Qian Chu, Qing Bu, Yong Fang, Jun Zhao, Weizhen Huang, Jin Zhou, Qiming Wang, Jie Li, Yongzhong Luo,
Yan Yu, Tienan Yi; Hunan Cancer Hospital, Changsha, Hunan, China; Oncology Department, the First Affiliated Hospital of Henan University of Science and Technology,
Luoyang, Henan, China; Affiliated Cancer Hospital of Shandong First Medical University, Jinan, China; Affiliated Zhongshan Hospital of Dalian University, Dalian, China;
Thoracic Medicine Department II, Hunan Cancer Hospital, Changsha, China; Tongji Hospital Tongji Medical College of HUST, Wuhan, China; The First Affiliated Hospital of
Guangxi Medical University, Nanning, China; Medical Oncology, Sir Run Run Shaw Hospital School of Medicine, Zhejiang University, Hangzhou, China; Peking University
Cancer Hospital and Institute, Beijing, China; First people’s Hospital of Huizhou, Huizhou, China; Sichuan Provincial Cancer Hospital, Chengdu, China; Henan Cancer
Hospital, Zhengzhou, China; First Affiliated Hospital of Gannan Medical University, Gannan, China; Cancer Center, Hunan Cancer Hospital, Changsha, China; Department of
Medical Oncology, Harbin Medical University Cancer Hospital, Harbin, China; Oncology Department, Xiangyang Central Hospital, Xiangyang, China

Background: SSGJ-707 is a fully human IgG4 bispecific antibody that simultaneously binds PD-
1 and VEGEF. In the phase 2 study (NCT06361927), SSGJ-707 monotherapy demonstrated
promising efficacy and manageable safety in first-line NSCLC with PD-L1 tumor proportion
score (TPS) =1%. We report updated results from this study with the FDA-aligned pivotal dose
of 10 mg/kg Q3W. Methods: Patients (pts) with treatment-naive advanced NSCLC (without
actionable genomic alterations and PD-L1 TPS =1%) were enrolled to receive SSGJ-707 at 5 mg/
kg, 10 mg/kg, 20 mg/kg, or 30 mg/kg Q3W until disease progression or unacceptable toxicity.
Primary endpoint is objective response rate (ORR) per RECIST 1.1. Secondary endpoints include
safety, duration of response (DOR), progression-free survival (PES), overall survival (0S), and
correlation between circulating tumor DNA (ctDNA) and efficacy. Results: As of Nov 28, 2025,
83 pts received =1 dose of SSGJ-707, of which 27.7% remained on treatment. In pts treated with
the FDA-aligned dose of 10 mg/kg Q3W (n = 34), 41.2% remained on treatment and median
duration of follow-up was 15.2 mos (95% CI, 14.3-16.2). In the 10 mg/kg group, confirmed ORR
was 67.6% (95% CI, 49.5-82.6%), median DOR was not reached (NR; 95% CI, 10.9-NR), median
PFS was 12.4 mos (95% CI, 8.2-NR), and median OS was NR (95% CI, 14.8-NR). High efficacy
was noted for the 10 mg/kg Q3W dose irrespective of histology and TPS (table). Among all
treated pts (n = 83), treatment-related adverse events (TRAESs) occurred in 92.8%; grade =3
TRAESs occurred in 42.2%. The most common grade =3 TRAESs (=5%) were pneumonia (8.4%),
hypertension (7.2%), and hemoptysis (6.0%). VEGF-related AEs occurred in 62.7% (grade =3,
18.1%) of pts; immune-mediated AEs occurred in 37.3% (grade =3, 8.4%). In the 10 mg/kg
group, TRAEs led to permanent discontinuation in 1 pt (2.9%) and none had grade 5 TRAE. In pts
with detectable ctDNA at baseline (n = 65), median PFS was NR (95% CI, 12.4-NR) in pts with
nondetectable ctDNA at C3D1 (n = 19) compared to 7.6 mos (95% CI, 5.6-9.4) in those with
detectable ctDNA at C3D1 (n = 33). Conclusions: With longer follow-up, SSGJ-707 monotherapy
continues to show promising efficacy with a manageable safety profile in pts with treatment-
naive advanced NSCLC across histology and PD-L1 expression subgroups. These results sup-
ported initiation of the phase 3 study (Symbiotic-Lung-01) of SSGJ-707 with platinum-based
chemotherapy in 1L squamous (SQ) and nonsquamous (NSQ) NSCLC irrespective of TPS
(NCT07222566). Clinical trial information: NCT06361927. Research Sponsor: Pfizer.

Confirmed ORR, % DOR, mos, me- PFS, mos, median 0S, mos, me-

n=34 (95% CI) dian(95% CI) (95% CI) dian(95% CI)
Histology
sQ 12 75.0(42.8-94.5) 6.2 (4.1-NR) 8.9 (2.7-NR) NR(4.9-NR)
NSQ 22 63.6(40.7-82.8) NR(10.9-NR) 12.4 (8.2-NR) NR(14.8-NR)
TPS
1%-49% 21 61.9(38.4-81.9) NR(4.1-NR) 9.6 (7.6-NR) NR(12.1-NR)
>50% 13 76.9(46.2-95.0) NR(5.6-NR) 12.4(5.9-NR) NR(NR-NR)
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Tremelimumab (T) + durvalumab (D) + chemotherapy (CT) vs pembrolizumab (P) +
CT in 1L non-squamous (NSQ) metastatic NSCLC (mNSCLC) with STK11, KEAP1,
and/or KRAS mutations (mut): Interim analysis (IA) of the phase 2b TRITON study.

Ferdinandos Skoulidis, Hossein Borghaei, Edward B. Garon, Ticiana Leal, Jacob Kaufman, Stephen V. Liu, Eric S. Nadler, Sandip Pravin Patel, Solange Peters,
Biagio Ricciuti, Tarek Mekhail, Ajeet Gajra, Eric C. McGary, Vu Phan, James Stevenson, Richard Lynen, Ugochinyere Emeribe, Aida Myftiu, Ashish Gautam,

John V. Heymach; The University of Texas MD Anderson Cancer Center, Houston, TX; Fox Chase Cancer Center, Philadelphia, PA; David Geffen School of Medicine at
University of California, Los Angeles, Los Angeles, CA; Winship Cancer Institute, Emory University, Atlanta, GA; Ohio State University, Columbus, OH; Georgetown University,
Washington, DC; Baylor University Medical Center, US Oncology Network, Dallas, TX; UC San Diego Moores Cancer Center, La Jolla, CA; Centre Hospitalier Universitaire
Vaudois, Lausanne University, Lausanne, Switzerland; Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute, Boston, MA; AdventHealth Cancer Institute,
Orlando, FL; Hematology-Oncology Associates of CNY, East Syracuse, NY; Kaiser Permanente Bernard J. Tyson School of Medicine, Pasadena, CA; Cancer and Blood
Specialty Clinic, Los Alamitos, CA; The Cleveland Clinic Taussig Cancer Institute, Cleveland, OH; AstraZeneca, Wilmington, DE; AstraZeneca, Gaithersburg, MD

Background: Pts with STKi11, KEAP1 and/or KRAS-mutated mNSCLC may benefit from the
addition of anti-CTLA-4 to anti-PD-(L)1-based chemo-immunotherapy. In the phase 3 PO-
SEIDON study, 1L T+D+CT significantly improved OS vs CT in pts with mNSCLC. Exploratory
analyses showed sustained OS improvement with T+D+CT vs CT in subgroups with STK11, KEAP1
and/or KRAS mut; in each mut subgroup, magnitude of OS benefit with T+D+CT vs CT was
numerically greater than with D+CT vs CT. The phase 2b, open-label, multicenter, US-based
TRITON study is comparing 1L T+D+CT vs P+CT in pts with NSQ mNSCLC and STK11, KEAP1 and/
or KRAS mut. Here we report results of a planned IA (data cutoff [DCO] 15 mo after 1st pt
randomized) of objective response rate (ORR), duration of response (DoR) and safety. Methods:
Pts with treatment [tx]-nalve, EGFR/ALK wild-type, NSQ mNSCLC and STK11, KEAP1 and/or
KRAS mut (ECOG PS 0/1) were randomized 1:1 to T+D+CT or P+CT. T+D+CT arm: T 75 mg + D
1500 mg + pemetrexed-platinum Q3W for 4 cycles, then maintenance D + pemetrexed Q4W
until disease progression (PD); additional doses of T given at week 16 and, optionally, at mo 24.
P+CT arm: P 200 mg + pemetrexed-platinum Q3W for 4 cycles, then maintenance P +
pemetrexed Q3W until PD, for up to 24 mo. Randomization was stratified by mut type and
tumor PD-L1 expression (=1% vs <1%). The primary endpoint is PFS (RECIST v1.1;
investigator-assessed) with planned sample size ~100 pts. Key secondary endpoints include
0S, ORR, DoR and safety. Results: At DCO (12 Nov 2025), 41 pts were randomized to T+D+CT and
43 to P+CT. Overall, 27.4%, 21.4% and 78.6% of pts had STK11, KEAP1 and KRAS mut (not
mutually exclusive); 39.3% had PD-L1 <1%. In the T+D+CT vs P+CT arms, median (range) age
was 69 (47—82) vs 69 (51—86)V, 48.8% vs 62.8% pts were male, 70.7% vs 72.1% were White and
14.6% vs 20.9% Black or African American, 78.0% vs 62.8% had ECOG PS 1. Median (range)
safety follow-up for D/P was 5.6 (0.0—-14.0)/5.1 (0.0—17.5) mo; median no. of D/P doses was 8/7.
ORR (95% CI) was 39.0% (24.1—54.0) in the T+D+CT arm vs 34.9% (20.6—49.1) in the P+CT arm
[unconfirmed ORR £48.8% (33.5—64.1) VS 41.9% (27.1-56.6)]. Median DoR (95% CI) was not
reached (6.3—NR) vs 6.4 (4.2—NR) mo; 100% Vs 58.3% pts remained in response at 6 mo. In
KRAS mut-only pts (n=52; exploratory), ORR was 48.0% (12/25) with T+D+CT vs 33.3% (9/27)
with P+CT. The sponsor remains blinded to PFS at this IA. With T+D+CT vs P+CT, 41.5% Vs
£41.9% of pts had Grade 3/4 AEs possibly related to tx (TRAES); 2.4% Vs 4.7% had TRAEs leading
to tx discontinuation and 0% vs 2.3% had TRAEs leading to death. Conclusions: At IA, ORR and
DoR results from the prospective TRITON study support a role for the addition of anti-CTLA-4
(T) to 1L anti-PD-L1 (D) + CT in pts with STK11, KEAP1 and/or KRAS-mutated mNSCLC. Safety
was similar in the two arms and consistent with known safety profiles. Clinical trial informa-
tion: NCT06008093. Research Sponsor: AstraZeneca.
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A phase 1/2 study of TSN1611, a highly selective oral KRAS G12D inhibitor, in solid
tumors: Efficacy and safety in KRAS G12D—mutated NSCLC patients.

Yongfeng Yu, Jianya Zhou, Ying Yuan, Minglei Zhuo, Jianhua Shi, Yueyin Pan, Lin Shen, Siging Fu, Alex Spira, Lin Wu, Dongging Lv, Bin Yang, Jing Zheng, Xuefeng Fang,
Baorong Song, Shengtang Ma, Jing Li, Boyu Zhong, Tony Zhang, Shun Lu; Department of Medical Oncology, Shanghai Chest Hospital, Shanghai Jiao Tong University,
School of Medicine, Shanghai, China; The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang, China; Department of Medical Oncology,
The Second Affiliated Hospital of Zhejiang University School of Medicine, Hangzhou, Zhejiang, China; Department | of Thoracic Oncology, Key Laboratory of Carcinogenesis
and Translational Research (Ministry of Education/Beijing), Peking University Cancer Hospital and Institute, Beijing, China; Linyi Cancer Hospital, Linyi, China; Department
of Oncology, Division of Life Sciences and Medicine, the First Affiliated Hospital of USTC, University of Science and Technology of China, Hefei, Anhui, China; Department of
Gastrointestinal Oncology, Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing), Peking University Cancer Hospital and Institute,
Beijing, China; The University of Texas MD Anderson Cancer Center, Houston, TX; NEXT Oncology Virginia, Fairfax, VA; Department of Thoracic Medical Oncology, Hunan
Cancer Hospital, Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University, Changsha, China; Taizhou Hospital of Zhejiang Province of Wenzhou
Medical University, Taizhou, China; Department of Thoracic Oncology, Hubei Cancer Hospital, Tongji Medical College, Huazhong University of Science and Technology,
Wuhan, China; Department of Medical Oncology, The Second Affiliated Hospital of Zhejiang University School of Medicine, Hangzhou, China; Tyligand Bioscience,
Shanghai, China

Background: There remains an unmet clinical need for effective therapies targeting KRAS G12D
mutation in patients (pts) with advanced non-small cell lung cancer (NSCLC) refractory to prior
treatments. TSN1611 is a novel oral small-molecule inhibitor designed to bind both the active
GTP-bound (ON) and inactive GDP-bound (OFF) conformations of KRAS G12D, providing a
differentiated mechanism of action and broad antitumor activity in preclinical models.
Methods: This multi-regional Phase 1/2 study enrolled pts with advanced solid tumors har-
boring KRAS G12D mutation. Phase 1a dose-escalation part evaluated TSN1611 at 50—1200 mg
twice daily (BID). A subsequent Phase 1b dose-optimization part evaluated 800 mg and 1200 mg
BID. In Phase 2, efficacy is being further explored across multiple tumor types at the recom-
mended Phase 2 dose of 1200 mg BID. Results: As of Jan 23, 2026, 117 pts received TSN1611
across all dose levels in Phase 1/2. Tumor types included NSCLC (n = 26), pancreatic adeno-
carcinoma (n = 50), colorectal cancer (n = 35), and others (n = 6). Median age was 62 yrs (range
22-81). The median prior lines of systemic therapy were 2 (range 0-7). The most common
(=10%) treatment-related adverse events (TRAESs) in all treated pts were diarrhea (53.0%),
nausea (48.7%), vomiting (46.2%), anemia (17.9%), decreased white blood cell count (16.2%),
decreased neutrophil count (13.7%), increased ALT (12.8%), decreased appetite (12.0%), de-
creased platelets (11.1%), fatigue and increased AST (10.3% each). Grade 3 TRAEs occurred in
9.4% of pts; these were all single events (0.9% each) except for anemia, diarrhea, and asymp-
tomatic lipase elevation, which occurred in 1.7% of pts each. TRAEs led to dose interruption in
17.1% pts and dose reduction in 7.7% pts; no treatment discontinuations due to TRAEs occurred.
Among 26 NSCLC pts, all had stage IV metastatic disease; 22 (84.6%) had received prior
chemotherapy and/or PD-1/PD-L1 inhibitors, and 9 (34.6%) had received prior anti-
angiogenic therapy. Among 20 response-evaluable NSCLC pts treated with TSN1611 at
600—1200 mg BID, 10 achieved partial response, 8 had stable disease, and 2 had progressive
disease, yielding an objective response rate (ORR) of 50% (95% CI 27.2—72.8) and a disease
control rate (DCR) of 90% (95% CI 68.8—98.3). Median time to response was 1.4 months (range
1.2—3.5). In addition to extracranial responses, rapid intracranial responses were observed.
Median progression-free survival (PFS) was not mature yet (range 1.3+ to 12.9+ months), with a
9-month PES rate of 54.5% (95% CI 24.4—77.0). Enrollment continues and updated data will be
presented at the conference. Conclusions: TSN1611 demonstrated a favorable safety profile and
clinically meaningful antitumor activity in pts with KRAS G12D mutated NSCLC. Further de-
velopment of TSN1611 as monotherapy and in combination regimens is ongoing. Clinical trial
information: NCT06385925. Research Sponsor: Tyligand Pharmaceuticals (Suzhou) Limited.
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Prophylactic peptide vaccine targeting resistance mutations in advanced ALK-
positive lung cancer: Primary analysis from the ARCHER trial.

Michael R. Conroy, Yuxuan Wang, Bert Vogelstein, Joseph Christopher Murray, Kristen A. Marrone, Susan Combs Scott, Josephine Louella Feliciano, Christine L. Hann,
Christopher Thoburn, Aliyah Pabani, Patrick M. Forde, Chen Hu, Neeha Zaidi, Julie Nauroth, Julie R. Brahmer, Valsamo Anagnostou, Benjamin Philip Levy,

Kellie Nicole Smith, Mark Yarchoan, Vincent K. Lam; Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins School of Medicine, Baltimore, MD; Ludwig Center for
Cancer Genetics and Therapeutics, Johns Hopkins University School of Medicine, Baltimore, MD; Johns Hopkins University Sidney Kimmel Comprehensive Cancer Center,
Baltimore, MD; Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, Baltimore, MD; The Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins,
Baltimore, MD; Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins University School of Medicine, Baltimore, MD; The Sidney Kimmel Comprehensive Cancer
Center, Johns Hopkins University School of Medicine, Baltimore, MD

Background: Acquired resistance to targeted therapy remains a major challenge in ALK-
positive NSCLC and is often mediated by mutations in the ALK kinase domain. Prophylactic
immune targeting of common ALK resistance mutations represents a novel strategy to delay or
prevent the emergence of ALK inhibitor resistance. Methods: We conducted a first-in-human
phase 1b clinical trial of a prophylactic peptide vaccine (ALK-Vac) in advanced ALK-positive
NSCLC patients without progression on standard-of-care tyrosine kinase inhibitor (TKI)
therapy. Patients continued their ALK TKI and received ALK-Vac, consisting of synthetic long
peptides targeting seven common ALK resistance mutations (I1171T, [1171N, [1171S, L1196M,
G1202R, D1203N, E1210K) plus poly-ICLC adjuvant. ALK-Vac was administered subcutaneously
ondays1, 4, 8, 15, and 22 (priming) and weeks 12 and 20 (boost). Primary objectives were safety
and vaccine-specific T cell responses assessed by IFN-vy ELISpot. Exploratory objectives in-
cluded molecular and immune-phenotype dynamics assessed by ultrasensitive cell-free DNA
(cfDNA) duplex sequencing and CyTOF mass cytometry. Results: Fifteen patients were enrolled
and all completed the planned ALK-Vac regimen. Most patients (13/15, 87%) were receiving
first-line TKI therapy. Concomitant TKIs included alectinib (7/15, 47%), lorlatinib (5/15, 33%),
and brigatinib (3/15, 20%). At enrollment, median TKI duration was 43.7 months (range 4.6-
74.2) and 67% of patients had no measurable disease. Treatment-related adverse events
(TRAEs) were primarily grade 1 (93% of patients); most commonly injection site reactions
(93%), fatigue (60%), and flu-like symptoms (40%). No grade = 3 TRAEs were observed. T cell
responses (=2-fold increase in SFU) were detected in 71% (10/14) of evaluable patients, with a
median 11.9-fold increase. Responses were observed to G1202R, L1196M, and D1203N (each 10/
14, 71%), E1210K (9/14, 64%), and 11171N/S/T (each 7/14, 50%). With a median follow-up of
11.5 months, the disease control rate was 93% (14/15). One patient who achieved robust immune
response against multiple resistance mutations developed oligoprogression on alectinib
8.5 months after starting ALK-Vac; molecular profiling of this lesion identified an emergent
KRAS G12D mutation without detectable ALK resistance mutation. Conclusions: ALK-Vac was
well-tolerated and induced vaccine-specific T cell responses in a minimal residual disease
setting, demonstrating feasibility of prophylactic targeting of ALK resistance mutations as an
adjunct to TKI therapy and supporting a broader immune-interception framework potentially
applicable to other oncogene-driven NSCLC. Comprehensive cfDNA and immune-phenotyping
analyses will be reported. Clinical trial information: NCT05950139. Research Sponsor: None.
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Phase 3 clinical trial of the combination of erlotinib plus ramucirumab compared
with osimertinib in untreated advanced or recurrent non-small cell lung cancer with
EGFR L858R mutation: The REVOL858R trial (WJOG14420L).

Naoki Haratake, Hidetoshi Hayashi, Kazuya Tsubouchi, Hiroaki Kanemura, Masafumi Yamaguchi, Kei Morikawa, Toshihide Yokoyama, Kentaro Ito, Yuki Takeyasu,
Hiroyasu Shoda, Ryota Saito, Tomoki Aiba, Tadaaki Yamada, Hitomi Nogawa, Koichi Azuma, Nobuhisa Ishikawa, Mototsugu Shimokawa, Hirotsugu Kenmotsu,
Nobuyuki Yamamoto, Takashi Seto; Department of Thoracic Oncology, National Hospital Organization, Kyushu Cancer Center, Fukuoka, Japan; Department of Medical
Oncology, Kindai University Faculty of Medicine, Osaka-Sayama, Japan; Department of Respiratory Medicine, Graduate School of Medical Sciences, Kyushu University,
Fukuoka, Japan; Kindai University Faculty of Medicine, Osaka, Japan; Department of Thoracic Oncology, National Hospital Organization Kyushu Cancer Center, Fukuoka,
Japan; Department of Respiratory Medicine, St. Marianna University School of Medicine, Tokyo, Japan; Department of Respiratory Medicine, Kurashiki Central Hospital,
Kurashiki, Japan; Matsusaka Municipal Hospital, Matsusaka, Mie, Japan; Department of Thoracic Oncology, Kansai Medical University, Osaka, Japan; Department of
Respiratory Internal Medicine, Hiroshima City Hiroshima Citizens Hospital, Hiroshima, Japan; Tohoku University Hospital, Sendai, Japan; Department of Pulmonary
Medicine, Sendai Kousei Hospital, Sendai, Japan; Department of Pulmonary Medicine, Kyoto Prefectural University of Medicine, Kyoto, Japan; Department of Respiratory
Medicine, Yamagata Prefectural Central Hospital, Yamagata, Japan; Department of Internal Medicine Kurume University School of Medicine, Kurume, Japan; Department
of Respiratory Medicine, Hiroshima Prefectural Hospita, Hiroshima, Japan; Department of Biostatistics, Yamaguchi University Graduate School of Medicine, Yamaguchi,
Japan; Shizuoka Cancer Center, Shizuoka, Japan; Internal Medicine I, Wakayama Medical University, Wakayama, Japan; National Hospital Organization Kyushu Cancer
Center, Fukuoka, 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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Safety and efficacy results of the phase 2 study of silevertinib (BDTX-1535) in
treatment-naive patients with non-small cell lung cancer with non-classical EGFR
mutations.

Julia K. Rotow, Christina S. Baik, Anastasios Dimou, Jamie Feng, Danny Nguyen, Sarah W. Gordon, Haobin Chen, Aakash Desai, Jiaxin Niu, Amin Benyounes,
Melissa Lynne Johnson, Kamya Sankar, Susan Combs Scott, Alex Spira, James Stevenson, Shetal Arvind Patel, Balazs Halmos, Catherine A. Shu, Helena Alexandra Yu,
Xiuning Le; Dana-Farber Cancer Institute, Boston, MA; University of Washington, Hutchinson Cancer Center, Seattle, WA; Department of Oncology, Mayo Clinic Rochester,
Rochester, MN; BC Cancer, Vancouver, BC, Canada; City of Hope, Duarte, CA; Thomas Jefferson University, Philadelphia, PA; Washington University School of Medicine, St.
Louis, MO; University of Alabama at Birmingham, Birmingham, AL; Banner MD Anderson Cancer Center, Gilbert, AZ; Inova Schar Cancer Institute, Fairfax, VA; Sarah Cannon
Research Institute, Nashville, TN; Cedars-Sinai Medical Center, Los Angeles, CA; The Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins University School of
Medicine, Baltimore, MD; NEXT Oncology Virginia, Fairfax, VA; Taussig Cancer Institute, Cleveland Clinic, Cleveland, OH; The University of North Carolina at Chapel Hill,
Chapel Hill, NC; Montefiore Einstein Comprehensive Center for Cancer Care, Bronx, NY; Columbia University Irving Medical Center, New York, NY; Memorial Sloan Kettering
Cancer Center, New York, NY; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Non-classical mutations (NCM) of epidermal growth factor receptor (EGFR)
represent a broad group of oncogenic mutations in non-small cell lung cancer (NSCLC), often
associated with resistance to osimertinib (e.g., P-loop and «C-helix compressing [PACC]
mutations). Patients (pts) with NCM have inferior clinical outcomes with a high incidence
of CNS metastases (CNSm). Silevertinib (BDTX-1535) is a fourth-generation, covalent EGFR
TKI with high CNS penetrance targeting both EGFR classical mutations and NCM. The anti-
tumor activity and safety of silevertinib in pts with advanced NSCLC were evaluated in a Phase 2
trial (NCT05256290). Methods: Pts with advanced EGFR NCM NSCLC who received no prior
systemic therapy were enrolled (Cohort 3) based on a local molecular test. Silevertinib 200 mg
was administered orally once daily. The primary endpoint of objective response rate (ORR) was
assessed using RECIST v1.1. CNS ORR was assessed using Response Assessment in Neuro-
Oncology for Brain Metastases (RANO-BM) in pts with no prior CNS therapy. Secondary
endpoints include progression-free survival (PFS), duration of response (DOR), disease control
rate (DCR), and safety. Results: From February 2024 to July 2025, 43 pts with 35 unique NCMs
(including 25 pts with PACC mutations) were enrolled in Cohort 3: median age 70.0 years, 72%
female, 74% white, and 42% never smoked cigarettes. As of November 3, 2025, median follow-
up was 7.2 months. ORR by RECIST v1.1 is shown in the table. Sixteen pts (37%) had CNSm,
including 7 pts (16%) with measurable CNS disease. RANO-BM CNS response was 86% (n=6/7).
Complete clearance of EGFR VAF ctDNA was observed in 21/26 (81%) evaluable pts. Serious
treatment-related adverse events (TRAEs) were reported in 5 pts (12%), and 4 pts (9%)
discontinued treatment due to TRAEs. The most common TRAEs included rash (19%, grade
3), diarrhea (19%, grade 3), stomatitis (9%, grade 3), and paronychia (5%, grade 3). While 77%
of pts had a dose reduction, 19/22 (86%) patients with a radiographic response maintained or
deepened their response after dose reduction, including all patients with CNS response. Con-
clusions: Silevertinib demonstrated robust antitumor activity in treatment-naive pts with a
broad spectrum of NCM EGFR driver mutations with high intracranial activity in pts with brain
metastases. The safety profile was consistent with the known AEs of the EGFR TKI class. Clinical
trial information: NCT05256290. Research Sponsor: Black Diamond Therapeutics.

ORR DCR
n (%) n (%)
Data as of November 3, 2025 N 95% Cl 95% Cl
ITT Population” 43 26 (60) 39 (91)
(44.4, 75.0) (77.9,97.4)
PACC mutations 25 14 (56) 22 (88)
(34.9, 75.6) (68.8, 97.5)
Compound mutations® 16 11 (69) 15 (94)
(41.3,89.0) (69.8, 99.8)

*No pts with classical (E746_A750del or L858R) mutations were enrolled.

TPresence of = 2 NCMs.

As of December 27, 2025, the 6-month PFS rate was 86% overall and 80% in pts with CNSm; available PFS

and DOR data will be presented.
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DZD6008, a fourth-generation EGFR TKI, in pretreated NSCLC patients with EGFR
C797X mutations: Results from phase 1/2 studies.

Mengzhao Wang, Elaine Shum, Ying Hu, Peng Chen, Jian Fang, Dongging Lv, Jie Hu, Xinmin Yu, Wenhua Liang, Yan Yu, Ligang Xing, Yan Zhang, Yan Zhang, Bo Gao,
Yongchang Zhang, Steven Chuan-Hao Kao, Yu Yao, Alexander 1. Spira, Hui Wang, Catherine A. Shu; Peking Union Medical College Hospital, Beijing, China; Perlmutter Cancer
Center, NYU Langone Health, New York, NY; Beijing Chest Hospital, Capital Medical University, Beijing, China; Department of Thoracic Oncology, Tianjin Medical University
Cancer Institute and Hospital, Tianjin, China; Beijing Cancer Hospital, Beijing, China; Taizhou Hospital of Zhejiang Province, Taizhou, China; Zhongshan Hospital, Fudan
University, Shanghai, China; Zhejiang Cancer Hospital, Hangzhou, China; The First Affiliated Hospital of Guangzhou Medical University, Guangzhou, China; Cancer Center,
Harbin Medical University Cancer Hospital- Department of Respiratory Medicine Ward 3, Harbin, China; Shandong Cancer Hospital and Institute, Shandong First Medical
University and Shandong Academy of Medical Sciences, Jinan, China; Cancer Hospital of Shandong First Medical University, Jinan, China; West China Hospital of Sichuan
University, Chengdu, China; Medical Oncology, Blacktown Hospital, Blacktown, NSW, Australia; Hunan Cancer Hospital, Changsha, China; Chris O'Brien Lifehouse,
Camperdown, NSW, Australia; The First Affiliated Hospital of Xi'an Jiaotong University, Xi'an, China; Virginia Cancer Specialists, Fairfax, VA; Dizal Pharmaceutical Co., Ltd,
Shanghai, China; Columbia University Irving Medical Center, New York, NY

Background: Patients with EGFR-mutant NSCLC whose disease progresses on or after 3™
generation EGFR TKI treatment often acquire resistance mutations, among which EGFR C797X
is one of the most frequently reported. DZD6008 is a 4™ generation EGFR TKI, designed to
target classical EGFR sensitizing mutations (L858R/19del), as well as resistant double (T790M
and L858R/19del) and triple mutations (C797X, T790M and L858R/19del), with preclinical data
showing high selectivity over wild-type EGFR and other kinases and full blood-brain-barrier
(BBB) penetration. Here we report results in pretreated NSCLC patients with EGFR C797X
mutations (C797X+) from phase 1/2 studies. Methods: TIAN-SHAN1 (NCT06905197) and
TIAN-SHAN2 (NCT06813365; CTR20241790) are ongoing, multicenter phase 1/2 studies eval-
uating the safety, tolerability, and anti-tumor activity of DZD6008 in EGFR-mutant NSCLC
patients, conducted in the US/Australia and China, respectively. The efficacy endpoints include
objective response rate (ORR), duration of response (DoR) and progression-free survival (PFS)
by investigator per RECIST v1.1, and safety endpoints include treatment-related adverse events
(TRAESs) per CTCAE 5.0. Results: As of December 19, 2025, a total of 24 patients with confirmed
C797X+ NSCLC were treated with once daily (QD) oral DZD6008 (20 mg, n=1; 40 mg, n=13;
60 mg, n=10), and had at least 1 post-baseline tumor assessment. The median age was 66.5
years, 58.3% were female, 91.7% were Asian, 58.3% had ECOG PS of 1. All patients had met-
astatic disease upon study entry and received median 2 (range 1 - 6) lines of prior therapies.
Across all dose levels, tumor shrinkage was observed in 75% of patients, with an ORR of 41.7%.
Intracranial anti-tumor activity was observed in patients with baseline brain metastasis. The
doses of 40 mg and 60 mg QD were defined as the recommended phase 2 doses (RP2Ds). The
ORRs were 23.1% and 60.0% at these two dose levels, respectively. The median DoR and median
PFS were not reached for either dose. The 9-month PFS rates were 54.5% and 64.8%, respec-
tively. DZD6008 was well tolerated at the doses evaluated, with no dose limiting toxicities
observed. The majority of TRAEs were grade 1 or 2. The TRAEs with grade =3
included lymphocyte count decreased (8.3%), anemia, malaise, fatigue and amylase increased
(all 4.2%). There were no Grade 5 TRAEs. Conclusions: DZD6008 demonstrated promising and
durable anti-tumor activity in patients with EGFR C797X+ NSCLC with a manageable safety
profile, supporting its potential use as a later line treatment option after 3™ generation EGFR
TKI failure. The updated data will be presented at the meeting. Clinical trial information:
NCT06905197, NCT06813365. Research Sponsor: None.
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Amivantamab in EGFR-mutated NSCLC with refractory brain or leptomeningeal
metastases: A multi-center real-world study.

Chang Lu, Meng-Hang Yang, Zi-Jian Huang, Mei-Mei Zheng, Yang-Si Li, Yi-Chen Zhang, Haibo Zhang, Zhenhua Wu, Jialei Wang, Zihua Zou, Jing Wang, Fen Wang,
Chongrui Xu, Xuchao Zhang, Jin-Ji Yang, Cheng Huang, Shengxiang Ren, Qing Zhou; Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital
(Guangdong Academy of Medical Sciences), Southern Medical University, Guangzhou, China; Department of Medical Oncology, Shanghai Pulmonary Hospital, School of
Medicine, Tongji University, Shanghai, Shanghai, China; Guangdong Lung Cancer Institute, Guangzhou, China; Guangdong Lung Cancer Institute, Guangdong Provincial
People’s Hospital, Guangzhou, China; Guangdong Provincial Hospital of Chinese Medicine, The Second Affiliated Hospital of Guangzhou University of Chinese Medicine,
Guangdong Provincial Academy of Chinese Medical Sciences, Guangzhou, China; Fudan University Shanghai Cancer Center, Shanghai, China; Department of Oncology,
Fudan University Shanghai Cancer Center, Shanghai, China; Clinical Oncology School of Fujian Medical University, Fujian Cancer Hospital, Fuzhou, China; Xiamen Humanity
Hospital, Fujian Medical University, Xiamen, China; Department of Oncology, Peking University Shenzhen Hospital, Shenzhen, Guangdong, China; Guangdong Provincial
People’s Hospital, Guangzhou, China; Medical Research Institute, Guangdong Geriatrics Institute, Guangdong Lung Cancer Institute, Guangdong Provincial People’s
Hospital (Guangdong Academy of Medical Sciences), Southern Medical University, Guangzhou, Guangdong, China; Guangdong Lung Cancer Institute, Guangdong
Provincial People’s Hospital (Guangdong Academy of Medical Sciences), Southern Medical University, Guangzhou, China; Department of Thoracic Oncology, Fujian Cancer
Hospital, Fuzhou, China; Shanghai Pulmonary Hospital, School of Medicine, Tongji University, Shanghai, Shanghai, China

Background: The central nervous system (CNS), particularly after progression on third-
generation EGFR TKIs, represents a common yet challenging scenario. While recent trials
establish amivantamab-lazertinib for EGFR-mutant NSCLC, their real-world applicability is
limited by patient complexity and access barriers, highlighting an urgent need for flexible, real-
world solutions. Methods: To evaluate the intracranial efficacy of amivantamab, used as
monotherapy or in combination, we conducted a multi-center, retrospective study of patients
with EGFR-mutated NSCLC and brain parenchymal metastases (BM) and/or leptomeningeal
metastases (LM) treated with amivantamab monotherapy or combination based on routine
clinical practice. The cohort included two key populations: heavily pretreated patients with
sensitizing exon19del/L858R mutations after progression on third-generation EGFR TKIs, and
treatment-limited patients with atypical mutations. Efficacy endpoints included intracranial
progression-free survival (PFS) and intracranial objective response rate (ORR) by RANO-BM
and/or RANO-LM. Exploratory endpoints included symptom improvement, and longitudinal
cerebrospinal fluid (CSF) biomarker dynamics. Results: Thirty-one patients from seven centers
were included (BM, n=13; BM+LM, n=18). Most (25/31, 80.6%) harbored EGFR sensitizing
mutations and had progressed on third-generation EGFR TKIs; six (19.4%) carried atypical
EGFR mutations. Over half (17/31, 54.8%) had received =4 prior lines. Amivantamab mono-
therapy was received in 10/31 patients (32.3%). Median intracranial PFS was 10.3 months (95%
CI, 4.5-16.1). Among 24 evaluable patients, intracranial ORR was 25.0% (n=6), and disease
control rate was 91.7% (n=22). CNS-related symptoms improved in 26/31(83.9%). CSF analyses
showed decreased pressure and CEA, reduced EGFR amplification, and clearance of EGFR
C797S. Conclusions: In real-world settings, amivantamab-based regimens demonstrate
promising intracranial efficacy in EGFR-mutated NSCLC patients with refractory brain or
leptomeningeal metastases. These findings support the use of amivantamab as a viable ther-
apeutic strategy in this challenging population and suggest that CSF biomarkers can serve as a
valuable tool for monitoring treatment response. Research Sponsor: National Natural Science
Foundation of China.
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Sigvotatug vedotin (SV), an investigational integrin beta-6 (IB6)—directed antibody-
drug conjugate (ADC), plus pembrolizumab: Updated results from the phase 1 study
(SGNB6A-001).

Jesus Corral Jaime, Kartik Sehgal, Javier David Benitez Fuentes, Muh-Hwa Yang, Joseph Z. Ye, Ed Kingsley, Elisa Fontana, Michael Thomas Mark, Solange Peters,
Francesca Toffalorio, Tianhua Wang, Sona Ghorashi, Anthony Lee, Steven Francis Powell; Hospital Universitario de Jerez, Cadiz, Spain; Dana-Farber Cancer Institute,
Boston, MA; Hospital General Universitario de Elche, Elche, Spain; National Yang Ming University, Taipei, Taiwan; Vista Oncology, Olympia, WA; Comprehensive Cancer
Centers of Nevada, Las Vegas, NV; Sarah Cannon Research Institute, London, United Kingdom; Kantonsspital Graubiinden, Chur, Switzerland, and Universita della Svizzera
Italiana, Faculty of Biomedical Sciences, Lugano, Switzerland; Centre Hospitalier Universitaire Vaudois, Lausanne, Switzerland; Pfizer, Milan, Italy; Pfizer, South Francisco,
CA; Pfizer, New York, NY; Sanford Cancer Center, Sioux Falls, SD

Background: IB6 is overexpressed in many tumors, such as non-small cell lung cancer (NSCLC)
and head and neck squamous cell carcinoma (HNSCC). SV, an IB6-directed ADC, demonstrated
encouraging antitumor activity and manageable safety as monotherapy or in combination with
pembrolizumab (SV+P) in advanced NSCLC (aNSCLC) in the ongoing phase 1 SGNB6A-001
study. We report updated results for SV+P. Methods: SGNB6A-001 (NCT04389632) is an open-
label, multicenter, dose-escalation and -expansion study evaluating safety, pharmacokinetics,
and antitumor activity of SV. SV+P is being evaluated in safety and expansion cohorts of
treatment-naive locally advanced, unresectable, or metastatic NSCLC across PD-L1 scores
and HNSCC CPS =1. Additional cohorts currently enrolling are not included in this analysis. We
describe patients (pts) who received SV 1.8 mg/kg AiBW (adjusted ideal body weight) IV QW
and P 400 mg IVQ6W. Primary endpoint is safety; secondary endpoints include efficacy, such as
confirmed objective response rate (CORR) per RECIST v1.1 by investigator. Results: 71 pts across
cohorts received =1 SV+P dose (37 aNSCLC, 33 HNSCC, 1 esophageal cancer). As of Sep 30, 2025,
34 pts were on treatment. Overall, any-grade (Gr) and Gr =3 treatment-emergent adverse
events (TEAEs) occurred in 96% and 59% of pts, respectively; treatment-related any-Gr and
Gr =3 TEAEs occurred in 85% and 44% of pts, respectively. Most common TEAESs ( > 30%) were
alopecia, decreased appetite, fatigue, and nausea. In the expansion cohort, 35 pts with aNSCLC
were treated, with median follow-up of 10.6 mo (95% CI, 7.6-11.9). In the efficacy-evaluable
pts, cORR was 50% in both the PD-L1 TPS < 1% (n = 10) and =1% (n = 18) subgroups, with 1
additional partial response (PR) pending confirmation in the PD-L1 TPS =1% subgroup (Table).
In 5 pts with PD-L1 TPS =50%, cORR was 80%, with 1 additional PR pending confirmation.
Regardless of TPS, cORR was numerically higher in pts with nonsquamous (n = 19 [53%]) vs
squamous (n = 9 [44%]) histology. Conclusions: SV+P continued to show manageable safety
and encouraging antitumor activity in treatment-naive NSCLC across PD-L1 TPS and histol-
ogies. This supports the ongoing phase 3 SigVie-003 study (NCT06758401) of SV+P vs P for
treatment-naive aNSCLC with PD-L1 TPS =50% as well as further investigation in the enrolling
phase 1 cohorts and future studies. Clinical trial information: NCT04389632. Research Sponsor:
Pfizer.

NSQ sQ
PD-L1 TPS <1% (n=10)  PD-L1 TPS 21% (n=18) (n=19) (n=9)
cORR (95% Cl), % 50 50 53 44
(19-81) (26-74) (29-76) (14-79)
BOR, %
CR 0 6 5 0
PR 50 44 47 44
SD 40 44 42 44
NE/no assessment 10 6 5 11
ORR (95% Cl), % 50 61 63 44
(19-81) (36-83) (38-84) (14-79)
DCR (95% CI), % 90 94 95 89
(56-100) (73-100) (74-100) (52-100)
mDOR (95% Cl), mo NR 8.1 8.1 NR
(2.9-NR) (4.2-NR) (2.9-NR) (4.2-NR)
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Dose-escalation results from a phase | study of FZ-AD004, a TROP2-directed ADC,
in patients with advanced solid tumors.

Ziming Li, Zhengxiang Han, Yonglin Ji, Zhengbo Song, Jian Kang, Lihua Qing, Wenyi Sun, Zhenjun Shao, Shun Lu; Shanghai Chest Hospital, School of Medicine, Shanghai
Jiao Tong University, Shanghai, China; Medical Oncology, Hospital of Xuzhou Medical University, Xuzhou, China; Thoracic Radiation Oncology Department, Zhejiang Cancer
Hospital, Shanghai, China; Phase | Clinical Trial Unit, Zhejiang Cancer Hospital, Hangzhou, China; Shanghai Fudan-Zhangjiang Bio-Pharmaceutical Co.,Ltd., Shanghai,
China; Shanghai Fudan-Zhangjiang Bio-pharmaceutical Co., Ltd., Shanghai, China; Shanghai Fudan-Zhangjiang Bio-Pharmaceutical Co., Ltd., Shanghai, China

Background: FZ-ADo004 is an ADC (antibody-drug conjugate) targeting Trop-2 (trophoblast
cell-surface antigen 2), an intracellular calcium signaling transducer overexpressed on many
epithelial tumors. It delivers the topoisomerase inhibitor DXd. This first-in-human study
evaluated the safety and efficacy in patients(pts) with advanced solid tumors, mainly in non—
small-cell lung cancer (NSCLC). Methods: PTs with unresectable, treatment-refractory or
relapsed solid tumors received FZ-AD004 intravenously on days 1 of 21-day cycles. The primary
objectives were to determine maximum tolerated dose (MTD), safety, and tolerability; sec-
ondary objectives included efficacy, pharmacokinetics, and immunogenicity of FZ-ADo004. Pts
were eligible regardless of TROP2 level. Results: As of November 28, 2025, 22 pts were treated
with =1dose of FZ-AD004 (median age: 61.5 years [range from 45-75], male: 77.3%, EOCG PS 1:
100%, prior lines of anticancer treatment = 2: 77.3%). Diagnoses included NSCLC (n=21) and
SCLC (n=1). Doses evaluated were at 3.2 (n=3), 5.6 (n=3), 6.4 (n=3), 8.0 (n=4), 10.0 (n=3), and
12.0 mg/kg (n=6). No dose-limiting toxicity (DLT) was observed across all dose levels.19 pts
(86.4%) discontinued (15 (68.2%) due to disease progression per RECIST v1.1). Treatment
emergent adverse events (TEAEs) regardless of causality were reported in all of 22 pts (100%; 10
pts [45.5%] experienced =grade 3, 5 pts [22.7%] had serious adverse events). Treatment-
related AEs (TRAEs) occurred in all pts (100%; grade =3 in 36.4%; serious TRAEs in 13.6%).
Grade =3 TRAEs included stomatitis (13.6%), decreased lymphocyte count (9.1%), nausea
(4.5%), hypokalemia (4.5%), and keratitis (4.5%).Among 12 efficacy-evaluable pts at
doses =8.0 mg/kg, the objective response rate (ORR) was 50.0% and the disease control rate
(DCR) was 83.3%. Responses were observed in pts harboring KRAS G12C (n=1), EGFR mutations
(n=3), and without AGA mutations (n=2). The longest duration treatment was 11.4 months.
Conclusions: FZ-AD004 demonstrated a manageable safety profile with no DLTs observed up to
12.0 mg/kg and promising antitumor activity in heavily pretreated NSCLC patients, particularly
at doses of 8.0 and 10.0 mg/kg. These doses are being further explored in the expansion phase.
Clinical trial information: NCT05914545. Research Sponsor: None.
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Impact of MET amplification (amp) on telisotuzumab vedotin (Teliso-V) efficacy and
safety in 2L+ non-squamous (NSQ) EGFR wild-type (WT) NSCLC with c-Met protein
overexpression (OE).

Jair Bar, Aaron Scott Mansfield, Nathalie Daaboul, Hidehito Horinouchi, Shobhit Baijal, Shun Lu, Christine Ratajczak, Katarina Ohrling, Shilpen A. Patel, Kellie Woll,
Pallavi Mhaske, Yan Sun, Jianhai Zhang, Mukesh Verma, Weilong Zhao, Lisa Roberts-Rapp, Nancy Zhang, Peter Ansell, Tony Navas, David Ross Camidge; Jusidman Cancer
Center, Sheba Medical Center, Ramat Gan, Israel; The Gray Faculty of Medical and Health Sciences, Tel Aviv University, Tel Aviv, Israel; Department of Oncology, Division of
Medical Oncology, Mayo Clinic Rochester, Rochester, MN; Charles-Lemoyne Hospital, Greenfield Park, QC, Canada; Department of Thoracic Oncology, National Cancer
Center Hospital, Tokyo, Japan; University Hospitals Birmingham NHS Foundation Trust, Birmingham, United Kingdom; Shanghai Chest Hospital, Shanghai, Jiao Tong
University, School of Medicine, Shanghai, China; AbbVie, Inc., North Chicago, IL; Amgen Inc., North Chicago, IL; AbbVie, Inc., Chicago, IL; AbbVie, Inc, South San Francisco,
CA; University of Colorado Cancer Center, Aurora, CO

Background: Teliso-V is ac-Met—directed antibody-drug conjugate comprising telisotuzumab
and the microtubule polymerization inhibitor monomethyl auristatin E (MMAE) payload. In the
Ph2 LUMINOSITY study (NCT03539536), Teliso-V showed durable responses and manageable
safety (Camidge et al, JCO 2024;42:3000-11) resulting in its accelerated approval in locally
advanced/metastatic NSQ NSCLC with high c-Met protein OE (3+, =50%), as determined by an
FDA-approved test. MET amp is a negative prognostic risk factor in advanced NSCLC, frequently
associated with recurrent disease. High levels of MET amp and c-Met OE are hallmarks of MET-
addicted tumors. Here, we analyzed the effects of MET amp on clinical responses to Teliso-V in
LUMINOSITY. Methods: MET amp was evaluated by FISH and ctDNA in baseline samples from
108 NSQ EGFR WT NSCLC pts with c-Met OE (3+, =25%). MET amp by FISH was defined as
having focal MET amp (MET/CEP7 =2.0) with MET gene copy number (GCN) =4. MET amp
(focal) by ctDNA was defined as having plasma MET GCN =4 with no co-amplification in CDK6
and EGFR. c-Met OE by Immunohistochemistry (IHC; SP44) was defined as 3+ tissue staining
intensity in =25% tumor cells (high c-Met OE: 3+, =50%; intermediate [int] c-Met OE: 3+, 25%
to 49%). Exploratory analysis of tumor response was assessed in 76 efficacy evaluable pts with
c-Met OE and MET amp assay results. Results: MET amp was detected in 34% (37/108) of pts
with c-Met OE (3+, =25%) and was enriched by c-Met levels: 22% (11/50) in pts with Int c-Met
OE (3+, 25% t0 49%) and 45% (26/58) in pts with high c-Met OE (3+, =50%). The effects of MET
amp on tumor response in LUMINOSITY are shown in Table 1. The majority of c-Met OE pts
(79%) with PFS =10 mo (n=14) had GCN =10 and/or c-Met IHC 3+ =50%. No new safety signals
were reported in pts with c-Met OE and MET amp. Conclusions: MET amp is more common in
pts with high c-Met OE in this retrospective subgroup analysis. Tumor activity with Teliso-V
was observed regardless of MET amp status. The impact of MET amp in pts with c-Met OE will be
further evaluated in ongoing Phase 3 study (NCT04928846). Research Sponsor: None.

Teliso-V efficacy in NSQ EGFR-WT NSCLC pts with c-Met OE with or without MET amp in LUMINOSITY.

Total Total Intermediate Intermediate High High
c-Met OE c-Met OE c-Met OE c-Met OE c-Met OE c-Met OE
(3+, 225%) (3+, 225%) (3+, 225%-49%) (3+, 225%-49%) (3+, 250%) (3+, =50%)
MET amp No Yes No Yes No Yes
(N) (N=53) (N=23) (N=30) (N=7) (N=23) (N=16)
ORR % 28 39 23 57 35 31
(95% Cl)  (18.0,41.6) (22.2,59.2) (11.8,40.9) (25,84.2)  (18.8,55.1) (14.2, 55.6)
PFS, 5.26 8.02 5.32 7.52 417 8.02
median, mo (3.71,8.11) (4.47,14.65) (2.69, 8.11) (4.47,NA)  (3.25,8.87) (3.06, 25.92)
(95% Cl)
0s, 14.5 13.86 14.03 9.79 16.26 13.86
median, mo (8.18, 17.38) (6.54, 22.24) (3.65, 17.02) (6.54, NA) (559, 36.44) (3.06, 30.29)
(95% Cl)
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SHR-1826, a c-MET directed antibody-drug conjugate (ADC), in advanced solid
tumors: Updates from a phase 1 study.

Longhua Sun, Jinhua Wen, Shengxiang Ren, Qi Dang, Lin Wu, Sanxing Guo, Feng Pan, Wenhui Yang, Panwen Tian, Yong Wang, Funan Liu, Haifeng Liu, Peng Chen, Kai Chen,
Rui Meng, Yang Zhang, Han Cui, Yijun Jia, Rui-Hua Xu; The First Affiliated Hospital of Nanchang University, Nanchang, China; Shanghai Pulmonary Hospital, School of
Medicine, Tongji University, Shanghai, Shanghai, China; Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical
Sciences, Jinan, China; Department of Thoracic Medical Oncology, Hunan Cancer Hospital, Affiliated Cancer Hospital of Xiangya School of Medicine, Central South
University, Changsha, China; Oncology Department, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Shanghai Chest Hospital, Shanghai Jiao Tong
University School of Medicine, Shanghai, China; Shanxi Cancer Hospital, Taiyuan, China; West China Hospital of Sichuan University, Chengdu, China; Anhui Provincial
Hospital, Hefei, China; The First Hospital of China Medical University, Shenyang, China; Clinical Research Ward, Jilin Provincial Cancer Hospital, Changchun, China; Tianjin
Medical University Cancer Institute & Hospital, Tianjin, China; The First Affiliated Hospital of Soochow University, Suzhou, China; Union Hospital, Tongji Medical College,
Huazhong University of Science and Technology, Wuhan, China; Sun Yat-sen University Cancer Center, Guangzhou, China; Jiangsu Hengrui Pharmaceuticals Co., Ltd.,
Shanghai, China

Background: SHR-1826 is a novel ADC comprising a humanized IgG2 monoclonal antibody
targeting c-MET, conjugated via a cleavable peptide-based linker to a topoisomerase I inhibitor
payload. We conducted a multi-center, first-in-human, phase 1 trial of SHR-1826 in patients
with advanced solid tumors. Here we report updated results, with a focus on patients with
EGFR-mutated (EGFRmut) lung adenocarcinoma (LUAD). Methods: The study consisted of
dose-escalation (i3+3 design), dose-expansion and efficacy-expansion phases. Patients with
advanced solid tumors harboring MET alterations, who had failed standard therapy or had no
available standard treatment options, were enrolled and received SHR-1826 intravenously at
2.2—6.0 mg/kg Q3W. In patients with EGFRmut LUAD, 4.0 and 5.0 mg/kg Q3W were evaluated
during dose and efficacy expansion. Results: As of Dec. 3, 2025, 195 patients with lung (n=126),
colorectal (n=40), gastric (n=22), liver (n=5), or pancreatic (n=2) cancer were treated. Median
age was 59.0 yrs; 89.7% had ECOG performance status 1. Among 36 patients with EGFRmut
LUAD, median number of prior lines of therapy was 2 (range 1-9); 97.2% had previously
received EGFR-TKI (3™ generation, 88.9%) and 75.0% received platinum-based chemother-
apy. As of data cutoff, median follow-up was 14.4 months. Efficacy in EGFRmut LUAD across
doses is shown in Table 1. Overall, the confirmed objective response rate (ORR) was 41.7% (95%
CI25.5—-59.2) and median duration of response (DoR) was 14.1 months (95% CI 5.6 —not reached
[NR]). Median progression-free survival (PFS) was 9.8 mo (95% CI 5.8—-15.4). Median overall
survival (0S) was not reached; 12-month OS rate was 67.4% (95% CI 4£8.9—80.5). In all 195
patients, grade =3 treatment-related adverse events (TRAEs) were reported in 129 patients
(66.2%), with all occurring in =5% being hematological toxicities. Interstitial lung disease
occurred in 4 (3.1%; grade =3, n=2[1.6%]) patients. TRAEs led to treatment discontinuation in 8
(4.1%) patients. No treatment-related deaths were reported. Conclusions: SHR-1826 demon-
strated encouraging activity with manageable safety in heavily pretreated patients with MET-
altered EGFRmut LUAD. Multiple trials are ongoing to assess SHR-1826 combined with other
anti-tumor therapies in NSCLC. Clinical trial information: NCT06094556. Research Sponsor:
Jiangsu Hengrui Pharmaceuticals Co., Ltd.

Efficacy outcomes in EGFRmut LUAD.

4.0 mg/kg (n=16) 5.0 mg/g (n=18) All patients (n=36)
Confirmed ORR (n/N; 31.3 (5/16; 50.0 (9/18; 417 (15/36;
95% Cl), % 11.0-58.7) 26.0-74.0) 25.5-59.2)
DCR (n/N; 95% ClI), % 87.5 (14/16; 100.0 (18/18; 94.4 (34/36;
61.7-98.4) 81.5-100.0) 81.3-99.3)
Median DoR (95% CI), mo NR (8.6-NR) 9.7 (4.2-NR) 14.1 (5.6-NR)
Median PFS (95% Cl), mo 12.4 (2.6-NR) 8.4 (4.5-15.4) 9.8 (5.8-15.4)
12-mo 0S (95% Cl), % 67.0 (37.9-84.7) 69.1 (40.7-85.9) 67.4 (48.9-80.5)

Data are based on the full analysis set. DCR, disease control rate.

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/NCT06094556
http://meetings.asco.org

LUNG CANCER—NON-SMALL CELL METASTATIC

8527 Poster Session

SHR-A2102 in combination with adebrelimab as first-line treatment in patients with
locally advanced or metastatic squamous or non-squamous non-small cell lung
cancer (NSCLC): Results from a phase 1b/2 study.

Yi Hu, Haitao Tao, Yongzhong Luo, Haiyan Yang, Wenzhong Su, Yan Yu, Jin Zhou, Qian Han, Peng Chen, Haiyong Wang, Qi Dang, Qiming Wang, Longhua Sun,
Zhongmin Zhang, Shengxiang Ren, Mingfang Zhao, Quanfang Chen, Qingging Ding, Yunfei Zhang, Chi Xu; Cancer Center, Chinese PLA General Hospital, Beijing, China;
Cancer Center, Hunan Cancer Hospital, Changsha, China; Hunan Cancer Hospital, Changsha, China; Department of Respiratory, Shanxi Provincial Cancer Hospital, Taiyuan,
China; Cancer Center, Harbin Medical University Cancer Hospital- Department of Respiratory Medicine Ward 3, Harbin, China; Department of Oncology, Department of
Thoracic Oncology, Sichuan Cancer Hospital & Institute, Chengdu, China; Cancer Center, Henan People’s Hospital, Zhengzhou, China; Department of Thoracic Oncology,
Tianjin Medical University Cancer Institute and Hospital, Tianjin, China; First Ward of Gastroenterology Department, Shandong First Medical University Affiliated Cancer
Hospital, Jinan, China; Phase I Clinical Research Center, Shandong First Medical University Affiliated Cancer Hospital, Jinan, China; Department of Internal Medicine, The
Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Institute of Cancer Research, Henan Academy of Innovations in Medical Science, Zhengzhou,
China; The Department of Respiratory and Critical Care Medicine, The First Affiliated Hospital, Jiangxi Medical College, Nanchang, China; Cancer Center, Linyi People’s
Hospital, Linyi, China; Cancer Center, Shanghai Pulmonary Hospital, Shanghai, China; Department of Oncology II, The First Hospital of China Medical University, Shenyang,
China; Cancer Center, The First Affiliated Hospital of Guangxi Medical University, Nanning, China; Cancer Center, Jiangsu Province Hospital-Department of Oncology,
Nanjing, China; Jiangsu Hengrui Pharmaceuticals Co., Ltd., Shanghai, China

Background: SHR-A2102 is a novel antibody-drug conjugate composed of a monoclonal an-
tibody targeting nectin-4, a cleavable linker, and a topoisomerase I inhibitor payload. Here, we
report the preliminary efficacy and safety of SHR-A2102 plus adebrelimab (an anti-PD-L1
antibody) as first-line therapy in patients with locally advanced or metastatic squamous or
non-squamous NSCLC. Methods: This is a multicenter, open-label phase 1b/2 study
(NCT06512051). In the phase 2 part, patients aged 18-70 years with ECOG PS 0-1 and
histologically/cytologically confirmed stage IIIB-IV squamous (cohort A) or non-squamous
(cohort B) NSCLC who had received no prior systemic therapy were enrolled. All patients
received intravenous SHR-A2102 (8 mg/kg, day 1 Q3W) plus adebrelimab (1200 mg, day 1 Q3W)
until disease progression or intolerable toxicity. The primary endpoint was objective response
rate (ORR). Results: Between Dec 13, 2024 and Nov 19, 2025, 67 patients were enrolled and
received treatment (27 with squamous NSCLC and 40 with non-squamous NSCLC). In cohort A,
92.6% were male, the median age was 64 years (range 42-70), 14 patients had PD-L1 TPS 1-
49%, and 13 patients had PD-L1 TPS =50%. In cohort B, 60.0% were male, the median age was
62 years (range 42-70), 7 patients had PD-L1 TPS <1%, 20 patients had PD-L1 TPS 1-49%, and
13 patients had PD-L1 TPS =50%. Efficacy was evaluated in 26 and 33 patients from cohorts A
and B, respectively, while all patients were included in the safety analysis. As of Nov 30, 2025,
the median follow-up was 9.1 months (range 2.0-11.1), with 9.9 months (range 3.0-11.0) with
squamous NSCLC and 9.0 months (range 2.0-11.1) with non-squamous NSCLC. Antitumor
activities are shown in Table 1. In patients with PD-L1 TPS =1%, ORR was 80.8% (95% CI
60.6%-93.4%) for squamous NSCLC and 69.2% (95% CI 48.2%-85.7%) for non-squamous
NSCLC. Grade =3 treatment-related adverse events (TRAEs) were reported in 53.7% (36/67) of
patients. The most common Grade =3 TRAEs were decreased neutrophil count (32.8%), de-
creased white blood cell count (14.9%), and anemia (9.0%). Conclusions: These results sug-
gested the combination of SHR-A2102 and adebrelimab as the first-line therapy is a promising
treatment strategy in patients with squamous or non-squamous NSCLC, supporting further
investigation. Clinical trial information: NCT06512051. Research Sponsor: Jiangsu Hengrui
Pharmaceuticals Co., Ltd.

Efficacy summary.

Squamous
NSCLC (N=26)

Non-squamous
NSCLC (N=33)

Total (N=59)

ORR, % (95% ClI)

80.8 (60.6-93.4)

69.7 (51.3-84.4)

74.6 (61.6-85.0)

DCR, % (95% Cl) 96.2 (80.4-99.9) 97.0 (84.2-99.9) 96.6 (88.3-99.6)
DoR (months), median (95% Cl) NR (4.4-NR) NR (5.7-NR) NR (6.5-NR)
6-month PFS rates, % (95% Cl) 64.1 (42.3-79.5) 78.9 (58.9-90.0) 71.8 (57.6-81.9)
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Necitumumab plus pembrolizumab and chemotherapy for untreated advanced
squamous NSCLC: Phase I/1l NEJO48A/NEXUS.

Tomoiki Aiba, Akihiko Miyanaga, Shunichi Sugawara, Satoshi Watanabe, Masaru Matsumoto, Tetsuaki Shoji, Takehito Shukuya, Tetsuya Okano, Yukari Tsubata,
Satoshi Morita, Kotone Matsuyama, Kunihiko Kobayashi, Makoto Maemondo, Masahiro Seike; Department of Pulmonary Medicine, Sendai Kousei Hospital, Sendai, Japan;
Department of Pulmonary Medicine and Oncology, Graduate School of Medicine, Nippon Medical School, Tokyo, Japan; Department of Respiratory Medicine and Infectious
Diseases, Niigata University Graduate School of Medical and Dental Sciences, Niigata, Japan; Department of Respiratory Medicine, Faculty of Medicine and Graduate
School of Medicine, Hokkaido University, Sapporo, Japan; Department of Respiratory Medicine, Juntendo University Graduate School of Medicine, Tokyo, Japan;
Department of Respiratory Medicine, Nippon Medical School Chiba Hokusoh Hospital, Inzai, Japan; Department of Respirology, Gifu University,Graduate School of
Medicine, Gifu, Japan; Department of Biomedical Statistics and Bioinformatics, Kyoto University Graduate School of Medicine, Kyoto, Japan; Department of Health Policy
and Management, Nippon Medical School, Tokyo, Japan; Department of Respiratory Medicine, Saitama Medical University International Medical Center, Hidaka, Saitama,
Japan; Division of Pulmonary Medicine, Department of Medicine, Jichi Medical University, Shimotsuke-Shi, Japan

Background: EGFR blockade enhances tumor antigen presentation and may potentiate PD-1
inhibition. This phase I/II study evaluated the safety and efficacy of adding necitumumab to
pembrolizumab plus platinum-based chemotherapy in patients with previously untreated
advanced squamous non-small cell lung cancer (NSCLC), a population with limited
biomarker-driven treatment options. Methods: Patients received necitumumab
(400—800 mg on days 1 and 8), pembrolizumab (200 mg on day 1), nab-paclitaxel (100 mg/
mZ2ondays 1, 8, and 15), and carboplatin (AUC 5 on day 1) every 3 weeks for four cycles, followed
by necitumumab plus pembrolizumab maintenance. Phase I used a standard 3+3 dose-
escalation design. Per protocol amendment, patients treated at the recommended dose (RD)
in phase I (n = 6) and all phase II patients (n = 6) were pooled for efficacy analyses (n = 12).
Tumor assessments were performed every 6 weeks per RECIST vi.1. Primary endpoints were
safety and objective response rate (ORR). Data cutoff was September 14, 2025. Results: Twenty-
one patients were enrolled, including 15 in phase I (400 mg, n = 6; 600 mg, n = 3; 800 mg, n = 6).
One dose-limiting toxicity (DLT) occurred in the 800 mg cohort, which was determined as the
RD and maximum tolerated dose (MTD). Among the 12 patients treated at the RD, the ORR was
75.0% (9/12; 95% CI, 42.8—94.5), with partial response in 9 patients, stable disease in 1 patient,
and progressive disease in 2 patients. The disease control rate was 83.3%. The 24-week survival
rate was 95.2%. Median progression-free survival and overall survival were not reached at the
time of analysis. The most frequent adverse events (AEs) in 21 patients were hypomagnesemia
(66.7%), acneiform dermatitis (66.7%), neutropenia (61.9%), decreased appetite (52.4%),
anemia (52.4%), constipation (47.6%), stomatitis (42.9%), and leukopenia (42.9%). Grade 3
and 4 AEs occurred in 66.7% and 28.6% of patients, respectively, with no grade 5 events.
Conclusions: The addition of necitumumab to pembrolizumab and platinum-based chemo-
therapy demonstrated manageable toxicity and resulted in a high ORR in patients with un-
treated squamous NSCLC. These findings support the potential activity of EGFR
blockade—based immunochemotherapy and warrant further clinical investigation. Clinical trial
information: 2031210387. Research Sponsor: Nippon Kayaku Co., Ltd.
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First-in-human study of DM005, an anti-EGFR/c-MET bispecific antibody-drug
conjugate, in patients with advanced solid tumors.

Jin-Ji Yang, Meili Sun, Yuping Sun, Yong Fang, Jim Coward, Alexander I. Spira, Reva Schneider, Andrew Ohyama Parsonson, Meiyu Fang, Zhixiang Zhuang,

Adrian Michael John Pokorny, Yi-Long Wu; Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital (Guangdong Academy of Medical Sciences),
Southern Medical University, Guangzhou, China; Department of Oncology, Central hospital affiliated to Shandong First Medical University, Jinan, Shandong, China;
Department of Oncology, Jinan Central Hospital, Shandong University, Jinan, China; Sir Run Run Shaw Hospital, College of Medicine, Zh, Hangzhou, China; ICON Cancer
Centre, Brishane, Australia; NEXT Oncology - Virginia, Fairfax, VA; Sarah Cannon Research Institute at Mary Crowley, Dallas, TX; Centre for Health Informatics, Australian
Institute of Health Innovation, Macquarie University, Sydney, NSW, Australia; Zhejing Cancer Hospital, Hangzhou, zhejiang, China; The Second Affiliated Hospital of
Soochow University, Suzhou, China; Chris O'Brien Lifehouse, Camperdown, NSW, Australia; Lung Cancer Research Institute Department of Pulmonary Medicine I,
Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital, Guangdong Academy of Medical Sciences, Southern Medical University, Guangzhou, China

Background: DMoo5 is a bispecific ADC (BsADC) conjugated to BLD1102, a linker/payload
system composed of a linker and a DNA topoisomerase I inhibitor (BCPT02), targeting EGFR
and c-MET with an average DAR value of 4. EGFR and c-MET are highly co-expressed in NSCLC,
SCLC, HNSCC, breast cancer, gastric cancer, colorectal cancer, and some other solid tumors, for
which DMoo05 has demonstrated robust anti-tumor activity in PDX/CDX models. Methods: This
is a First-in-human dose-escalation study (NCT 06515990). Patients (pts) with advanced solid
tumors received DM005 by IV administration from 0.5 to 6.5 mg/kg Q3W. The classical “3+3”
design was utilized to evaluate safety, tolerability and preliminary efficacy. Tumor response
was evaluated by the Investigators based on RECIST v1.1. A Safety Monitoring Committee (SMC)
was established to determine the dose levels, dose regimen, and the maximum tolerated dose
(MTD)/ recommended dose for expansion (RDE). Results: As of 2 Jan 2026, a total of 45 pts from
China, United states of America and Australia were enrolled and received =1 dose of DM005
across 8 dose cohorts. Median age was 59 years (range 40-76). Baseline ECOG scores were 0 (n =
7), 1 (n = 38) with all pts progressed after an average of 3 (range 1-7) prior lines of available
standard therapy. There were no dose limiting toxicities (DLT) observed up to 6.5 mg/kg. The
MTD was not reached. Thirty-six pts (80%) experienced treatment-related adverse events
(TRAESs), the most common TRAES (=10%) including: nausea (28.9%), anemia (28.9%), fatigue
(26.7%), decreased appetite (26.7%), leukopenia (20%), aspartate aminotransferase increased
(15.6%), lymphopenia (13.3%), constipation (11.1%). Most TRAEs were Grade 1-2 and Grade =3
TRAESs reported in 10 pts (2 lymphopenia, 1 neutropenia, anemia, leukopenia, nausea, stoma-
titis, vomiting, fatigue, pain, urinary tract infection, hypoxia, hypotension). No ILD or Infusion
reaction were observed. Among 32 patients evaluable, there were 8 PRs, including 1pt with
NSCLC EGFR-mutant (NSCLCm) at 3.3 mg/kg, 4 pts with NSCLCm and 1pt with SCLC at 4.2 mg/
kg, and 1pt with NSCLCm and 1pt with NSCLC EGFR wildtype (NSCLCw) at 5.2mg/kg, and 14 pts
with stable disease (SD). In the 3.3/4.2/5.2 mg/kg dose groups, a total of 13 NSCLCm pts
underwent imaging tumor assessment, with 6 subjects achieving PR, and 5 subjects achieving
SD. The unconfirmed objective response rate (ORR) is 46.2%, and the disease control rate (DCR)
is 84.6%. Conclusions: DMo005 is safe and tolerable up to 6.5 mg/kg dose level. In both NSCLCm
and NSCLCw pts, and SCLC pts, DMoo05 has demonstrated an encouraging efficacy with a
manageable safety profile. The putative RDE ranges from 4.2 to 6.5 mg/kg which will be further
evaluated in phase II trials. Clinical trial information: NCT06515990. Research Sponsor: None.
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The efficacy of trastuzumab deruxtecan after HER2-TKI exposure in HER2 exon 20
insertion—positive non—small cell lung cancer: Results from a large-scale na-
tionwide genomic screening (LC-SCRUM-Asia).

Yu Tanaka, Hiroki Izumi, Shingo Matsumoto, Yasushi Goto, Masahide Mori, Kazumi Nishino, Jun Sakakibara-Konishi, Shoichi Kuyama, Jun Sugisaka, Naoki Furuya,
Shingo Miyamoto, Haruko Daga, Eiji Iwama, Ryo Toyozawa, Saori Takata, Kadoaki Ohashi, Satoshi Wasamoto, Haruyasu Murakami, Reiko Taki, Koichi Goto; Department of
Thoracic Oncology, National Cancer Center Hospital East, Chiba, Japan; Department of Thoracic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; National
Cancer Center Hospital East, Kashiwa, Japan; Department of Thoracic Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Thoracic Oncology, NHO
Osaka Toneyama Medical Center, Toyonaka, Japan; Osaka International Cancer Institute, Osaka, Japan; Department of Respiratory Medicine, Faculty of Medicine,
Hokkaido University, Sapporo, Japan; Department of Respiratory Medicine, NHO Iwakuni Clinical Center, lwakuni, Japan; Department of Pulmonary Medicine, Sendai
Kousei Hospital, Sendai, Japan; St. Marianna University School of Medicine, Kawasaki, Japan; Japanese Red Cross Medical Center, Tokyo, Japan; Osaka City General
Hospital, Osaka, Japan; Research Institute for Diseases of the Chest, Graduate School of Medical Sciences, Kyushu University, Fukuoka, Japan; National Hospital
Organization Kyushu Cancer Center, Fukuoka, Japan; Kyorin University Hospital, Tokyo, Japan; Department of Respiratory Medicine, Okayama University Hospital,
Okayama, Japan; Department of Respiratory Medicine,Saku Central Hospital Advanced Care Center, Saku, Japan; Shizuoka Cancer Center, Shizuoka, Japan; Department of
Respiratory Medicine, Musashino Red Cross Hospital, Musashino, Japan

Background: Although reduced efficacy of HER2-TKIs after trastuzumab deruxtecan (T-DXd)
has been reported in HER2 exon 20 insertion—positive non—small cell lung cancer (NSCLC), the
efficacy of T-DXd following prior HER2-TKI exposure remains unclear. Methods: We identified
patients with HER2 exon 20 insertion—positive NSCLC treated with T-DXd from two cohorts:
the National Cancer Center Hospital East (N = 26,971) and the LC-SCRUM-Asia (N = 20,902).
Clinical outcomes (ORR, DCR, and PFS) were evaluated across three groups based on prior
HER2-TKI therapy: (1) HER2-TKI-naive patients (naive cohort), (2) those treated with selec-
tive HER2-TKIs (zongertinib or severtinib) (selective TKI cohort), and (3) those treated with
non-selective pan-HER2-TKIs (such as poziotinib, afatinib, and others) (non-selective TKI
cohort). Results: Of 77 patients (0.2%) included, 60 in the naive cohort, 7 in the selective TKI
cohort, and 10 in the non-selective TKI cohort. Overall, the median age was 60 years (range,
44—76), and 56% of patients were female. By NGS analysis, all tumors harbored ERBB2 exon 20
insertions within the tyrosine kinase domain; the YVMA subtype was the most common (57%).
T-DXd was administered as a median fourth-line therapy (range, 2—8). Baseline clinical and
genomic characteristics were generally comparable across the three groups. According to prior
HER2-TKI exposure, the ORR was 60% (36/60) in the naive cohort, 29% (2/7) in the selective
TKI cohort, and 60% (6/10) in the non-selective TKI cohort. The DCRs were 83% (50/60), 71%
(5/7), and 80% (8/10), respectively. Median PFS with T-DXd was 9.9 months in the naive
cohort, compared with 6.5 months in the selective TKI cohort and 5.3 months in the non-
selective TKI cohort. The 6-month PFS rate was 72%, 71%, and 50%, respectively. Among 10
patients who did not achieve an objective response to prior HER2-TKIs (best response of stable
or progressive disease), 6 achieved a partial response with subsequent T-DXd. Conclusions:
Although prior HER2-TKI exposure, particularly selective HER2-TKIs, may attenuate the
efficacy of T-DXd in HER2 exon 20 insertion—positive NSCLC compared with HER2-
TKI-naive patients, T-DXd retained clinically meaningful activity in a subset of patients,
including those who did not achieve objective responses to prior HER2-TKIs. Research Sponsor:
Astellas Pharma Inc.; Taiho Pharmaceutical Co., Ltd.; Takeda Pharmaceutical Company Lim-
ited; Chugai Pharmaceutical Co., Ltd.; Eli Lilly Japan K.K.; Nippon Boehringer Ingelheim Co.,
Ltd.; Novartis Pharma K.K.; Pfizer Japan Inc.; Bristol-Myers Squibb K K.; Merck Serono Co., Ltd.;
Janssen Pharmaceutical K.K.; AstraZeneca K.K.; Sumitomo Pharma Co., Ltd.; Bayer, Ltd.; AbbVie
GK; Nippon Kayaku Co., Ltd.; Merus N.V.; Amgen K.K.; Medical & Biological Laboratories Co.,
Ltd. (MBL); Eisai Co., Ltd.; MSD K.K.; Ono Pharmaceutical Co., Ltd.; Kyowa Kirin Co., Ltd.;
Daiichi Sankyo Co., Ltd.
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Integrating tumor growth models to improve late-stage lung cancer outcome
prediction using early-stage clinical trial data.

Janos Szalma, Emily Ebert, Joél Schaerer, Galina Khachaturyan, John Wolodzko, Angelica Araujo, Robert Scarimbolo, Anu Bansal, Alessandro Delmonte; Clario, Budapest,
Hungary; Clario, Philadelphia, PA; Clario, Princeton, NJ; Clario, Lyon, France

Background: Immunotherapy has substantially improved clinical outcomes but poses distinct
challenges for response assessment due to heterogeneous and non-monotonic tumor kinetics.
RECIST 1.1 rely on unidimensional lesion measurements that may incompletely capture spatial
heterogeneity which can result in limited characterization of tumor growth. Tumor growth
modeling provides a complementary, quantitative framework for capturing longitudinal tumor
dynamics. Different frameworks have been proposed to model total disease progression and
response to treatment from total tumor volume. However, model selection may be challenging
with each model capturing distinct growth mechanisms. In this work, we present a framework
integrating complementary tumor growth models using a neural network classifier to predict
late-stage outcomes from early-stage timepoints. Methods: We retrospectively aggregated
deidentified data from 417 anonymized subjects with metastatic non-small cell lung cancer
(NSCLC) treated with immunotherapy. Serial CT datasets were acquired at five timepoints over a
30-week period and lesions were annotated by expert radiologists according to RECIST 1.1
criteria. Tumor burden was derived from radiologist annotations using a previously validated Al
method that reconstructs 3D lesion volumes from bidimensional data. For each subject, Mod-
ified Gompertz (MG) and Stein-Claret (SC) models were implemented to estimate intrinsic
tumor growth parameters. Both models were fitted using early on-treatment data up to
21 weeks and used to predict response to treatment at week 30. To evaluate complementarity
and the ability of early tumor dynamics to predict radiological response, model parameters were
combined and used to train a two-layer neural network for radiological outcome classification.
Performance of the combined MG+SC was compared with single-model classifiers on response
(CR/PR) vs non-response (SD/PD) and progression (PD) vs non-progression (CR/PR/SD) using
accuracy and sensitivity metrics. Results: The cross-validated accuracy in classifying re-
sponders and non-responders at week 30 was 81.1% from the combined MG+SC model (sen-
sitivity=79.2%; specificity=83.0%), higher than both individual models (accuracy = 77.8% and
68.0% for MG and SC respectively). The combined modeling framework confirmed higher
accuracy (70.7%) when distinguishing progressive disease from the non-progressor group
(sensitivity=64.5%, specificity=76.5%) when compared to both MG (69.1%) and SC (66.8%).
Conclusions: This work showed that integrating early-stage dynamics from complementary
mechanistic growth models improves week-30 radiographic outcome prediction over individual
models in metastatic NSCLC immunotherapy trials. This framework can enable earlier iden-
tification of patient-level response that may support treatment adaptation. Research Sponsor:
None.
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GEMINI-NSCLC: Multiomics and single-cell spatial profiling to benchmark, back-
translate, and build digital twins of 10 response.

Vincent Perez, Candice Gurbatri, Tianyou Luo, Maureen Carey, Chi-Sing Ho, Patrick Doherty, Jorge M. Blando, Vincenzo Graziano, Victoria Muckerson, Rachel Duffy,
Virginia Ann Rhodes, Jonathan R. Dry, Vladimir Roudko, Doug Palmer, Fred R. Hirsch, Asrar Alahmadi, Amy Lauren Cummings, Christine M. Lovly, Jyoti D. Patel,
Christopher Gilbert; Tempus Al, Chicago, IL; AstraZeneca, Cambridge, MA, United Kingdom; AstraZeneca, Cambridge, United Kingdom; Center for Thoracic Oncology Mount
Sinai Health System, New York, NY; Division of Medical Oncology, The Ohio State University Comprehensive Cancer Center, Columbus, OH; University of California, Los
Angeles, Jonsson Comprehensive Cancer Center, Los Angeles, CA; City of Hope Comprehensive Cancer Center, Duarte, CA; The Medical University of South Carolina,
Charleston, SC

Background: Response to first-line standard-of-care (SoC) chemo-immunotherapy (I0) for
patients with NSCLC without targetable mutations is heterogeneous, highlighting the need for
predictive biomarkers. GEMINI (NCT05236114) integrates real-world outcomes, whole exome
sequencing (WES), single-cell spatial transcriptomics (SpTx), and Al-pathology to establish a
benchmarking resource and patient-level digital twins, enabling back-translation into testable
hypotheses. With >4 million cells from 53 biopsies, GEMINI is one of the largest single-cell
spatial datasets linked to I0 outcomes. Methods: Patients with metastatic NSCLC were analyzed
for outcome associations. Progression-free survival (PFS) was defined from IO start to pro-
gression, next regimen, last follow-up, or 2 years. Patients were classified as fast progressors
(<3 months PFS) or slow progressors (>3 months PES). Baseline biopsies (n=53) underwent
WES and SpTx. Neural networks traced single-cell boundaries on H&E to quantify gene ex-
pression; cells were annotated via clustering and LLM-assisted labeling. AI-, manual-, and
digital-pathology (DSP) defined tumor, immune, and stroma regions. Cohort-level bench-
marking was integrated into patient-level digital twins to back-translate spatial-genomic
features into individualized risk and mechanism hypotheses. Results: WES revealed expected
mutation frequencies: STK11 15%, TP53 73%, KEAP1 21%, KRAS £46%, supporting cohort rep-
resentativeness. Stroma-associated TIL counts were higher in slow versus fast progressors by
Al-path (p=0.034) and manual-path (p=0.014). DSP showed immune aggregates in slow
progressors were lymphocyte-diverse, whereas fast progressors were enriched for five mac-
rophage subtypes consistent with immunosuppressive niches. Spatial proximity
of lymphocytes and stroma to a tumor subcluster (C2) predicted progression (p<0.01). Im-
munoglobulin light-chain expression localized to the tumor core in slow progressors, suggest-
ing tumor—B cell interactions with disease arrest. Differential expression identified 14 EMT/
ECM genes overexpressed in fast-progressor stroma, implicating stromal barrier/ECM remod-
eling in 10 resistance. Digital twins captured these spatial-omic signatures to forecast risk and
generate patient-specific, testable hypotheses. Conclusions: GEMINI provides a large single-
cell spatial transcriptomic benchmark linked to I0 outcomes for patients with NSCLC and
enables Al-driven digital twins for clinical decision support. Fast progressors show stromal
EMT/ECM programs and immunosuppressive myeloid niches; slow progressors
exhibit lymphocyte diversity and tumor—B cell interactions near subcluster C2. Findings
support multimodal risk stratification and nominate stromal EMT/ECM targeting to overcome
10 resistance, with prospective validation via digital-twin biomarkers. Clinical trial informa-
tion: NCT05236114. Research Sponsor: AstraZeneca; Tempus Al
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Al-derived CD8* cytotoxic T-cell imnmune signatures from baseline H&E images to
predict immunotherapy benefit over chemotherapy in non—small cell lung cancer:
Blinded validation in CheckMate-227 (CM227).

Cristian Barrera, Wiem Safta, Pushkar Mutha, Mohammadhadi Khorrami, Diederik J. Grootendorst, Oana Mustatea, Nathanial Eddy, Tilak Pathak,

Miguel Lopez de Rodas Gregorio, Kurt A. Schalper, Suresh S. Ramalingam, Vamsidhar Velcheti, Anant Madabhushi; Emory University and Georgia Institute of Technology,
Atlanta, GA, Bristol Myers Squibb, Princeton, NJ; Wallace H. Coulter Department of Biomedical Engineering at Georgia Tech and Emory University, Atlanta, GA; Wallace H.
Coulter Department of Biomedical Engineering, Georgia Institute of Technology and Emory University, Atlanta, GA; Bristol Myers Squibb, Bucharest, Romania; Bristol Myers
Squibb (BMS), Princeton, NJ; Department of Biomedical Engineering, Emory University, Atlanta, GA; Yale University, New Haven, CT; Yale Cancer Center, New Haven, CT;
Winship Cancer Institute, Emory University, Atlanta, GA; Mayo Clinic Florida, Jacksonville, FL

Background: Immunotherapy (I0) has transformed treatment for non—small cell lung cancer
(NSCLC), but not all patients (pts) benefit, underscoring the need for predictive biomarkers to guide
10 versus chemotherapy (Ch). CheckMate 2277 (CM227; NCT02477826) showed a survival benefit of
first-line nivolumab plus ipilimumab (nivo+ipi) over Ch in stage IV NSCLC. CD8* T cells are key
mediators of antitumor immunity and are associated with I0 benefit. We developed an artificial
intelligence (AI)-based pipeline (VIGOR-CDS8) that predicts spatial CD8* immune signatures from
routine baseline H&E whole-slide images using histopathology foundation model embeddings (H-
Optimus-0) and virtual gene expression modeling (HE2Gene), and evaluated its ability to identify pts
who do and do not derive 10 benefit over Ch in CM227. Methods: 1,598 pts with advanced NSCLC were
analyzed, including multi-institutional retrospective cohorts (n = 487; 65 for patch-level CD8*
prediction and overall survival (OS), 422 for patient-level OS) and a blinded CM227 validation subset
(n =1,111). For orthogonal validation, 86,470 H&E patches were co-registered with quantitative CD8*
immunofluorescence. H-Optimus-0 and HE2Gene immune-related embeddings were used to train a
random forest classifier to predict patch-level CD8* probability. Patch-level probabilities were ag-
gregated into a patient-level CD8* signature and dichotomized into biomarker-positive (B*) and
biomarker-negative (B-) groups by the training-set median. Cox models assessed the impact of
VIGOR-CD8 on 0S. In CM227, prognostic and predictive utility were evaluated using treatment-
specific analyses; investigators were blinded to outcomes, and models were trained on independent,
non-overlapping cohorts. Results: VIGOR-CD8 was associated with longer OS in the testing cohort (n
=422; HR 0.68, 95% CI 0.53—-0.87, p = 0.00163) and CM227 (n = 1,111; HR 0.8, 95% CI 0.67—-0.96, p =
0.016), irrespective of treatment type and PD-L1 expression. Among pts with evaluable PD-L1, B* pts
treated with nivo+ipi had superior OS versus Ch (n = 617; HR 0.72, 95% CI 0.58—0.90, p = 0.003), while
in B- pts there was no significant OS difference between treatment arms (n = 130; HR 1.18, 95% CI
0.79-1.75, p = 0.436), supporting a predictive rather than purely prognostic role for VIGOR-CD8.
Conclusions: An Al-derived CD8* immune signature from routine baseline H&E slides was associated
with favorable OS in CM227 and predicted differential benefit from nivo+ipi versus Ch. VIGOR-CD8
may help identify advanced NSCLC pts most likely to benefit from first-line dual 10, but further
validation in independent and prospective trials is warranted. Research Sponsor: National Cancer
Institute; Ro1 CA249992 - 01A1, R01 CA216579 - 01A1, Ro1 CA257612 - 01A1, Ro1 CA264017 - 01, Ro1
CA268287 - 01A1, Uo1 CA113913 - 16A1, U01 CA239055 - 01, U01 CA269181 - 01, U24 CA274494 - 01,
Us4 CA254566 - 01; VA Biomedical Laboratory Research and Development Service; 101CX002622,
101CX002776, IK6BX006185; VA Research and Development Office through the Lung Precision On-
cology Program; LPOP-L0021; Office of the Assistant Secretary of Defense for Health Affairs through
the Prostate Cancer Research Program; W81XWH-15-1-0558, W81XWH-20-1-0851, W81XWH-21-
1-0160; Office of the Assistant Secretary of Defense for Health Affairs through the Peer Reviewed
Cancer Research Program; W81XWH-16-1-0329; Kidney Mapping and Atlas Project (KMAP);
U01DK133090-01; and sponsored research agreements from Astrazeneca, Bristol Myers Squibb,
the Prevent Cancer Foundation, Innovation in Cancer Informatics, and the Scott Mackenzie Foun-
dation.; National Heart, Lung and Blood Institute; Ro1 HL151277 - 01A1, Ro1 HL158071 - 01A1; National
Institute of Allergy and Infectious Diseases; Ro1 Al175555; National Institute of Dental and Cranio-
facial Research; R21 DE032344 - 01; National Library of Medicine; Ro1 LM013864 - 01A1; National
Institute on Aging; Ro1 AG089759; National Institute of Diabetes and Digestive and Kidney Diseases;
Ro1 DK118431; Kidney Mapping and Atlas Project (KMAP); Uo1 DK133090 - 01; United States De-
partment of Veterans Affairs VA Merit Review award; IBX004121.
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Impact of NCCN-guided training on large language model performance in mNSCLC.

Andrew Gould, Aseem Aseem, Noor Naffakh, Ryan Huu-Tuan Nguyen; University of Illinois Chicago, Chicago, IL; University of Illinois College of Medicine at Chicago,
Division of Hematology and Oncology, Chicago, IL; University of lllinois at Chicago, Chicago, IL

Background: Publicly available large language models (LLMs) such as ChatGPT may support
clinical decision-making in precision oncology by rapidly synthesizing complex information.
We previously evaluated ChatGPT’s ability to generate NCCN-concordant first-line (1L) treat-
ment recommendations for metastatic non-small cell lung cancer (mNSCLC) using a novel
Generative Al Performance Score (G-PS). We evaluated whether NCCN-guideline—based train-
ing improves LLM treatment recommendations across multiple lines of therapy and targetable
genotypes in metastatic NSCLC. Methods: NCCN Guidelines (v3.2025) were reviewed and eight
driver alterations with FDA-approved therapies were selected: EGFR Ex19del, BRAF V600E,
ALK fusion, KRAS G12C, NTRK1/2/3 fusion, ROS1 fusion, RET fusion, and MET exon 14 skipping.
Standardized prompts requesting 1L, second-line (2L), and third-line (3L) recommendations
were generated and run through ChatGPT-5.2. Prompts included information on patient de-
mographics, disease stage, and prior therapy where appropriate. Each scenario was repeated
five times per line of treatment (N = 15 per mutation). In trained sessions, the LLM was explicitly
instructed to defer to an uploaded PDF copy of the NCCN guidelines prior to generating
recommendations. Responses were scored using the G-PS, which quantifies guideline con-
cordance on a continuous scale from -1 (all hallucinations) to 1 (all correct answers) based on
alignment with NCCN-recommended therapies. Additionally, we calculated ratios for the mean
trained G-PS and untrained G-PS across groups, to estimate the relative fold change effect of
training on ChatGPT performance (called the “Training Ratio”). Results: A total of 240 prompts
were analyzed (120 untrained, 120 trained). NCCN-guided training significantly improved
overall LLM guideline concordance (mean G-PS 0.462 vs 0.313, p = 0.049) and reduced irrel-
evant recommendations (mean irrelevant rate of 23.7% vs 39.8%, p < 0.001) but did not
significantly affect the rate of hallucinations (10.4% vs 8.1%, p = 0.297). 1L responses dem-
onstrated significantly higher mean G-PS than 2L (p < 0.001) or 3L (p < 0.001) for both trained
and untrained sessions. Training also significantly improved the mean G-PS of 1L responses
compared to untrained responses (0.902 vs 0.647, p < 0.001) but not in 2L or 3L. The overall
Training Ratio was 1.48, with the greatest Training Ratio seen in EGFR Ex19del and ALK fusion
( > 4) and the poorest in NTRK fusions (0.53). Conclusions: While guideline-based training
improves ChatGPT’s overall performance and reduces irrelevant outputs, recommendation
quality declines substantially beyond the first line of therapy and shows marked variability by
mutation. These findings highlight important limitations of LLMs in complex oncology
decision-making and reinforce that clinicians must independently verify recommendations
against established guidelines. Research Sponsor: None.
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A triage-aware neuro-symbolic approach for clinical trial matching in oncology:
Real-world validation in lung and genitourinary cancer.

Vittoria Peppoloni, Giuseppe Leone, Alessia Venditelli, Leonardo Provenzano, Alberto Ferrarin, Laura Mazzeo, Simone Rota, Alessandro Rametta, Andrea Villa,

Marta Brambilla, Teresa Beninato, Mario Occhipinti, Claudia Proto, Filippo Guglielmo Maria De Braud, Paolo Baili, Vanja Miskovic, Giuseppe Lo Russo, Giuseppe Procopio,
Arsela Prelaj, Federica Corso; Fondazione IRCSS Istituto Nazionale dei Tumori di Milano, Milan, Italy; Fondazione IRCCS Istituto Nazionale dei Tumori di Milano, Milan, Italy;
Istituto Nazionale Tumori, Milan, Italy; Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Genitourinary Medical Oncology,
Fondazione IRCCS Istituto Nazionale dei Tumori di Milano, Milan, Italy; Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori di Milano, Milan,
Italy; Department of Electronics, Information and Bioengineering, Politecnico di Milano, Milan, Italy; Dipartimento Oncologia Toraco-Polmonare, Fondazione IRCCS -
Istituto Nazionale dei Tumori, Milan, Italy

Background: Low clinical trial accrual remains a critical barrier in oncology, driven by frag-
mented electronic health records (EHRs), limited trial awareness, and the substantial time
required for manual eligibility screening. While large language models (LLMs) can extract
clinical information from unstructured data, their probabilistic nature limits direct use for
eligibility decisions that require protocol-level determinism and auditability. We developed a
neuro-symbolic clinical trial matching platform that combines LLM-based information ex-
traction with explicit rule-based eligibility reasoning, augmented by an uncertainty-aware
triage strategy to safely integrate automation into real-world workflows. Methods: Unstruc-
tured EHRs were processed using a large language model (Llama 3.1-70B) to extract key clinical
variables, which were normalized to a domain ontology. Trial eligibility was evaluated using
deterministic inclusion and exclusion criteria encoded directly from full trial protocols, pro-
ducing per-criterion explanations and an overall classification (eligible, not eligible, or inde-
terminate). A triage module quantified evidentiary completeness and logical consistency,
categorizing cases into low-uncertainty confidence results suitable for automated screening,
moderate and high-uncertainty cases requiring clinician review. Performance was assessed
against clinician-validated ground truth in a real-world cohort of 107 patients, including
advanced lung cancer patients and an independent genitourinary cancer validation cohort.
Results: Among matchable patients (n = 79), the system achieved perfect Top-1 accuracy and
Recall@3 of 1.00, with all eligible patients correctly identified within the top three trial rec-
ommendations. Thirty-nine patients (49%) were triaged as low-uncertainty and suitable for
automated screening, while the remainder were appropriately flagged for clinician review.
Among non-matchable patients (n = 28), no false-positive eligibility assignments were ob-
served (false-positive rate 0.0). Triage correctly identified high-uncertainty cases, minimizing
unsafe automation. In indeterminate cases (ground truth unknown, n = 6), the system deferred
to manual review in two-thirds of cases, with zero unsafe automated classifications. Median
end-to-end processing time was under one minute per patient. Conclusions: This neuro-
symbolic, triage-aware approach enables transparent and deterministic clinical trial matching
in oncology. By combining automated eligibility assessment with uncertainty-based triage, the
system reduces manual screening burden while preserving clinician oversight, supporting
scalable and trustworthy trial enrollment in real-world practice. Research Sponsor: None.
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Discrepancy between plasma cell-free DNA and tissue-based analysis for detection
of gene amplifications in non—small cell lung cancer.

Haruka Nakatani, Hibiki Udagawa, Shingo Matsumoto, Hiroki Izumi, Kazumi Nishino, Shoichi Kuyama, Ayako Hara, Ichiro Nakachi, Haruko Daga, Jun Sakakibara-Konishi,
Shingo Miyamoto, Shuji Murakami, Eriko Tabata, Taku Nakagawa, Ryo Toyozawa, Kadoaki Ohashi, Takae Okuno, Hironori Ashinuma, Naoki Furuya, Koichi Goto; National
Cancer Center Hospital East, Kashiwa, Japan; Department of Thoracic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Osaka International Cancer
Institute, Osaka, Japan; Department of Respiratory Medicine, NHO Iwakuni Clinical Center, Iwakuni, Japan; Itami City Hospital, Itami, Japan; Saiseikai Utsunomiya Hospital,
Utsunomiya-Shi, Japan; Osaka City General Hospital, Osaka, Japan; Department of Respiratory Medicine, Faculty of Medicine, Hokkaido University, Sapporo, Japan;
Japanese Red Cross Medical Center, Tokyo, Japan; Kanagawa Cancer Center, Yokohama, Japan; lkeda City Hospital, Ikeda-Shi, Japan; Department of Thoracic Surgery,
Omagari Kosei Medical Center, Daisen, Japan; National Hospital Organization Kyushu Cancer Center, Fukuoka, Japan; Okayama University Hospital, Okayama; Shimane
University Faculty of Medicine, Izumo, Japan; Chiba Cancer Center, Chiba, Japan; St. Marianna University School of Medicine, Kawasaki, Japan

Background: Therapeutic strategies have been developed in patients with non-small cell lung
cancer (NSCLC) harboring gene amplifications (amp) such as MET and HER2. Although both
plasma cell-free DNA (cfDNA) and tissue-based next-generation sequencing (NGS) are avail-
able for the detection of gene amp, the concordance between plasma cfDNA and tissue-based
analysis for the detection of gene amp remains unclear. Methods: We investigated plasma
cfDNA and tissue-based NGS concordance for detection of gene amp in NSCLC using a large-
scale screening cohort (LC-SCRUM-Liquid). Paired blood samples were prospectively collected
within 4 weeks of corresponding tumor tissue sampling from patients with advanced NSCLC.
Guardant360 panel or Oncomine Precision Assay panel was used for plasma cfDNA NGS.
Oncomine Comprehensive Assay panel or Oncomine Precision Assay was used for tissue-
based NGS. The concordance of EGFR, MET and HER2 gene amp were evaluated. Results: A
total of 1,133 pairs of blood and tissue samples were successfully analyzed between December
2017 and December 2024. The median age of the patients was 69 years (range 25-91), 60% were
male, 68% were ever smokers, and 79% had a histopathological diagnosis of adenocarcinoma.
The positive percent agreement (PPA) and positive predictive value (PPV) of plasma cfDNA
analysis relative to tissue-based analysis are shown in the table. For detecting MET amp, the
PPA of plasma cfDNA analysis relative to tissue-based analysis tended to be lower in the
patients with metastases involving fewer than two organs compared to those with metastases
involving two or more organs (25% vs. 63%, P = 0.07). Among the patients with EGFR, MET, or
HER2 amp detected by either tissue-based or plasma cfDNA analysis, the correlation of the copy
number variants between tissue-based and plasma cfDNA analysis was very weak (r = 0.20).
Conclusions: The concordance between plasma cfDNA and tissue-based analysis for detecting
gene amp is markedly low, particularly in patients with a low tumor burden. Detection of gene
amp using plasma cfDNA analysis may be insufficient for accurately evaluating the efficacy of
targeted therapies for patients with lung cancer harboring gene amp. Research Sponsor: AbbVie
GK, Amgen K.K., Astellas Pharma Inc., AstraZeneca K.K., Nippon Boehringer Ingelheim Co.,
Ltd., Bristol-Myers Squibb K.K., CHUGAI PHARMACEUTICAL CO., LTD.; the Japan Agency for
Medical Research and Development (AMED); the National Cancer Center Research and Devel-
opment Fund; DAIICHI SANKYO COMPANY, LIMITED, Eisai Co., Ltd., Guardant Health Inc.,
Janssen Pharmaceutical K K., Kyowa Kirin Co., Ltd., Life Technologies Japan Ltd., Merck
Biopharma Co., Ltd.; MEDICAL & BIOLOGICAL LABORATORIES CO., LTD., MSD K. K., Nippon
Kayaku Co., Ltd, Novartis Pharma K.K., ONO PHARMACEUTICAL CO., LTD., Pfizer Japan Inc.,
Sumitomo Pharma Co., Ltd.; TATHO PHARMACEUTICAL CO., LTD., Eli Lilly Japan K.K., Bayer
Yakuhin, Ltd., Merus N.V. and Takeda Pharmaceutical Co., Ltd.

Concordance of gene amp between plasma cell-free DNA and tissue-based analysis.

Tissue PPA PPV
+ -
cfDNA EGFR amp + 9 37 13% 20%
- 60 1027
MET amp + 9 7 38% 56%
- 15 1102
HER2 amp + 0 4 0% 0%
- 3 1126
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Smoking signature as used to define a genomically distinct subset of class | BRAF-
mutant NSCLC.

Shuai Wang, Roupen Odabashian, Nishant Gandhi, Andrew Elliott, Biagio Ricciuti, Alessandro Di Federico, Hossein Borghaei, Hirva Mamdani, Balazs Halmos; Vanderbilt
University Medical Center, Nashville, TN; Department of Hematology and Oncology, Karmanos Cancer Institute, Wayne State University, Detroit, MI; Caris Life Sciences
Research and Development, Phoenix, AZ; Caris Life Sciences, Phoenix, AZ; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Dana-Farber Cancer
Institute, Boston, MA; Fox Chase Cancer Center/Temple Health, Philadelphia, PA; Department of Hematology and Oncology, Barbara Ann Karmanos Cancer Institute, Wayne
State University School of Medicine, Detroit, MI; Montefiore Medical Center, Albert Einstein College of Medicine, Bronx, NY

Background: Class I BRAF mutant (BRAF mut) non—small cell lung cancer (NSCLC) is biolog-
ically heterogeneous, occurring in both smokers and never-smokers with disparate benefits
from immunotherapy (I0). Genomically defined tobacco-induced damage may better identify
biologically and clinically distinct subsets than self-reported smoking history. We evaluated
COSMIC mutational signature-SBS4 as a genomic surrogate of smoking exposure and exam-
ined its association with molecular features, tumor microenvironment (TME) and outcomes in
BRAF mut NSCLC. Methods: Retrospective review of 33,217 NSCLC specimens that underwent
whole exome and whole transcriptome sequencing at Caris Life Sciences. Mutation profiles of
specimens were deconvolved using the COSMIC SBS4 signature to estimate tobacco-associated
mutational exposure (filter: total mutation count>=200, Nfiltered=26448; BRAF mut = 276).
TME was estimated using QuanTIseq method. Overall survival (OS) and survival on I0 (I0-0S)
were obtained from insurance claims and calculated from date of tumor biopsy (for OS) or
initiation of I0 (for 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 p-values adjusted for multiple comparisons (P<0.05). Results:
Among 6,405 patients with smoking history and SBS4 data, SBS4+ (SBS4>0) was strongly
associated with smoking (OR 11.2, P<0.001). SBS4+ tumors exhibited elevated TMB (mean:13 vs
9 mut/Mb, and TMB-High [>=10 mut/Mb], P<0.05, Table). SBS4+ BRAF mut tumors had a
lower prevalence of mutations in SETD2 (OR 0.33), PIK3CA (OR 0.26) and SMAD/ (OR 0.25, all
P<0.05). Regardless of SBS4 status, BRAF mut tumors were more often PD-Li+ (OR 3.2,
TPS>=1), while mutations in STK11, KEAP1, and SMARCA4 were less frequent (OR 0.07-0.37,
all P<0.05). Evaluation of the TME revealed that SBS4+ BRAF mut were enriched for regulatory
T cells (vs. SBS4-,1.44 fold, P<0.05). In metastatic disease, BRAF mut showed improved OS (HR
0.8[0.66-0.97], P=0.03) and I0-0S (HR 0.8[0.66-0.99], P=0.04) compared to WT. The OS
benefit was preserved in the SBS4+ tumors (HR 0.64[0.43-0.95], P=0.03), but not in SBS4-
tumors. No difference in 10-OS was observed in SBS4+ subgroups likely due to small size.
Conclusions: SBS/ identifies biologically distinct subsets in class I BRAF mut NSCLC, with
differences in mutational landscape, TMB, and TME. SBS4+ tumors show a survival benefit over
WT disease, whereas SBS4 - tumors do not. These findings support SBS4 as a genomic marker of
smoking-related biology and a potential tool to refine therapeutic decision-making between
targeted therapy and IO in NSCLC and potentially other smoking-associated cancers. Research
Sponsor: None.

Smoking signature in BRAF mut NSCLC (% prevalence and 0S).

Characteristics SBS4 + SBS4 -

SETD2 20 43

PIK3CA 6 19

SMAD4 3 12

TMB-high 41 18

0S (months) 299vs.11.9 16.0 vs. 10.9 (P=0.47)
(P=0.03)
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A real-world analysis of ctDNA methylation-based histology prediction and asso-
ciated clinical characteristics in non—small cell lung cancer (NSCLC).

Jessica Zhang, Samer Yassin, Jack Shapiro, Dilsa Mizrak Kaya, Liam II-Young Chung, Nisha Anjali Mohindra, Jacobi Hines, Bilal Anouti, Dean Tsarwhas, Young Kwang Chae;
Northwestern University Feinberg School of Medicine, Chicago, IL; Robert H. Lurie Comprehensive Cancer Center, Northwestern University Feinberg School of Medicine,
Chicago, IL; Northwestern Lake Forest Hospital, Lake Forest, IL

Background: The treatment of NSCLC differs by histologic subtype, though traditional histo-
logic review faces several challenges including insufficient tissue and intratumoral heteroge-
neity. The circulating tumor DNA (ctDNA) assay Guardant360 Liquid (G360) now includes a
molecular tumor type (TT) and lung subtype (ST) predictor based on DNA methylation patterns.
This study aimed to evaluate the concordance between G360 TT/ST prediction and tissue-based
histology in a real-world sample of patients (pts) with NSCLC. A comparative analysis was
conducted to understand differences in clinical characteristics between pts with and without
G360 TT/ST prediction. Methods: This retrospective study included pts with NSCLC who
underwent G360 testing from May to October of 2025. G360 predicted TT and ST (proportion
of adenocarcinoma (AD), squamous cell carcinoma (SQ), and small cell carcinoma (SC)).
Dominant TT was defined as the top cancer of origin prediction. Dominant ST was defined
as a proportion >80%. G360 TT/ST was compared to tissue histology to determine concordance
using Cohen’s kappa coefficient. Demographic and clinical characteristics were collected, and
statistical differences (p<0.05) between pts with and without TT/ST prediction were evaluated.
Results: Of 145 pts who underwent a combined 176 G360 assays, 47 (32%) had assays predicting
TT/ST, including 9 pts with TT prediction only and 38 with both. Of these 38 pts, 32 had tissue-
proven AD, 3 had SQ, and 3 had poorly differentiated NSCLC. The overall accuracy of G360 TT
prediction was 100% (47/47). The accuracy of ST prediction, excluding the 3 pts with poorly
differentiated NSCLC, was 94% (33/35, k=0.72), with 2 discordant cases. One case was a pt with
AD whose G360 at diagnosis predicted AD, but 4 months later predicted a SC component (40%).
Both pts with discordant subtyping died within 4 months of their G360 result. Pts with TT/ST
prediction were statistically younger, had more advanced disease, higher extra-thoracic met-
astatic burden, and higher ctDNA tumor fraction (TF) than pts without TT/ST prediction
(Table 1). Conclusions: In this real-world analysis, G360 TT/ST prediction demonstrated good
concordance with tissue-based histology, though prediction was more likely in pts with more
advanced disease and higher TF. In the future, ctDNA-based TT/ST prediction may be a useful
noninvasive tool to confirm primary lung cancer, classify histologic subtype, and identify
histologic transformation, particularly during periods of disease progression, leading to better
therapeutic decisions. Research Sponsor: None.

Baseline pt characteristics.

(+) G360 TT/ST prediction (-) G360 TT/ST prediction

(n=47) (n=98) P-value
Median age (IQR) 68 (64-77) 71 (60-74) 0.03
Female (%) 27 (57.4) 60 (61.2) 0.66
Stage HI/IV (%) 46 (97.9) 67 (68.4) <0.0001
Extra-thoracic metastases 35 (74.5) 20 (20.4) <0.0001
%
TF (%) 3.9 0.7 0.01
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Longitudinal circulating tumor DNA surveillance as predictor of progression in
advanced non-small-cell lung cancer with long-term benefit to immunotherapy.

Fang Wu, Yue Zeng, Yurong Peng, Xingxiang Pu, Ping Liu, Fang Ma, Zhenhua Qiu, Lemeng Zhang, Yan Zhou, Qing Bu, Cheng-Zhi Zhou, Jie Weng, Juan Yu, Rui Meng,
Hailong Liu, Zhiging Zhou, Zengmei Sheng, Chaojiu Xu, Hongke Wang, Wei Yang; Department of Oncology, The Second Xiangya Hospital, Central South University,
Changsha, China; Department of Pulmonary and Gastrointestinal Medicine, Hunan Cancer Hospital/the Affiliated Cancer Hospital of Xiangya School of Medicine, Central
South University, Changsha, Hunan, China; The First Hospital of Changsha, Changsha, China; Department of Oncology, the Second Xiangya Hospital, Central South
University, Changsha, China; The Second Xiangya Hospital, Central South University, Changsha, China; Hunan Cancer Hospital, Changsha, China; The Third Xiangya
Hospital, Central South University, Changsha, China; The First Affiliated Hospital of Guangxi Medical University, Nanning, China; The First Affiliated Hospital of Guangzhou
Medical University, Guangzhou, Guangdong, China; The First People’s Hospital of YueYang, Yueyang, China; Department of Oncology, Zhangjiajie People’s Hospital,
Zhangjiajie, China; Union Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; The First People’s Hospital of Chenzhou,
Chenzhou, China; The Second People's Hospital of Huaihua, Huaihua, China; The Third Hospital of Changsha, Changsha Hunan, China; Cancer Center, The Hospital of
Xiangxi Autonomous Prefecture, Jishou, China; Geneplus-Beijing Institute, Beijing, China; Geneseeq Research Institute, Nanjing Geneseeq Technology Inc., Nanjing, China

Background: Radiographic assessments often lag behind biological progression, and reliable
biomarkers to stratify the post-treatment progression risk remain lacking in advanced non-
small-cell lung cancer (NSCLC). The clinical utility of minimal residual disease in advanced
solid tumors also requires further evaluation. We investigated ctDNA-based post-
immunotherapy molecular residual disease (ctDNA-iMRD) in advanced NSCLC with long-
term benefit from immunotherapy and assessed its predictive value for subsequent progres-
sion. Methods: This prospective, observational, multicenter CR1STAL study, is designed to
evaluate whether longitudinal ctDNA-iMRD surveillance can can stratify progression risk in
advanced NSCLC patients with long-term benefit from immunotherapy (defined as non-PD at
12 months after treatment initiation). The primary endpoint was progression-free survival
(PFS), defined as the time from enrollment to radiographic progression or death. For ctDNA
detection, tumor-informed and tumor-agnostic approaches were selected according to tumor
tissue availability. ctDNA-iMRD positive was defined as detectable ctDNA at at any surveillance
timepoint. Results: A total of 97 advanced NSCLC patients were included, comprising 46 in the
tumor-informed cohort and 51 in the tumor-agnostic cohort. At median follow-up of
36.4 months and a median ctDNA-iMRD surveillance duration of 10.5 months, 49 patients
(50.5%) were classified as ctDNA-iMRD positive during longitudinal monitoring. Patients who
were ctDNA-iMRD positive had a significantly shorter median PFS than those who remained
ctDNA-iMRD negative (10.1 months vs not reached; HR = 4.85; 95% CI, 2.66 to 8.82; p < 0.001).
ctDNA-iMRD detectable preceded radiographic progression by a median of 5.9 months. The
positive and negative predictive values of longitudinal ctDNA-iMRD surveillance were 85.1%
and 72.7%, respectively. Between ctDNA detection approachs, ctDNA-iMRD positive was
strongly associated with increased progression risk in both the tumor-informed (HR = 6.29;
p < 0.001) and tumor-agnostic (HR = 3.67; p < 0.001) cohorts. In addition, longitudinal ctDNA-
iMRD negative was associated with long-term overall survival (HR = 0.22, 95% CI, 0.09 to 0.55;
p < 0.001), with 2-year and 3-year OS rates of 97.2% and 89.8%, respectively. Furthermore,
ctDNA clonal status and high ctDNA growth rates were correlated with early progression.
Conclusions: Both tumor-informed and tumor-agnostic ctDNA-iMRD approaches showed
strong predictive performance. Longitudinal ctDNA-iMRD surveillance effectively stratified
advanced NSCLC patients at high risk of progression after achieving long-term benefit from
immunotherapy, supporting its potential role in enabling earlier, risk-adapted intervention in
future prospective studies. ClinicalTrials.gov Identifier: NCT05198154. Research Sponsor:
None.
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Association of gut microbiota and peri-initiation proton pump inhibitor/antibiotic
exposure with outcomes of atezolizumab-bevacizumab-carboplatin-paclitaxel
regimen in patients with advanced non-squamous NSCLC: Prospective phase I
study (K-TAIL-201).

Hiroshi Wakui, Takahiro Yoshizawa, Sojiro Kusumoto, Tsuneo Shimokawa, Hiroyuki Suzuki, Junya Isobe, Masahiro Shimokawa, Ryotaro Ohkuma, Hirotsugu Ariizumi,
Yutaro Kubota, Kazutoshi Isobe, Eisuke Inoue, Satoshi Wada, Hironori Sagara, Kazuma Kishi, Shinichi Kobayashi, Jun Araya, Kiyoshi Yoshimura, Takuya Tsunoda,
Atsushi Horiike; Division of Respiratory Diseases, Department of Internal Medicine, The Jikei University School of Medicine, Tokyo, Japan; Division of Medical Oncology,
Department of Medicine, School of Medicine, Showa Medical University, Tokyo, Japan; Division of Respiratory Medicine and Allergology, Department of Medicine, Showa
Medical University School of Medicine, Tokyo, Japan; Department of Respiratory Medicine and Medical Oncology, Yokohama Municipal Citizen's Hospital, Kanagawa,
Japan; Department of Chest Surgery, Fukushima Medical University School of Medicine, Fukushima, Japan; Department of Clinical Immuno Oncology, Clinical Research
Institute for Clinical Pharmacology and Therapeutics, Showa Medical University, Tokyo, Japan; Department of Respiratory Medicine, Toho University Faculty of Medicine,
Tokyo, Japan; Showa Medical University Research Administration Center, Showa Medical University, Tokyo, Japan; Department of Clinical Diagnostic Oncology, Clinical
Research Institute for Clinical Pharmacology and Therapeutics, Showa Medical University, Tokyo, Japan; Clinical Research Institute for Clinical Pharmacology and
Therapeutics, Showa Medical University, Tokyo, Japan

Background: Concomitant medications that alter gut microbiome composition, such as proton
pump inhibitors (PPIs) and antibiotics, have been suggested as possible modifiers of immune
checkpoint inhibitor outcomes; however, there is a paucity of prospective data with pre-
specified exposure windows during atezolizumab-bevacizumab-carboplatin-paclitaxel
(ABCP) treatment. This study investigated the associations between peri-initiation PPI/
antibiotic exposure and gut microbiota with clinical outcomes. Methods: K-TAIL-201 is a
prospective, single-arm, phase II study (jJRCT031200088) that enrolled Japanese patients with
previously untreated advanced non-squamous non-small cell lung cancer (NSCLC) who re-
ceived an induction ABCP regimen, followed by maintenance with atezolizumab plus bevaci-
zumab. The primary endpoint was six-month progression-free survival (PFS) rate. PPI/
antibiotic exposure was evaluated in two pre-specified windows: pre-treatment (up to 21 days
before ABCP) and early on-treatment (the first 21 days of treatment). Longitudinal fecal
samples were collected and analyzed using 16S rRNA gene sequencing. Exploratory analyses
were conducted to investigate the relationships between exposure/microbiota features and
outcomes. Results: Thirty-two patients were enrolled, with a median follow-up period of
20.6 months. The 6-month PFS rate was 59.4% (95% confidence interval (CI), 40.6—76.3),
objective response rate was 50.0% (95% CI, 31.9—68.2), median PFS was 7.1 months (95% CI,
5.9—9.6), and the median overall survival (OS) was 24.3 months (95% CI, 18.7—not reached).
Early on-treatment PPI exposure was associated with poorer outcomes, including shorter PFS
(hazard ratio [HR] 7.07, p < 0.001) and OS (HR 5.66, p = 0.009), whereas pre-treatment PPI
exposure was not associated with PFS of at least six months. Early on-treatment antibiotic
exposure was associated with a lower 6-month PFS rate (21% versus 89%, p < 0.001), but
showed no association with time-to-event PFS (HR 1.62, p = 0.41). Microbiota analyses revealed
no significant differences in alpha or beta diversity by outcome or exposure group. However,
Bifidobacterium was more frequently detected among responders. Conclusions: Early on-
treatment (but not pre-treatment) PPI exposure is strongly associated with inferior PFS and
0S in patients with advanced non-squamous NSCLC on ABCP regimen, supporting the clinical
relevance of exposure timing. These findings suggest careful PPI use during the induction phase
and warrant validation in larger prospective cohorts. Clinical trial information: 031200088.
Research Sponsor: Chugai Pharmaceutical Co., Ltd.
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USP10 activity as sensitizer of lung adenocarcinoma to immune checkpoint in-
hibitors: Upregulating PD-L1 via the ANT3-mediated activation of the cGAS-STING
pathway.

Aman Wang, Mengyuan Xu, Zhen Ning, Yibin Teng, Henan Qin, Jiwei Liu; The First Affiliated Hospital of Dalian Medical University, Dalian, China; The First Affiliated Hospital
of Dalian Medical University, Dalian, China/Liaoning, China

Background: Although immune checkpoint inhibitors (ICIs) have reshaped the treatment
landscape for advanced lung adenocarcinoma (LUAD), response heterogeneity remains sub-
stantial. The cGAS—STING pathway plays a pivotal role in activating antitumor immune re-
sponses, yet its upstream regulatory mechanisms remain poorly defined. This study
investigated the role of the deubiquitinating enzyme USP10 in remodeling the LUAD immune
microenvironment and its mechanistic link to PD-L1 expression via the cGAS-STING axis to
establish its potential as a predictive biomarker for ICIs efficacy. Methods: Interactions be-
tween USP10 and the mitochondrial protein ANT3 were characterized using Co-IP, LC-MS/MS,
and in vitro deubiquitination assays. Mitochondrial DNA (mtDNA) leakage and cGAS-STING
activation were assessed via immunofluorescence and qPCR. The therapeutic impact of USP10
on PD-1 blockade was evaluated in an orthotopic murine LUAD model. Furthermore,
Furthermore, a clinical cohort of 228 patients with advanced driver-gene negative LUAD
receiving first-line ICIs treatment was analyzed to correlate USP10 expression with objective
response rate (ORR), disease control rate (DCR), and progression-free survival (PFS). Results:
Mechanistically, USP10 directly interacts with mitochondrial adenine nucleotide translocase 3
(ANT3) and stabilizes its protein level by removing K48-linked ubiquitin chains. USP10-me-
diated ANT3 accumulation triggers mitochondrial stress and promotes mtDNA release into the
cytosol, thereby activating the cGAS-STING-TBK1-IRF3 signaling pathway and ultimately driv-
ing transcriptional upregulation of PD-L1. In orthotopic LUAD models, USP10-overexpressing
tumors exhibited an "inflamed" phenotype characterized by a significant increase in CD8+
T cell infiltration. USP10 expression levels sensitized tumors to immunotherapy; USP10-high
tumors demonstrated dramatic regression upon anti-PD-1 treatment compared to controls. In
the cohort of 228 patients, high USP10 expression was identified as a robust predictor of
superior clinical benefit to first-line ICIs treatment . Patients in the USP10-high group achieved
significantly prolonged PFS (p = 0.028), higher ORR (p = 0.037), and improved DCR (p = 0.041)
compared to the USP10-low group. Conclusions: Our study identifies a novel USP10-ANT3-
CGAS-STING-PD-L1 regulatory axis that converts "cold" tumors into "hot" tumors. By
inducing a pro-inflammatory TIME, USP10 enhances the sensitivity of LUAD to ICIs. These
findings establish USP10 as a promising predictive biomarker and a potential therapeutic target
to optimize immunotherapy strategies in lung adenocarcinoma. Research Sponsor: None.
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Smoking—genomic discordance in metastatic non—small cell lung cancer.

llit Turgeman, Federica Pecci, Yakatherina Shulman, Kirill Drozdov, Pasi A. Janne; Lowe Center for Thoracic Oncology, Dana Farber Cancer Institute, Boston, MA; Lowe
Center for Thoracic Oncology, Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Lin Medical Center, Haifa, Israel; Dana-Farber Cancer Institute, Boston,
MA

Background: Smoking is the dominant risk factor for lung cancer, yet clinical smoking history
does not consistently align with the presence of tobacco-associated mutational patterns (C > A
transversions). We hypothesized that smoking-genomic discordance identifies a biologically
distinct subset of tumors arising through endogenous, aging-enriched mutational processes.
Methods: We analyzed metastatic NSCLC patients with documented smoking history and tumor
sequencing from a discovery cohort (n = 111) and an independent Dana-Farber validation cohort
(n = 2,680). Tumors were stratified by presence or absence of C > A tobacco transversions.
Endpoints included C > T transition burden as a surrogate for aging-related mutational
processes, transition-to-transversion (Ti/Tv) ratio for endogenous mutational contribution,
tumor mutational burden (TMB), oncogenic driver distribution, and first line treatment out-
comes. Multivariable regression models adjusted for age, sex, smoking intensity, and driver
genotype. Results: Among patients with smoking history, 30% of the discovery and 15.2% of the
validation cohort lacked detectable C > A transversions, including 29% with > 30 pack-years.
Smoking intensity correlated with C > A but not C > T burden, while C > T increased with age in
binomial models, consistent with clock-like aging accumulation. C > A negative discordant
tumors had higher C > T fractions and Ti/Tv ratios than both concordant smokers and never
smokers (p < 0.001). After multivariable adjustment, discordance was independently associated
with higher C > T fractions (B = 0.21, p < 2x1071¢) and increased odds of aging-dominant
profiles defined by C > T quartiles (OR = 9.2, p < 2X1071%). Associations varied by driver
(interaction p = 0.007), with EGFR mutant and oncogene fusion driven tumors enriched for C >
T high discordant profiles and weak coupling between smoking intensity and C > A burden.
Discordance differed by age (p = 7.6x10): among patients < 50 years, discordant smokers
paradoxically had highest C > T fractions, whereas never smokers showed greatest C > A
transversions, suggesting bidirectional smoking-genomic mismatch. C > A negative discor-
dant tumors had lower TMB and depletion of KRAS/STK11/KEAP1 alterations. PD-L1 and TMB
predicted immunotherapy PFS only in C > A positive tumors, suggesting limitations of con-
ventional biomarkers in discordant cases. Conversely, C > A presence correlated with shorter
targeted therapy PFS across oncogenic drivers. Conclusions: Clinical smoking history alone
does not capture the dominant mutational processes shaping NSCLC. Smoking—genomic dis-
cordance identifies a biologically coherent phenotype with endogenous aging-associated pat-
terns, driver- and age- related heterogeneity, and distinct therapeutic vulnerabilities. These
findings motivate research into germline susceptibility and environmental exposures that may
underlie tobacco-independent mutagenesis. Research Sponsor: None.
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STK11 and/or KEAP1 alterations in KRAS-mutant NSCLC treated with immune
checkpoint inhibitors or chemotherapy: An episode-based Project GENIE analysis.

Aayushi Pareek, Naveen Lalwani, Manaswini Krishnakumar, Sai Dinesh Yerramalla, Kartik Dapke, Isam Abdel-Karim, Masood Pasha Syed; St. Bernards Medical Center,
Joneshoro, AR; Amazon Development Center US Inc, Seattle, WA; Saint Vincent Hospital, Worcester, MA; St. Vincent Hospital, Worcester, MA; St. Bernards Cancer Care
Associates, Jonesboro, AR; Case Western Reserve University SOM, Cleveland, OH

Background: STK11 and KEAP1 alterations are linked to aggressive biology in KRAS-mutant
NSCLC and have been proposed to confer immune resistance and inferior outcomes with
immune checkpoint inhibitor (ICI) though data remains inconsistent. We evaluated whether
STK11 and/or KEAP1 alterations are associated with inferior overall survival (OS) and whether
outcomes differ by treatment class (ICI vs chemotherapy) in a real-world clinic-genomic
cohort. Methods: Using GENIE BPC NSCLC v2.0-public data, we created an episode-based
cohort of KRAS-mutant NSCLC treatment regimens categorized as ICI or chemotherapy. STK11
and/or KEAP1 alteration status (single or dual) was the primary exposure. OS was measured
from regimen start and analyzed with multivariable Cox models using patient-level clustering,
adjusting for available covariates (age, sex, histology, tumor mutational burden [TMB], and
KRAS G12C). We tested effect modification with an interaction term (STK11/KEAP1 x ICI).
Sensitivity analyses included 3-, 6-, and 12-months landmark models and inverse probability
of treatment weighting (IPTW). PD-L1, ECOG PS and line of therapy were not available. Results:
We identified 542 treatment episodes from 293 patients (ICI = 149; chemo = 393) including 181
episodes that were STK11/KEAP1-altered. In the main cluster-robust model, STK11/KEAP1
alterations were associated with worse OS (aHR 1.68, 95% CI 1.27 - 2.24; p < 0.001). ICI (vs
chemo) was associated with higher hazard ratio (aHR 1.76, 95% CI 1.42 - 2.18; p < 0.001) likely
reflecting later-line use of ICI. The STK11/KEAP1 x ICI interaction was not significant as aHR
1.13, 95% CI 0.76 - 1.67; p = 0.559). In the 3-month landmark analysis STK11/KEAP1 remained
adverse (aHR 1.61, 95% CI 1.19 - 2.18; p = 0.002), and the interaction estimate shifted below 1.0
(aHR 0.86, 95% CI 0.55 - 1.35; p = 0.519) suggesting a possible trend toward relatively greater
ICIbenefit among altered patients who survive beyond early attrition. Results were directionally
consistent across 6- and 12-month landmark and IPTW analyses. Conclusions: In this real-
world KRAS-mutant NSCLC cohort, STK11 and/or KEAP1 alterations were consistently asso-
ciated with worse OS across treatment classes, supporting a primarily prognostic role. We did
not find evidence of ICI-specific resistance by STK11/KEAP1 status, although modest interac-
tion effects may be underpowered. Unmeasured confounding (ECOG PS, PD-L1 and line of
therapy) remains a key limitation highlighting the need for larger, highly annotated datasets.
Research Sponsor: None.

Model STK11/KEAP1 aHR (95% Cl); p ICl vs Chemo aHR (95% Cl); p Interaction aHR (95% Cl); p

Main 1.68 (1.27-2.24); <0.001 1.76 (1.42-2.18); <0.001 1.13 (0.76-1.67); 0.559

3-mo 1.61 (1.19-2.18); 0.002 1.76 (1.39-2.23); <0.001 0.86 (0.55-1.35); 0.519
Landmark

IPTW 1.68 (1.27-2.24); <0.001 1.76 (1.42-2.19); <0.001 1.13 (0.75-1.70); 0.546
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Al-powered characterization of the tumor microenvironment landscape in HER2-
overexpressing non—small cell lung cancer.

Woochan Hwang, Seungeun Lee, Chang Ho Ahn, Sanghoon Song, Heon Song, Sergio Pereira, Wonkyung Jung, Taebum Lee, Siraj Mahamed Ali; Lunit Inc., Seoul, South
Korea; Lunit, Seoul, South Korea

Background: Antibody-drug conjugate (ADC) targeting HER2 in NSCLC is an opportunity for
biomarker-guided therapy independent of oncogenic driver status. As such, HER2 overex-
pressing (OE) tumors remain a clinically relevant yet under-characterized subgroup of NSCLC
patients. Given the role of the tumor microenvironment (TME) in modulating response to ADCs,
we applied AI-powered spatial analysis to comprehensively characterize the immunological
landscape of NSCLC stratified by HER2 expression. Methods: We performed a retrospective
analysis of a proprietary dataset comprising 2,054 H&E whole-slide images (WSIs) of NSCLC
cases collected globally and enriched for HER2 OE tumors. HER2 OE was defined as IHC 3+ by
pathologist reading based on ASCO/CAP guidelines and compared against IHC 0-2+. An AI-
powered H&E analyzer (Lunit SCOPE 10) was used to quantify tumor-infiltrating lymphocytes
(TILs) in the epithelial and stromal compartments. Immune phenotypes were classified as
inflamed, excluded, or desert. For a subset of 1,099 cases with paired HER2 IHC WSIs, the
proportion of tumor cells with 3+ intensity was quantified using an IHC analyzer (Lunit SCOPE
HER2). Findings were further validated using 318 H&E WSIs and differential gene expression
analysis of the TCGA Lung Adenocarcinoma (LUAD) cohort, stratified by ERBB2 protein ex-
pression (RPPA). Results: Of the 2,054 NSCLC cases, the primary analysis focused on adeno-
carcinoma cases (n = 1,641), which included 229 (14.0%) HER2 OE tumors. These tumors
exhibited a significantly lower proportion of inflamed immune phenotype compared to the
non-OE group (10.2% vs 22.1%, P < 0.0001). Intratumoral TIL and stromal TIL densities were
reduced by 26.1% (P < 0.0001) and 14.7% (P < 0.001), respectively. Notably, even among HER2
OE tumors, a subset with high 3+ cell proportion (=50% 3+ tumor cells) demonstrated a dose-
dependent trend with an even lower inflamed proportion (3.7% vs 14.0%, P = 0.004) and
reduced intratumoral TIL density (-36.7%, P < 0.001). The non-adenocarcinoma cohort (n =
413), where HER2 OE was present in 57 (13.8%) cases, showed a trend towards reduced
intratumoral TIL density (-20.6%, P = 0.080). Analysis of H&E WSIs in TCGA LUAD validated
that ERBB2-high tumors had significantly lower intratumoral TIL density (-16.1%, P = 0.027).
Furthermore, gene expression analysis revealed that these tumors had downregulation of
immune effector (GZMB, PRF1) and exhaustion (LAG3) markers, while maintaining an epi-
thelial phenotype (OCLN, CDH1) with decreased mesenchymal markers (CDH2). Conclusions:
NSCLC with HER2 OE is characterized by a distinct, immune-cold phenotype that is more
pronounced with higher HER2 expression. These findings highlight a unique TME landscape
that warrants further investigation to understand its potential impact on therapeutic re-
sponses. Research Sponsor: None.
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Comparing becotarug plus osimertinib with a real-world osimertinib therapy cohort
in platinum-refractory, advanced non—small cell lung cancer with EGFR exon 20
insertion.

Jian Fang, Wenfeng Fang, XingYa Li, Yan Wang, Wei Zhang, Qian Chu, Zhihuang Hu, Chengzhi Zhou, Yan Yu, Xia Chen, Zhangzhou Huang, Feng Luo, Xiugao Yang,
Xuechao Wan, Zhengyu Pan, Jianhong Cheng, Yangzhi Su, Yan Pang, Jinxuan Liu, Changming Xie; Second Department of Thoracic Medical Oncology, Beijing Cancer
Hospital, Beijing, Beijing, China; Department of Medical Oncology, Sun Yat-sen University Cancer Center, Guangzhou, China; Oncology Department Second Ward, The First
Affiliated Hospital of Zhengzhou University, Zhengzhou, China; National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of
Medical Sciences and Peking Union Medical College, Beijing, China; Shanghai Chest Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Tongji
Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; Fudan University Shanghai Cancer Center, Shanghai, China; The First
Affiliated Hospital of Guangzhou Medical University, Guangzhou, China; Harbin Medical Cancer Hospital, Harbin, Heilongjiang, China; Chongqing University Cancer
Hospital, Chongging, China; Department of Thoracic Medical Oncology, Fujian Cancer Hospital, Fuzhou, China; Lung Cancer Center, Cancer Center, State Key Laboratory of
Biotherapy, West China Hospital, Sichuan University, Chengdu, China; CSPC Zhongqi Pharmaceutical Technology Co. Ltd., Shijiazhuang, China; CSPC Pharmaceutical
Group Co., Ltd., Shijiazhuang, China

Background: EGFR exon 20 insertion (20ins)-positive non-small-cell lung cancer (NSCLC) is a
rare subtype with limited therapeutic options and poor prognosis. Becotarug plus osimertinib
showed encouraging activity and acceptable safety in a phase 1 study (NCT04448379). To assess
its efficacy in EGFR 20ins-positive NSCLC, a phase 2 single-arm trial (NCT05132777) was
initiated. To provide a comparator, a multicenter retrospective real-world study
(NCT05513664) was served as an external control arm. Methods: Eligible patients in the phase
2 study had unresectable stage ITIB—IV NSCLC with EGFR exon 20 insertion mutations and =1
prior platinum-based chemotherapy; those relapsing within six months after neoadjuvant or
adjuvant chemotherapy were also eligible. The external control comprised a real-world cohort
treated with osimertinib, matched 1:1 on age, sex, stage, ECOG PS, brain metastases, and
number of prior systemic therapies. The primary endpoint was independent review committee
(IRC)-assessed objective response rate (ORR) in the trial arm and real-world ORR in the control
arm. Secondary endpoints included disease control rate (DCR), duration of response (DoR) and
progression-free survival (PFS). Safety was evaluated by incidence and severity of adverse
events. Results: Of the 126 and 96 patients enrolled in the trial and control arms, respectively,
112 and 91 patients met criteria for the pre-matching cohort. After 1:1 propensity-score
matching, 158 patients (79 per arm) comprised the post-matching population. Baseline char-
acteristics were well balanced between arms, with 62.0% and 60.8% of patients, respectively,
having received =1 prior line of systemic therapy. The IRC-assessed ORR was 46.8% (95% CI,
36.24—57.73) in the trial arm versus 7.6% (95% CI, 3.53—15.60) in the control arm. Notably, the
lower bound of the trial-arm 95% CI (36.24%) exceeded the control-arm point estimate
(7.6%). The absolute ORR difference was 39.2% (95% CI, 25.96—50.87; P < 0.0001), corre-
sponding to an odds ratio of 10.72 (95% CI, 4£.18 —27.51). Furthermore, in a propensity score—
matched analysis restricted to patients receiving osimertinib monotherapy (64 per arm), the
combination therapy produced a greater ORR (42.2% [95% CI, 27.5-54.8], P < 0.0001). Higher
DCR were achieved in trial arm compared to control arm (77.2% [95% CI, 66.8-85.1] VS 64.6%
[95% CI, 53.6-74.2], P= 0.080). The median PFS in trial arm was significantly longer than that in
control arm (6.9 vs. 4.8 months, P= 0.007). Other efficacy endpoints showed consistent trends
favoring the combination therapy. The most common adverse events were EGFR-related
mucocutaneous toxicities in both arms. Conclusions: This study further supports the efficacy
and tolerability of becotarug plus osimertinib in patients with platinum-refractory, EGFR
20ins-positive NSCLC. Clinical trial information: NCT05513664; NCT05132777. Research Spon-
sor: Shanghai JMT-BIO Technology Co., Ltd.
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Genomic characterization of SMARCA4-mutant versus wild-type non—small cell
lung cancer in a Chinese population: A large-scale next-generation sequencing
study.

Tongguo Si, Mao Yang, Yongfei Guo; Tianjin Cancer Hospital Airport Hospital, Tianjin, China

Background: SMARCA is a core component of the SWI/SNF chromatin remodeling complex
and plays a critical role in transcriptional regulation and tumor suppression. SMARCA4 mu-
tations define abiologically aggressive subset of lung cancer; however, their genomic landscape
and clinical implications in Chinese patients with non—small cell lung cancer (NSCLC) remain
incompletely characterized. This study aimed to comprehensively compare the genomic al-
teration profiles between SMARCA4-mutant and SMARCA4—wild-type NSCLC to better define
distinct molecular subtypes and potential therapeutic implications. Methods: A total of 2,362
Chinese patients with NSCLC underwent comprehensive next-generation sequencing (NGS)
using a 733-gene DNA panel. The prevalence and mutation spectrum of SMARCA/ were an-
alyzed. Genomic alteration profiles, including co-occurring mutations, tumor mutational
burden (TMB), and microsatellite instability (MSI) status, were systematically compared be-
tween SMARCA/-mutant and wild-type tumors. Results: SMARCAZ mutations were identified
in 29 of 2,362 patients (1.23%). The mutation spectrum included frameshift (10.34%), non-
frameshift (10.34%), nonsynonymous missense (51.72%), stop-gain (24.14%), and synony-
mous (3.45%) alterations. SMARCA4-mutant tumors exhibited a distinct genomic profile
compared with wild-type tumors. Several genes were significantly enriched in the
SMARCA4-mutant group, including STK11 (25.0% vs 5.8%, P < 0.001), FAM135B (25.0% vs
8.2%, P = 0.0068), CDH10 (17.9% VS 4.2%, P = 0.0063), and FUBP1 (77.1% vs 0.3%, P = 0.0036),
suggesting increased genomic instability and aggressive tumor biology associated with chro-
matin remodeling dysfunction. In contrast, EGFR mutations were significantly enriched in the
SMARCA/—wild-type group (49.1% vs 14.3%, P < 0.001), indicating a strong mutual exclusivity
between SMARCAZ alterations and classical EGFR-driven oncogenesis. SMARCA/-mutant
tumors also demonstrated a significantly higher tumor mutational burden compared with
wild-type tumors (7.8 vs 3.1 muts/Mb, P < 0.0001), whereas no significant difference in MSI
status was observed between the two groups. Conclusions: SMARCA4-mutant NSCLC
represents a distinct molecular subtype characterized by enrichment of tumor suppressor
gene alterations, chromatin remodeling dysfunction, and elevated TMB, while SMARCA4—
wild-type tumors are predominantly driven by canonical tyrosine kinase oncogenes such as
EGFR. These findings highlight fundamental differences in tumor biology and suggest diver-
gent therapeutic strategies, with SMARCA4-mutant NSCLC potentially benefiting from
immunotherapy-oriented approaches rather than traditional targeted therapies. Research
Sponsor: None.
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Effect of gut microbiota—derived testosterone on distant metastasis in non—small
cell lung cancer.

Chen-Guang Liu, Dan Zang, Man Sun, Jun Chen; The Second Hospital of Dalian Medical University, Dalian, Liaoning, China; The Second Hospital of Dalian Medical
University, Dalian City, Liaoning, China; Second Affiliated Hospital of Dalian Medical University, Dalian City, Liaoning, China

Background: Distant metastasis is the major cause of poor prognosis in non—small cell lung
cancer (NSCLC). Emerging evidence suggests that gut microbiota and their metabolites influ-
ence tumor progression, but their role in NSCLC metastasis remains unclear. This study aimed
to characterize gut microbiota and metabolic features associated with NSCLC metastasis and to
elucidate the role and mechanism of the key metabolite testosterone. Methods: Fecal samples
from 60 NSCLC patients (48 with distant metastasis, 12 without) were analyzed using meta-
genomic sequencing and untargeted metabolomics. Multi-omics integration with machine
learning identified metastasis-associated metabolites. The effects of testosterone on NSCLC
cell migration, invasion, and epithelial -mesenchymal transition (EMT) were evaluated in vitro
(PC9, A549, H1299) and in vivo using a mouse metastasis model. Molecular mechanisms were
investigated by Western blot, transcriptomics, Mendelian randomization analysis, and func-
tional studies of FGF21. Finasteride was used as a pharmacologic antagonist. Results: Patients
with metastatic NSCLC showed distinct gut microbiota profiles, with increased alpha diversity
and altered community structure compared with non-metastatic patients. Opportunistic path-
ogens including Oscillospiraceae, Ruminococcus, and Actinobacteria were enriched in meta-
static patients, while Fusobacteria was enriched in non-metastatic patients. Metabolomic
analysis revealed significant enrichment of steroid-related metabolites in metastatic NSCLC,
with markedly elevated testosterone levels. Testosterone demonstrated good predictive value
for metastasis (AUC = 0.761). Testosterone significantly enhanced NSCLC cell migration and
invasion and induced EMT, characterized by decreased E-cadherin and ZO-1 and increased N-
cadherin and Snail expression. In vivo, testosterone promoted liver metastasis and EMT marker
expression. Mechanistically, testosterone activated AKT/mTOR signaling, showed a causal
association with AKT phosphorylation, and upregulated FGF21. Functional assays confirmed
that FGF21 promoted EMT and metastasis via AKT/mTOR activation. Finasteride reversed
testosterone-induced EMT, signaling activation, and metastasis by inhibiting the FGF21/
AKT/mTOR axis. Conclusions: Metastatic NSCLC is associated with a distinct gut microbiota
and metabolic profile. Gut microbiota—derived testosterone is a key metabolite that promotes
NSCLC distant metastasis by activating the FGF21/AKT/mTOR pathway and inducing EMT.
Finasteride effectively antagonizes this process, suggesting potential therapeutic value. The
testosterone/FGF21/AKT/mTOR axis may serve as a biomarker and therapeutic target for
metastatic NSCLC. Research Sponsor: National Natural Science Foundation of China; 82203056.
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Baseline CT-derived QVT score as predictor of bevacizumab benefit in advanced
non-squamous NSCLC: A retrospective biomarker analysis of SWOG S0819.

Kai Zhang, Pushkar Mutha, Omid Haji Maghsoudi, Lauren Bailey Hein, Haojia Li, Amogh Hiremath, Pingfu Fu, Vamsidhar Velcheti, Anant Madabhushi, Nathaniel Braman;
Picture Health Inc., Cleveland, OH; Wallace H. Coulter Department of Biomedical Engineering at Georgia Tech and Emory University, Atlanta, GA; Department of Population
and Quantitative Health Sciences, Case Western Reserve University, Cleveland, OH; Mayo Clinic Florida, Jacksonville, FL

Background: Despite two decades of anti-angiogenic therapy in NSCLC, no predictive bio-
marker identifies which patients benefit. As VEGF-targeted combinations advance in clinical
development, patient selection biomarkers remain a critical unmet need. QVT (Quantitative
Vessel Tortuosity) Score is an automated imaging biomarker measuring chaotic tumor vas-
culature from baseline CT scans and has been shown to be associated with immune checkpoint
inhibitor (ICI) outcomes. We hypothesized that QVT Score could identify patients with chaotic
angiogenesis tumors and greater sensitivity to anti-angiogenic therapy. Methods: We
analyzed a subset of 334 patients from the SWOG S0819 (NCT00946712) trial with treat-
ment-naive stage IV non-squamous NSCLC receiving carboplatin/paclitaxel with (56%) or
without (44%) bevacizumab. QVT Scores were derived from baseline CTs based on radiologist-
defined tumor annotations and radiomic features of tumor vasculature (e.g. vessel twisting,
curvature, and branching). Overall survival (OS) was evaluated as the primary endpoint using
Cox proportional hazards models with QVT x bevacizumab interaction terms. Bevacizumab was
non-randomized in S0819 (physician/patient discretion): to address this, we employed doubly
robust estimation combining inverse probability of treatment weighting (IPTW) with multi-
variable covariate adjustment for age, performance status, histology, smoking history, and
stage. Results: The QVT Score x bevacizumab interaction was significant (p=0.007, doubly
robust estimation) and stayed consistent across sensitivity analyses (p=0.017 multivariable;
p=0.047 IPTW), suggesting differential treatment benefit based on pre-treatment vascular
phenotype. QVT Score was strongly 0OS-associated without bevacizumab (HR=3.03, p=0.003)
but not with bevacizumab (HR=1.71, p=0.079), consistent with mitigation of high-risk biology.
Bevacizumab benefit increased across QVT quartiles (Table 1): patients in the highest quartile
had a 60% reduction in mortality (HR=0.40, p<0.001), while patients in the lowest quartile
showed no OS benefit (HR=0.89, p=0.64). Conclusions: Despite unfavorable prognosis on
standard-of-care therapies (chemotherapy, ICIs), we found that patients with elevated base-
line QVT Score may benefit from the addition of anti-angiogenic agents. As VEGF-targeted
combinations including bispecific antibodies enter development, radiomic biomarkers may
play a crucial role in enriching trial populations and enabling mechanistic longitudinal mon-
itoring. These findings warrant prospective validation in independent randomized clinical
trials. Research Sponsor: None.

Bevacizumab treatment effect by QVT score quartile.

QVT Score Quartile N Bevacizumab effect (Hazard Ratio) P
Q1 84 0.89 (0.56 -1.42) 0.64
Q2 83 0.70 (0.44-1.12) 0.14
Q3 83 0.54 (0.34-0.85) 0.01
Q4 84 0.40 (0.24-0.65) 0.0003
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Impact of KRAS co-mutations on the efficacy of durvalumab in patients with locally
advanced non-small cell lung cancer (LA-NSCLC) treated with concurrent
chemoradiotherapy (ChRT).

Jaime Rubio Perez, Ling Feng Ye, Matteo Repetto, Sameh Nabeeh Daher, Meghanne Lomibao, Christina Falcon, Alexander E. Drilon, Kathryn C. Arbour; Memorial Sloan
Kettering Cancer Center, New York, NY; Memorial Sloan Kettering Cancer Center, New York; Memorial Sloan Kettering Cancer Center and Weill Cornell Medical Center,
New York, NY

Background: Durvalumab improves survival after platinum-based ChRT in LA-NSCLC. Al-
though immunotherapy is effective in KRAS-mutant tumors across treatment lines, co-
mutations are associated with poorer prognosis and treatment resistance. Data efficacy in this
context remains limited. Methods: We conducted a retrospective, single-institution analysis of
patients with locally advanced NSCLC to evaluate the impact of KRAS mutations on
progression-free survival (PFS) and overall survival (OS) after concurrent chemoradiotherapy
(ChRT) and durvalumab, accounting for key clinical factors and co-mutations (TP53, STK11,
KEAP1). Patients with other actionable genomic alterations (EGFR, ALK, ROS1, BRAF, MET,
HER2, RET, FGFR) were excluded. PFS was defined from the first durvalumab dose to pro-
gression or death and estimated using the Kaplan—Meier method with comparisons by log-
rank test. Results: A total of 290 patients were included (113 KRAS-mutant, 177 non-KRAS
[non-AGA]). Median age was similar (69.7 vs 68.5 years), and baseline characteristics were
comparable, except that KRAS-mutant patients were more often female(65% vs 38%, p <
0.001) and enriched for adenocarcinoma histology (90% vs 42%; squamous 2.7% Vs 49%; p =
0.009) and PD-L1 expression (negative: 34% Vs 48%; 1—49%: 25% Vs 28%; =50%: 41% Vs
34%). No significant differences in PFS were observed between KRAS and non-KRAS patients
(median PFS: 22.9 months [95% CI, 16.0—29.2] vs 19.6 months [95% CI, 13.4—35.2]; log-rank
p = 0.087), nor in overall survival (OS) (median OS: 44.5 months [95% CI, 34.4—NR] vs
£40.9 months [95% CI, 30.0-59.4]; log-rank p = 0.40). In contrast, PFS differed significantly
across KRAS-mutant subgroups: isolated KRAS mutations (median PFS 23.9 months [95% CI,
17.4—30.0]), KRAS with STK11 or KEAP1 co-mutations (8.3 months [95% CI, 3.8—20.8]), and
concurrent KRAS/STK11/KEAP1 mutations (3.0 months [95% CI, 2.7—NR]; log-rank p < 0.0001).
0S showed a similar numerical trend without statistical significance (49.4 months [95% CI,
37.4—NR], 27.3 months [95% CI, 18.4—NR], and 10.0 months [95% CI, 6.7—NR], respectively;
log-rank p = 0.08). Conclusions: While KRAS mutations alone were not associated with inferior
outcomes with durvalumab, concurrent STK11 and KEAP1 co-mutations were associated with
markedly worse clinical outcomes. Research Sponsor: None.
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Serial ctDNA genomic profiling integrated with a networked molecular tumor board
in first-line advanced NSCLC: The COPE randomized phase Il trial.

Antoine Italiano, Candice Francheska Tambaoan, Sophie Cousin, Letuan Phan, Sylvestre Le Moulec, Thomas Grellety, Cedric Lecaille, Valerie Cochin, Sophie Schneider,
Marielle Sabatini, Laura Leroy, Mathilde Cabart, Francois Chomy, Yec'han Laizet, Michéle Kind, Isabelle Soubeyran, Amandine Crombe, Russell William Madison,
Amaya Gasco, Merrida Childress; Institut Bergonié, Bordeaux Cedex, France; Foundation Medicine, Inc., Boston, MA; Institut Bergonié, Bordeaux, NA, France; Institut
Bergonié, Paris, France; Clinique Marzet, Pau, France; Department of Medical Oncology, Centre Hospitalier de la cote basque and GINECO, Bayonne, France; Polyclin
Bordeaux Nord Aquitaine, Bordeaux, France; Clinique Tivoli Ducos, Bordeaux, France; Hospital Center De La Cote Basque, Bayonne, France; Hopital de Bayonne, France,
France; Department of Medical Oncology, Institut Bergonié, Bordeaux, France; Institut Bergonié, Bordeaux, France; Institut Bergonie, Bordeaux, France; Institut Bergonié,
Department of Imaging, Bordeaux, France; Molecular Pathology Unit-Department of Biopathology, Institut Bergonié, Bordeaux, France; Institut Bergonie, Bordeaux Cedex,
France

Background: Circulating tumor DNA (ctDNA) complements tissue profiling and may provide
early response information in advanced NSCLC, but prospective evidence is limited. Methods:
COPE is an open-label, multicenter, randomized (2:1), two-arm non-comparative phase II trial
in stage I1IB/IV NSCLC (NCT04258137). Arm A included FoundationOneLiquidCDx ctDNA pro-
filing at baseline, week 3, each radiologic assessment, and progression with centralized mo-
lecular tumor board (MTB) review; Arm B used baseline tissue profiling and standard imaging.
ctDNA-guided treatment changes were discretionary. The primary endpoint wasi8-month
(mo) overall survival (OS) rate in Arm A vs a prespecified historical benchmark; secondary/
exploratory endpoints included profiling success, objective response rate (ORR), ctDNA dy-
namics, and genomic evolution. Results: From 2020-2023, 176 patients (pts) were enrolled
(Arm A n = 117; Arm B n = 59). At median follow-up 24.0 mo, 18-mo OS was 53.8% (95% CI
44.3—62.5) in Arm A (median OS 22.4 mo) and 65.7% (95% CI 52.0—76.3) in Arm B. Baseline
plasma profiling rescued genotyping in 32/35 pts with tissue insufficiency, increasing geno-
typing success from 69% (tissue alone) to 97% (tissue + plasma). In Arm A, 90/117 had
evaluable paired baseline and week-3 plasma samples. Among pts receiving first-line (1L)
chemo-immunotherapy (chemo + ICI), early molecular response (MR), defined as ctDNA no
longer detected at day 21 was strongly associated with more favorable outcomes, including
higher ORR (81.8% vs 50.0%), longer progression-free survival (median PFS 22.9 vs 5.9 mo),
and OS (18-mo OS 81.8% vs 57.1%). Similar results were observed in the overall study
population. MR50, defined as =50% reduction at day 21, showed similar associations with
more favorable outcomes. In pts on chemo + ICI with further ctDNA testing, those with durable
MR50 through mo 5-9 had longer mPFS (23 mo vs 11 mo), similar to pts with early ctDNA
clearance. Importantly, excluding pts who progressed at/before week 3, the median lead time in
detecting progression on chemo + ICI with ctDNA prior to radiographic progression was 3.5 mo
(N = 19pts). Among 59 responders with paired baseline and any on treatment plasma, 35 were
treated with 1L chemo + ICI and 13 with 1L targeted therapy. Tumor-associated emergent
alterations were detected in 37 pts (63%), with treatment-specific resistance patterns observed
across therapeutic classes. Conclusions: COPE is, to our knowledge, the first randomized
prospective study of sequential ctDNA profiling in 1L, advanced NSCLC. Serial ctDNA analysis
within a networked MTB model was feasible, improved baseline molecular profiling, and
provided a strong exploratory early molecular response signal, supporting future ctDNA-
guided interventional trials. Clinical trial information: NCT04258137. Research Sponsor: Foun-
dation Medicine.
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Clinico-genomic landscape and prognostic impact of APC/CTNNB1 oncogenic
alterations in non—small cell lung cancer.

Leonardo Brunetti, Valentina Santo, Eleonora Gariazzo, Cassio Murilo Hidalgo-Filho, Federica Pecci, Xinan Wang, Narjust Florez, Jaclyn LoPiccolo, Hugo Aerts,
Biagio Ricciuti; Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Department of Biostatistics, Harvard School of
Public Health, Boston, MA; Department of Radiation Oncology and Radiology, Dana-Farber Cancer Institute, Brigham and Women's Hospital, Harvard Medical School,
Boston, MA

Background: Genomic activation of the WNT/g-catenin pathway via APC loss-of-function or
activating CTNNB1 mutations is well established across multiple cancer types, but its preva-
lence and genomic context in non—small cell lung cancer (NSCLC) remain poorly characterized.
We systematically characterized the prevalence of APC and CTNNB1 alterations in NSCLC, and
defined their mutational landscape and prognostic impact. Methods: We conducted a multi-
center cohort study including patients with NSCLC whose tumors underwent targeted exon
sequencing at Dana-Farber Cancer Institute (DFCI) and Memorial Sloan Kettering Cancer
Center (MSKCC). Tumors were classified as APC-mutated, CTNNB1i-mutated, or WNT-
mutated (APC and/or CTNNB1 mutated). Pathogenic alterations were defined as oncogenic
or likely oncogenic per OncoKB, or as missense variants with a REVEL score > 0.5. Gene
enrichment analyses used gene-wise logistic regression adjusted for tumor mutational burden
(TMB), testing genes meeting a predefined prevalence threshold, with Bonferroni correction
within each analysis. Results: In the DFCI cohort (N = 4,717), APC or CTNNB1 alterations were
identified in 4.5% of NSCLC (212/4,717), including APC in 1.7% (79/4,717) and CTNNB1 in 2.8%
(133/4,717), and were mutually exclusive. APC alterations were predominantly loss-of-function
events (85.3% of qualifying APC variants) and splice-region/site variants (14.8%). CTNNB1
alterations were all missense mutations (100%), clustering in exon 3, consistent with g-catenin
stabilization and gain-of-function. Relative to WNT—-wild-type tumors, WNT-mutated NSCLC
occurred more frequently in never-smokers (32% vs 24%, p = 0.03), patients of Asian race
(11.8% Vs 4.2%, p < 0.001), and non-squamous histology (99.5% vs 88.6%, p < 0.001). These
tumors exhibited lower median PD-L1 expression (p < 0.001) and TMB (p = 0.03). Similarly, in
the MSK cohort (N = 4710), the prevalence of APC and CTNNB1 alterations was 0.7% and 2.7%,
respectively. Relative to WNT—wild-type tumors, WNT-altered NSCLC was significantly
enriched for EGFR mutations (19.3% vs 10.5%; OR 2.18; p < 0.01) and SMAD4 mutations
(7.1% vs 2.1%; OR 3.47; p = 0.0026), with relative depletion of KRAS alterations (20.8% vs
32.1%; OR 0.55; p = 0.027). External validation reproduced these findings, with WNT-altered
tumors enriched for EGFR (42% vs 21.7%; OR 3.21: p < 0.001) alterations and depleted for KRAS
(16.7% vs 29.4%; OR 0.47; p = 0.011). In the DFCI cohort, APC/CTNNB1 alterations were not
associated with overall survival [HR 1.05 (0.88-1.25 95% CI; p = 0.57)]. Conclusions: Genomic
activation of the WNT/B-catenin pathway is characterized by EGFR and SMAD/ co-alterations,
relative KRAS depletion, and lower PD-L1 and TMB. These results suggest that WNT pathway
alterations contribute to molecular heterogeneity in NSCLC with potential relevance for future
biomarker and therapeutic studies. Research Sponsor: None.
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Use of LIF and LIFR expression to characterize survival and tumor microenviron-
ment composition in lung adenocarcinoma.

Michael Borecky, Won Jin Jeon, Andreas Lau, Adam Hagele, David de Semir, Yasmine Baca, Andrew Elliott, George W. Sledge Jr., Saied Mirshahidi, Hamid R. Mirshahidi;
Department of Internal Medicine, Loma Linda University, Loma Linda, CA; Department of Oncology/Hematology, Loma Linda University Medical Center, Loma Linda, CA;
Caris Life Sciences, Irving, TX; Caris Life Sciences, Phoenix, AZ; Loma Linda University, Loma Linda, CA

Background: In lung adenocarcinoma (LUAD), EGFR-directed therapy has transformed clinical
practice, yet heterogeneity in treatment response persists. Novel biomarkers are needed to
refine therapeutic selection and identify new treatment targets. Leukemia inhibitory factor
(LIF) and its receptor (LIFR) have emerged as potential mediators of the tumor microenvi-
ronment (TME), but their clinical significance in LUAD remains poorly defined. This study
sought to investigate LIF and LIFR expression in LUAD, especially EGFR-mutant (EGFRm), and
their TME composition and impact on survival outcomes. Methods: 10,041 LUAD tumors
underwent next-generation sequencing of DNA (592-gene panel or whole exome sequencing)
and RNA (whole transcriptome) at Caris Life Sciences. Tumors were stratified by LIR and LIFR
RNA expression quartiles (Q1, low; Q4, high). QuantiSEQ was used to profile TME. Statistical
analyses were performed using chi-square and Mann—Whitney U tests. Overall survival (OS)
was estimated from insurance claims data using Cox proportional hazards models to calculate
hazard ratios and log-rank tests to determine p-values. Results: In LUAD, LIF Q4 tumors
demonstrated lower abundance of CD8* T cells (fold change (FC) 0.75, p < 0.001), but higher
abundance of NK cells, M1 macrophages, neutrophils, Tregs and B cells vs LIF Q1 tumors (FC1.1-
1.4, p < 0.001). LIFR Q4 tumors exhibited higher abundance of dendritic cells, NK cells and M2
macrophages vs Q1 tumors (FC: 1.2-1.5, p < 0.001). For LIF, Q4 tumors had higher median MAPK
activation (1.73 vs —0.93, p < 0.001) and T-cell-inflamed scores (94 vs —2, p < 0.001). LIFR Q4
tumors demonstrated higher MAPK activation (1.51 vs —0.83, p < 0.001), and higher T-cell-
inflamed scores (105 vs —29, p < 0.001). IFN-v signaling was modestly lower in LIF Q4 and LIFR
Q4 tumors. Longer OS was observed in LIF Q1 vs Q4 (HR 0.79, 95% CI: 0.75-0.84, 25.1vs 18.1m,
p< 0.001) but shorter OS in LIFR Q1 vs Q4 (HR 1.59 , 95% CI: 1.5-1.7, 14.0 VS 27.9 m, p< 0.001).
EGFR mutations were significantly more frequent in LIF Q1 vs Q4 (21.2% vs 12.8%, p< 0.001) and
LIFR Q4 vs Q1 (27.2% vs 7.6%, p< 0.001). In EGFRm tumors treated with osimertinib, OS
differences based on LIF expression were accentuated:(LIF Q1 vs Q4, HR 0.681, 95% CI: 0.58-
0.80, 35.7 Vs 24.7 m, p <0.00001). Conclusions: Findings demonstrate distinct transcriptional
immune activation profiles between LIF- and LIFR-driven states, with superior survival in low
LIF and high LIFR expressors. Despite elevated T-cell-inflamed scores, differences in immune
cell composition suggest qualitative differences in immune activation between LIF- and LIFR-
driven states. These findings support their relevance as prognostic and biologically informative
biomarkers, and identify the LIF-LIFR axis as a key stratifier of immune state and survival
heterogeneity in LUAD, with additional survival differences observed in EGFRm LUAD treated
with osimertinib. Research Sponsor: None.
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A randomized phase lll study of pembrolizumab versus pembrolizumab with car-
boplatin plus pemetrexed for locally advanced or metastatic nonsquamous non-
small cell lung cancer with PD-L1 TPS > 50%: LAPLACE-50.

Yoshihito Kogure, Hiroya Hashimoto, Kentaro Tanaka, Takashi Ninomiya, Nobuhisa Ishikawa, Takeshi Numata, Keiichi Fujiwara, Keita Kudo, Hiroshi Watanabe,
Nobuyuki Yamamoto, Masahide Oki, Masafumi Yamaguchi; Department of Respiratory Medicine, NHO Nagoya Medical Center, Nagoya, Japan; NHO Nagoya Medical
Center, Nagoya, Japan; Department of Pulmonary Medicine, Kagoshima University Graduate School of Medical and Dental Sciences, Kagoshima, Japan; Department of
Thoracic oncology and Medicine, NHO Shikoku Cancer Center, Matsuyama, Japan; Department of Respiratory Medicine, Hiroshima Prefectural Hospital, Hiroshima, Japan;
Departments of Respiratory Medicine, National Hospital Organization Mito Medical Center, Ibaraki, Japan; Department of Respiratory Medicine, NHO Okayama Medical
Center, Okayama, Japan; Department of Medical Oncology and Respiratory Medicine, National Hospital Organization Osaka Minami Medical Center, Osaka, Japan;
Department of Respiratory Medicine, Saka General Hospital, Shiogama, Japan; Internal Medicine Ill, Wakayama Medical University, Wakayama, Japan; Department of
Thoracic Oncology, National Hospital Organization Kyushu Cancer Center, Fukuoka, Japan

Background: For patients with advanced non-squamous non-small cell lung cancer (NSCLC)
and high PD-L1 expression (TPS =50%), both pembrolizumab monotherapy and immune
checkpoint inhibitor with platinum and pemetrexed combination chemotherapy are recognized
as standard first-line therapies. However, direct head-to-head comparisons to determine the
optimal strategy in this specific population are limited. We conducted a randomized phase III
trial to compare these approaches. Methods: In this open-label, randomized phase III trial,
previously untreated patients with advanced/metastatic non-squamous NSCLC and PD-L1
TPS =50% were randomized (1:1) to receive either pembrolizumab monotherapy (Arm A) or
pembrolizumab plus carboplatin and pemetrexed (Arm B). The primary endpoint was
progression-free survival (PFS) with a predefined non-inferiority margin of 1.25 for the hazard
ratio (HR). Secondary endpoints included overall response rate (ORR), overall survival (0S), and
safety. Due to slow accrual, the trial was terminated prematurely, and a final analysis was
performed on the available cohort. Results: A total of 70 patients were randomized (Arm A,
n=35; Arm B, n=35), and 69 patients were included in the full analysis set. Median PFS was
8.1months in Arm A and 9.2 months in Arm B (HR 1.25; 90% CI, 0.77—2.04), and non-inferiority
of pembrolizumab monotherapy was not demonstrated. ORR was 57.1% in Arm A and 73.5% in
Arm B (odds ratio 0.49, 95% CI, 0.18—-1.36; p=0.172). Median OS was 55.1 months in Arm A and
23.5 months in Arm B (HR 0.83, 95% CI, 0.42-1.63; p=0.663). Grade =3 hematologic toxicities
were more frequent in Arm B. Serious adverse events occurred in 20.0% of patients in Arm A and
26.5% in Arm B. Conclusions: Although this trial was limited by early termination and did not
statistically demonstrate the non-inferiority of pembrolizumab monotherapy in terms of PFS,
the numerical OS favored the monotherapy group despite a lower ORR. These findings suggest
that for patients with PD-L1 TPS =50%, pembrolizumab monotherapy remains a robust
treatment option with a favorable safety profile, though the addition of chemotherapy may
offer higher initial response rates. Clinical trial information: jJRCTs031200078. Research Spon-
sor: NHO Multi-Center Clinical Research for Evidence-Based Medicine.
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Combination of golidocitinib (a JAK1 inhibitor) with anti—PD-1 antibody to improve
tumor response and patient quality of life: Preliminary results from an ongoing
JACKPOT 33 study.

Jie Wang, Jianchun Duan, Jiachen Xu, Yongsheng Wang, Jin Zhou, Xiangjiao Meng, Baohua Lu, Jianhua Chang, Xiaoying Huang, Shuang Li; State Key Laboratory of
Molecular Oncology, 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; State Key Laboratory of Molecular Oncology, 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
Respiratory Medicine, Nanjing Drum Tower Hospital, Nanjing, China; Department of Medical Oncology, Sichuan Clinical Research Center for Cancer, Sichuan Cancer
Hospital & Institute, Sichuan Cancer Center, University of Electronic Science and Technology of China, Chengdu, Sichuan, China; Department of Radiation Oncology,
Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical Sciences, Jinan, China; Department of Oncology, Beijing
Chest Hospital, Capital Medical University, Beijing, China; Department of Medical Oncology, Cancer Hospital Chinese Academy of Medical Sciences, Shenzhen Center,
Shenzhen, China; Department of Respiratory and Critical Care Medicine, The First Affiliated Hospital of Wenzhou Medical University, Wenzhou, China; Dizal Pharmaceutical,
Shanghai, China

Background: Chemo-immunotherapy remains the standard first-line treatment for advanced
non-small cell lung cancer (NSCLC) without driver mutations. Unfortunately, treatment re-
sistance is inevitable. Janus kinase (JAK) inhibition may improve the efficacy of immunotherapy
by pivoting T cell exhaustion dynamics, enhancing and extending patient response. Herein, we
report the anti-tumor efficacy and safety data from an ongoing phase 2 study (NCT06198907,
JACKPOT33) evaluating golidocitinib, a JAK1-specific inhibitor, combined with sintilimab, an
anti-PD-1 antibody, as first-line treatment in patients with PD-L1 positive advanced NSCLC
without driver mutations. Methods: Eligible patients with advanced NSCLC with PD-L1 TPS =
1% were enrolled in the study. Patients received two cycles of chemo-immunotherapy only,
followed by golidocitinib 150 mg orally once daily plus sintilimab 200 mg intravenous every
3 weeks until disease progression, intolerance, up to 2 years of treatment, or other discon-
tinuation criteria were met. The primary objective was to evaluate the anti-tumor efficacy, and
the secondary objectives included safety and tolerability. Results: As of December 23, 2025, a
total of 47 patients were enrolled in the JACKPOT?33 study. The median age of these patients was
63 years, with 87.2% males, 61.7% with non-squamous histology, 40.4% with PD-L1 high
(TPS =50%) and 59.6% with PD-L1 low (TPS 1-49%) expression. Most (74.5%) of the patients
had metastatic disease at baseline, with 8.5% having brain metastasis. Per investigator as-
sessment, the overall response rate (ORR) after two cycles of chemo-immunotherapy was
£42.6%. Following the addition of golidocitinib with sintilimab, deeper tumor shrinkage and
additional responders were observed, resulting in an ORR of 63.8% (30/47). The improvement
in ORR with golidocitinib was most profound in patients with high PD-L1 levels, with rates of
84.2% vs. 50% in the high and low expression cohorts, respectively. No difference in ORR was
observed between patients with squamous or non-squamous carcinoma (61.1% vs 65.5%). As of
the data cut-off date, 32 out of 47 patients remained on treatment and benefiting. The longest
treatment duration reached 15.9 months. The combination of golidocitinib and sintilimab was
well tolerated. The incidence of immune-related adverse effects was markedly decreased, and
patients’ self-reported quality of life significantly improved. No new safety signal was ob-
served. Conclusions: In treatment-naive patients with advanced NSCLC, golidocitinib plus
sintilimab following chemo-immunotherapy demonstrated encouraging and durable anti-
tumor efficacy, particularly in those with high PD-L1 expression. A profound decrease in
immune-related adverse effects was observed. Updated data will be presented at the confer-
ence. Clinical trial information: NCT06198907. Research Sponsor: None.
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A first-in-human (FIH), phase I/1l open-label, dose-escalation and -expansion study
of ILKN421H, an LNP mRNA encoding an IL2RBy selective IL-2v, as monotherapy
and in combination with pembrolizumab, in patients with advanced solid tumors.

Kai Wang, Chengying Kong, Jingnan Zhang, Li Sun, Qijia Xuan, Haining Huang; Department of Respiratory and Critical Care Medicine, Center for Oncology Medicine, the
Fourth Affiliated Hospital of School of Medicine, and International School of Medicine, International Institutes of Medicine, Zhejiang University, Yiwu, China; Department of
Respiratory and Critical Care Medicine, Center for Oncology Medicine, the Fourth Affiliated Hospital of School of Medicine, and International School of Medicine,
International Institutes of Medicine, Yiwu, China; Department of Medical Oncology, Center for Oncology Medicine, the Fourth Affiliated Hospital of School of Medicine, and
International School of Medicine, International Institutes of Medicine, Yiwu, China; iLeukon Therapeutics, San Diego, CA

Background: ILKN421H is an LNP mRNA encoding an IL2RBy selective IL-2v derivative fused
with Human Serum Album. Preclinically, the novel LNP mRNA platform allowed expression and
therefore extended plasma half-life of IL2v in animal models, which is not achieved with other
protein-based IL-2 drugs. ILKN421H stimulated significant and sustained expansion of CD8
T cells for more than three weeks, with minimal expansion of regulatory T cells. Moreover,
ILKN421H demonstrated superior efficacy than IL-2 based drugs in multiple cancer models and
has an excellent safety profile in rodents and non-human primates. Therefore, the novel design
of ILKN421H has the potential to fully unleash the antitumor effects of the IL-2 pathway while
mitigating unwanted toxicity. Methods: This first-in-human, open label phase 1 study eval-
uates the safety, tolerability, and initial efficacy of ILKN421H with or without pembrolizumab in
patients with advanced solid tumors. The design includes two portions of the study: Parts A,
ILKN421H monotherapy in which patients receive intravenous ILKN421H once every 3 weeks
(Q3W) and Part B in which patients receive ILKN421H in combination with pembrolizumab
(200 mg on day 1), both intravenous Q3W. Both portions of the study consist of 3+3 escalation
cohorts to define maximum tolerated dose (MTD). If response signal is observed in a given dose
cohort, additional 10 patients will be enrolled in the expansion portion of the study to further
evaluate the safety and efficacy. The trial is ongoing and data as of 5/7/2024 is presented in this
abstract. Results: A total of 47 participants were enrolled so far. In Part A, 9 patients in three
dose cohorts received ILKN421H. All patients demonstrated high and prolonged plasma level of
IL-2, and remarkable elevation of CD8 T cells (up to 5 folds) and NK cells (up to 25 folds). No
dose-limiting toxicities (DLT) were observed. In Part B, 38 patients in three dose cohorts were
enrolled, 24 of which are 1L advanced NSCLC. All patients showed robustly increased CD8 T cells
and NK cells, and well tolerated safety profile (TESAE=26%). At the cut-off date (Nov 25th,
2025), of the 22 efficacy evaluable 1L NSCLC patients regardless of the PDL1 expression levels, 17
were evaluated to be PR (ORR=77.2%), and 50% PFS was not reached and was projected to be
more than 14 month. In PDL1 negative patients (TPS <1%), 3 out of 6 patients achieved PR
(ORR=50%). Conclusions: ILKN421H was generally well tolerated at the current dose level,
which already demonstrated high and prolonged plasma level of IL-2, and robust immune
stimulatory activity in promoting CD8 T cells and NK cells proliferation. Initial signs of an-
titumor efficacy were seen in combination with pembrolizumab. Clinical trial information:
NCT05978102. Research Sponsor: iLeukon Therapeutics.
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Race-associated clinicogenomic predictors in non-small cell lung cancer treated
with immune checkpoint inhibitors.

Nirosha Perera King, Rochelle Fayngor, Lingzhi Hong, Ryan Huu-Tuan Nguyen, Dawen Sui, Waree Rinsurongkawong, Elliana Young, J. Jack Lee, Mehmet Altan,
Bingnan Zhang, Natalie 1. Vokes, Xiuning Le, Hai T. Tran, Haniel Alves Araujo, Don Lynn Gibbons, Ara A. Vaporciyan, John V. Heymach, Jianjun Zhang, John Kent Lin;
Department of Cancer Medicine, The University of Texas MD Anderson Cancer Center, Houston, TX; Division of Hematology and Oncology, University of Illinois College of
Medicine, Chicago, IL; Department of Thoracic/Head and Neck Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; University of Illinois
College of Medicine at Chicago, Division of Hematology and Oncology, Chicago, IL; The University of Texas MD Anderson Cancer Center, Houston, TX; Quantitative
Research Computing Department, The University of Texas MD Anderson Cancer Center, Houston, TX; Enterprise Data Engineering & Analytics, The University of Texas MD
Anderson Cancer Center, Houston, TX; Department of Biostatistics, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Thoracic Head and
Neck Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Thoracic/Head and Neck Medical Oncology, The University of Texas MD
Anderson Cancer Center, Houston, TX; Thoracic and Cardiovascular Surgery, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Thoracic/
Head and Neck Medical Oncology, Department of Genomic Medicine, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Health Services
Research, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: PD-L1 low and STK11 mutation associate with immune checkpoint inhibitor (ICI)
resistance in non-small cell lung cancer (NSCLC), but appear differentially expressed among
racial ethnic groups. This has not been validated in large, diverse studies. Methods: We
retrospectively studied NSCLC patients 18 or older, without targetable EGFR or ALK alterations,
treated with frontline ICI between January 2014 and February 2020 at MD Anderson Cancer
Center and University of Illinois Chicago. We analyzed clinicogenomic and survival character-
istics by race/ethnicity. Differences in clinicogenomic predictors were assessed through log-
rank and chi-squared comparison of proportions tests. Survival differences were estimated via
Kaplan-Meier method. Results: 1694 patients met inclusion criteria, 383 (22.6%) were mi-
norities. Poor performance status (PS 2-3) was most frequent in African American (AA) (32.5%)
and Native Alaskan/Hawaiian or American Indian (NAHAI) (27.3%) patients (p=0.005) (Table).
Heavy smoking was more frequent in White (50.3%) patients. PD-L1 <1% was most prevalent
among Asian (31.3%) and least prevalent among Hispanic/Latino (HL) (15.8%) patients
(p=0.001). STK11 mutation rate was most prevalent in AA (14.7%) and least prevalent in HL
(6.9%) and Asian (2.5%) patients (p=0.056). Median overall survival (OS) was lower (21.3, 23.5,
and 24.3 months) for HL, NAHAI, and AA patients, and higher (25.4 and 30.6 months) for White
and Asian patients, respectively (p<0.01). Conclusions: Our dual center study with 22% mi-
nority patient representation shows self-reported race can result in biological differences,
because of ancestry and/or environmental differences. AA, HL, and NAHAI patients had lower
rates of heavy smoking and different clinicogenomic patterns than White patients. AA tended
towards higher prevalence of STK11 mutation—while not statistically significant, it was overall
not highly represented in the sample. In line with these poor prognostic factors, AA had
statistically significant lower median overall survival (OS) than their White and Asian coun-
terparts. Asians had the lowest rates of heavy smoking and STK11 mutation, highest rates of PD-
L1<1%, and highest median OS. HL had the lowest OS, with low prevalence of PD-L1<1% and
STK11 mutation — future studies should evaluate other clinicogenomic factors to determine
potential culprits. Research Sponsor: The University of Texas MD Anderson Lung Moon Shot
Program and the MD Anderson Cancer Center Support Grant P30 CA016672.

Native Alaskan/

Black or Hawaiian or
African Hispanic or American p-value
White  American (AA) Latino (HL) Asian Indian (NAHAI)
Total cohort 1311 (77.4) 191 (11.3) 101 (6.1) 80 (4.7) 11 (0.5)
n=1694, No. (%)
ECOG PS 2-3 at 267 (20.4) 62 (32.5) 23 (22.8) 20 (25.0) 3(27.3) 0.005
ICI start
20+ Pack Years Smoking 659 (50.3) 77 (40.3) 26 (25.7) 19(23.8) 5(45.5) 4.9 x10°
PD-L1 <1% 317 (24.2) 47 (24.6) 16 (15.8) 25 (31.3) 1(9.1) 0.001
STK1 T mue 129 9.8) 22 (14.7) 7(6.9) 2(2.5) 1(9.1) 0.056
Median OS (mo) 25.4 24.3 21.3 30.6 235 < 0.01
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Safety and efficacy of CS2009, a first-in-class PD-1/VEGF/CTLA-4 trispecific
antibody, in patients with advanced non-small cell lung cancer: Results from a
phase 1/2 study.

Wei Li, Longhua Sun, Yan Yu, Sanxing Guo, Jian Fang, Bo Gao, Peng Zhang, Jianhua Shi, Yun-Jian Huang, Haifeng Liu, Xiaorong Dong, Wenxiu Yao, Jingru Wang,
Qiang Wang, Teng Fang, Bo Wang, Hangjun Dai, Qingmei Shi, Jason Yang, Caicun Zhou; Department of Medical Oncology, Shanghai East Hospital, Shanghai, China;
Department of Respiratory and Critical Care Medicine, The First Affiliated Hospital of Nanchang University, Nanchang, China; Department of Medical Oncology, Harbin
Medical University Cancer Hospital, Harbin, China; Department of Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of
Thoracic Oncology Il, Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing), Peking University Cancer Hospital and Institute, Beijing,
China; Medical Oncology, Blacktown Hospital, Blacktown, NSW, Australia; Department of Thoracic Surgery, Shanghai Pulmonary Hospital, Shanghai, China; Department of
Medical Oncology, Linyi Cancer Hospital, Linyi, China; Clinical Oncology School of Fujian Medical University, Fujian Cancer Hospital, Fuzhou, China; Clinical Research Ward,
Jilin Cancer Hospital, Changchun, China; Cancer Center, Union Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China;
Department of Medical Oncology, Sichuan Clinical Research Center for Cancer, Sichuan Cancer Hospital & Institute, Sichuan Cancer Center, University of Electronic Science
and Technology of China, Chengdu, China; Clinical Development, CStone Pharmaceuticals Co., Ltd., Shanghai, China; R&D, CStone Pharmaceuticals Co., Ltd., Shanghai,
China

Background: CS2009 is a novel PD-1/VEGF/CTLA-4 trispecific antibody. An ongoing phase 1/2
study is evaluating its safety, tolerability, PK, PD, and anti-tumor activity as a single agent and
in combination with systemic treatment in patients (pts) with advanced solid tumors. This
study comprises a phase 1 dose escalation and phase 2 dose expansion. Here, we report the
initial efficacy and safety data from advanced non-small cell lung cancer (NSCLC) pts treated in
first-line and later-line settings. Methods: The study enrolled both treatment-naive (1L) and
heavily pre-treated later-line (=2L) NSCLC pts. The =2L group included previously treated pts
without known actionable oncogenic alterations (AGA) who had progressed on at least one prior
line containing an anti-PD-1/L1 antibody and platinum-based chemotherapy; these pts re-
ceived CS2009 at 10, 20, 30, or 45 mg/kg, i.v., Q3W, until disease progression or intolerance. The
1L cohort enrolled treatment-naive pts with PD-L1 TPS =1% NSCLC without known AGA; these
pts were randomized 1:1 to receive CS2009 at 20 or 30 mg/kg, i.v., QQW, until disease pro-
gression or intolerance. Safety was assessed in all treated pts. Efficacy was assessed in pts who
had at least one post-baseline tumor assessment per RECIST v1.1. Results: As of Jan. 4, 2026, 40
pts with =2L NSCLC were treated with CS2009 across four dose levels (10 mg/kg, n=3; 20 mg/kg,
n=12; 30 mg/kg, n=20; 45 mg/kg, n=5). Median age was 67 (range 37-78) years; 72.5% were
Asian, 27.5% were White; 77.5% were male; 77.5% had ECOG PS 1 at baseline. Among 30
efficacy-evaluable pts, ORR was 20.0% (6 PRs); in 16 pts treated at 30 mg/kg, ORR was 25.0% (4
PRs). Any-grade and grade =3 treatment-related adverse events (TRAEs) occurred in 27
(67.5%) and 8 (20.0%) pts, respectively. The most common TRAEs were proteinuria
(12.5%), hypertension (12.5%), bilirubin conjugated increased (10.0%), and fatigue (10.0%),
which were mostly grade 1 or 2, except for grade =3 hypertension in two pts. No treatment-
related deaths were reported. TRAEs led to discontinuation in 3 (7.5%) pts. More mature =2L
efficacy data with additional evaluable pts will be presented at the conference. As of Jan. 4, 2026,
19 pts with 1L NSCLC (PD-L1 TPS =1%) were randomized to receive CS2009 at 20 mg/kg (n=10)
or 30 mg/kg (n=9). Median age was 69 (range 52-82) years; 84.2% were male; 89.5% had ECOG
PS 1 at baseline. Preliminary encouraging efficacy and favorable safety signals were observed.
Updated efficacy and safety data in approximately 50 1L pts will be disclosed at the conference.
Conclusions: CS2009, as a first-in-class trispecific antibody targeting PD-1, VEGF, and CTLA-
4, demonstrated a favorable safety profile and clinically meaningful anti-tumor activity in
advanced NSCLC pts without known AGA. These findings warrant further investigation of
CS2009 in this population. Clinical trial information: NCT06741644. Research Sponsor: CStone
Pharmaceuticals.
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A phase Il study of ubenimex combined with pembrolizumab, nab-paclitaxel, and
carboplatin for previously untreated advanced squamous non-small cell lung
cancer: TORG2241(UBE-Q).

Akane Narumi, Shinji Nakamichi, Kaoru Kubota, Kotone Matsuyama, Toshihiro Misumi, Kaoru Chiba, Yuka Kato, Hiroshi Nokihara, Ryosuke Ochiai, Yukiko Nakamura,
Nobuaki Kobayashi, Hiroshi Wakui, Naoki Furuya, Ayae Saiki, Masayuki Shirasawa, Susumu Takeuchi, Haruhiro Saito, Shinobu Hosokawa, Katsuhiko Naoki; Sendai Kousei
Hospital, Sendai, Miyagi, Japan; Nippon Medical School Main Hospital, Bunkyo-Ku, Japan; Department of Pulmonary Medicine and Oncology, Graduate School of Medicine,
Nippon Medical School, Tokyo, Japan; Natl Ctr for Child Hith and Dev, Setagaya-KU, Japan; Department of Data Science, National Cancer Center Hospital East, Kashiwa,
Japan; Tokyo Metropolitan Police Hospital, Tokyo, Japan; Asia, Matsuyama-City, Ehime, Japan; Center Hospital of the National Center for Global Health and Medicine,
Tokyo, Japan; Teikyo University School of Medicine, Tokyo, Japan; Department of Respiratory Medicine, Yokohama Municipal Citizen's Hospital, Yokohama, Japan;
Yokohama City University Graduate School of Medicine, Yokohama, Japan; Division of Respiratory Diseases, Department of Internal Medicine, The Jikei University School
of Medicine, Tokyo, Japan; St. Marianna University School of Medicine, Kawasaki, Japan; Chiba University, Chiba, Japan; Kitasato University School of Medicine,
Sagamihara, Japan; Division of Molecular Pathology, Kanagawa Cancer Center, Yokohama-Shi Asahi-Ku, Kanagawa, Japan; Department of Respiratory Medicine, Japanese
Red Cross Okayama Hospital, Okayama-Shi Kita-Ku, Japan; Department of Respiratory Medicine, Kitasato University School of Medicine, Kanagawa, Japan

Background: Pembrolizumab plus platinum-based chemotherapy is a standard first-line
treatment for previously untreated advanced squamous non-small cell lung cancer (NSCLC)
based on the KEYNOTE-407 trial. Ubenimex, an oral CD13/aminopeptidase inhibitor, has
immunostimulatory and antitumor activity. We conducted a phase II trial to assess the safety
and efficacy of ubenimex in combination with pembrolizumab, nab-paclitaxel, and carboplatin
in patients with previously untreated advanced squamous NSCLC. Methods: This study was a
prospective, multicenter, single-arm phase II trial. Eligible patients with previously untreated
advanced squamous NSCLC received ubenimex orally plus 4 cycles of pembrolizumab, nab-
paclitaxel, and carboplatin, followed by continuous administration of ubenimex and pembro-
lizumab for a maximum of 2 years. To confirm tolerability, the daily dose of ubenimex started at
level 1 (30mg/day), which was increased to levels 2 (60 mg/day) and 3 (120 mg/day) according to
the escalation criteria, with a standard 3 + 3 design for achieving the target dose-limiting
toxicity (DLT) rate of 33%. The efficacy, safety, and tolerability of ubenimex at the determined
dose level were analyzed. The primary efficacy endpoint was objective response rate (ORR) by
independent central review, estimated descriptively with a 90% confidence interval; the ORR in
the KEYNOTE-407 (62.6%) served as a reference value for study design. Results: No DLTs were
observed across dose levels 1—3. Therefore, level 3 was selected as the recommended dose. From
January 2024 to January 2025, 28 patients were enrolled from 18 institutions, and all patients
were evaluable for efficacy and safety. Baseline characteristics were male/female 25/3; median
age 72 (range, 40-86); ECOG PS 0/1 12/16. The ORR was 71.4% (90% CI, 54.3-84.9). With a
median follow-up of 12.8 months, median progression-free survival (PFS) was 16.8 months
(95% CI, 5.6-not reached); median overall survival (0S) was not reached. Grade 3/4 adverse
events included pneumonitis (3.6%), anemia (46.4%), febrile neutropenia (10.7%). There was
no treatment-related death. Conclusions: Ubenimex with 120 mg/day (60 mg twice daily)
combined with pembrolizumab, nab-paclitaxel, and carboplatin was feasible and showed
encouraging antitumor activity with manageable safety in previously untreated advanced
squamous NSCLC, supporting further randomized evaluation. Clinical trial information:
jRCT2031210707. Research Sponsor: Nippon Kayaku Co., Ltd.
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FF-10832 liposomal gemcitabine monotherapy or combination with pem-
brolizumab in patients with advanced non—small cell lung cancer.

Hamid Emamekhoo, Salman Rafi Punekar, Theodore Stewart Gourdin, Benjamin Philip Levy, John L. Villano, Liza C. Villaruz, John Lohrey, Alexander I. Spira, Kin Cheung,
Mary Johansen, Timothy Madden, Gary Maier, Susumu Shimoyama, Naoki Yamada, Ruth Ann Subach, David S. Wages, Corey J. Langer; University of Wisconsin-Madison,
Madison, WI; NYU Langone Health, New York, NY; Medical University of South Carolina, Charleston, SC; Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins
University School of Medicine, Baltimore, MD; University of Kentucky Markey Cancer Center, Lexington, KY; UPMC Hillman Cancer Center, Pittsburgh, PA; UT Southwestern
Medical Center, Dallas, TX; Virginia Cancer Specialists, PC, Fairfax, VA; FUJIFILM Pharmaceuticals U.S.A., Inc., Cambridge, MA; Perelman School of Medicine, University of
Pennsylvania, Philadelphia, PA

Background: FF-10832, a stable liposomal formulation of gemcitabine with a prolonged half-
life (mean t,;, of 26 hours compared to ~3 hours for gemcitabine HCl), has demonstrated single
agent activity in patients (pts) with solid tumors. In pre-clinical models, FF-10832 has yielded
superior anti-tumor activity compared to gemcitabine alone and in combination with PD-1
inhibitors. Following a safety run-in, we investigated the clinical activity of FF-10832 in an
expansion study, administered alone or in combination with pembrolizumab (PEM), in pts with
advanced/metastatic (m) NSCLC (NCT05318573). Methods: In the open-label single arm safety
run-in, 40 mg/m?” FF-10832 and 200 mg PEM every 3 weeks was established as safe and
tolerable in 12 pts including 6 mNSCLC patients with unlimited prior therapies. The trial was
expanded using this regimen. Pts were randomized to receive FF-10832 alone (mono) or FF-
10832 +PEM (combo). Eligibility stipulated up to 3 prior therapies in the advanced/metastatic
setting with prior disease progression (PD) on platinum and PD-(L)1-directed therapy. Pts
receiving FF-10832 monotherapy could add PEM to FF-10832 upon PD determined by RECIST
1.1. To be evaluable for anti-tumor activity, pts must have had at least one RECIST
assessment =6 weeks after baseline. All pts were evaluable for safety. Results: A total of 41
NSCLC pts were treated with FF-10832 (N=21) or FF-1032+PEM (N=20); median # of prior
therapies was 2 for both arms. RECIST evaluability was achieved in 30 pts (14/16; mono/combo);
11 pts (7/4; mono/combo) came off study before evaluation for anti-tumor activity. No objective
responses were observed. Stable disease (SD) was recorded in 9/14 pts in the mono arm and 13/
16 in the combo arm; 4 pts (1 mono/3 combo) with >20% tumor shrinkage. Median time on
study for the mono and combo arms was 9 (1 — 48.1) and 12.1 (1.1 — 44) weeks, respectively.
Median (95% CI) PFS in months: mono arm, 2.7 (1.4 — 4.3); combo arm, 2.8 (1.9 — 5.5). Five
mono pts began FF-10832+PEM treatment upon PD, two that remain on combination therapy
with SD for 23 and 33 weeks after progressing on FF-10832 monotherapy. Related AEs were
similar in mono vs combo arms; those in =15% of pts in each arm included nausea, vomiting,
fatigue, rash, infusion-related reaction, and anemia. Related grade =3 AEs occurred in 33%
(mono) and 45% (combo) of pts. The only attributable grade =3 events in >1 pt were in the
combo arm (n): anemia (3), fatigue (2), dyspnea (2), and lymphopenia (2). FF-10832 PK
showed a profile consistent with that previously reported (terminal t;, ~30 hours). Overall
survival data are pending. Conclusions: FF-10832 alone or in combination with PEM in
platinum-CPI refractory pts proved tolerable with a safety profile matching previous experi-
ence. There were no objective responses, but the majority of evaluable pts had SD at 1%
assessment, some with tumor shrinkage. Aggregate mPFS was 2.7 mos. Clinical trial infor-
mation: NCT05318573. Research Sponsor: FUJIFILM Pharmaceuticals U.S.A., Inc.
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Disease kinetics and practice patterns in = 4-year long-term beneficiaries of im-
mune checkpoint inhibitors for advanced non—small cell lung cancer.

Masahiro Torasawa, Yoshihiro Masui, Keita Miura, Shunichi Kataoka, Masayuki Shirasawa, Yoshiro Nakahara, Junko Baba, Hidenobu Ishii, Maiko Asai, Tomoki Aiba,
Hiroshi Wakui, Shunichi Sugawara, Yukio Hosomi, Hiroshi Tanaka, Katsuhiko Naoki, Kazuhisa Takahashi, Hirotsugu Kenmotsu, Hidehito Horinouchi; Department of
Respiratory Medicine, Juntendo University Faculty of Medicine and Graduate School of Medicine, Tokyo, Japan; National Cancer Center Hospital, Tokyo, Japan;
Department of Respiratory Medicine, Juntendo University Faculty of Medicine and Graduate School of Medicine, Tokyo; Kitasato University School of Medicine,
Sagamihara, Japan; Department of Respiratory Medicine, Kitasato University School of Medicine, Sagamihara, Japan; Department of Internal Medicine, Niigata Cancer
Center Hospital, Niigata, Japan; Division of Respirology, Neurology, and Rheumatology, Department of Internal Medicine, Kurume University School of Medicine, Kurume,
Japan; Department of Thoracic Oncology and Respiratory Medicine, Tokyo Metropolitan Cancer and Infectious Diseases Center, Komagome Hospital, Tokyo, Japan;
Department of Pulmonary Medicine, Sendai Kousei Hospital, Sendai, Japan; Division of Respiratory Diseases, Department of Internal Medicine, The Jikei University School
of Medicine, Tokyo, Japan; Sendai Kousei Hospital, Miyagi, Japan; Niigata Cancer Center Hospital, Niigata City, Japan; Department of Respiratory Medicine, Kitasato
University School of Medicine, Kanagawa, Japan; Shizuoka Cancer Center, Shizuoka, Japan; Department of Thoracic Oncology, National Cancer Center Hospital, Tokyo,
Japan

Background: Immune checkpoint inhibitors (ICIs) have transformed outcomes in advanced
non-small cell lung cancer (NSCLC), enabling durable responses in a subset of patients (pts).
However, detailed clinical trajectories and patterns of late disease progression among long-
term survivors remain poorly characterized. Methods: This multicenter retrospective cohort
study enrolled advanced NSCLC pts who initiated ICI-containing therapy between January 2015
and April 2020. Long-term beneficiaries (LTBs) were defined as pts achieving both overall
survival (OS) and time to next cytotoxic chemotherapy (TTNC) =4 years (yrs). We performed 4-
yr landmark analyses, characterized late progression (defined as the first radiographic
progression =4 yrs from ICI initiation), and evaluated cause-specific mortality using com-
peting risk analysis. Results: Of 3,144 pts, 537 (17%) survived =4 yrs; 295 (9.4%) were LTBs
(median follow-up, 68.6 months; only 8.1% lost to follow-up). ICI was initiated as first-line
therapy in 186 pts (63.1%) and as second-line or later in 109 pts (36.9%). The median age was 67
yrs, and PD-L1 Tumor Proportion Score =50% was observed in 57%. Among 235 LTBs without
progression at 4 yrs, 156 (66%) had discontinued ICI. Among pts progression-free at 4 yrs, lung
cancer-specific OS (LC-0S) rates from ICI initiation were 97.8% at 6 yrs and 88.0% at 8 yrs
(Table). Late progression occurred in 26 of 235 progression-free LTBs (11.1%); all had pro-
gression involving <5 lesions. The median interval from the last non-progressive assessment
to the first assessment meeting radiographic progression was 98 days (IQR, 56—189), with a
median sum-of-diameters growth rate of 6.2 mm/month (IQR, 3.4—9.6). Local therapy was
selected in 42% after progression. Among 22 deaths occurring =4 yrs after ICI initiation, only 7
(32%) were lung cancer—related, whereas 15 (68%) were due to other causes, including five
secondary malignancies. Competing risk analysis showed that the cumulative incidence of
other-cause death consistently exceeded that of lung cancer death throughout follow-up (lung
cancer death: 0.5% at 5 yrs to 10.7% at 8 yrs; other-cause death: 2.3% to 14.8%). Conclusions:
LTBs of ICIs achieved durable disease control, with LC-0S approaching 90% at 8 yrs. In these
pts, late progression was uncommon, typically involving =5 lesions with modest growth
kinetics, often treated with local therapy without requiring immediate systemic treatment.
The predominance of non-lung cancer mortality suggests that survivorship care addressing
second malignancies is increasingly important in this population. Research Sponsor: None.

Landmark survival analysis from 4 years after ICl initiation (n=235).

Timepoint PFS TTNC 0s Other Cause 0S LC-0S
5-year 90.1% 96.4% 97.2% 97.7% 99.5%
6-year 82.4% 90.3% 91.8% 93.8% 97.8%
7-year 74.6% 81.3% 82.7% 87.3% 94.7%
8-year 69.9% 74.3% 74.5% 84.7% 88.0%
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Impact of immunotherapy era on survival in stage IV non—small cell lung cancer.

Tahreem Malik, Thomas Greco, Joseph Maslak; Department of Internal Medicine, HCA Healthcare/USF Morsani College of Medicine GME: HCA Florida Citrus, Inverness, FL

Background: The introduction of immunotherapy (I0) has transformed treatment paradigms
in Stage IV non-small cell lung cancer (NSCLC). However, large-scale population-based ev-
idence quantifying its impact on survival remains limited. We evaluated overall survival trends
before and after the 10 era using SEER data. Methods: We identified patients diagnosed with
Stage IV NSCLC from 2006 to 2020 in the SEER 17 database. Patients were grouped by era: pre-
10 (2006—2014) and post-10 (2015-2020). Demographics, histology, and socioeconomic var-
iables were included. Overall survival (OS) was assessed using Kaplan-Meier analysis. Multi-
variable Cox proportional hazards models estimated hazard ratios (HRs) with 95% confidence
intervals (CIs) adjusting for age, sex, race, and histology. Results: A total of 101,243 Stage IV
NSCLC patients were included. The post-I0 era was associated with a 19% reduction in mor-
tality compared to the pre-IO era (HR 0.81; 95% CI 0.79—-0.82; p<0.001). Older age (=75 years)
conferred increased mortality risk (HR 1.32; 95% CI 1.30—1.34; p<0.001), while younger patients
(<65 years) had better outcomes (HR 0.91; 95% CI 0.89—0.93; p<0.001). Male sex (HR 1.16; 95%
CI 1.14—-1.17; p<0.001), non-adenocarcinoma histology (HR 1.30; 95% CI 1.28-1.32; p<0.001),
and Black race (reference group) were independently associated with worse survival. White (HR
0.83; 95% CI 0.81—0.85; p<0.001) and Other races (HR 0.75; 95% CI 0.73—0.77; p<0.001)
demonstrated survival advantages. Kaplan-Meier curves confirmed significantly improved OS
in the post-IO era (median OS 8 vs 10 months, log-rank p<0.001). Conclusions: This large
population-based study confirms a significant survival benefit in Stage IV NSCLC patients
diagnosed in the immunotherapy era, alongside expected demographic and histologic dispar-
ities. These findings support the real-world impact of immunotherapy and underscore the need
for continued efforts to address survival inequities. Research Sponsor: None.
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Ablation plus immunotherapy in advanced NSCLC patients who develop oligo-
residual disease after anti—-PD-1/L1 therapy: Updated results from the BOOSTER
trial.

Shuo Yang, Xinyu Liu, Jia Yu, Xiaozhen Liu, Sha Zhao, Tao Jiang, Meng-Hang Yang, Fengying Wu, Hui Sun, Aiwu Li, Lei Wang, Guanghui Gao, Xiaoxia Chen, Yaping Xu,
Bin Chen, Shengxiang Ren; Department of Medical Oncology, Shanghai Pulmonary Hospital, School of Medicine, Tongji University, Shanghai, Shanghai, China; Department
of Radiation Oncology, Shanghai Pulmonary Hospital, School of Medicine, Tongji University, Shanghai, China; Shanghai Pulmonary Hospital, School of Medicine, Tongji
University, Shanghai, Shanghai, China

Background: Local consolidative therapy (LCT) has been demonstrated to augment the survival
benefits of immunotherapy in non-small cell lung cancer (NSCLC) patients with oligo-residual
disease (ORD) in the phase2 BOOSTER Trial (ChiCTR2000032479) as previously reported (2024
WCLC 0OA05.03; Signal Transduction and Targeted Therapy 2025). Here we report updated data
with longer follow-up. Methods: This randomized, phase 2 trial enrolled patients with ad-
vanced NSCLC who developed oligo-residual disease after anti-PD-1/L1 therapy, defined as
partial response or stable disease as the best response with residual tumors confined to a
maximum of three organs and five lesions. Participants were randomly assigned (2:1) to receive
ablation (thermal ablation or cryoablation) plus immunotherapy or immunotherapy mainte-
nance alone. The primary endpoint was progression-free survival (PFS). The secondary end-
points were overall survival (0S), safety, patterns of disease progression and immunogenic
changes after ablation. Results: Among 65 patients enrolled, the full analysis set finally in-
cluded 42 patients in ablation plus immunotherapy group and 20 patients in immunotherapy
maintenance group. In this updated data cutoff (December 2025) compared to the prior data
cutoff (March 2024), median duration of follow-up has increased from 17.8 months to
28.9 months. Patients receiving ablation were associated with significantly longer PFS than
those without ablation (median 28.1 vs. 12.8 months, p < 0.001, HR = 0.310, 95%CI
0.169-0.596). The median OS was not reached in either group. The 48-months OS rate were
79.0% (95% CI, 59.5—90.0) in ablation group and 67.6% (95% CI, 41.3—84.1) in the without
ablation group. Updated subgroup analysis further suggested a trend of superior efficacy of
cryoablation (n=13) compared with thermal ablation (n=29), with a median PFS of 37.6 versus
22.4 months, respectively (p=0.028). The safety profile of ablation combining with immuno-
therapy was similar to previously reported, and most of the adverse events were well managed.
Conclusions: With extended follow up, the updated data suggested that the addition of local
consolidative ablation confers durable clinical benefit in patients with advanced NSCLC who
develop ORD after anti-PD-1/L1 therapy. Cryoablation was associated with potentially superior
survival outcomes compared with thermal ablation. Clinical trial information:
ChiCTR2000032479. Research Sponsor: None.
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Inhaled delivery of KB707, a novel HSV-based immunotherapy, in combination with
pembrolizumab in advanced non—small cell lung cancer: A phase 1/2 study.

Wen Wee Ma, Daniel H. Johnson, Meredith McKean, Thuy-Hong Le-Kumar, Kamalesh K. Sankhala, Andrew Schneider, Alex A. Adjei, Kristin Gabor, Suma Krishnan,
David Chien; Cleveland Clinic Taussig Cancer Institute, Cleveland, OH; Ochsner Clinic, MD Anderson Cancer Center, New Orleans, LA; Sarah Cannon Research Institute,
Nashville, TN; XCancer Research Network / Dothan Hematology & Oncology, Dothan, AL; Precision NextGen Oncology and Research Center, Los Angeles, CA; South Florida
Oncology and Hematology Consultants, Plantation, FL; Krystal Biotech Inc., Pittsburgh, PA

Background: Though immune checkpoint inhibitors (ICIs) have significantly improved the
treatment for lung cancers, resistance invariably develops and novel approaches are needed to
overcome such resistance and enhance anti-tumor immunity. KB707 is a replication-defective
herpes simplex virus type 1 (HSV-1)-based vector engineered to deliver human interleukin (IL)-
12 and IL-2 to induce both innate and adaptive antitumor immunity. Inhaled KB707 mono-
therapy was previously shown to be well tolerated with encouraging efficacy in pts with
advanced non-small cell lung cancer (aNSCLC): 4 of 11 pts achieved partial response (PR).
Delivery of IL-12/IL-2 by inhaled KB707 may significantly increase the anti-tumor efficacy of
ICI (pembro) in pts with aNSCLC who are relapsed or refractory to standard therapy. Extending
from the monotherapy results, the safety and efficacy of adding inhaled KB707 to pembro in pts
with aNSCLC is presented. Methods: KB707-02 is a Phase 1/2, open-label, multicenter study of
inhaled KB707 (NCT06228326). Eligible pts with at least one measurable lung lesion at screen-
ing and histological confirmation of stage 3 or 4 NSCLC received nebulized KB707 (10° PFU)
every 2 weeks and pembro (400 mg) every 6 weeks. Pts must have previously received one line of
prior ICI, with or without platinum-based chemotherapy. The primary objective is to assess
safety and tolerability per CTCAE v5.0, with a secondary objective to evaluate preliminary
efficacy per RECIST 1.1. Results: As of 01 Jan 2026, a total of 21 pts (11 female) were enrolled and
received at least one dose of inhaled KB707 plus pembro. The majority of treatment-related
adverse events (TRAE) have been mild to moderate in severity and transient. Consistent with
known adverse event profiles of IL-2 and IL-12, the most common TRAE were flu-like symp-
toms (fever, chills, vomiting, fatigue) and dyspnea. The efficacy population (n=16) received at
least one treatment cycle and had at least one evaluation per RECIST 1.1. The 16 pts were of
advanced age (median 72 [50-88] years old) and heavily treated (3 median lines of prior
therapies). The ORR was 31.3% (5/16) and DCR was 75% (12/16) with 5 pts achieving confirmed
PR and 7 with stable disease (SD). Median treatment duration was 24.1 weeks (6.1-71.9) with 5
out of 16 pts remaining on study. Median overall survival and progression free survival were not
reached. Conclusions: Delivery of IL-12/IL-2 by inhaled KB707 in combination with pembro
was well tolerated and encouraging antitumor effects were observed in heavily treated aNSCLC,
as evidenced by 31.3% ORR and 75% DCR. The study is proceeding with enrollment of an
additional cohort to further evaluate inhaled KB707 in combination with docetaxel in aNSCLC.
Clinical trial information: NCT06228326. Research Sponsor: Krystal Biotech Inc.
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Impact of STK11/KEAP1/SMARCA4 co-mutations in RAS-activated KRAS wild-type
metastatic NSCLC treated with immune checkpoint inhibitors.

Cassio Murilo Hidalgo-Filho, Eleonora Gariazzo, Valentina Santo, Leonardo Brunetti, Xinan Wang, Federica Pecci, Biagio Ricciuti; Lowe Center for Thoracic Oncology, Dana-
Farber Cancer Institute, Harvard Medical School, Boston, MA; Department of Biostatistics, Harvard School of Public Health, Boston, MA; Department of Medicine and
Surgery, University of Parma and Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute, Parma, Italy

Background: RAS-activated KRAS wild-type (RASa/KRASwt) non-small cell lung cancer
(NSCLC) shares key biological features with KRAS-mutant (KRASm) tumors, including MAPK
pathway activation. In KRASm NSCLC, co-mutations in STK11, KEAP1 and SMARCA/ are asso-
ciated with poor outcomes to immune checkpoint inhibitors (ICI). Whether these alterations
similarly impact outcomes in RASa/KRASwt tumors is unknown. Methods: We analyzed pa-
tients with metastatic NSCLC treated with ICI at Dana-Farber Cancer Institute. RASa/KRASwt
tumors were defined by pathogenic alterations in RAS—MAPK pathway genes (NF1, NF2, BRAF,
RAF1, MAP2K1/2, MAP3K1, MAPK1, PTPN11,S0S1, HRAS, NRAS, RIT1, RASA1, GNAS). Co-mutations
in STK11, KEAP1 and SMARCA4 were evaluated using targeted exome sequencing. Survival
analyses were performed using log-rank test and survival risks estimated with Cox regression
models. Results: Among 1,215 patients included, 492 (40%) had KRASm tumors and 264 (22%)
were RASa/KRASwt. Compared with RASa/KRASwt tumors, KRASm tumors were more frequent
in female patients (65% vs 50%, p<0.001), ever-smokers (93% vs 86%, p=0.004) and non-
squamous histology (98% vs 88%, p<0.001). The frequency of KEAP1 (21% vs 22%), STK11 (26%
vs 20%) and SMARCA4 (10% vs 12%) mutations was similar between the groups. High tumor
mutation burden (=10 mut/Mb) was more frequent in RASa/KRASwt tumors (60% vs 46%,
p<0.001), while PD-L1 expression, age and performance status were comparable. Within the
RASa/KRASwt cohort, 103 patients (39%) had co-mutations in STK11/KEAP1/SMARCA4 and
were more frequently ever-smokers compared with non co-mutated RASa/KRASwt (95% vs
80%, p<0.001), with otherwise similar clinical characteristics. As expected, co-mutations were
associated with shorter median progression free survival (mPFS) and median overall survival
(0S) in KRASm group (mPFS: 4.4 vs 6.2 mo., HR:1.33 (1.1-1.62), p=0.004; mOS: 11.4 Vs
21.7 months(mo), HR:1.43 (1.16-1.78), p<0.001). However, among RASa/KRASwt tumors, con-
current mutations in STK11/KEAP1/SMARCA4 had no impact on survival outcomes (mPFS: 5.9
VS 4.1 mo., HR:0.79 (0.6-1.02), p=0.07; mOS: 15.8 vs 14.8 mo, HR: 1.02 (0.77-1.35), p=0.89). This
differential effect was confirmed by a significant interaction between RAS status and co-
mutational status (aHR 1.71, p=0.004). For OS, interaction analysis did not show a differential
effect of co-mutations according to RAS status (aHR 1.43; p=0.073). Conclusions: Known co-
mutations that confer worse outcomes to ICI in KRASm NSCLC do not appear to have the same
impact in KRASwt tumors with other RAS activating mutations. RASa/KRASwt tumors with co-
mutations behave more similarly to KRAS wild-type NSCLCs, highlighting biological hetero-
geneity within RAS-driven tumors and potential implications for patient selection for treat-
ment intensification or de-escalation strategies. Research Sponsor: None.
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Effect of dual immune checkpoint inhibitors (ICl) by the time of infusion in advanced
non—small cell lung cancer (NSCLC): A secondary analysis of CCTG BR34 trial.

Sze Wah Samuel Chan, Adi Kartolo, Keyue Ding, Pierre-Olivier Gaudreau, Rosalyn A. Juergens, Natasha B. Leighl, Janet Ellen Dancey; McMaster University, Hamilton, ON,
Canada; Queen's University, Kingston, ON, Canada; Canadian Cancer Trials Group, Queen'’s University, Kingston, ON, Canada; Princess Margaret Cancer Centre/University
Health Network, Toronto, ON, Canada

Background: There is increasing evidence suggesting the impact of circadian biology on ICI
efficacy in solid tumours, though evidence for dual checkpoint blockade is limited. We
conducted a secondary analysis of BR.34 to assess whether time of infusion (TOI) correlates
with outcomes with durvalumab—tremelimumab =+ platinum chemotherapy in advanced EGFR/
ALK-negative NSCLC. Methods: Patients were classified into the AM group when =80% of the
PD-1 inhibitor infusions were started before 13:00 (threshold based on prior literature); oth-
erwise, they were placed into the PM group. OS and PFS were analyzed using Cox models
adjusted for imbalanced baseline factors. Sensitivity analyses were performed to assess cor-
relations with other TOI thresholds. Results: TOI was evaluable for 296/301 patients; 186 were
AM and 110 PM. PM infusion was associated with longer median OS (19.1vs 13.4 months (m); HR
0.58, 95% CI 0.41-0.82) and median PFS (8.3 vs 4.1 m; HR 0.67, 95% CI 0.51-0.88). The
improvement in OS associated with the PM group was consistent across both arms. In the
multivariable analyses, PM administration remained associated with improved OS (adjusted HR
(aHR) 0.62, 95% CI 0.44—0.88) and PFS (aHR 0.73, 95% CI 0.55—0.96). Sensitivity analyses
using an alternative threshold of =60% of the PD-1 inhibitor infusions started before 1300
yielded consistent trends. Using a median TOI of 11:00 AM as an additional threshold, later
infusions were also associated with longer OS (HR 0.77, 95% CI 0.56—1.05), with similar trends
across both treatment arms. There was no apparent difference in fatal adverse events (n = 4),
with two in the AM and two in the PM group. Serious adverse effects that led to therapy
discontinuation also did not significantly differ between AM vs. PM in the I0-alone group (3 vs.
5) or the I0-chemo group (6 vs. 4). Conclusions: Afternoon infusion of dual ICI = chemotherapy
was associated with improved survival in BR.34, in contrast to earlier reports with anti-PD-1
therapy. These findings highlight the potential for regimen- and disease-specific chronother-
apeutic effects and support the need for prospective trials across tumour types and of different
checkpoint inhibitor combinations. References: 1. Leighl NB, et al. J Thorac Oncol. 2022;17(3):
434—445. 2. Karaboué A, et al. Br J Cancer. 2024;131:783—796. Research Sponsor: Grants to the
Canadian Cancer Trials Group from the Canadian Cancer Society Research Institute and
AstraZeneca.

Baseline factors.

10-CHEMO-AM  10-CHEMO-PM

Baseline Factors 10-AM (n) 10-PM (n) (n) (n)
Sex (F/M) 41/54 28/25 42/49 27/30
Age (<65/=65) 48/47 84/64 36/55 32/25
ECOG (0/1) 22/73 23/30 26/65 20/37
Disease Stage (IVA/IVB) 26/69 22/31 34/57 19/38
Histological subtype (NSq/Sq) 77/18 44/9 73/18 48/9
Liver Metastases (N/Y) 78/17 42/11 68/23 50/7
Brain Metastases (N/Y) 76/19 45/8 82/9 44/13
PD-L1 Expression (<1/1-49/250%/ 37/25/20/ 23/19/7/ 33/27/16/15 22/17/13/5
Unknown) 13 4
TMB (<20/220 mut/MB) 74/21 39/14 69/22 46/11

Nsqg = non-squamous, Sq = squamous.
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A phase 2 study of plinabulin (Plin)/docetaxel (Doc) plus pembrolizumab (Pemb) in
metastatic NSCLC (mNSCLC) after acquired resistance (AR) to anti—PD-1/L1 alone
or in chemotherapy combination: Efficacy and immunophenotyping.

Yan Xu, Minjiang Chen, Xiaoxing Gao, Huiyu Huang, Yue Chang, Xiao-Yian Liu, Wei Zhong, Jing Zhao, RuiLi Pan, Taisheng Li, Mengzhao Wang; Peking Union Medical College
Hospital, Beijing, China; Department of Respiratory and Critical Care Medicine, Peking Union Medical College Hospital, Chinese Academy of Medical Sciences & Peking
Union Medical College, Beijing, China; Department of Pulmonary and Critical Care Medicine, Peking Union Medical College Hospital, Chinese Academy of Medical Sciences
and Peking Union Medical College, Beijing, China; Department of Infectious Diseases, Peking Union Medical College Hospital, Chinese Academy of Medical Science and
Peking Union Medical College, Beijing, China

Background: PD-1/L1 inhibitors have become a part of 1L treatment for EGFR/ALK wild-type
NSCLC. However, >60% patients (pts) develop AR associated with T cell exhaustion and
defective antigen presentation. Doc remains a mainstay for pts who relapse after anti-PD-1/
L1 therapy, while multiple late-stage clinical trials have failed in comparison. Plin is a first-in-
class, brain-penetrating dendritic cell maturation agent with clinically validated potential to
restore antigen presentation/T cell function after AR to PD-1/L1 inhibitors. Plin also reduces
severe neutropenia and thereby increases Doc tolerability. In a global phase 3 study (Dublin-3,
n=559), Plin/Doc outperformed Doc with significant OS/PFS/ORR benefits, doubling of 2-/3-
year OS rates, and 80% reduction in G4 neutropenia (p<0.0001). The aim of this study was to
assess the efficacy/safety of Plin/Doc plus Pemb in mNSCLC after anti-PD-1/L1 based therapy.
Methods: This single-arm phase 2 trial (NCT05599789; Study 303) enrolled 47 pts after
immediate progression on anti-PD-1/L1 alone or combined with platinum doublets. Pts re-
ceived Plin 30mg/m2, Doc 75mg/m2 and Pemb 200mg, on Day 1 in 21-day cycles. The primary/
secondary endpoints at the median follow-up of 20.6 months (mo) are tabulated. For immu-
nophenotyping, whole blood from baseline and post treatment were analyzed by flow cytom-
etry. Results: At the data cutoff date of 31-Dec-2025, cORR was 18.2% with 79.5% DCR. mPFS
was 7.0 mo, and mDoR at 9.3 mo. While mOS was 34 mo, the 24-mo OS rates were 64.3% (ITT),
71.1% (NSQ), and 52.0% (SQ). In all endpoints assessed, prior Pemb exposure did not reduce the
efficacy of this regimen. Whole blood analysis indicated that activated CD4+/CD8+ T cells and
proliferating Ki67+CD8 T cells were significantly increased post two cycles of treatment. Also
observed were concurrent elevations of Ki67+B cells and CD38+NK cells. Conclusions: Plin/doc
plus Pemb shows promising efficacy in mNSCLC with AR to anti-PD-1/L1 confirmed by immune
activation post-treatment. TRAEs were manageable. These findings along with DUBLIN-3
support a global confirmatory study in EGFR/ALK wild-type NSQ NSCLC following progression
on anti-PD1/L1 based therapy. Clinical trial information: NCT05599789. Research Sponsor:
BeyondSpring Pharmaceuticals, Inc.

Efficacy endpoints.

ITT NSQ sQ

Endpoint* (N=47) (N=30) (N=17)
Primary endpoint

cORR (RECIST 1.1) 18.2% 13.8% 26.7%
Secondary endpoints

mPFS (RECIST 1.1) 7.0 mo 7.7 mo 5.5 mo
mOS 34 mo (not reached) 34 mo
mDoR (RECIST 1.1) 9.3 mo (not reached) 9.1 mo
DCR (PR+SD > 4 mo) 79.5% 82.8% 73.3%
12-mo OS rate 78.2% 80.0% 74.8%
24-mo OS rate 64.3% 71.1% 52.0%

*cORR/DoR/DCR: 44 evaluable pts; PFS/0S & follow-up duration: ITT.
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Efficacy, safety, and cytokine profiling with addition of the toll-like receptor (TLR) 7/
8 dual agonist EIK1001 to standard of care (SOC) first-line (1L) therapy: The phase 2
TeLuRide-005 trial in stage 4 NSCLC.

Bo Wang, Rajesh Naidu Kukunoor, Robert M. Jotte, Michael W. Meshad, Marissa Danielle Rybstein, Kartik Konduri, Jerome H. Goldschmidt, Pranshu Bansal,
Jarema Kochan, Genevieve Doster, Kevin H. Eng, Etah Kurland, Dan Costin, Richard J. Gralla; Sarah Cannon Research Institute at Willamette Valley Cancer Institute and
Research Center, Eugene, OR; Ironwood Cancer & Research Centers, Phoenix, AZ; Sarah Cannon Research Institute at Rocky Mountain Cancer Centers, Lone Tree, CO; Sarah
Cannon Research Institute at Southern Cancer Center, Daphne, AL; NYU Langone Health - Long Island, Mineola, NY; Sarah Cannon Research Institute at Texas Oncology,
Dallas, TX; Sarah Cannon Research Institute at Blue Ridge Cancer Care, Blacksburg, VA; Ironwood Cancer & Research Centers, Mesa, AZ; Eikon Therapeutics, Inc., Jersey
City, NJ; Eikon Therapeutics, Inc., New York, NY; White Plains Hospital, Center for Cancer Care, White Plains, NY; Albert Einstein College of Medicine and Jacobi Medical
Center, Bronx, NY

Background: EIK1001 a TLR 7/8 dual agonist activates dendritic cells via both innate and
adaptive pathways. This mechanism of action (MOA) associated with cytokine (CK) release and
T-cell differentiation is complementary to immune checkpoint inhibitors (ICIs) that enhance
anti-tumor T-cell activity. It provides rationale to add EIK1001 to SOC chemotherapy (chemo) +
ICI in Stage 4 NSCLC, a disease with unmet therapeutic needs. Methods: TeLuRide-005
(NCT#06246110) is an ongoing multicenter, open-label study of intravenous weekly (wk)
EIK1001 combined with SOC g3-wk pembro + chemo in treatment-naive patients (pts) with
Stage 4 NSCLC. The nonsquamous (NSQ) and squamous (SQ) cohorts completed accrual in May
’25 and Jan 26, respectively. CK were sampled pre- and post EIK1001 treatment (PT) on Day 1 of
Cycle (C) 1and C4. Results: 71 pts (median age: 68, male:73%) were treated. An ORR of 61% and
DCR of 90% were observed for the pooled study population. Cytokine release syndrome (CRS)
events were of low grade: 4 pts with Grade 1 and 3 pts with Grade 2. For safety, and efficacy by
histology, see Table. 71% of NSQ remain progression free at 8 months and despite over
11 months of follow-up, median PFS is not yet accurately estimable. Type 1 and 2 interferons
(IFN) and Interleukin 6/8 (IL6/8) increased PT on C1. By C4, baseline IP-10, an IFN inducible
protein that is a T-cell chemotactant, was upregulated by a median of 1.6- fold increase from
baseline C1D1. Conversely, CRS-associated IL6 and IL8 were reduced or less inducible on C4D1
than on CiD1, consistent with our observation of only one pt. experiencing CRS after C4.
Conclusions: 1L EIK1001 + SOC demonstrates encouraging efficacy in Stage 4 NSCLC with
evidence of durable effect. AEs were similar to SOC alone and CRS events were low-grade.
Cytokine data support the MOA of the TLR 7/8 dual agonist, EIK1001, and reduced inducibility of
IL6/IL8 PT by C4 may suggest CRS likelihood diminishes with time. Clinical trial information:
NCT#06246110. Research Sponsor: None.

Safety Results

At least 1 > Grade 3 TEAE % (n/N) 76.1% (54/71)

Serious adverse event (SAE) % (n/N) 46.5% (33/71)

Efficacy Results NSQ (n=39) SQ (n=32)
Months of follow up (f/u), median (range) 11.2 (5.5-23.0) 6.5 (0.5-19.1)
Progression-Free Survival at 8 months* (95% Cl) 70.7% (56.9-87.8%) NA
Objective Response Rate** (ORR), % (95% CI) 55.6% (38.1-72.1%) 68.0% (46.5-85.1%)
Disease Control Rate (DCR), % (95% CI) 83.3% (67.2-93.6%) 100% (86.3-100%)
Duration of Response (DOR), Range in Months 2.1+-15.1+ 1.0-13.2+
NA: Not Analyzed due to short duration of follow-up; *4 scan opportunities at 8 months; **Response
evaluable.
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SHR-1701 combined with fuzuloparib and chemotherapy as first-line therapy for
advanced lung squamous cell carcinoma: Efficacy and safety results from a phasell
study.

Yongchang Zhang, Liang Zeng, Jun Deng, Xue Chen, Jing Wang, Zhaohui Ruan, Zhe Huang, Luyuan Tian, Changhong Zhao, Nong Yang, Hua Xiang; Clinical Trials Center,
Hunan Cancer Hospital, The Affiliated Cancer Hospital of Xiangya School of Medicine, Changsha, China; Jiangsu Hengrui Pharmaceuticals Co., Ltd., Shanghai, China; The
Second People’s Hospital of Hunan Province, Changsha, China

Background: Although immune checkpoint inhibitors are established in the treatment of
advanced lung squamous cell carcinoma (LUSC), many patients derive limited or no durable
benefit, underscoring the need for novel therapeutic strategies. However, poly (ADP-ribose)
polymerase inhibitors (PARPi) can upregulate PD-L1 expression and promote immune-
mediated response, which may increase the efficacy of anti-PD-(L)1 based therapy. Addition-
ally, blocking TGF-b signaling has the potential to facilitate the recovery from chemo-induced
myelosuppression. This phase II study evaluates the efficacy and safety for first-line approach
combining SHR-1701, a bifunctional anti—PD-L1/TGF- trap, with the PARP inhibitor fuzu-
loparib, combined with standard chemotherapy, which may potentiate anti-tumor immunity.
To our knowledge, this is the first clinical investigation of this multi-pathway targeting
strategy in advanced LUSC. Methods: Treatment-naive patients with advanced LUSC received
induction therapy with SHR-1701 (30 mg/kg IV q3w) plus platinum-based chemotherapy
(investigator’s choice) for 4 cycles. Patients with disease control proceeded to maintenance
therapy with SHR-1701 (same dose) plus oral fuzuloparib (100 mg twice daily) until progression
or unacceptable toxicity. The primary endpoint was progression-free survival (PFS) by Blinded
Independent Review Committee (BIRC) per RECIST v1.1. Secondary endpoints included objec-
tive response rate (ORR), disease control rate (DCR), overall survival (0S), and safety. Results:
Between February 2023 and June 2025, 71 treatment-naive advanced LUSC patients were
enrolled (median age 65 years; 96% male). As of data cutoff (December 1, 2025; median
follow-up 17.4 months), 57 patients (80.3%) had started maintenance therapy (median 12
cycles). Disease progression or death had occurred in 27 of 71 patients (38.0%) by the cutoff
date. Median PFS was 11.0 months (95% CI, 8.1to not estimable). Among 69 response-evaluable
patients, best overall response included 1 complete response (1.4%), 56 partial responses
(81.2%, including 46 confirmed), and 11 stable disease (15.9%), vyielding an unconfirmed
ORR of 82.6% (57/69), a confirmed ORR of 68.1% (47/69), and a DCR of 98.6% (68/69). OS
data were immature; the 12-month OS rate was 83.0% (95% CI 71.1—90.2). Treatment-related
adverse events occurred in 94.4% (67/71) of patients, most commonly anemia (42.3%), in-
creased blood creatinine (19.7%), and proteinuria (18.3%). No new safety signals were observed.
Conclusions: SHR-1701 plus fuzuloparib and chemotherapy as first-line therapy demonstrated
promising anti-tumor activity and a manageable safety profile in patients with advanced LUSC.
Clinical trial information: NCT04937972. Research Sponsor: Jiangsu Hengrui Pharmaceuticals
Co., Ltd.
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1L olomorasib plus pembrolizumab +/- chemotherapy in KRAS G12C-mutant NSCLC
patients +/- a prior cycle of SOC: Results from LOX0-RAS 20001 and SUNRAY-01.

Timothy F. Burns, Yutaka Fujiwara, Victor T. G. Lin, Marcelo Vailati Negrao, Luis Angel Leon Mateos, Masafumi Yamaguchi, Pavel Aleksander Levin, Preet Paul Singh,
Yanhong Zhou, Alyson Merced, Nicolas Fasnacht, Melinda D. Willard, Carla M. Visseren Grul, Yonina R. Murciano-Goroff; The Ohio State University Comprehensive Cancer
Center, Columbus, OH; Department of Thoracic Oncology, Aichi Cancer Center, Nagoya, Japan; Mary Bird Perkins Cancer Center, Baton Rouge, LA; The University of Texas
MD Anderson Cancer Center, Houston, TX; Medical Oncologist, Complejo Hospitalario Universitario de Santiago, Santiago De Compostela, Spain; Department of Thoracic
Oncology, National Hospital Organization Kyushu Cancer Center, Fukuoka, Japan; Texas Oncology, Pearland, TX; Springfield Clinic Oncology, Springfield, IL; Eli Lilly and
Company, Indianapolis, IN; Eil Lilly and Company, Vernier, Switzerland; Lilly Oncology Europe, Utrecht, Netherlands; Memorial Sloan Kettering Cancer Center, New York, NY

Background: Real-world data suggests allowing 1 cycle of standard of care (SOC) prior to
enrollment into first-line (1L) NSCLC trials of targeted therapies could expand the potential
enrollable population by accommodating molecular testing turnaround time and enabling a
more representative patient (pt) population. Here, we report results from 1L pts who did or did
not receive 1 prior cycle of SOC in LOXO-RAS-20001 and the dose optimization/safety lead-in of
SUNRAY-01, which investigated olomorasib, a KRAS G12C inhibitor, with pembrolizumab +/-
chemotherapy. Methods: Pts with advanced KRAS G12C-mutant NSCLC, PD-L1 0-100% and
ECOG PS 0-1 were eligible to receive olomorasib (50 or 100 mg, orally BID) with either
pembrolizumab (doublet) or pembrolizumab + chemotherapy (quad) at their physician’s dis-
cretion. One cycle of SOC prior to enrollment was permitted when timely initiation of treatment
was clinically indicated, this included pembrolizumab (doublet) and pemetrexed + platinum
+/- pembrolizumab, or pembrolizumab alone (quad). ORR was assessed in the efficacy evalu-
able population, defined as pts with =1 post-baseline response assessment or who discontinued
treatment before the first response assessment. Safety was assessed across all treated pts.
Results: As of 6 June 2025, 85 pts received the doublet and 77 pts received the quad; 13 pts (15%)
and 23 pts (30%) received 1 prior cycle of SOC, respectively. Baseline characteristics of pts who
did and did not receive 1 prior cycle of SOC were comparable. Accounting for small sample sizes,
efficacy and safety were broadly similar across both the doublet and the quad among those who
did and did not receive a prior cycle of SOC (Table). Conclusions: Treatment with 1 cycle of SOC
prior to enrollment appeared to have no detrimental effect on safety and efficacy outcomes of
olomorasib in combination with pembrolizumab +/- chemotherapy in pts with KRAS G12C
NSCLC. This is the first analysis of the clinical impact of 1 prior cycle of SOC in a NSCLC clinical
trial, allowing early access to treatment if clinically indicated. Implementation of this strategy
in SUNRAY-01 and other 1L NSCLC trials may expand enrollment and allow for a more rep-
resentative pt population. Clinical trial information: NCT04956640, NCT06119581. Research
Sponsor: Eli Lilly and Company.

1L treatment outcomes.

Olomorasib + Pembrolizumab

Olomorasib + Pembrolizumab + Chemotherapy
1 prior cycle No prior 1 prior cycle No prior
of SOC SoC of SOC SoC
n=13 n=72 n=23 n=54
ORR, (%) 76.9 71.8 73.9 55.6
(95 %, CI) (46.2, 95.0) (59.9, 81.9) (51.6, 89.8) (41.4,69.1)
DCR, % 100 88.7 95.7 87.0
(95 %, Cl) (75.3, 100.0) (79.0, 95.0) (78.1,99.9) (75.1, 94.6)
TRAE All Grade / Grade 3+ (%) 100 /30.8 875/41.7 95.7 /26.1 96.3 / 59.3
Grade >3 Hepatic Events* (%) 15.4 222 0 22.2
Grade >3 Diarrhea (%) 7.7 6.9 4.3 5.6
Grade >3 Neutropenia (%) 0 0 4.3 16.7
Discontinuation of regimen 15.4 11.1 0 11.1
Median Duration of Treatment, 10.3 (5.6-13.3) 7.9 (3.8-9.9)
mo (IQR)

*Consolidated term.
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Phase Il study of multidisciplinary therapy combined with pembrolizumab for
patients with synchronous oligometastatic non-small cell lung cancer: TRAP-OLIGO
study (WJOG11118L).

Hideyuki Harada, Taichi Miyawaki, Yasuhisa Ohde, Yasutaka Chiba, Hidetoshi Hayashi, Yasuhiro Tsutani, Kentaro Tanaka, Keiji Matsumoto, Masaki Oshima, Satoru Miura,
Tadashi Aoki, Yuki Sato, Tomoiki Aiba, Koichi Azuma, Masafumi Yamaguchi, Nobuyuki Yamamoto, Hirotsugu Kenmotsu; Division of Radiation and Proton Therapy Center,
Shizuoka Cancer Center, Nagaizumi, Japan; Department of Respiratory Medicine, Juntendo University Hospital, Tokyo, Japan; Division of Thoracic Surgery, Shizuoka
Cancer Center, Shizuoka, Japan; Clinical Research Center, Kindai University Hospital, Osaka, Japan; Department of Medical Oncology, Kindai University Faculty of Medicine,
Osaka-Sayama, Japan; Division of Thoracic Surgery, Department of Surgery, Kindai University Faculty of Medicine, Osaka, Japan; Department of Respiratory Medicine,
Graduate School of Medical Sciences, Kyushu University, Fukuoka, Japan; Department of Clinical Radiology, Graduate School of Medical Sciences, Kyushu University,
Fukuoka, Japan; Department of Radiation Oncology, Juntendo University, Graduate School of Medicine, Tokyo, Japan; Department of Internal Medicine, Niigata Cancer
Center Hospital, Niigata, Japan; Department of Chest Surgery, Niigata Cancer Center Hospital, Niigata, Japan; Department of Respiratory Medicine, Kobe City Medical
Center General Hospital, Kobe, Japan; Department of Pulmonary Medicine, Sendai Kousei Hospital, Sendai, Japan; Division of Respirology, Neurology, and Rheumatology,
Department of Internal Medicine, Kurume University School of Medicine, Kurume, Japan; Department of Thoracic Oncology, National Hospital Organization Kyushu Cancer
Center, Fukuoka, Japan; Internal Medicine I, Wakayama Medical University, Wakayama, Japan; Shizuoka Cancer Center, Shizuoka, Japan

Background: Several clinical trials have demonstrated that local ablative therapy (LAT) to all
lesions, including primary site, may provide a survival benefit for patients with oligometastatic
non-small cell lung cancer (NSCLC). However, few studies have evaluated the efficacy of
integrating immune checkpoint inhibitors with chemotherapy and LAT. This study aimed to
evaluate the efficacy of multimodal therapy combining platinum-doublet chemotherapy plus
pembrolizumab followed by LAT to all sites of disease in patients with synchronous oligome-
tastatic NSCLC. Methods: This multicenter, single-arm, phase II trial enrolled treatment-naive
patients with stage IV NSCLC and three or fewer metastatic lesions. Patients received 4 cycles of
induction therapy consisting of pembrolizumab plus platinum-doublet chemotherapy. Pa-
tients then received LAT to all residual lesions, followed by maintenance therapy with pem-
brolizumab. The primary endpoint was the 24-month progression-free survival (PFS) rate
from the initiation of LAT. Secondary endpoints included safety, response to induction therapy,
PFS, overall survival (0S), and the proportion of patients who underwent LAT. The threshold
and expected 24-month PFS rates were set at 25% and 60%, respectively, with a one-sided
alpha of 0.025 and 80% power. Results: Between October 30, 2020, and August 12, 2022, 30
patients were enrolled. At enrollment, seven patients had one metastasis (23.3%), 14 had two
(46.7%), and 9 had three (30%). Twenty-three patients (76.7%) received LAT to all residual
disease sites. The 24-month PFS rate from the initiation of LAT was 56.5% (95% CI,
34.3—79.8%). The median PFS from the initiation of LAT was 25.8 months (95% CI, 11.7—not
reached). The OS rates at 24 and 36 months from the initiation of LAT were 78.0% (95% CI,
55.0—90.2%) and 61.6% (95% CI, 37.2—78.9%), respectively. During the LAT phase, grade 3/4
adverse events occurred in 3 patients (13.0%). No treatment-related deaths were observed.
Conclusions: The TRAP-OLIGO study met its primary endpoint with the lower limit of the 95%
CI exceeding the threshold, demonstrating that multimodal therapy combining platinum-
based chemotherapy plus pembrolizumab and LAT provides favorable efficacy for patients with
synchronous oligometastatic NSCLC. These findings suggest that this integrated approach is a
promising treatment strategy for this population. Trial registration: Japan Registry of
Clinical Trials, jRCTs041200046. Clinical trial information: jRCTs041200046. Research Spon-
sor: None.
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Immune-related adverse event severity and clinical outcomes with immune
checkpoint inhibitor immunotherapy in participants with non—-small cell lung
cancer: Analysis of the lung MAP sub-studies S1400A, S1400l, S1400F, and
S1800A.

Diane Tseng, James Moon, Lyudmila Bazhenova, Natasha B. Leighl, Hossein Borghaei, Konstantin H. Dragnev, Christina S. Baik, Corey J. Langer, Joel W. Neal,
David R. Gandara, Karen Kelly, Jhanelle E. Gray, Roy S. Herbst, Saiama Naheed Wagar, Karen L. Reckamp, Mary Weber Redman; Fred Hutch Cancer Center, Seattle, WA;
SWOG Statistics and Data Management Center, Fred Hutchinson Cancer Center, Seattle, WA; UC San Diego Moores Cancer Center, San Diego, CA; Princess Margaret Cancer
Centre/University Health Network, Toronto, ON, Canada; Fox Chase Cancer Center, Philadelphia, PA; Dartmouth Cancer Center, Lebanon, NH; University of Washington,
Hutchinson Cancer Center, Seattle, WA; University of Pennsylvania, Philadelphia, PA; Stanford Cancer Institute, Stanford, CA; University of California Davis Comprehensive
Cancer Center, Sacramento, CA; International Association for the Study of Lung Cancer, Denver, CO; Department of Thoracic Oncology, Moffitt Cancer Center, Tampa, FL;
Yale University, New Haven, CT; Washington University School of Medicine in St. Louis, St. Louis, MO; Medicine, Cedars Sinai Cancer Center, Los Angeles, CA

Background: Immune checkpoint inhibitors (ICIs) have advanced the treatment paradigm for
non-small cell lung cancer (NSCLC), but ICIs are associated with risk of immune-related
adverse events (irAEs). There is an unmet need to better understand how the severity of irAE
impacts the clinical outcome of NSCLC treated with ICIs. We hypothesized that participants
(pts) with lower grade irAEs would have better outcomes than those with higher grade irAEs and
those without irAEs. Methods: We evaluated outcomes in Lung-MAP pts with advanced NSCLC
treated with ICIs in the 2L setting (S1400A [durvalumab vs docetaxel], S1400I [nivolumab +/-
ipilimumab], S1400F [durvalumab + tremelimumab], and S1800A [pembrolizumab + ramucir-
umab vs standard-of-care]), using 6-, 12-, and 24-week landmark analyses of the relationship
between irAE severity (Grade(G) 1 or 2 vs G3 or 4 and vs no irAE) and overall survival (0OS) from
the landmark timepoint. OS was compared between groups using Cox Proportional hazards
model with separate analyses for ICI-naive (S1400A and S1400I) and ICI-exposed (S1400F and
S1800A). Results: Analyses included 315 ICI-naive and 127 ICI-refractory pts. In the ICI- naive
cohort, no irAEs and G 3-4 irAEs were associated with inferior OS compared with G1-2 irAEs by
12 wks of treatment (no irAEs: HR 1.68, CI 1.28 — 2.22, p < 0.0005 G3-4: HR 2.28, CI 1.47 — 3.53;
p < 0.0005). This difference in OS between the irAE groups was consistent at the 6 wk (p =
0.006) and 24 wk (p = 0.03) landmark timepoints. See table for outcomes in the ICI naive cohort.
In the ICI-exposed cohort, there was no difference in OS between the irAE groups at any
landmark timepoint (6 weeks: p = 0.39; 24 weeks: p = 0.98). Conclusions: In the ICI-nalve
cohort, G1-2 irAEs in were associated with better OS compared to no irAEs and G3-4 irAEs for all
landmark times. This association was not observed in the ICI-exposed cohort. Additional
analyses will incorporate molecular and immune features evaluating risk and severity of irAEs.
Research Sponsor: National Cancer Institute/U.S. National Institutes of Health; U10CA18088;
National Cancer Institute/U.S. National Institutes of Health; U10CA180819.

Outcomes for ICI naive cohort.

Landmark Time irAE Group N mOS (95% Cl)
6 weeks No irAE 160 9.0 (7.9-10.9)
G1-2 124 14.6 (10.1-19.0)
G 34 20 5.9 (3.5-10.8)
12 weeks No irAE 124 8.2 (6.5-9.8)
G1-2 130 15.4 (11.5-9.8)
G 34 29 5.3(2.9-8.0)
24 weeks No irAE 7 7.0 (5.8-9.8)
G1-2 121 14.9 (10.9-18.5)
G 34 34 5.9 (3.1-13.9)
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Durable efficacy of first-line necitumumab plus pembrolizumab in PD-L1-high
advanced NSCLC: Final results of the phase Il K-TAIL-202 study.

Atsushi Horiike, Hiroshi Wakui, Shunichi Sugawara, Yuji Minegishi, Sadatomo Tasaka, Toshio Sakatani, Hiroyuki Suzuki, Yukio Hosomi, Yuichi Tambo, Tsuneo Shimokawa,
Hiroo Ishida, Eisaku Miyauchi, Katsuhiko Naoki, Tatsuro Fukuhara, Sachiko Takenoshita, Eisuke Inoue, Satoshi Wada, Kiyoshi Yoshimura, Shinichi Kobayashi,
Takuya Tsunoda; Division of Medical Oncology, Department of Medicine, School of Medicine, Showa Medical University, Tokyo, Japan; Division of Respiratory Diseases,
Department of Internal Medicine, The Jikei University School of Medicine, Tokyo, Japan; Department of Pulmonary Medicine, Sendai Kousei Hospital, Sendai, Japan;
Department of Respiratory Medicine, Mitsui Memorial Hospital, Tokyo, Japan; Department of Respiratory Medicine, Hirosaki University Graduate School of Medicine,
Hirosaki, Japan; Division of Respiratory Medicine, NTT Medical Center Tokyo, Tokyo, Japan; Department of Chest Surgery, Fukushima Medical University School of
Medicine, Fukushima, Japan; Department of Thoracic Oncology and Respiratory Medicine, Tokyo Metropolitan Cancer and Infectious Diseases Center, Komagome
Hospital, Tokyo, Japan; Department of Respiratory Medicine, Kanazawa University Hospital, Kanazawa-Shi, Japan; Department of Respiratory Medicine and Medical
Oncology, Yokohama Municipal Citizen's Hospital, Kanagawa, Japan; Division of Medical Oncology, Showa Medical University Fujigaoka Hospital, Yokohama, Japan;
Department of Respiratory Medicine, Tohoku University Graduate School of Medicine, Sendai, Japan; Department of Respiratory Medicine, Kitasato University School of
Medicine, Kanagawa, Japan; Department of Respiratory Medicine, Miyagi Cancer Center, Natori, Japan; Showa Medical University Clinical Research Institute for Clinical
Pharmacology and Therapeutics, Showa Medical University, Tokyo, Japan; Showa Medical University Research Administration Center, Showa Medical University, Tokyo,
Japan; Department of Clinical Diagnostic Oncology, Clinical Research Institute for Clinical Pharmacology and Therapeutics, Showa Medical University, Tokyo, Japan;
Department of Clinical Inmuno Oncology, Clinical Research Institute for Clinical Pharmacology and Therapeutics, Showa Medical University, Tokyo, Japan

Background: Pembrolizumab is a standard 1st line treatment for advanced non—small cell lung
cancer (NSCLC) with high PD-L1 expression (tumor proportion score [TPS] =50%); however,
durable benefit is achieved in only a subset of patients. Prior pembrolizumab-based combi-
nation strategies (e.g., anti-TIGIT) have inconsistently improved outcomes over pembrolizu-
mab monotherapy in this setting. Epidermal growth factor receptor (EGFR) signaling may
promote immune evasion by stabilizing PD-L1 expression and shaping an immunosuppressive
tumor microenvironment, providing a rationale for combining the anti-EGFR antibody neci-
tumumab with pembrolizumab. We therefore evaluated the efficacy and safety of necitumumab
plus pembrolizumab in treatment-naive patients with PD-L1—-high advanced NSCLC. Methods:
K-TAIL-202 (jRCT2031200248) was an open-label, multicenter, single-arm phase II study
conducted in Japan. Eligible patients were aged =20 years with unresectable stage III/IV or
recurrent NSCLC, PD-L1 TPS =50% (22C3), ECOG PS 0—1, and =1 measurable lesion. Patients
received necitumumab 800 mg IV on days 1 and 8 plus pembrolizumab 200 mg IV on day 1 every
3 weeks for up to 35 cycles or until disease progression or unacceptable toxicity. The primary
endpoint was investigator-assessed objective response rate (ORR) per RECIST v1.1; secondary
endpoints included progression-free survival (PFS), overall survival (0S), and safety. The study
assumed an expected ORR of 54.8% and a threshold ORR of 39.0% (one-sided « = 0.10; 80%
power), requiring enrollment of 50 patients. Results: Between December 2020 and March 2023,
50 patients were enrolled (median age, 72 years). The ORR was 68.0% (95% CI, 53.3—80.5) and
the disease control rate was 78.0% (95% CI, 64.0—88.5). Complete response, partial response,
stable disease, progressive disease, and not evaluable status were observed in 2.0%, 66.0%,
10.0%, 12.0%, and 10.0% of patients, respectively, meeting the primary endpoint. Median PFS
was 16.0 months (95% CI, 9.0—-24.0), with a 24-month PFS rate of 35.9%. Median OS was not
attained (95% CI, 38.0 months—not estimable), and the 24-month OS rate was 71.3%. The most
treatment-emergent adverse events included acneiform dermatitis (66.0%), hypomagnesemia
(60.0%), and pneumonitis (12.0%). One grade 5 cardiac arrest occurred in 1 patient (2.0%), for
which a causal relationship to study treatment could not be ruled out. Conclusions: At final
analysis, first-line necitumumab plus pembrolizumab demonstrated durable antitumor ac-
tivity and encouraging long-term survival as a chemotherapy-free regimen in patients with
PD-L1-high advanced NSCLC. Toxicities were consistent with the known profiles of EGFR-
targeted antibodies and PD-1 inhibitor therapy, underscoring the need for careful monitoring.
These findings warrant further confirmation in a randomized phase III clinical trial. Clinical
trial information: jJRCT2031200248. Research Sponsor: Nippon Kayaku Co; READYFOR (Japan)
crowdfunding (public donations).
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A phase Il study of HB0025 (a PD-L1/VEGF bispecific antibody) in combination with
chemotherapy as first-line treatment for non—small cell lung cancer (NSCLC).

Lei Wang, Jinghui Bai, Baogang Liu, Meili Sun, Qiming Wang, Shegan Gao, Guohua Yu, Yu Yao, Jianhua Shi, Ai-min Zang, Xiaodong Jiang, Jianya Zhou, Xiangyang Zhu,
Bo Xu, Yifan Zhan, Xiaopei Cui, Xiugiang Ma, Lee Li, Jinhua Wang, Caicun Zhou; Department of Oncology, Shanghai Pulmonary Hospital, Tongji University School of
Medicine, Shanghai, China; Liaoning Cancer Hospital & Institute, Shenyang, Liaoning, China; Harbin Medical University Cancer Hospital, Harbin, China; Central Hospital
Affiliated to Shandong First Medical University, Jinan, China; Henan Cancer Hospital, Zhengzhou, China; Department of Gastrointestinal Medical Oncology, The First
Affiliated Hospital of Henan University of Science and Technology, Luoyang, China; Weifang People’s Hospital, Weifang, China; The First Affiliated Hospital of Xi'an
Jiaotong University, Xi'an, China; Linyi Cancer Hospital, Linyi, China; Affiliated Hospital of Hebei University, Baoding, Hebei, China; Department of Radiation Oncology, The
First People’s Hospital of Lianyungang, Lianyungang, China; The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang, China; Shanghai
Huaota Biopharmaceutical Co., Ltd., Shanghai, China; Zhejiang Huahai Pharmaceutical Co., Ltd., Linhai, Zhejiang, China

Background: HB0025, developed by Huaota, is a novel anti-PD-L1/VEGF bispecific antibody
with VEGFR1D2 linked at the N-terminal of anti-PD-L1 antibody. This Phase II study assesses
the efficacy and safety of HB0025 combined with chemotherapy in locally advanced unresect-
able, recurrent or metastatic non-small cell lung cancer (NSCLC). Methods: This open-label,
multi-center, Phase II trial enrolled previously untreated patients with locally advanced
unresectable, recurrent or metastatic NSCLC, without EGFR or ALK gene alterations. Partici-
pants were assigned to two cohorts: Cohort 1 (squamous NSCLC) received 20 mg/kg HB0025
plus carboplatin and paclitaxel every three weeks (Q3W) for 4-6 cycles, followed by HB0025
maintenance; Cohort 2 (non-squamous NSCLC) received 20 mg/kg HB0025 plus carboplatin
and pemetrexed Q3W for 4-6 cycles, followed by maintenance with HB0025 and pemetrexed.
Primary endpoint was objective response rate (ORR) per RECIST 1.1. Results: As of January 5,
2026, 125 patients were enrolled in the study (62 patients in Cohort 1 and 63 patients in Cohort
2). The median age was 65 years old (range: 34, 74). The median follow-up period was
10.55 months (range: 1.0, 17.4). A total of 119 patients had at least one post-baseline tumor
assessment. In Cohort 1, ORR was 84.5% (49/58), with subgroup ORRs of 81.3%, 72.2%, and
100% for PD-L1 TPS < 1%, 1-49%, and =50%, respectively; disease control rate (DCR) was
94.8% (55/58), median progression-free survival (mPFS) was 12.62 months, and median
duration of response (mDOR) was immature. In Cohort 2, ORR was 65.6% (40/61), with ORRs
uniformly 66.7% across all PD-L1 TPS subgroups; DCR was 96.7% (59/61), mPFS was
14.65 months, and mDOR was 12.06 months. Overall survival data remained immature. The
most common immune-related adverse events (irAEs) were hypothyroidism (7.2%), hyper-
thyroidism (4.8%), increased alanine aminotransferase (4.0%), increased aspartate amino-
transferase (3.2%), and increased blood thyroid stimulating hormone (3.2%). Anti-VEGF-
related AEs of grade =3 were proteinuria (8.8%), hypertension (6.4%), hemorrhage (4.0%),
and thromboembolism (4.0%). 6 (4.8%) patients discontinued HB0025 due to TRAE, and 2
(1.6%) patients died due to TRAE. Conclusions: The combination of HB0025 and chemotherapy
has demonstrated promising efficacy and favorable safety as a first-line treatment for patients
with locally advanced unresectable, recurrent or metastatic NSCLC. Multi-center, randomized,
double-blind, controlled phase III trials in both squamous and non-squamous NSCLC have
been initiated. Clinical trial information: NCT06758557. Research Sponsor: Shanghai Huaota
Biopharmaceutical Co., Ltd.
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Chronotherapy in metastatic non—small cell lung cancer: Clinical outcomes
according to immune checkpoint inhibitor administration time during the day in
patients treated with first-line chemoimmunotherapy.

Bahadir Kdylii, Ibrahim Beyhan, Fatih Selcukbiricik, Cevat ilterig Kikili, Fatih Kemik, Nazan Demir, Seyda Gunduz, Deniz Tural, Sahin Lacin, Didem Tunali, Metin Kanitez,
Kerim K. Kaban, Nil Molinas Mandel, Fulden Perran Yumuk; Department of Medical Oncology, Kog University School of Medicine, Istanbul, Turkey; Department of Internal
Medicine, Kog University School of Medicine, Istanbul, Turkey; Department of Medical Oncology, Kog University Hospital, Istanbul, Turkey; Department of Medical
Oncology, American Hospital, Istanbul, Turkey

Background: Although circadian rhythms are known to modulate immune cell function, the
effect of immune checkpoint inhibitor (ICI) infusion timing during the day on oncologic
outcomes in metastatic non—small cell lung cancer (NSCLC) patients treated with first-line
chemoimmunotherapy has not been fully elucidated. Methods: We retrospectively analyzed
patients with de novo metastatic NSCLC without actionable oncogenic driver alterations who
received first-line chemotherapy plus ICI between January 1, 2018, and October 31, 2025, at two
centers. Patients receiving platinum-based doublet chemotherapy plus pembrolizumab and/or
nivolumab were included, whereas those treated with dual ICIs (nivolumab plus ipilimumab
with platinum-based chemotherapy) were excluded. Infusion times for the first four cycles
were recorded, and patients were categorized as the early group if they received =2 of the first
four ICI cycles before 11:00 a.m., and as the late group if they received =1 of the first four ICI
cycles before 11:00 a.m. Endpoints were objective response rate (ORR), progression-free sur-
vival (PFS), and overall survival (OS). Results: We identified 101 eligible patients who met the
inclusion criteria, comprising 34 patients in the early group and 67 patients in the late group.
Median follow-up was 18.4 months (95% CI 12.4 — 24.4). There were no differences between the
early group and the late group in terms of age, gender, body mass index, smoking status, ECOG
performance status, stage (IVAvs. IVB), histologic subtype (squamous vs. non-squamous), PD-
L1 tumor proportion score ( < 1% vs. 1-49% vs. =50%), central nervous system metastases,
liver metastases, number of metastatic sites (=2 vs. =3 organ systems), and ICI agent (pem-
brolizumab vs. nivolumab). The early group demonstrated significantly longer median PFS
(14.6 vs. 7.1 months; HR = 0.54 [95% CI 0.31 — 0.93]; p = 0.027) and median OS (not reached vs.
27.3 months; HR = 0.28 [95% CI 0.11 — 0.71]; p = 0.008). Both the ORR (97.1% vs. 56.7%; p <
0.001) and the disease control rate (97.1% vs. 64.2%; p < 0.001) were significantly higher in the
early group. The majority of patients who experienced primary progression after the first four
cycles were in the late group (24 of 25 patients; 96%). In multivariate analysis, only disease
stage (IVB vs. IVA; HR = 2.35 [95% CI 1.05 — 5.26]; p = 0.039) and timing-based group
assignment according to the number of the first four ICI infusions administered before 11:
00 a.m. (late vs. early; HR = 2.97 [95% CI 1.14 — 7.76]; p = 0.026) were independently associated
with OS. Conclusions: Our findings demonstrated that receiving majority (=2) of the first four
ICI infusions before 11:00 a.m. might be associated with better response rates, improved PFS
and OS in patients with de novo metastatic NSCLC treated with first-line chemotherapy plus ICI.
Research Sponsor: None.
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Multi-omic ctDNA-based MRD for predicting clinical outcomes in advanced NSCLC
receiving chemoimmunotherapy.

Yun Fan, Hui Li, Sizhe Yu, Yanjun Xu, Jing Qin, Kaiyan Chen, Lei Gong, Hongyang Lu, Zhiyu Huang, Sini Li, Shichao Zhou, Fajun Xie, Na Han, Ying Jin, Hao Zhang,
Junrong Yan, Hua Bao, Haimeng Tang, Shuang Chang; Department of Thoracic Oncology, Zhejiang Cancer Hospital, Hangzhou, China; Zhejiang Cancer Hospital, Hangzhou,
Zhejiang, China; Zhejiang Cancer Hospital, Hangzhou, China; Zhejiang Cancer Hospital, Hangzohu, China; Nanjing Geneseeq Technology Inc., Nanjing, China; Geneseeq
Research Institute, Nanjing Geneseeq Technology Inc., Nanjing, China

Background: Immune checkpoint inhibitors (ICIs) have revolutionized treatment for advanced
non-small cell lung cancer (aNSCLC); however, many patients achieving radiographic partial
or complete response (PR/CR) relapse early. This underscores the need for more precise risk
stratification after an initial response. We investigated whether circulating tumor DNA -based
minimal residual disease (ctDNA-MRD) assessment could stratify patients with durable benefit
versus those at risk of early progression after chemoimmunotherapy (Chemo-10). Methods:
We analyzed 152 retrospective and 60 prospective aNSCLC patients who achieved PR/CR after
first-line (1L) PD-1-based Chemo-IO. Plasma was collected at the first imaging-confirmed PR/
CR (retrospective) or at baseline and Cycle 5 Day 1 (C5D1; prospective). ctDNA-MRD was
assessed using a tumor-naive, mutation-based panel and a fragmentomics model derived
from low-pass whole-genome sequencing (LP-WGS). In the retrospective cohort, 89 patients
were used for LP-WGS model training and 63 for validation. Risk stratification was evaluated
using progression-free (PFS) and overall survival (OS). Results: In the retrospective validation
cohort (n = 63), both the mutation- and fragmentomic-based assays stratified PFS and OS. For
the mutation-based assay, median PFS (mPFS) was 27.0 vs. 10.1 months (negative vs. positive;
Hazard ratios [HR] 0.414, 95% confidence intervals [CI] 0.211-0.814, p = 0.008) and median OS
(mOS) was not reached (NR) vs. 17.5 months (HR 0.341, 95% CI 0.151-0.768, p = 0.007). For the
LP-WGS-based model, mPFS was 27.0 vs. 13.8 months (HR 0.412, 95% CI 0.216-0.785, p =
0.005) and mOS was NR vs. 25.1 months (HR 0.355, 95% CI 0.158-0.795, p = 0.009). Integration
using an either-assay-positive definition further improved prognostic discrimination, with
mPFS NRvs. 13.8 months (HR 0.379, 95% CI 0.201-0.714, p = 0.002) and mOS NR vs. 25.1 months
(HR 0.324, 95% CI 0.143-0.730, p = 0.004). In the prospective cohort (n = 60), both assays at
CsD1identified patients at higher risk of progression: mutation-based mPFS 18.3 vs. 6.1 months
(HR 0.184, 95% CI 0.075-0.457, p < 0.0001); LP-WGS-based mPFS NRvs. 5.3 months (HR 0.178,
95% CI 0.070-0.456, p < 0.0001). Integration-based mPFS was NR vs. 6.5 months (HR 0.130,
95% CI 0.039-0.440, p = 0.0001). Multivariable analysis confirmed the independent and
complementary prognostic value of both approaches across cohorts. Conclusions: Both mu-
tation- and fragmentation-based ctDNA-MRD assays effectively stratified risk among aNSCLC
patients with radiographic response to 1L Chemo-IO. Their integration further improved
prognostic performance, refining risk beyond imaging-defined PR/CR and informing post-
response management decisions. Research Sponsor: None.
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Real-world efficacy and safety of bispecific antibody ivonescimab-based regimens
in EGFR-TKI-resistant advanced NSCLC.

Chuang Yang, Wen Zhao, Minjun Rong, Huandie Qi, Rongyu Zhang, Wang Yunfei, Xiao Han, Jisheng Li; Qilu Hospital, Cheeloo College of Medicine, Shandong University,
Jinan, China; Department of Medical Oncology, Qilu Hospital, Cheeloo College of Medicine, Shandong University, Jinan, China; Department of Medical Oncology, Shandong
Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical Sciences, Jinan, Shandong, China;, Jinan, China; Department of
Radiology, Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical Sciences, Ji Nan, China; Shandong Cancer
Hospital and Institute, Shandong Cancer Hospital Affiliated to Shandong University, Jinan, China

Background: Ivonescimab is a first-in-class bispecific monoclonal antibody targeting pro-
grammed cell death protein 1 (PD-1) and vascular endothelial growth factor (VEGF)-A. In the
phase III HARMONi-A trial, ivonescimab plus chemotherapy significantly improved
progression-free survival (PFS) compared with chemotherapy alone in patients with epidermal
growth factor receptor (EGFR)-mutant advanced non—small cell lung cancer (NSCLC) after
resistance to EGFR tyrosine kinase inhibitors (EGFR-TKIs). However, in real-world clinical
practice, ivonescimab is administered across heterogeneous treatment lines after EGFR-TKI
resistance, and evidence regarding its effectiveness in these settings remains limited. Methods:
This real-world study included patients with advanced NSCLC who received ivonescimab plus
chemotherapy following progression on EGFR-TKIs. The primary endpoints were median PFS
(mPFS) and safety. Results: A total of 254 patients were included. At the data cutoff of November
30, 2025, the median follow-up was 8.9 months. The median age was 61 years; 54.3% were
female, and 48.0% had brain metastases. The overall objective response rate (ORR) was 47.9%,
with a mPFS of 6.9 months (95% CI, 6.2—7.5). A total of 124 patients were treated with
ivonescimab plus chemotherapy immediately after EGFR-TKI resistance with HARMONi-A—
like sequence and achieved an ORR of 52.9% with a mPFS of 7.0 months (95% CI, 4.5—9.4). The
other 130 patients receiving ivonescimab plus chemotherapy after failure of prior immuno-
therapy-, anti-angiogenic therapy-, and/or chemotherapy-based regimens achieved an ORR
of 43.1% with a mPFS of 6.7 months (95% CI, 6.0—7.4). No statistically significant difference in
PFS was observed between the two groups (p= 0.269). Grade 3—4 adverse events occurred in
14.6% of patients, including leukopenia (n = 9), neutropenia (n = 7), immune-related pneu-
monia (n = 6), and checkpoint inhibitor—related myocarditis (n = 5). Given the relatively short
follow-up, overall survival data were not mature. Conclusions: In this real-world cohort,
ivonescimab plus chemotherapy demonstrated clinically meaningful efficacy and a manageable
safety profile when administered both immediately after EGFR-TKI resistance and following
multiple prior lines of therapy, supporting its use across diverse treatment sequences in
patients with EGFR-mutant advanced NSCLC. Research Sponsor: None.
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Baseline characteristics of NSCLC first-line immunotherapy super-responders in
three European lung cancer centers: An ENDEAVOUR-IMIGO project.

David Lang, Frederike Bensch, Carlo Genova, Joana Albuguerque, Vanessa Pirklbauer, Melissa Hohn, Peter Etzel, Joelle Armbruster, Romana Elisabeth Wass,
Bernhard Kaiser, Bernd Lamprecht, Francesca Ogliari; Department of Pneumology, Kepler University Hospital, Johannes Kepler University, Linz, Austria; Department of
Pulmonology and Tuberculosis, University Medical Center Groningen, University of Groningen, Groningen, Netherlands; Clinic of Medical Oncology, IRCCS Ospedale
Policlinico San Martino, Department of Internal Medicine and Medical Specialties (DiMI), University of Genova, Genoa, Italy; Hospital da Luz, Lisboa, Portugal; Department
of Medical Oncology, IRCCS Ospedale San Raffaele, Milan, Italy

Background: Immune-checkpoint inhibitors (ICI) are part of first-line treatment concepts for
most patients with metastatic non-small cell lung cancer (NSCLC) without targetable driver
mutations. Still, long-term response is rare and data on predictive biomarkers limited.
Methods: As part of the Daiichi Sankyo ENDEAVOUR programme supporting young LC re-
searchers, the ENDEAVOUR-IMIGO working group aims to explore novel predictive biomarkers
for ICI response with a focus on imaging data. We present the baseline characteristics of first-
line ICI “super-responders” with PFS =2/ months, derived from three independent cohorts
from Austria, Italy and the Netherlands. Also, an exploratory single-center analysis compared
ICI super- to non-responders (PFS<6M) matched for age, sex, histology, PD-L1 positivity,
stage and ECOG performance status. Results: The Linz (Austria) cohort reported 50 (12.4%)
super-responders out of a total of 402 patients, the Milan cohort (Italy) 45 out of 283 (15.9%),
and the Groningen cohort (Netherlands) 46 (10.7%) out of 428. As shown in table 1, all cohorts
had a high prevalence of adenocarcinomas, with KRAS mutations present in nearly half of
patients and a mean PD-L1 expression of approximately 50%. In the Austrian cohort, matched
baseline data showed a higher frequency of systemic steroids among non-responders, and
lower absolute neutrophil count as well as neutrophil-to -lymphocyte ratio in super-
responders. Conclusions: Baseline characteristics of ICI super-responders were similar in
three European cohorts, with a majority of high-PD-L1 expressing adenocarcinomas. Explor-
atory matched analyses from one cohort showed implications of baseline systemic steroid
treatment as well as of differential blood cell count. Research Sponsor: None.

Linz Milan Groningen
PFS <6M PFS 2> 2Y p value PFS>2Y PFS2=2Y
n =50 n =50 < 6Mvs. = 2Y n =45 n =46
(matched)
Male sex, n (%) 24 (48) 25 (50) 0.841 34 (75.5) 22 (48)
Age <70, n (%) 14 (28) 15 (30) 0.826 15(33.3) 34 (74)
ECOG, n (%)
0 25 (50) 24 (48) 0.768 21 (47) 18 (39)
1 16 (32) 19 (38) 23 (51) 23 (50)
2+ 9 (18) 7 (14) 1(2) 5(11)
Histological subtype, n (%)
Adenocarcinoma 36 (72) 36 (72) 0.341 30 (67) 33 (72)
Squamous cell carcinoma 12 (24) 14 (28) 6 (13) 7(15)
Other 2 (4 0 (0) 9 (20) 6 (13)
PD-L1 expression %, mean (SD)  41.9 (36.8) 48.9 (38.8) 0.403 52.3 (35.4) 54.0 (39.0)
Brain metastases, n(%) 16 (32) 13 (26) 0.509 14 (31) 7 (15)
KRAS mutation, n (%) 12 (35) 18 (50) 0.214 19 (42) 23 (50)
Treatment, n (%)
Chemo-ICI combination 29 (58) 38 (76) 0.056 18 (40) 19 (41)
ICI-monotherapy 21 (42) 12 (24) 27 (60) 27 (59)
Systemic steroid treatment, n(%) 17 (34) 6 (12) 0.009 12 (27) 8(17)
Absolute neutrophil count (G/L), 11.5(8.7) 7.7 (2.9) 0.015 6.8 (3.2) 7.3 (2.6)
mean (SD)
Absolute lymphocyte count (G/L), 1.7 (3.7) 1.4 (0.7) 0.071 1.9 (0.7) 1.6 (0.7)
mean (SD)
Neutrophil-to-lymphocyte ratio, 13.4(11.0) 7.2(5.2) 0.006 4.4 (3.6) 5.9 (4.0
mean (SD)
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Initial safety and efficacy of A2B694, a logic-gated mesothelin (MSLN)—-targeted
Tmod chimeric antigen receptor T-cell (CAR T) therapy in patients with advanced
solid tumors with HLA-A*02 loss of heterozygosity (LOH).

Julian R. Molina, Jeffrey Ward, Joel R. Hecht, Kedar Kirtane, Rosalyn Marar, Olivia Rose Fankuchen, Jasmine Mitchell, David G. Maloney, Marcela Valderrama Maus,
Cathy Eng, Antonious Ziad Hazim, Sandip Pravin Patel, Oliver Dorigo, Kai He, Yanyan Lou, Madappa N. Kundranda, Peter Vu, Jacqueline D. Xuan, Monica Avila,
Salman Rafi Punekar; Division of Medical Oncology, Mayo Clinic Rochester, Rochester, MN; Barnes-Jewish Hospital/Washington University in St. Louis, St. Louis, MO;
David Geffen School of Medicine at UCLA, Jonsson Comprehensive Cancer Center, Santa Monica, CA; Moffitt Cancer Center, Tampa, FL; Mayo Clinic Rochester, Rochester,
MN; NYU Langone, New York, NY; UCLA Jonsson Comprehensive Cancer Center, Los Angeles, CA; Fred Hutch Cancer Center, Seattle, WA; Massachusetts General Hospital,
Boston, MA; Department of Medicine, Division of Hematology and Oncology, Vanderbilt Ingram Cancer Center, Nashville, TN; Mayo Clinic Arizona, Scottsdale, CA; UC San
Diego Moores Cancer Center, La Jolla, CA; Division Gynecologic Oncology, Department of Obstetrics and Gynecology, Stanford University, Stanford, CA; The Ohio State
University Comprehensive Cancer Center, Columbus, OH; Mayo Clinic Florida, Jacksonville, FL; The University of Texas MD Anderson Cancer Center, Phoenix, AZ; University
of California San Diego, San Diego, CA; A2 Biotherapeutics, Inc., Agoura Hills, CA; Perlmutter Cancer Center, NYU Langone Health, New York, NY

Background: LOH may provide a means to target tumor versus normal cells, to augment the
efficacy and safety of MSLN-targeted programs (Hecht et al. JCO. 2022). A2B694 is an autol-
ogous, logic-gated, Tmod CAR T therapy designed to improve tumor selectivity and decrease
toxicity by integrating an MSLN CAR activator with an HLA-A*02 blocker (Hamburger et al. Mol
Imm. 2020). Methods: The first-in-human, open-label, phase 1/2 EVEREST-2 (NCT06051695)
study of A2B694 in patients with recurrent/metastatic MSLN-expressing cancers with tumor-
associated HLA-A*02 LOH. The prescreening study BASECAMP-1 (NCT04981119) identifies
eligible patients and cryopreserves leukapheresis product. Upon progression, A2B694 is man-
ufactured and administered after lymphodepletion. Phase 1 primary objective: evaluate the
safety and tolerability of A2B694 and identify a recommended phase 2 dose. Results: As of 05
January 2026, 13 patients were enrolled: 8 women/5 men, median age 59 years, 11 non-Hispanic
White/2 Hispanic with unknown race. Tumor types included colorectal (n = 4), ovarian (n = 3),
pancreatic (n = 3), non—small cell lung adenocarcinoma (NSCLC), gastro-esophageal, and
mesothelioma (n = 1 each). A2B694 dose level (DL) groups were: DL1: 1x108 cells (n = 3), DL2:
2x108 cells (n = 4), DL3: 4x108 cells (n = 5), and DL4: 6x108 cells plus low-dose IL-2 (n = 1).
Lymphodepletion prior to administration of A2B694 was well-tolerated, with expected, tran-
sient cytopenias. The only adverse event reported in more than 1 patient was grade 3 neu-
tropenia. One patient had grade 3 ICANS and 1 patient had grade 1 CRS. There were no dose-
limiting toxicities or new safety signals after up to 17 months follow-up. All 13 patients received
A2B694, were efficacy-evaluable, and had A2B694 detected post-infusion in peripheral blood.
While A2B694 was not detected in tumor biopsies collected in patients treated at DL1 (0/2), all
patients treated at DL2-DL4 with available biopsies (3/3) had detectable A2B694 in the tumor
microenvironment. A patient with KRAS®'2V/STK11 co-mutated NSCLC who had progressed on
carboplatin, pemetrexed, and pembrolizumab achieved a complete response (CR) at D90 post-
infusion per RECIST 1.1 by central review and had a confirmed CR at D180. In addition, PET-CT
scan and ctDNA on D190 demonstrated no evidence of disease. On D243, the patient had a CNS
relapse, with an ongoing non-CNS CR per RANO-BM at D284. At M12, the patient’s CT showed
no new findings and persistence of A2B694 in the blood was confirmed by ddPCR. Conclusions:
We report the first patient with NSCLC to have a CR after CAR T. Overall, A2B694 demonstrated
manageable safety and tolerability in patients with advanced solid MSLN-expressing tumors
with tumor-associated HLA-A*02 LOH. The maximum tolerated dose has not been reached;
dose-escalation continues. Clinical trial information: NCT06051695. Research Sponsor: A2
Biotherapeutics, Inc.
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Phase | study of IMM2510, a PD-L1/ VEGF bispecific antibody, in participants with
advanced 10-treated SQ-NSCLC.

Xiaoqing Yu, Pingli Wang, Yongchang Zhang, Ruoyu Wang, Xiang Li, Wang Ma, Zhengbo Song, Suxia Luo, Shan An, Fu-Nan Liu, Ruinuo Jia, Zhijun Yang, Yan Tan, Dong Yang,
Jinchao Zhang, Degiang Jing, Zhuli Wu, Wenzhi Tian, Xiangdong Cheng; Zhejiang Cancer Hospital, Hangzhou, Zhejiang, China; Department of Respiratory and Critical Care
Medicine, Second Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; Hunan Cancer Hospital, Changsha, China; Affiliated Zhongshan Hospital of
Dalian University, Dalian, China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Phase I Clinical Trial Ward, Zhejiang Cancer Hospital, Hangzhou,
China; Henan Cancer Hospital, Zhengzhou, China; Department of Surgical Oncology and General Surgery, The First Hospital of China Medical University, Shenyang, China;
The 1st Affliated Hospital, Henan University of Science and Technology, Luoyang, China; ImmuneOnco Biopharmaceuticals (Shanghai) Co.Ltd, Shanghai, China;
ImmuneOnco Biopharmaceuticals (Shanghai) Inc., Shanghai, China; Zhejiang Cancer Hospital, Hangzhou, Zhejiang Province, China

Background: Despite advancements in first-line treatments such as immunotherapy and
targeted therapies, resistance to these treatments is common, especially those I0-treated
and low PD-L1 TPS, creating a significant unmet need for effective second-line therapies.
IMM2510 is a bispecific fusion protein targeting PD-L1 and VEGF which can modify tumor
microenvironment to overcome resistance and improve sensibility to antitumor agents. The
data of dose-escalation phase [ was previously reported in ASCO2024. Here we summarize the
updated efficacy and safety results of IMM2510 in advanced I0-treated SQ-NSCLC. Part of the
data were previously reported in WCLC 2025. Methods: The phase I study was designed as a
first-in-human, open-label, multi-center study to evaluate the safety, efficacy, PK and PD of
IMM?2510 in pts with advanced solid tumors. Eligible pts were enrolled to receive IMM2510 via
intravenous infusion Q2W. Results: As of 31 Dec 2025, 32 pts with advanced I0-treated SQ-
NSCLC received IMM2510. The median age was 61 years; 31.3% pts had PD-L1 TPS < 1%; 75.0%
pts had ECOG score of 1; the median prior lines of anti-tumor therapy were 2 (range: 1-5). All 32
pts experienced TEAEs. Grade =3 TEAEs were reported by 17 (53.1%) pts; Grade =3 TRAEs were
reported by 12 (37.5%) pts; TRAEs leading to treatment discontinuation were reported by 1
(3.1%) participant. No participant experienced TRAE leading to death. 22 pts with advanced I0-
treated SQ-NSCLC were evaluable for efficacy analysis. The ORR was 27.3% (6/22) and DCR was
81.8% (18/22). The median DoR was 11.1 months. The median PFS was 9.4 months at the median
follow-up time of 8.3 months. The median overall survival was not reached. Exposure-response
(ER) analysis within the 3 - 20 mg/kg dose range revealed a positive exposure-efficacy rela-
tionship in pts with SQ-NSCLC, with higher exposure corresponding to increased ORR or DCR,
while a relatively flat ER was observed for Grade 3 or higher TRAE and most common AEs in
NSCLC. Thus, 20 mg/kg Q2W was selected as the RP2D with well-balanced efficacy-safety
profiles. Conclusions: In pts with advanced I0-treated SQ-NSCLC, IMM2510 provides clinical
meaningful benefit and supports a favorable benefit-risk profile. The phase III clinical study is
being planned. Clinical trial information: NCT05972460. Research Sponsor: None.
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First-line serplulimab for locally advanced or metastatic squamous non—small cell
lung cancer: Updated survival from the ASTRUM-004R trial.

Bo Shen, Hong Wang, Hao Ding, Xueliang Xu, Zhiyuan Yu, Gang Tian, Jin Li, Gachua Han, Liu Yin, Zhixiang Zhou, Yi Zhu, Changjiang Sun, Yuanyuan Ji, Xiaotao Zhang; The
Affiliated Cancer Hospital of Nanjing Medical University & Jiangsu Cancer Hospital & Jiangsu Institute of Cancer Research, Nanjing, Jiangsu, China; The Fifth Medical
Center of the People's Liberation Army General Hospital, Beijing, China; Zhenjiang First People’s Hospital, Zhenjiang, China; Linyi People’s Hospital, Linyi, China; Hunan
Provincial Tumor Hospital, Changsha, China; Affiliated Hospital of Jining Medical College, Jining, China; Wuhu Second People’s Hospital, Wuhu, China; The Affiliated
Taizhou People’s Hospital of Nanjing Medical University, Taizhou, China; The First Affiliated Hospital of Dalian Medical University, Dalian, China; The First People’s Hospital
of Yancheng, Yancheng, China; The First Affiliated Hospital with Nanjing Medical University, Jiangsu Province Hospital, Nanjing, China; Subei People’s Hospital of Jiangsu
Province, Yangzhou, Jiangsu, China; Anyang Cancer Hospital, Anyang, China; Rehabilitation University Affiliated Qingdao Central Hospital, Qingdao, China

Background: Although the ASTRUM-004 trial has confirmed that serplulimab plus platinum-
based therapy improves survival in patients with locally advanced or metastatic squamous non-
small cell lung cancer (sqNSCLC), evidence regarding its efficacy and safety in routine clinical
practice remains limited. Previous results from the ASTRUM-004R trial have shown that a
serplulimab plus platinum-based therapy exhibits promising antitumor activity in sqNSCLC.
Here, we report the updated follow-up results from this study. Methods: The ASTRUM-004R
trial is a retrospective, real-world study conducted across 14 centers in China. Patients with
locally advanced or metastatic sQNSCLC received first-line serplulimab plus platinum-based
therapy, followed by serplulimab maintenance treatment until disease progression, intolerable
toxicity, or up to 2 years. This update presents the survival outcomes, including progression-
free survival (PFS) and overall survival (0S). Additionally, PFS was assessed across various
patient subgroups. Results: A total of 132 patients were enrolled in the analysis, with a median
follow-up of 18 months as of October 31, 2025. The median patient age was 69 years. Overall,
92.4% (n = 122) were male, 71.2% (n = 94) were aged 65 or older, 19.7% (n = 26) had an ECOG
performance status of 2, and 47.0% (n = 62) had stage IV disease. Maintenance therapy was
administered to 50.8% (n = 67) of the patients. The median PFS for all patients was 14.8 months
(95% CI:11.9-19.6), with a 6-month PFS rate of 78.5% (95% CI: 71.5%-86.2%). The median PFS
benefit was comparable between patients receiving nab-paclitaxel and those receiving pacli-
taxel (17.5 vs. 15.2 months, P= 0.677), suggesting no significant difference in efficacy between
the two groups. Furthermore, a significantly longer median PFS was observed in patients with
stage III disease compared to those with stage IV disease (20.4 vs. 11.9 months, P= 0.009). The
median OS for all patients was 29.7 months (95% CI: 29.7-NR), with a 12-month OS rate of
90.1% (95% CI: 84.7%-95.9%). The updated findings confirm sustained antitumor activity, as
evidenced by an objective response rate of 66.7% (95% CI: 57.9%-74.6%) and a disease control
rate of 95.5% (95% CI: 90.4%-98.3%). Adverse events (AEs) of any grade occurred in 48
patients (36.4%), most of whom had hematological disorders. Immune-related AEs (irAEs)
were reported in 35 patients (26.5%), including 9 (6.8%) who experienced grade =3 irAEs.
Conclusions: Updated results from the ASTRUM-004R study show that first-line serplulimab
platinum-based therapy provides a significant survival benefit with a manageable safety profile
in locally advanced or metastatic sqNSCLC, consistent with findings from the ASTRUM-004
trial. The long-term survival benefit warrants further validation with extended follow-up.
Research Sponsor: None.
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Impact of genomic HLA class | allelic imbalance on enduring immunotherapy re-
sponse in advanced non—small cell lung cancer.

Yiting Dong, Zhijie Wang, Jie Wang; State Key Laboratory of Molecular Oncology, 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; State Key Laboratory of Molecular Oncology,
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

Background: Human leukocyte antigen class I (HLA-I) molecules are essential for neoantigen
presentation and T cell recognition, yet the clinical significance of allelic imbalance within
HLA-I genes (HLA-AI) in immune checkpoint inhibitors (ICIs) therapy remains undefined.
Methods: Here, we established haplotype-specific, coverage-based (cHLA-AI) compatible
with routine biopsy-derived sequencing, based on 292 fully heterozygous non—small cell lung
cancer (NSCLC) patients with paired tumor samples from the phase III CHOICE-o01 trial and
confirmed in RATIONALE-304 and real-world NCC cohorts, covering both first- and later-line
immunochemotherapy as well as ICI monotherapy, and complemented by analyses in surgical,
pan-cancer, and longitudinal datasets to assess immune correlates and evolutionary dynamics.
Results: Patients with tumor mutational burden (TMB)—low and cHLA-AI derived no benefit
from first-line immunochemotherapy, whereas all other patients achieved significant survival
gains (TMB-low and cHLA-AI vs. others: immunochemotherapy arm: mOS 16.53 vs.
29.57 months, HR = 2.29, 95% CI 1.59—3.30, p < 0.001,interaction P = 0.019; mPFS 5.59 vs.
9.92 months, HR = 2.02, 95% CI 1.43-2.90, p < 0.001, interaction P = 0.016). These findings
were validated in the RATIONALE-304 and RATIONALE-307 trials and independent real-world
cohorts. Incorporating cHLA-AI with pathology, PD-L1 and TMB significantly improved 2-year
OS prediction (DeLong’s P = 0.003). Multi-omic profiling linked cHLA-AI to active DNA damage
response signalings, high TMB -intratumor heterogeneity (ITH) -chromosomal instability
(CIN) phenotype, immune-cold microenvironments, and failure of on-treatment TCR clone
expansion, while longitudinal sampling revealed its late, branching emergence under immune
pressure. Pan-cancer profiling (N = 5,989) demonstrated consistent associations with high
TMB-ITH-CIN phenotype and proliferative activity (Ki-67 index). Conclusions: Collectively,
these results establish cHLA-AI as a pivotal biomarker bridging genomic instability, immune
evasion, and therapeutic outcomes, providing a framework for stratified immunotherapy
response in non—small cell lung cancer and beyond. Research Sponsor: None.
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Concomitant radiotherapy, tremelimumab, and durvalumab for advanced NSCLC
patients progressing on first-line immunotherapy: A phase 2 study (CORAL-Lung).

Jair Bar, Hadas Gantz Sorotsky, Damien Urban, Amir Onn, Sameh Nabeeh Daher, Margarita Makarov, Haitam Nasrallah, Yaacov Lawrence, Iris Kamer, Ekaterina Milov,
Sarah Halberstam, Alona Zer, Sarit Appel; Jusidman Cancer Center, Sheba Medical Center, Ramat Gan, Israel; The Gray Faculty of Medical and Health Sciences, Tel Aviv
University, Tel Aviv, Israel; Jusidman Cancer Center, Sheba Medical Center, Ramat Gan, Israel; Chaim Sheba Medical Center, Ramat Gan, Israel; Rambam Health Care
Campus, Haifa, Israel

Background: The optimal treatment for advanced NSCLC that developed resistance to immune
checkpoint inhibitors (CPIs) remains undefined. We hypothesized that combining anti-PD-L1,
anti-CTLA-4 (at an effective dose) and radiotherapy could be effective against CPI-resistant
tumors. Methods: This open-label, single-arm, phase 2a trial evaluated two CPIs plus radio-
therapy in patients with advanced/metastatic NSCLC who progressed on/after 1L, CPI given
alone or in combination with chemotherapy. Co-Primary endpoints were safety and response
rate (RR; by RECIST 1.1). Secondary endpoints were to evaluate progression free survival (PFS)
and overall survival (0S). The study included a safety run-in cohort and a Simon two-step
design expansion. RR = 20% in non-irradiated lesions was required to advance from the initial
efficacy to expansion cohort. Patients with prior anti-CTLA-4 treatment were excluded. At least
one measurable non-irradiated lesion was required. Treatment included tremelimumab at a
fixed dose of 300 mg at D1 and 12 weeks later and 1500 mg Durvalumab q4w (starting from D1).
This dosing was based on PK and pharmacodyamic data from study D4190C00006, suggesting
tremelimumab of dose greater than 1 mg/kg with a higher peak exposure may be associated
with a higher pharmacodynamic effect. On D21, patients began radiotherapy: 11 fractions of 3 Gy
(total of 33 Gy), selected based on our real-world database analysis (Onn et al, Cancers 2021,
13(11), 2800). The study was sponsored by Sheba MC and funded by AstraZeneca Pharmaceu-
ticals. NIH trials registry identifier: NCT'05000710. Results: Ten patients were enrolled, median
age was 71 (range 51-82); 50% males; all stage IV; 50% adenocarcinoma; 50% with PD-L1 < 1%;
80% past/current smokers; none had actionable driver mutations. Previous treatment lines
were 1/2 in 80%/20% respectively; all patients received prior pembrolizumab and platinum-
based doublet. Median (range) durvalumab and tremelimumab cycles administered were 2 (1-
7), 1(1-3). Median radiotherapy dose was 33 Gy, in 78% targeting lung lesions. Nine patients
were included in the safety run-in, three experienced treatment-related toxicities leading to
treatment discontinuation (all grade 3 diarrhea), remaining below the predefined 40% thresh-
old and permitting continuation. All other treatment-related toxicities were grade 2 or lower.
The initial efficacy cohort (n = 10) RR was 10%, leading to the study closure. Median PFS was
2.2 months, median OS was 13.9 months. The study was terminated on Dec 31, 2024. Conclu-
sions: In unselected patients with advanced CPI-resistant NSCLC, the combination of anti-PD-
L1, anti-CTLA4 at a high dose and radiotherapy did not demonstrate a meaningful response
rate. Toxicity of a high dose of anti-CTLA-4 is not negligible. Better patient selection might lead
to higher efficacy and lower toxicity. Clinical trial information: NCT05000710. Research Spon-
sor: AstraZeneca.
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Final analysis of the biomarker-directed, randomized, phase 2 KEYNOTE-495/
KeylmPaCT study of pembrolizumab (P)—-based combination therapy for non—
small cell lung cancer (NSCLC).

Martin Gutierrez, Wei-Sen Lam, Adam Jacob Schoenfeld, Matthew A. Gubens, Charu Aggarwal, Daniel Shao-Weng Tan, Enriqueta Felip, Joanne Wing-Yan Chiu,
Jong-Seok Lee, James Chih Hsin Yang, Edward B. Garon, Giovanna Finocchiaro, Miaojun Han, Julie Kobie, John Palcza, E.J. Dettman, Lawrence Fong, Jianda Yuan,
Bin Zhao, Roy S. Herbst; Hackensack University Medical Center, Hackensack, NJ; Fiona Stanley Hospital and Western Australia Country Health Service, Perth, Australia;
Memorial Sloan Kettering Cancer Center, New York, NY; UCSF Helen Diller Family Comprehensive Cancer Center, San Francisco, CA; Perelman School of Medicine,
University of Pennsylvania, Philadelphia, PA; National Cancer Centre Singapore and Duke-NUS Medical Centre, Singapore, Singapore; Vall d'Hebron University Hospital, Vall
d'Hebron Institute of Oncology, Barcelona, Spain; University of Hong Kong, Queen Mary Hospital, Hong Kong, China; Seoul National University, Bundang Hospital,
Seongnam, South Korea; Department of Oncology, National Taiwan University Hospital and Graduate Institute of Oncology, National Taiwan University, Taipei City, Taiwan;
David Geffen School of Medicine, Division of Hematology and Oncology, UCLA, Los Angeles, CA; IRCCS Humanitas Research Hospital, Milan, Italy; Merck & Co., Inc.,
Rahway, NJ; Yale Cancer Center, New Haven, CT

Background: KEYNOTE-495/KeyImPaCT (NCT03516981) evaluated 3 P-based regimens in
participants (pts) with advanced NSCLC across 4 prospectively defined biomarker subgroups
based on T-cell-inflamed gene expression profile (Tcell;,GEP) and tumor mutational burden
(TMB). In interim analysis, ORR with P + lenvatinib (L) in the Tcell;,GEP"°"-lowTiBhish
subgroup met the prespecified efficacy threshold. We report final analysis results. Methods:
Pts with previously untreated NSCLC were assessed for Tcell;GEP (non-low, =-0.16;
low, <-0.16) and TMB (high, =5 mut/Mb; non-high, <5 mut/Mb; =175 mut/exome by WES
and 10 mut/Mb on FoundationOne CDx). Pts were assigned to 1 of 4 subgroups (Tcell;,GE-
plowrpBron-hish meell; GEPIWTMBM8! Teell;,;GEP ™ 1oWTMB o"-high and Tcell;,GEP O™ 1oW-
TMB"€") and adaptively randomized 1:1:1 to P (200 mg IV Q3W) + either L (20 mg PO QD),
quavonlimab (Q; 25 mg IVQ6W), or favezelimab (F; 200 mg or 800 mg IV Q3W). The primary end
point was ORR per RECIST v1.1 by investigator. Secondary end points included PFS, OS, and
safety. Data cutoff: July 30, 2025. Results: 243 pts were treated (P + L, 80; P + Q, 82; P + F 200 mg,
30; P + F 800 mg, 51). Median follow-up was 66.5 mo (range, 43.0-81.2). The Tcell;,{GEP™*""
lowppigron-high subgroup treated with P + L met the prespecified efficacy threshold (=95%
posterior probability of true ORR >20%); PFS and OS were generally consistent with anticipated
results among biomarker-defined subgroups (Table). Safety profile of each combination was
consistent with the known profiles of each therapy. Conclusions: With longer follow-up, OS
benefit was comparable across the 4 biomarker subgroups for the 3 combination therapies, with
no new safety signals. These data continue to show the feasibility of prospective biomarker
assessment to evaluate P-based therapies in advanced NSCLC. Clinical trial information:
NCT03516981. Research Sponsor: Merck Sharp & Dohme LLC, a subsidiary of Merck & Co.,
Inc., Rahway, NJ, USA.

TeelliGEP™Y  TcelliGEP™"  Tcell;GEP™" 1% TcellinfGEr!?“:“""w
igl

TMBnon—high TMBh|gh TMBnon-high TMB
ORR, % (95% ClI)
P+L 12.0 (2.5-31.2)  33.3(9.9-65.1)  40.9 (20.7-63.6) 57.1 (34.0-78.2)
P+Q 11.5(2.4-30.2) 30.8 (9.1-61.4) 13.6 (2.9-34.9) 52.4 (29.8-74.3)
P+ F 200 mg 0.0 (0.0-28.5)  33.3 (4.3-77.7) 25.0 (3.2-65.1) 60.0 (14.7-94.7)
P+ F 800 mg 27.3 (6.0-61.0) 13.6 (2.9-34.9) - 50.0 (26.0-74.0)
Median (95% CI) PFS, mo
P+L 5.4 (2.3-8.8) 13.8 (1.5-19.4) 8.2 (4.2-19.7) 17.8 (6.0-20.7)
P+Q 2.8 (2.0-6.0) 3.9(1.9-17.3) 6.1 (2.1-12.8) 17.0 (9.3-29.1)
P + F 200 mg 2.1 (1.92.1) 8.1 (1.7-NR) 2.1 (0.9-6.5) 6.3 (0.4-NR)
P+ F 800 mg 4.2 (1.8-12.2) 3.5(2.0-8.2) - 20.2 (6.1-NR)
Median ( 0S, mo
P+L 16.0 (5.4-20.2) 16.9 (3.8-33.2) 22.5(12.0-41.3) 22.7 (16.9-56.0)
P+Q 13.3 (8.4-20.0)  20.1 (7.7-NR) 23.7 (7.9-43.1) 51.6 (17.6-NR)
P + F 200 mg 8.6 (3.8-35.4) 20.8 (1.7-NR) 12.6 (0.9-25.4) NR (13.5-NR)
P + F 800 mg 18.6 (3.4-41.2) 11.1 (5.2-19.6) - NR (13.0-NR)

-, no pts enrolled.
NR = not reached.
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Single-cell spatial analysis of the tumor immune microenvironment in NSCLC
primary tumors and brain metastases.

Lauren Julia Brown, Jordan W. Conway, Angela L. Ferguson, Emily Duchini, Dariush Daneshvar, Pei Ni Ding, Bo Gao, Harriet Gee, Umaimainthan Palendira, Adnan Nagrial,
Eric Hau, Inés Pires da Silva; The University of Sydney, Faculty of Medicine and Health, Westmead, NSW, Australia; Melanoma Institute Australia, The University of Sydney,
Sydney, NSW, Australia; The University of Sydney, Faculty of Medicine and Health, Sydney, NSW, Australia; Tissue Pathology and Diagnostic Oncology, ICPMR Westmead
Hospital, Sydney, Australia; Westmead Hospital, Department of Medical Oncology, Westmead, NSW, Australia; Blacktown Cancer and Hematology Centre, Blacktown
Hospital, Blacktown, NSW, Australia; Sydney West Radiation Oncology Network, Western Sydney Local Health District, Westmead, NSW, Australia; Westmead Hospital,
Department of Medical Oncology, Westmead, Australia

Background: Brain metastases (BrM) are associated with poor prognosis in non-small cell lung
cancer (NSCLC). Although immune checkpoint inhibitors (ICIs) demonstrate intracranial ac-
tivity, intracranial progression remains common, especially in patients with driver-negative
NSCLC. To define mechanisms of intracranial immune resistance, we applied imaging mass
cytometry to profile the tumor immune microenvironment (TIME) in BrM and primary lung
tumors. Methods: Forty-four patients with advanced driver-negative NSCLC were included; 39
(89%) were treated with ICIs. A 40-marker antibody panel enabled site-specific immune
phenotyping of primary lung tumors and BrM, with all samples obtained prior to initiation
of systemic immunotherapy. Three regions of interest per sample (two intratumoral, one
peritumoral) were analyzed using a Hyperion imaging mass cytometer. Single-cell segmen-
tation was performed using Mesmer with immune phenotypes defined by marker expression.
Spatial neighborhoods were identified using unsupervised k-means clustering of nearest-
neighbor-derived local cellular compositions. Results: Compared with primary lung tumors,
BrM demonstrated significantly reduced CD4* and CD8* T cells (p < 0.001), Bcells (p = 0.017) and
endothelial markers (p < 0.001). Despite reduced overall CD4* infiltration, BrM exhibited higher
proportions of regulatory T cells (Tregs; p = 0.017), Ki67*CD4* T cells (p = 0.002) and Ki67* Tregs
(p = 0.017). BrM were enriched for CD206-high immunosuppressive macrophages, whereas
primary tumors demonstrated predominance of CD11c-high inflammatory myeloid cells (p =
0.006). Spatial analysis demonstrated increased proximity of CD8* T cells (p = 0.039) and Tregs
(p = 0.020) to M2-like macrophages in BrM. Neighborhood analysis revealed site-specific
immune organization, with primary tumors enriched for adaptive immune-dominant niches
containing mixed CD4*, CD8* and B-cell populations. In contrast, BrM were characterized by
myeloid-T-cell interface neighborhoods marked by close spatial coupling of T cells with
macrophages and monocytes. In primary tumors, durable immunotherapy benefit (=24-
month PFS and OS) was associated with significantly higher CD8* and CD4* T cells, B cells,
dendritic cells, monocytes and macrophages. In BrM, no consistent immune correlates of long-
term benefit were observed. Conclusions: NSCLC BrM exhibit a distinct TIME characterized by
depleted adaptive immune infiltration, CD206-high macrophage dominance and myeloid-T-
cell spatial organization. While primary lung tumors display adaptive immune signatures
predictive of durable ICI benefit, BrM lack consistent immune correlates of response. These
site-specific compositional and spatial differences provide a mechanistic framework for the
attenuated and less durable intracranial responses to immune checkpoint blockade. Research
Sponsor: Western Sydney Local Heath District.
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IBI363 (TAK-928) plus chemotherapy as first-line (1L) treatment for advanced
non—small cell lung cancer (NSCLC).

HaiYan Tu, Yong Wang, Hongxu Liu, Dingzhi Huang, Pei-Rong Ren, Fangling Ning, Xi Shi, Baogang Liu, Haiyan Yang, Lifeng Wang, Huijing Feng, Chunling Liu, Xian Zhong,
Minghui Zhang, Yuping Sun, Aigin Gao, Sujie Zhang, Jiaying Du, Jiawei Ye, Yi-Long Wu; Guangdong Lung Cancer Institute, Guangdong Provincial Key Laboratory of
Translational Medicine in Lung Cancer, Guangdong Provincial People’s Hospital, Guangdong Academy of Medical Sciences, Southern Medical University, Guangzhou,
Guangdong, China; Anhui Provincial Hospital, Hefei, China; Liaoning Cancer Hospital & Institute, Shenyang, China; Tianjin Medical University Cancer Institute & Hospital,
Tianjin, China; The Affiliated Hospital of Southwest Medical University, Luzhou, China; Binzhou Medical University Hospital, Binzhou, China; The First Affiliated Hospital of
Fujian Medical University, Fuzhou, China; Harbin Medical University Cancer Hospital, Harbin, China; Hunan Cancer Hospital, Changsha, China; Nanjing Drum Tower Hospital,
The Affiliated Hospital of Nanjing University Medical School, Nanjing, China; Shanxi Bethune Hospital, Taiyuan, China; Affiliated Cancer Hospital of Xinjiang Medical
University, Urumgqi, China; The Second Affiliated Hospital Zhejiang University School of Medicine, Hangzhou, China; Three Gorges Hospital of Chongging University,

Wanzhou, China; Cancer Hospital of Shandong First Medical University, Jinan, China; Innovent Biologics (Suzhou) Co., Ltd., Suzhou, China; Lung Cancer Research Institute
Department of Pulmonary Medicine II, Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital, Guangdong Academy of Medical Sciences, Southern
Medical University, Guangzhou, China

Background: IBI363 is a first-in-class, PD-1/IL-2%""13 bispecific antibody fusion protein with
great potential for immune-cold and immunotherapy (I0)-resistant tumors. Previously,
IBI363 monotherapy demonstrated encouraging and durable efficacy in patients (pts) with
I0-treated advanced NSCLC (2025 ASCO #8509). Here, we report a phase 1 study evaluating
IBI363 plus platinum-based doublet-chemotherapy (PDC, pemetrexed/paclitaxel plus plati-
num) in 1L NSCLC. Methods: Previously untreated pts with advanced NSCLC, without sensi-
tizing EGFR, ALK, or ROS1 alterations were enrolled. The safety lead-in evaluated IBI363 at 1.5
or 3 mg/kg Q3W plus PDC. In dose optimization (PD-L1 TPS < 50% required), pts were
randomized 1:1:1 to 3 cohorts: 3-1.5 mg/kg (IBI363 3 mg/kg plus PDC in cycle 1, then 1.5 mg/
kg Q3W plus PDC in subsequent cycles), 3 mg/kg (IBI363 3 mg/kg Q3W plus PDC) and 1.5 mg/kg
(IBI363 1.5 mg/kg Q3W plus PDC). Stratification factors were squamous vs non-squamous, and
PD-L1 TPS < 1% vs 1-49%. Primary endpoints were safety and efficacy assessed by investi-
gators per RECIST vi1.1. Secondary endpoints included pharmacokinetics (PK) and immuno-
genicity. Results: As of December 22, 2025, 80 pts were enrolled in safety lead-in (N = 11) and
dose optimization (N = 69) with median follow-up (mFU) of 5.8 months (range: 0.9-9.5).
Baseline characteristics (median age: 64 years, male: 88.8%, ECOG PS 1: 81.3%, stage IV: 72.5%,
SqNSCLC: 66.3%) were balanced among 3-1.5 mg/kg (N = 23), 1.5 mg/kg (N = 28) and 3 mg/kg (N
= 29) cohorts. Median treatment duration of IBI363 was 25.0 weeks (range: 4.0-41.1) while
65.0% pts with ongoing treatment, and 88.9% pts having completed =4 cycles of PDC. Grade=3
(G3+) treatment-emergent adverse events (TEAEs) occurred in 81.3% pts including 65.2% for
3-1.5 mg/kg, 82.1% for 1.5 mg/kg and 93.1% for 3 mg/kg cohorts. Common TEAEs were anemia
(any grades 78.8%, G3+ 18.8%), neutrophil count decrease (75.0%, G3+ 42.5%), white blood cell
count decrease (63.8%, G3+ 20.0%), arthralgia (51.3%, G3+ 2.5%), and platelet count decrease
(45.0%, G3+ 17.5%). IBI363-related AEs led to corresponding treatment discontinuation and
death in 6.3% and 1.3% pts. In dose optimization, 65.2% pts had PD-L1 TPS < 1 and 34.8% had
TPS 1-49%. Efficacy was evaluable in 62 pts with at least 1 tumor assessment. For 3-1.5 mg/kg
cohort (N = 22), ORR was 86.4% (95% CI: 65.1-97.1, confirmed ORR [cORR]: 81.8%) and DCR
was 100% (95% CI: 84.6-100). ORR was 85.7% for sqNSCLC (N = 14) and 87.5% for non-
sgNSCLC (N = 8). For the 1.5 mg/kg (N = 19) and 3 mg/kg cohorts (N = 21), ORR was 57.9% (cORR:
42.1%) and 66.7% (cORR: 57.1%). PFS was immature (events 28.8%). Clinical PK data also
supported an optimal benefit-risk profile based on efficacy and safety observed at 3-1.5 mg/kg.
Conclusions: IBI363 plus PDC was well tolerated and showed encouraging efficacy in advanced
NSCLC. Safety, efficacy, and PK data supported 3-1.5 mg/kg as the recommended dose. Clinical
trial information: NCT06468098. Research Sponsor: None.
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Immunonutrition intervention in driver gene—negative non—small cell lung cancer
patients with sarcopenia: A randomized controlled trial.

Xiangliang Liu, Jin Lu, Wei Song, Huimin Tian, Yan Li, Jiajia Song, Yuguang Li, Xingiao Chen, Xiao Chen, Jiuwei Cui; The First Hospital of Jilin University, Cancer Center,
Changchun, Jilin, China; The First Hospital of Jilin University, Changchun, China; Department of Oncology, The First Hospital of Jilin University, Changchun, China

Background: Cancer-related sarcopenia impairs treatment tolerance and survival in advanced
NSCLC. This Phase Il trial evaluated IMPACT (arginine and omega-3 enriched formula) in driver
gene-negative advanced NSCLC patients receiving chemoimmunotherapy. Methods: Single-
center, open-label, randomized Phase II study. Eligible patients: driver gene-negative ad-
vanced NSCLC with sarcopenia (AWGS criteria). Randomization 1:1 to IMPACT plus chemo-
immunotherapy (Arm A, n=59) versus chemoimmunotherapy alone (Arm B, n=49). IMPACT
administered continuously during treatment. Primary endpoint: PFS. Secondary endpoints:
body composition (BIA, CT-L3), inflammatory markers (NLR), nutritional status (PG-SGA),
safety. Statistical design: 80% power, HR=0.60, alpha=0.05. Dropouts: 7 (11.9%) in Arm A, 5
(10.2%) in Arm B. Modified ITT: 96 patients (52 vs 44). Results: Baseline characteristics
balanced. Median PFS: not reached (Arm A) versus 7.0 months (95% CI: 5.2-8.8, Arm B);
HR=0.45 (95% CI: 0.23-0.88), P=0.018. Six-month PFS: 82.7% versus 54.5%; 12-month PFS:
59.6% versus 31.8%. NLR change: -1.28 versus +0.16 (P=0.0045). Lean mass change: +0.59 kg
versus -1.00 kg (P<0.05). L3 skeletal muscle density: +1.93 HU versus +0.37 HU (P<0.05). PG-
SGA improved in Arm A (9.1+5.6 to 6.4*5.1, P<0.001) but not Arm B (8.9+5.8 to 8.2+5.5,
P=0.156). Elderly subgroup (=65y) showed enhanced benefit: HR=0.23 (95% CI: 0.06-0.95),
P=0.043. Grade 3-4 AEs: 38.5% versus 52.3% (P=0.156). No IMPACT-related SAEs. Conclusions:
IMPACT immunonutrition with chemoimmunotherapy significantly improved PFS, preserved
lean mass, reduced inflammation, and enhanced nutritional status in driver gene-negative
advanced NSCLC with sarcopenia. Well-tolerated with favorable safety. Phase III evaluation
warranted. Clinical trial information: ChiCTR2300078741. Research Sponsor: Beijing Xisike
Clinical Oncology Research Foundation; Y-NESTLE2022ZD-0517.

Key efficacy outcomes.

Endpoint Arm A (Sustagen, n=52) Arm B (Control, n=44) P value
edian PFS, months NR 7.0 (5.2-8.8) 0.018
6-month PFS, % 82.7 54.5 -
12-month PFS, % 59.6 31.8 -
NLR change -1.28 +0.16 0.0045
Lean mass change, kg +0.59 -1.00 <0.05
L3 SMD change, HU +1.93 +0.37 <0.05
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Efficacy outcomes in first-line (1L) non—small cell lung cancer (NSCLC) with
maintenance of imnmune competence: QUILT-2.023 randomized phase 3 study of IL-
15R agonist nogapendekin alfa inbakicept (NAI) with checkpoint inhibitor (CPI) +
chemotherapy.

John M. Wrangle, Luke P. Dreishach, Amol Rajeev Rao, Chaitali Singh Nangia, Courtney Lewis, Leylah Drushosky, Paul Bhar, Matthew Allinder, Sandeep Bobby Reddy,
Patrick Soon-Shiong; Medical University of South Carolina, Charleston, SC; Desert Hematology-Oncology Medical Group, Rancho Mirage, CA; MemorialCare Cancer
Institute, Fountain Valley, CA; Hoag Cancer Center, Newport Beach, CA; ImmunityBio, Inc., Culver City, CA

Background: Baseline and treatment-induced lymphopenia are adverse prognostic factors in
NSCLC and may limit CPI durability. CPI and chemo-I0 can reduce peripheral
absolute lymphocyte counts (ALC) over time. NAI expands NK and effector/memory T cells
and increases ALC, a biological marker of immune competence. In QUILT-3.055 (=2L NSCLC
after CPI failure), sustained ALC increases were associated with prolonged overall survival (0S).
QUILT-2.023 tests whether preserving immune competence with NAI improves response rate,
progression-free survival (PFS), and OS when added to 1L standards of care (SOC). To inform the
design of the ongoing registrational-intent QUILT-2.023 study, results from 98 enrolled
subjects were unblinded for exploratory analysis. Methods: QUILT-2.023 (NCT03520686) is
an ongoing randomized multicohort phase 3 trial in untreated advanced/metastatic NSCLC
(ECOG 0-1; squamous or nonsquamous). Cohort A (PD-L1 TPS =1%) was randomized 1:1 to
CPI+NAI vs CPI; ALC over time was analyzed using a mixed model for repeated measures. The
primary efficacy endpoint was PFS with hierarchical testing (TPS =50% then TPS =1%). PFS
was analyzed at 8 months to evaluate the temporal relationship of ALC through 27 weeks of CPI
alone versus CPI+NAI. Cohorts B (squamous) and C (nonsquamous), with any PD-L1 TPS, were
randomized 1:1 to SOC platinum chemo-IO + NAI; pooled Cohort B+C efficacy (ORR, DCR, PFS,
0S) was assessed per RECIST v1.1. Results: Cohort A (N = 63): baseline ALC was comparable
between arms; CPI+NAI showed significant, sustained ALC increase vs CPI alone over 27 weeks
(P = 0.0065), regardless of PD-L1 TPS. In TPS =50% (N = 45), ALC over time significantly
improved with CPI+NAI vs CPI alone (P = 0.0420). Correlating with this increased ALC, PFS in
the CPI+NAI arm demonstrated median PFS of 7.0 vs 2.2 months (HR 0.40; 95% CI 0.17—-0.94; p
= 0.0298). Grade =3 CPI-related TEAEs occurred in 16% of subjects in both arms. In pooled
Cohorts B+C (ITT N = 36), ORR (CR+PR) was 56% with chemo-10+NAI vs 33% chemo-I0 alone;
DCR was 83% vs 78%. Median PFS was 18.9 vs 10.6 months (HR 0.48; 95% CI 0.19-1.23; p =
0.1192) and median OS reached significance of 34.7 vs 20.2 months (HR 0.38; 95% CI 0.15—-0.98;
P = 0.0394). Conclusions: Adding NAI to CPI-based SOC increased ALC and improved PFS in PD-
L1TPS =50% 1L NSCLC, with manageable safety. In platinum chemo-IO cohorts, pooled efficacy
shows improved response and a significant OS signal, consistent with immune-competence
preservation as a modifiable determinant of CPI durability. Enrollment and follow-up are
ongoing. These interim findings are consistent with the single-arm trial QUILT-3.055 and
support continued accrual in QUILT-2.023 and ResQ201A (NCT06745908), randomized
NAI+CPI studies across 1L and =2L advanced NSCLC. Clinical trial information:
NCT03520686. Research Sponsor: ImmunityBio.
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Response to cancer immunotherapy for p53 antibody-positive non-small cell lung
cancer according to treatment regimen.

Tetsuo Shimizu, Yoshiko Nakagawa; Division of Respiratory Medicine, Department of Internal Medicine, Nihon University School of Medicine, Tokyo, Japan; Division of
Respiratory Medicine, Department of Internal Medicine, Nihon University School of Medicine, Japan., Tokyo, Japan

Background: Cancer immunotherapy has enabled long-term survival in advanced non-small
celllung cancer (NSCLC), but there are some patients with resistance to cancer immunotherapy.
Mutations in the p53 gene have been reported to suppress immunity in the tumor immune
microenvironment and influence resistance to cancer immunotherapy. Serum p53 antibody is
an autoantibody produced in association with p53 gene mutations. However, it is unclear
whether p53 antibody-positive NSCLC correlates with treatment response to cancer immu-
notherapy, particularly whether treatment response differs according to the treatment reg-
imen. Methods: Participants were patients with advanced NSCLC who received immune
checkpoint inhibitors (ICI) with or without chemotherapy at our hospital from November
2018 to June 2024. Blood samples were obtained before and after treatment with ICI and serum
p53 antibody levels were measured. We compared the serum anti-p53 antibody and treatment
response (early progressive disease, progression-free survival, and overall survival). Further-
more, we investigated whether treatment response of cancer immunotherapy in p53 antibody-
positive NSCLC differs according to the treatment regimen. Results: A total of 173 patients were
enrolled (mean age 69.4 years, 76.7% male, 58.4% adenocarcinoma). The regimen of ICI with
chemotherapy was more common in 130 cases (75.1%) than ICI alone. There were 70 patients
(40.4%) who were positive for serum p53 antibody before treatment. The p53-positive group
had a significantly higher early progressive disease than the p53-negative group in the patients
who received ICI with chemotherapy (28.6% vs 15.5%, p = 0.04). Multivariate analysis showed
that serum p53 antibody was the only factor significantly associated with early progressive
disease (HR 3.11, 95%CI 1.19-8.50, p = 0.02). PFS was significantly shorter in the p53-positive
group than in the p53-negative group in patients with PD-L1 low expression (0-49%) (3.7m vs
7.2m, p = 0.01). Regarding the impact of treatment regimens on treatment response, there was
no difference based on ICIs with or without chemotherapy. However, the group that combined
anti-VEGF antibodies with ICIs had a significantly lower early progressive disease rate than the
group that did not combine them (14.3% vs 30.2%, p = 0.03). Conclusions: Serum p53 antibody
influenced the therapeutic efficacy of cancer immunotherapy in NSCLC. p53 antibody-positive
NSCLC demonstrated differing treatment responses depending on therapeutic regimen. We
believe that the combination of ICIs and anti-VEGF antibodies is a promising treatment option
for p53 mutation-positive NSCLC. Research Sponsor: None.
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Indefinite versus 2 years fixed duration of immune checkpoint inhibition in met-
astatic non—small cell lung cancer.

Biagio Ricciuti, Mark M. Awad, Mark Yungjie Jeng, Rohit Thummalapalli, Lingzhi Hong, Eleonora Gariazzo, Teresa Gorria, Giannis S. Mountzios, Federico Monaca,
Federica Pecci, Alessio Cortellini, Marcelo Corassa, Laura Mezquita, Giulio Metro, Lisa Derosa, Adam Jacob Schoenfeld, Natalie I. Vokes; Dana-Farber Cancer Institute,
Harvard Medical School, Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY; Memorial Sloan Kettering Cancer Center, New York City, NY; The University of
Texas MD Anderson Cancer Center, Houston, TX; Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Medical Oncology
Department, Hospital Clinic de Barcelona, Barcelona, Spain; Henry Dunant Hospital Center, Athens, Greece; The Christie NHS Foundation Trust and Division of Cancer
Sciences, Manchester, United Kingdom; Campus Bio-Medico University of Rome, Rome, Italy; Hospital A Beneficéncia Portuguesa de S3o Paulo, S3o Paulo, Brazil; Gustave
Roussy Cancer Campus Grand Paris, Villejuif, France; Division of Medical Oncology, Santa Maria della Misericordia Hospital, University of Perugia, Perugia, Italy; Gustave
Roussy Cancer Campus (GRCC), ClinicObiome, Villejuif, France; Thoracic Oncology Service, Memorial Sloan Kettering Cancer Center, New York, NY; Department of
Thoracic/Head and Neck Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Clinical trials of immune checkpoint inhibitors (ICIs) in metastatic non-small cell
lung cancer (mNSCLC) limited treatment duration to 2 years despite the absence of evidence
defining the optimal time on therapy. In routine clinical practice, however, many patients
receive ICIs for more than 2 years. We evaluated survival outcomes in patients treated with 2
years versus > 2 years of therapy. Methods: We conducted a global, retrospective cohort study
of patients with mNSCLC treated with ICIs for at least 2 years. Patients were classified as
receiving fixed-duration ICI (discontinued at 2 years) or indefinite ICI therapy. Outcomes
included progression-free survival (PFS), and overall survival (OS) from ICI start. Multivariable
Cox regression, propensity score matching, and 2-year landmark analyses with inverse prob-
ability weighting (IPW) were used to address time-dependent biases and adjust for relevant
covariates. Results: Among 889 patients who received at least 24 months of ICI therapy, median
age was 65.5 years; 45.6% were women; 92.8% had a smoking history; 80.2% had adenocar-
cinoma histology; 70% of patients received ICI as first-line therapy and median PD-L1 tumor
proportion score was 60%. Overall, 58.8% received indefinite ICI and 41.2% discontinued at 2
years. Median PFS and OS for the overall cohort were 5.7 years and 8.1 years, respectively.
Baseline clinicopathologic characteristics, including age, sex, histology, PD-L1 expression,
ECOG performance status, and smoking history, were well balanced between groups. Indefinite
ICI therapy was associated with significantly longer PFS (HR 0.75, p < 0.01) and OS (HR 0.62, p <
0.001) compared to 2 years of therapy. These findings were consistent in a propensity-matched
analyses (PFSHR 0.62, p < 0.01; 0S HR 0.60, p < 0.001) and multivariable models (adjusted PFS
HR 0.75, p = 0.02; adjusted OS HR 0.57, p < 0.001). In 24-month landmark analyses with IPW,
indefinite ICI remained associated with improved PFS (HR 0.74, p = 0.02) and OS (HR 0.56, p <
0.001). Benefit with indefinite therapy was observed across all predefined subgroups, including
age, sex, histology, PD-L1 strata, ECOG performance status, smoking history. Among 98
patients who received ICI rechallenge at disease progression, the objective response rate
was 45%, with a median PFS of 12.9 months and a median OS of 30.2 months. Conclusions:
Continuation of ICI therapy beyond 2 years was consistently associated with superior PFS and
0S compared with treatment limited to 2 years across subgroups and sensitivity analyses. These
findings highlight the limitations of arbitrary treatment caps in clinical trial design, support
individualized duration decisions, and underscore the need for prospective trials to define the
optimal duration of ICI therapy in NSCLC. Research Sponsor: None.
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Comparison of a highly sensitive, tumor-informed lllumina whole genome se-
quencing research assay and a tumor-informed bespoke whole exome sequencing
assay for molecular residual disease detection in CheckMate-77T (NCT 04025879).

Jonathan Beer, Li Liu, Khai Luong, Jeff Tsai, Jacob Gibson, Jonathan F. Baden, Sven Bilke, Kate Broadbent, Yuan Ding, Amy Hung, Artem Movsesyan, Jaclyn Neely,
Mark Stern, Weixin Wu, David Yu, Yunjiao Zhu, Traci L. Pawlowski; Bristol Myers Squibb, Cambridge, MA; lllumina, Inc., San Diego, CA; Bristol Myers Squibb, Princeton, NJ

Background: In CheckMate 77T (NCT 04025879), nivolumab showed clinically meaningful
improvements in event free survival and pathologic complete response vs placebo in 461
patients with resectable (stage IIA-IIIB) NSCLC. Previously, circulating tumor DNA (ctDNA)
clearance rates of 66% in NIVO and 38% in PBO of the neoadjuvant period (C1D1 to definitive
surgery) had been reported from 130 patients by Provencio et. al. (LBA50, ESMO 2024). In this
study, we aim to extend on the previous exploratory study by using a highly sensitive whole
genome sequencing (WGS) minimal residual disease (MRD) assay to detect ctDNA clearance
rates and compare to those measured using a tumor-informed whole exome sequencing (WES)
MRD assay. Methods: Residual samples (tumor FFPE tissue/isolated DNA, normal, cfDNA) from
61 of the 130 participants previously reported comprised this study. The Illumina WGS MRD
assay employs WGS of tumor and matched normal to generate tumor fingerprints which were
bioinformatically monitored in plasma using low-pass WGS (lp-WGS). All samples were pre-
pared using [llumina’s WGS Oncology Prep (research use only) and analyzed with DRAGEN MRD
pipeline. A comparison of the operational complexity and turn-around-time (TAT) between
tumor-informed WES MRD assays and the Illumina WGS MRD assay was performed. Results:
Detection rates at C1D1 were greater in this study than previously reported, 91% for WGS vs 86%
for WES, supporting the hypothesis that WGS MRD is more sensitive than WES MRD assays.
Using the WES MRD results as reference, the Illumina WGS assay demonstrated a high con-
cordance with positive percent agreement of 100%, negative percent agreement of 63% and
overall percent agreement of 95%. Clearance rates of ctDNA in both study arms were calculated,
summarized and compared to previous results by Provencio et. al. Compared to tumor-
informed MRD assays, the Illumina WGS MRD assay significantly reduced operational com-
plexity and TAT, as it eliminated the need for bespoke panel design, including analysis,
manufacturing and assay validation. The Illumina Oncology WGS Prep uses a single streamlined
workflow for all MRD sample types. The IpWGS testing of plasma cfDNA required only 2-5 ng
cfDNA which can be obtained from a single tube of whole blood compared to 2 tubes of whole
blood as required for many tumor-informed MRD assays. The total TAT of the WGS MRD
workflow, including both tissue and plasma testing, was 1-2 weeks, substantially shorter than
the 4-6 weeks required for most tumor-informed MRD assays. Conclusions: This study found
the Illumina WGS MRD research assay to be highly concordant with previous tumor-informed
WES MRD results for MRD positive results, with improved sensitivity, reduced TAT, lower
cfDNA input requirements and decreased operational complexity. Clinical trial information:
NCT04025879. Research Sponsor: Bristol Myers Squibb; Illumina.
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Efficacy and safety of anamorelin in patients with non—small cell lung cancer and
cancer cachexia undergoing chemoimmunotherapy: A real-world prospective co-
hort study (SPIRAL-ANA).

Kenji Morimoto, Junji Uchino, Makoto Hibino, Yuki Takeyasu, Ken Yamamoto, Yoshie Morimoto, Yusuke Chihara, Takayuki Nakano, Hiroyasu Kaneda, Shunya Tanaka,
Shinsuke Ogusu, Yasuhiro Goto, Takayuki Shimose, Koichi Takayama; Kyoto Prefectual Univeresity of Medicine, Kyoto, Japan; Department of Pulmonary Medicine, Kyoto
Prefectural University of Medicine, Kyoto, Japan; Department of Respiratory Medicine, Shonan Oiso Hospital, Oiso, Japan; Department of Thoracic Oncology, Kansai
Medical University, Osaka, Japan; Division of Thoracic Oncology, Kobe Minimally Invasive Cancer Center, Kobe, Japan; Department of Pulmonary Medicine, Kyoto
Kuramaguchi Medical Center, Kyoto, Japan; Department of Respiratory Medicine, Uji-Tokushukai Medical Center, Uji, Japan; Department of Respiratory Medicine,
Fukuchiyama City Hospital, Fukuchiyama, Japan; Department of Clinical Oncology, Osaka Metropolitan University, Osaka, Japan; Department of Respiratory Medicine,
Japanese Red Cross Society Kyoto Daiichi Hospital, Kyoto, Japan; Division of Hematology, Respiratory Medicine and Oncology, Department of Internal Medicine, Faculty of
Medicine, Saga University, Saga, Japan; Department of Respiratory Medicine, Fujita Health University School of Medicine, Toyoake, Japan; Statistics and Data Center,
Clinical Research Support Center Kyushu, Fukuoka, Japan

Background: The efficacy and safety of combining anamorelin with chemoimmunotherapy for
non-small cell lung cancer (NSCLC) complicated by cancer cachexia remain unclear. This study
aims to clarify the potential clinical benefits of combining anamorelin with standard first-line
treatment in this challenging patient subpopulation. Methods: We prospectively enrolled
patients with advanced NSCLC who had cancer cachexia and were scheduled to initiate
anamorelin together with chemoimmunotherapy. Cancer cachexia was defined according to
the eligibility criteria for anamorelin administration in Japan. Anamorelin is indicated for
patients with body weight loss of =5% within the previous 6 months and with anorexia, who
meet at least two of the following criteria: 1) fatigue or malaise, 2) generalized muscle weak-
ness, or 3) C-reactive protein level >0.5 mg/dL, or albumin level <3.2 g/dL, or hemoglobin
level <12 g/dL. Progression-free survival (PFS) from start of chemoimmunotherapy was the
primary endpoint. Results: Overall, 123 patients were enrolled, of whom 118 comprised the
safety analysis set and 114 comprised the full analysis set. The median duration of anamorelin
treatment was 13.15 weeks. Median age, body weight, and body mass index were 73 years (range:
42—89 years), 53.2 kg (range: 32.5-79.4 kg), and 20.2 kg/m? (range: 15.0-29.1 kg/m?), re-
spectively. Among these patients, 20 (17.5%) had an Eastern Cooperative Oncology Group
performance status of 2. At week 12, 62 patients (54.4%) were still being treated with
anamorelin. The median PFS and overall survival (0OS) were 6.2 months and 18.5 months,
respectively, and the study did not meet the prespecified PFS endpoint. In a 12-week landmark
analysis stratified by cachexia status at week 12, OS was significantly longer in patients who had
achieved cachexia improvement by week 12 than in those who remained cachectic (19.9 months
versus 7.1 months, log-rank p = 0.0098; hazard ratio for death, 2.19; 95% confidence interval,
1.19-4.02). The safety profile was manageable, with grade =3 neutropenia and hyperglycemia
occurring in 31.4% and 5.1% of patients, respectively, and no deaths were considered related to
anamorelin. Conclusions: In this prospective real-world cohort of patients with NSCLC and
cancer cachexia receiving first-line chemoimmunotherapy, anamorelin was associated with a
manageable safety profile but did not achieve the primary endpoint of PFS prolongation.
Cachexia improvement at week 12 was observed in a substantial proportion of patients and
was associated with longer OS. These findings suggest that the clinical value of anamorelin in
this setting may lie in facilitating cachexia improvement. Research Sponsor: Ono
Pharmaceutical.
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Disaggregated lung cancer mortality trends in Asian American, Native Hawaiian, and
Pacific Islander (AANHPI) patients by key sociodemographic features including sex,
age, and smoking status.

Diya Jayram, Kyle Edwards, Meera Vimala Ragavan, Fumiko Chino; University of Miami Miller School of Medicine, Miami, FL; Kaiser Permanente San Francisco, San
Francisco, CA; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Lung cancer is a leading cause of death in AANHPI populations, yet studies
aggregate patients with diverse cultural backgrounds and immigration histories into an “Asian
American” monolith, obscuring high-risk subgroups. Prior national disaggregation work has
not captured key demographic variables important to understanding epidemiologic trends.
Methods: This study analyzed the US Multiple Cause of Death database for deaths from lung
cancer from 2018-2023, sociodemographic information included age at death, sex, race/
ethnicity, smoking status, and education. Disaggregated AANHPI subgroup trends were eval-
uated using ACS 1-year estimates; other analyses used CDC WONDER bridged-race populations.
Joinpoint estimated annual percent change in mortality(APC)/AdjustedAPC by race and sex.
Pearson’s Chi-squared test tested comparisons. Results: From 2018-2023, there were 430,703
deaths due to lung cancer in males, of which 2.7% (n=11,441) were in AANHPI males; there were
379,199 deaths in females, of which 2.5% (n=9397) were in AANHPI females. There were
demographic differences in deaths within AANHPI subgroups and compared against white
patients. For example, 0.5% of deaths in white male and females occurred in those aged 25-44,
but this younger age group had 2.1% (male) and 4.3% (female) of Indian American deaths and
1.2% (male) and 1.7% (female) of Chinese American deaths. Deaths in white patients were
associated with smoking in 48% (male) and 43% (female) of cases, but in far less of Chinese
American (17% male, 4.4% female) and Filipino American (21% male, 9.7% female) lung cancer
deaths (p<0.001 comparison). From 2018-2023, adjusted AANHPI male lung cancer mortality
significantly declined —1.63% (95% CI —1.87 to —1.38; p<0.0001) but this was not seen AANHPI
females (AAPC —1.20%; —2.86 to 0.79; p=0.22). The magnitude of AANHPI mortality decreases
were smaller than in White (male -3.95, -4.43 to -3.24, female -2.35, -3.64 to -1.10; p<0.0001
both) and Black (male -4.35, -5.22 to -3.52, female -2.99, -3.99 to -2.96) adults during the
same time period (p<0.0001 both). Disaggregation showed rising lung cancer mortality in
Filipino women (AAPC +1.99%; 95% CI 0.59—3.54; p=0.006) and upward trends in Vietnamese
women (AAPC +2.29%; 95% CI —1.05 to 5.81), whereas most AANHPI men had stable or
modestly declining mortality. Conclusions: Despite large gains in lung cancer mortality over
time, AANHPI populations —especially AANHPI women— show slower improvements despite
high never-smoker prevalence, underscoring the need for disaggregated research. Rising lung
cancer mortality in specific unique populations like Filipino women should motivate further
research and guide targeted community outreach so that all populations benefit from im-
provements in early diagnosis and precision oncology. Research Sponsor: None.
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A phase 2 study of docetaxel (D), ramucirumab (R), and pembrolizumab (P) for
patients with metastatic or recurrent non—small cell lung cancer (NSCLC) who
progressed on platinum-doublet and PD-1/PD-L1 blockade.

Badi Edmond El Osta, Jennifer W. Carlisle, Conor Ernst Steuer, Manali Rupji, Zhengjia Chen, Yuan Liu, Taofeek Kunle Owonikoko, Suresh S. Ramalingam, Ticiana Leal;
Winship Cancer Institute of Emory University, Atlanta, GA; University of lllinois Chicago, Chicago, IL; Department of Biostatistics and Bioinformatics, Emory University
School of Medicine, Atlanta, GA; University of Maryland Marlene and Stewart Greenebaum Comprehensive Cancer Center, Baltimore, MD

Background: NSCLC treatment (trt) efficacy remains modest after progression on platinum and
immune checkpoint inhibitors (ICI). Salvage trt with D + R has a 6-month progression-free
survival (PFS) rate of 37%. Methods: We conducted a phase 2, single-arm study of D (75mg/
m?), R (1omg/kg), P (200mg) given intravenously in 21-day cycles until disease progression or
unacceptable toxicity. Eligibility: metastatic or recurrent NSCLC, progression on concurrent or
sequential platinum and ICI, no prior exposure to D or R, ECOG 0-1, measurable disease,
adequate organ function. A safety run-in cohort was performed followed by efficacy evaluation
using Simon’s two-stage design. The null hypothesis (H,) of 6-month PFS rate of 37% was
tested against a one-sided alternative hypothesis with a rate >62% (« 0.1, power 80%). H, will
be rejected if =11 of 21 patients (pts) remain free of progression or death by 6 months (m) with
planned sample size of 30 to accommodate early dropout. PFS and overall survival (0OS) were
estimated using Kaplan Meier method. Results: 30 pts were enrolled. Median (range) age = 66.5
(57-84) years. 20 (67%) were white, 11 (37%) female, 25 (83%) ever-smoker, 23 (77%) non-
squamous, 23 (77%) PD-L1 <50%, 29 (97%) received platinum + ICI concurrently, 19 (63%)
progressed after 6m on prior ICI, 10 (33%) had brain metastases (mets), and 7 (23%) had liver
mets. 28 pts completed at least one cycle of trt: 22 were evaluable for 6-month PFS (primary
endpoint), 6 early dropouts <6m on trt w/o progression (including 1 prior to first imaging). No
dose limiting toxicities were observed in the first month on trt. 14 (64%) of 22 pts were free of
progression by 6m. Median PFS = 7.3m (95CI, 5.6-9.9); median OS = 15m (95CI, 8.4-18.9); ORR
=37%; 10 partial responses; median duration of response = 5.9m (95CI, 1.6-7.2); disease control
rate = 96%; clinical benefit = 67%. Nine (31%) pts had trt-related serious adverse event (trSAE)
including 1 (3%) death (Table 1). Median (range) cycles for D, R, P were 6 (1-11), 8 (1-23), 8 (1-
23), respectively. Two pts remain on trt. Number of D cycles was associated with improved OS
(HR 0.73; p= 0.01) and PFS (HR 0.83; p= 0.01). Presence of brain or liver mets (HR 3.13; p= 0.03)
and progression in <3m on prior ICI (HR 5.42; p= 0.02) were associated with shorter OS.
Conclusions: The study met its primary endpoint and demonstrated a manageable safety
profile and a promising efficacy of this regimen. Clinical trial information: NCT'04340882.
Research Sponsor: Merck; 58866.

Summary of trSAE (n= 29).

Lethargy / weakness 3 (10%)
Pneumonia 3 (10%)
Atrial Fibrillation 2 (7%)
Dehydration / volume depletion
Low K/Mag

Neutropenia

Death

Diverticulitis

Fever

Interstitial nephritis

Infusion reaction with cardiac arrest
Neutropenic fever

Pancreatic fistula

Pancreatitis

Port infection

Pneumonitis

Septic shock
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Trends in lung cancer mortality among U.S. adults aged >55 before and after the
introduction of immunotherapy: A CDC WONDER Joinpoint-style analysis.

Aura Calderon, Shubhank Goyal, Bharat M. Peddinani, Everardo Cobos, Diane Duyen Nguyen; The University of Texas Rio Grande Valley, Mcallen, TX; University of Texas Rio
Grande Valley, Mcallen, TX

Background: Lung cancer remains the leading cause of cancer-related mortality in the United
States. Although sustained reductions in tobacco use have contributed to gradual declines in
incidence and mortality, recent therapeutic advances have transformed the management of
non-small cell lung cancer. The introduction of immune checkpoint inhibitors (ICIs) in the
early 2010s led to substantial survival gains in clinical trials and shifted treatment paradigms
toward frontline and perioperative settings. Whether these advances have translated into
accelerated reductions in lung cancer mortality at the population level remains incompletely
characterized. Methods: We conducted a nationwide population-based analysis using the CDC
WONDER Underlying Cause of Death database from 1999 to 2020. Lung cancer deaths were
identified using ICD-10 codes C34.0—C34.9. Annual age-adjusted mortality rates per 100,000
population standardized to the 2000 U.S. population were analyzed. Among adults aged =55
years, joinpoint-style segmented log-linear regression was used to identify inflection points
and estimate annual percent changes (APC) before and after the identified breakpoint. Results:
From 1999 to 2020, age-adjusted lung cancer mortality declined substantially. Among adults
aged =55 years, segmented regression identified a significant inflection point in 2011. Prior to
2011, mortality declined at —1.52% per year, whereas after 2011 the decline accelerated
to —3.88% per year (p < 0.001 for change in slope). In the overall population, mortality declined
from 55.4 to 48.8 per 100,000 between 1999 and 2014 (APC —0.7%/year) and decreased more
rapidly from 47.8 to 41.3 per 100,000 between 2015 and 2020 (APC —2.9%/year), representing
more than a fourfold acceleration. Conclusions: In this nationwide age-adjusted analysis, lung
cancer mortality demonstrated a sustained decline over two decades, with a marked acceler-
ation beginning in the early 2010s. Although reductions in tobacco use remain an important
contributor, the timing and magnitude of this acceleration, particularly among adults aged =55
years, are consistent with population-level benefits associated with advances in systemic
therapy, including immune checkpoint inhibitors. These findings suggest that rapid clinical
adoption of immunotherapy may have contributed to meaningful real-world improvements in
lung cancer mortality. Research Sponsor: None.

Age-adjusted U.S. lung cancer mortality before and after immunotherapy integration, 1999-2020.

Era Years Start rate End rate Percent decline APC (% per year)
Pre-immunotherapy 1999-2014 55.4 48.8 -10.5% -0.7
Immunotherapy era 2015-2020 47.8 47.8 -13.6% -2.9

APC = annual percent change. Rates are age-adjusted to the 2000 U.S. standard population.
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Impact on overall survival after adjusting for treatment crossover in first-line
metastatic NSCLC trials for pembrolizumab plus chemotherapy.

Ying Zhang, Riddhi Babel, Tao Fan, Mayur Amonkar, Renata Eiras, Kristel Vandormael; MSD Europe, Brussels, Belgium; Merck & Co., Inc., Rahway, NJ

Background: High crossover rates were observed in the chemotherapy alone arm in
KEYNOTE(KN)-189 and KEYNOTE-407, attributable to protocol-permitted crossover to pem-
brolizumab monotherapy and subsequent anti-PD1/PD-L1 therapies per clinical practice. The
objective was to assess the impact on overall survival (OS) by adjusting for treatment crossover.
Methods: The analysis used pooled data from KN-189 global (NCT02578680; cut-off date:
08MAR2022) and Japan extension (NCT03950674; cut-off date: 07FEB2023), and pooled data
from KN-407 global (NCT02775435; cut-off date: 23FEB2022) and China extension
(NCT03875092; cut-off date: 10FEB2023). The survival time of participants (pts) in the che-
motherapy alone arm who crossed over to pembrolizumab or subsequent anti-PD1/PD-L1
therapy was adjusted using a Two-Stage Estimation model (TSE) and Rank-Preserving Struc-
tural Failure Time model (RPSFT). Subsequently, a stratified Cox regression model was used to
estimate the treatment effect of pembrolizumab+chemotherapy (P+C) relative to chemother-
apy. Results: Overall, 646 and 669 patients were included in the analysis for KN-189 & KN-407
with a median follow-up of 64.6 months (range, 59.3-82.8) and 56.7 months (range, 50.1-
69.3), respectively. In KN-189, adjusting OS for 56.3% pts who crossed over from the chemo-
therapy arm resulted in a larger treatment effect estimate for P+C relative to chemotherapy
than observed in the unadjusted Intention-to-Treat (ITT) analysis. Similarly, for KN-407, after
adjusting OS for 53.7% pts who crossed over, compared with chemotherapy alone, P+C showed
more pronounced benefit than in the unadjusted ITT approach. The greater treatment effect for
P+C was consistently demonstrated in both studies regardless of the PD-L1 TPS cutoff values.
Conclusions: After adjusting for treatment crossover, pembrolizumab + chemotherapy dem-
onstrated greater magnitude of OS benefit versus chemotherapy alone in both trials. TSE
and RPSFT analyses support the robustness of these findings showing similar direction and
magnitude of treatment effects across PD-L1 TPS cut-offs. Clinical trial information:
NCT02578680; NCT03950674; NCT02775435; NCT03875092. Research Sponsor: Merck Sharp
& Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.

KN-189 KN-407
Unadjusted Unadjusted

Population N ITT TSE RPSFT N ITT TSE RPSFT
All comers 431 vs 0.60 0.44 0.46 332 vs 0.65 0.47 0.52
215  (0.50;0.72) (0.33,  (0.35, 337 (0.55,0.76) (0.35,  (0.40,

0.58) 0.61) 0.63) 0.67)

TPS <1% 140 vs 66 0.51 0.41 0.42 115 vs 0.75 0.59 0.64
(0.37,070) (027,  (0.28, 121 (0.56,0.99) (0.35,  (0.42,

0.63) 0.63) 0.98) 0.98)

TPS 21% 267 vs 0.65 0.48 0.50 207 vs 0.60 0.40 0.45
132 (0.52, 0.82) (0.32, (0.34, 209  (0.48,0.74) (0.28, (0.32,

0.71) 0.73) 0.59) 0.63)

TPS 1-49% 132 vs 61 0.66 0.48 0.54 114 vs 0.59 0.38 0.45
(0.47,092) (027,  (0.33, 124 (0.45,0.79) (0.22,  (0.30,

0.86) 0.88) 0.64) 0.70)

TPS =2 50% 135 vs 71 0.66 0.48 0.48 93 vs 85 0.63 0.44 0.46
(0.47, 0.93) (0.26, (0.26, (0.45,0.88) (0.24, (0.26,

0.87) 0.87) 0.79) 0.81)
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Early lipid-lowering therapy initiation after lorlatinib and clinical outcomes in
non—small cell lung cancer: A propensity-matched real-world analysis.

Sooraj Srirangadhamu Gopu, Siddharth Pravin Agrawal, Kanishka Uttam Chandani, Jatin Thukral, Amanda Lussier, Salman Jajja, Vida Tajiknia, Anjali Patel, Ahmad Abdalla,
Ahmed Nadeem; New York Medical College, Landmark Medical Center, Woonsocket, RI; Mayo Clinic Arizona, Phoenix, AZ

Background: Lorlatinib improves outcomes in NSCLC but commonly causes marked hyper-
lipidemia, prompting initiation of lipid-lowering therapy (LLT). Beyond lipid control, LLT may
be associated with vascular events; however, its association with thromboembolism, health-
care utilization, and mortality among lorlatinib-treated patients has not been characterized in
real-world cohorts. Methods: Using TriNetX, we identified adults with NSCLC who received
lorlatinib (index = first lorlatinib record). Patients were grouped by early LLT initiation within
30 days of index versus no LLT within 30 days. LLT included statins, ezetimibe, PCSK9 inhib-
itors, or fibrates. Cohorts were balanced 1:1 using propensity score matching on demographics
and baseline comorbidities. Outcomes were assessed through 365 days; patients with prior
outcome documentation were excluded. Results: After matching, 387 patients per cohort were
analyzed. Early LLT was associated with lower all-cause mortality at 365 days (16.1% vs 26.4%;
risk ratio [RR] 0.61, 95% CI 0.46-0.81; p=0.0004) and improved time to death (hazard ratio
0.60, 95% CI 0.44-0.82). Early LLT was also associated with lower venous thromboembolism
(6.2% vs 12.1%; RR 0.51, 95% CI 0.30-0.86; p=0.0093) and fewer inpatient hospitalizations
(14.6% vs 23.6%; RR 0.62, 95% CI 0.40-0.97; p=0.0320). Emergency department visits were
numerically lower (8.3% vs 13.9%; RR 0.59, 95% CI 0.35-1.00; p=0.0467). No significant
differences were observed for acute kidney injury or major adverse cardiovascular events.
Conclusions: In a real-world propensity-matched cohort of lorlatinib-treated NSCLC patients,
LLT initiated within 30 days was associated with lower 1-year mortality, venous thromboem-
bolism, and hospitalization. Given the frequency of lorlatinib-associated dyslipidemia, these
findings support early lipid monitoring and timely LLT initiation in practice. Prospective
studies are warranted to confirm these associations. Research Sponsor: None.

365-day outcomes after matching.
Early LLT No early LLT RR (95% HR (95%

Outcome (n=387) (n=387) cl) cl) p
All-cause mortality 16.1% 26.4% 0.608 0.597 0.0004; log-rank
(0.458-  (0.435- 0.001
0.806) 0.818)
Venous 6.2% 12.1% 0.509 - 0.0093
thromboembolism (0.302-
0.857)
Inpatient 14.6% 23.6% 0.619 - 0.0320
hospitalization (0.396-
0.967)
ED visit 8.3% 13.9% 0.593 - 0.0467
(0.352-
1.001)
Acute kidney injury 5.4% 7.1% 0.769 - 0.3758
(0.429-
1.378)
MACE 4.6% 4.6% 1.006 - 0.9868
(0.511-
1.979)
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Glucagon-like peptide-1 receptor agonist use in lung cancer patients receiving
immune checkpoint inhibitors: A real-world study.

Wern Lynn Ng, Lay She Ng, Yone Phar Lin, Kok Hoe Chan, Yujie Zhao; Louisiana State University Health Shreveport, Shreveport, LA; Indiana University Southwest Internal
Medicine, Evansville, IN; Drexel University College of Medicine, Philadelphia, PA; Charleston Area Medical Center, Charleston, WV; Mayo Clinic Florida, Jacksonville, FL

Background: Immune checkpoint inhibitors (ICI) have become a cornerstone of treatment for
lung cancer. Glucagon-like peptide-1 receptor agonists (GLP-1 RA) have been associated with
improved outcomes in cancer patients in prior studies; however, their impact on outcomes
among lung cancer patients receiving immunotherapy remains limited. Methods: We
conducted a retrospective cohort study using the TriNetX real-world data platform. Adult
patients with lung cancer treated with ICIs, including PD-1, PD-L1, or CTLA-4 inhibitors, were
included. Patients were stratified based on exposure to GLP-1 RA. Propensity score matching (1:
1) was performed to balance baseline demographics and comorbidities, including type 2 dia-
betes mellitus and body mass index. Primary outcomes included all-cause mortality, intensive
care unit (ICU) admission, and hospitalization. Secondary outcomes included immune-related
pneumonitis, colitis/enteritis, cachexia, and major adverse cardiovascular events (MACE).
Results: After matching, 2,013 patients were included in each group, with a median follow-
up of 372 days in the GLP-1 RA group and 383 days in the non-GLP-1 RA group. Mean age was
66.8 and 67.2 years, respectively, and approximately 50% of patients were male. Most patients
were White (77.2% vs 71.8%), followed by Black (14.1% Vs 14.0%) and Asian (2.1% vs 1.8%).
GLP-1 RA use was associated with a significantly lower all-cause mortality rate compared with
non-use (35.7% vs. 53.4%; p < 0.0001), with a hazard ratio of 0.65 (95% CI, 0.59—0.71).
Significant reductions were also observed in ICU admissions (22.8% vs 29.0%; p = 0.0001),
hospitalizations (64.1% vs 71.8%; p = 0.0001), pneumonitis (5.2% vs 6.8%; p = 0.0457), and
MACE (19.9% Vs 25.3%; p = 0.0026). No significant differences were observed in colitis/enteritis
(9.3% Vs 9.4%; p = 0.9704) or cachexia (8.0% vs 9.8%; p = 0.0650). In a subgroup analysis of
lung cancer patients not receiving ICI, GLP-1 RA use was similarly associated with lower
mortality, ICU admission, hospitalization, and MACE, without differences in immune-
related toxicities. Conclusions: GLP-1 RA use among lung cancer patients was associated with
improved survival, reduced healthcare utilization, and fewer selected adverse events in patients
receiving ICI therapy. These associations likely reflect established metabolic and cardiovascular
benefits of GLP-1 RA and may also involve antitumor mechanisms suggested in prior studies.
Residual confounding related to healthcare access and socioeconomic factors cannot be fully
excluded and should be considered when interpreting these findings. Prospective studies are
warranted to validate these observations and clarify underlying biological mechanisms.
Research Sponsor: None.
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A comprehensive evaluation of the effectiveness of the Geriatric 8 screening tool in
Japanese patients with non—small cell lung cancer: Results from the ENSURE-GA
study, a cluster-randomized phase lll clinical trial.

Akihiro Tsukamoto, Masatika Hukui, Yuka Sasaki, Yu Kitamura, Komei Yanase, Junki Endo, Masayuki Ishida, Hirohisa Ichikawa, Yasunari Miyazaki, Shinnosuke Takemoto,
Takeshi Isobe, Yukari Tsubata; Department of Respirology, Gifu University,Graduate School of Medicine, Gifu, Japan; Department of Respiratory Medicine, Chikamori
Hospital, Kochi, Japan; Department of Respiratory Medicine, KKR Takamatsu Hospital, Takamatsu, Japan; Department of Respiratory Medicine, Institute of Science Tokyo
Hospital, Tokyo, Japan; Department of Respiratory Medicine, Nagasaki University Graduate School of Biomedical Sciences, Nagasaki, Japan; Department of Internal
Medicine, Division of Medical Oncology & Respiratory Medicine, Shimane University Faculty of Medicine, Izumo, Japan

Background: The Geriatric 8 (G8) is a widely utilized screening tool globally for assessing
functional status in elderly cancer patients, with a score of 14 or lower indicating a positive
result. Previous studies have reported that G8-positive patients are at a higher risk of mortality
and experiencing Grade 3 or higher adverse events (AEs). At ASCO 2024, we reported that the G8
positivity rate exceeded 80% among Japanese patients aged 75 and older with non-small cell
lung cancer (NSCLC), suggesting a potential issue with its sensitivity in this population. In the
present study, we conducted a further detailed analysis of the scoring patterns for individual G8
items and their association with the incidence of AEs. Methods: The ENSURE-GA study was a
cluster-randomized phase III clinical trial involving 1,021 patients aged 75 years and older with
non-small cell lung cancer (NSCLC). Participating institutions were cluster-randomized into
either the intervention group or the control group. All patients underwent a standardized
Geriatric Assessment (GA) prior to the initiation of treatment. From this cohort, 1,001 patients
who underwent G8 assessment were identified for analysis. We evaluated the association
between the scoring patterns (loss of points) for each G8 item and the frequency and severity
of adverse events. Results: The ROC curve for G8 regarding the occurrence of grade 3 or higher
adverse events in cases receiving cytotoxic chemotherapy yielded an AUC of 0.525, indicating no
discriminatory ability. Among the eight components of the G8 screening tool, self-rated health
status ("'In comparison with other people of the same age, how does the patient consider their
health status?") showed the highest rate of point loss at 72.0% (656/911), followed by poly-
pharmacy at 67.5% (615/911) and Body Mass Index (BMI) at 61.9% (564/911).The G8 score did
not correlate with the severity of adverse events. Conclusions: The G8 is a valuable screening
instrument, but our findings suggest the need for optimization, including the establishment of
cancer-specific and race-specific cut-offs, as well as the implementation of weighted scoring
for its components. Clinical trial information: UMIN0000037590. Research Sponsor: None.
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Five-year overall survival in lung adenocarcinoma: Real-world results from three
French nationwide cohorts (2000-2010-2020).

Didier Debieuvre, Federico Di Meglio, Le Garff Gwenaelle, Thomas Laurent, Gonzague De Chabot, Serge Jeandeau, Edith Maetz, Magalie Paysse, Sylvie Julien,
Christian Delafosse, Nicolae Banciu, Caroline Clarot, Chrystele Locher, Yannick Duval, Nicolas Meyer, Sébastien Couraud, Alexis B. Cortot, Hugues Morel; Service de
Pneumologie, Groupe Hospitalier de la Région Mulhouse Sud-Alsace, Hépital Emile-Muller, Mulhouse, France; Margaux Orange, Paris, France; Centre Hospitalier Saint-
Brieuc, Saint-Brieuc, France; Centre Hospitalier Alpes-Léman CHAL, Contamine-Sur-Arve, France; Centre Hospitalier Bretagne Atlantique, Vannes, France; Etablissement
de Médecine et SMR de Sainte-Feyre, Sainte-Feyre, France; Centre Hospitalier Douai, Douai, France; Centre Hospitalier de Perigueux, Perigueux, France; Centre Hospitalier
de Rodez, Rodez, France; Hopital Simone Veil, Eaubonne, France; Centre Hospitalier de Bigorre, Tarbes, France; Centre Hospitalier d'Abbeville, Abbeville, France; GHEF site
de Meaux, Meaux, France; Centre Hospiraliter de Grasse, Grasse, France; CHRU Strasbourg, Strashourg, France; Pneumology, Lyon Sud Hospital, Hospices Civils de Lyon,
Pierre-Bénite, France; Respiratory Medicine and Thoracic Oncology, CHU Lille, Lille, France; Centre Hospitalier de Morlaix, Morlaix, France

Background: Long-term (5-year) real-world overall survival (OS) in non—small cell lung
cancer (NSCLC) remains poorly documented especially in prospective condition. The French
nationwide KBP program comprises prospective cohorts conducted every 10 years since 2000 to
evaluate lung cancer prognosis. In 2020, 8,941 patients were included across 81 non-academic
public hospitals, with lung adenocarcinoma (LA) representing the most frequent histologic
subtype. Building on previously reported 3-year survival results[1], we assessed temporal
changes in 5-year OS and described the characteristics of long-term survivors with LC using
the 2000, 2010, and 2020 cohorts. Methods: Patients with lung cancer, all stages, diagnosed in
non-academic public hospitals in 2000, 2010, and 2020 were included in the French nationwide
KBP cohorts, all conducted using the same prospective methodology. For the 2020 cohort,
patient inclusion occurred between 1 January and 31 December 2020. Vital status was collected
during follow-up. Five-year OS was estimated using the Kaplan—Meier method and compared
across the 2000, 2010, and 2020 cohorts, overall and stratified by stage at diagnosis. In the 2020
cohort, a descriptive comparative analysis was performed between long-term survivors (=5
years) and patients who died before this term. In the 2020 cohort, multivariable Cox propor-
tional hazards models are ongoing to identify prognostic factors associated with OS. Prespe-
cified covariates include age, sex, ECOG PS, smoking status, stage at diagnosis. These analyses
remain preliminary and will be updated for the conference, as the 5-year vital status follow-up
has recently been completed. Results: Among the 1,640, 3,199, and 5,009 patients with LA
included in the 2000, 2010, and 2020 KBP cohorts, respectively, 5-year vital status was available
for 99.3%, 96.2%, and 83.4% of patients. 5-year OS was 29.4% (95% CI, 28.1—30.7) in 2020,
compared with 14.4% (95% CI, 13.3—-15.7) in 2010 and 4.7% (95% CI, 3.0—7.2) in 2000,
corresponding to an absolute improvement of 15.0% over the last decade. In the 2020 cohort,
long-term survivors (=5 years; n = 772) were 47.8% female, only six patients had an ECOG
performance status =3, 48.2% were current smokers, 19.8% never-smokers and 32.0% former
smokers. The distribution of stage at diagnosis among long-term survivors was 37.6% stage I,
9.9% stage II, 20.9% stage III, and 31.6% stage IV. Conclusions: 5-year real-world OS in LA has
markedly improved over the last two decades with an increasing proportion of long-term
survivors. Ongoing stage-stratified and multivariable analyses will further characterize
long-term survival patterns. [1] https://evidence.nejm.org/doi/full/10.1056/EVID0a2400443.
Research Sponsor: Abbvie, AstraZeneca, Amgen, BMS, MSD, Janssen, Bayer, Boehringer
Ingelheim, Lilly, Takeda, Sanofi, Roche, Chugai, Pfizer, Regeneron, Novocure, Pierre Fabre;
Fondation du Souffle, Le Nouveau Souffle, Couleur espoir, the labeling of InCa and FHF- CNCR
Institutional Funding.
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Long-term survival outcomes of consolidative local ablative therapy after response
to first-line systemic treatment in oligometastatic NSCLC.

Phurin Areesawangkit, Adam Barsouk, Maxim Yaskolko, Lucy Wang, Cole Friedes, Roger B. Cohen, Lova Sun, Charu Aggarwal, Melina Elpi Marmarelis, Aditi Puri Singh,
Kyle William Robinson, Christopher D'Avella, Christine Agnes Ciunci, Steven J. Feigenberg, Jeffrey D. Bradley, Nikhil Yegya-Raman, Michelle locolano, Christiana Davis,
Corey J. Langer; Abramson Cancer Center at the University of Pennsylvania, Philadelphia, PA; Abramson Cancer Center, Philadelphia, PA; Perelman School of Medicine,
Philadelphia, PA; Department of Radiation Oncology, University of Pennsylvania, Philadelphia, PA; University of Pennsylvania, Philadelphia, PA; Penn Medicine Abramson
Cancer Center, Philadelphia, PA; Penn Medicine-Abramson Cancer Center, Philadelphia, PA; Hospital of the University of Pennsylvania Radiation Oncology, Philadelphia, PA

Background: The role of consolidative local ablative therapy (LAT) for patients (pts) with
oligometastatic non-small cell lung cancer (NSCLC) who have responded to first line (1L)
systemic treatment remains controversial especially after negative results from the NRG LU002
phase II/III trial. Data on long-term survival outcomes remain limited. Methods: We retro-
spectively collected data from EMR records of pts with oligometastatic NSCLC treated with 1L
systemic treatment at the University of Pennsylvania Health System (2015-2025). Oligometa-
stasis was defined as =4 distant metastases. Eligible pts had either genuine synchronous or
induced oligometastatic disease and had achieved partial response (PR) or stable disease (SD)
after 1L systemic treatment. We hypothesized that LAT would be associated with improved PFS
and OS using time-dependent Cox regression analysis. Results: We identified 187 eligible pts.
53% were female; median age was 67 yrs and 31% had PD-L1 expression > 50%. At diagnosis,
90% had genuine oligometastatic disease: 45% with one metastatic lesion, 24.% with two, 15%
with three, and 11% with four lesions. Median follow- up time was 81 mos. (Reverse Kaplan-
Meier). Of 187 pts, 21 received consolidative LAT in addition to maintenance therapy (LAT+)
while 166 received maintenance therapy alone (LAT-). The LAT+ group was less likely to have
bone metastasis (4.8% vs 34%, P = 0.007) and more likely to have adrenal metastasis (38% vs
19%, P = 0.049). In the LAT+ group, 67% had received chemo-immunotherapy as 1L and 19%
had received immunotherapy alone, compared with 58% and 17% in the LAT— group, respec-
tively (P = 0.80, Chi-square). In the LAT+ group, 76% achieved PR and 24% had SD to 1L
therapy, compared with 65% and 35% in the LAT— group, respectively (P = 0.30, Chi-square).
Median time from diagnosis to LAT delivery was 6 mos. (range, 2 — 24 mos.). The most common
LAT modality was radiation (82%). The most common site of LAT was lung (68%). Median PFS
was 28 vs 12 mos. and median OS was 98 vs 24 mos. in the LAT+ and LAT - groups, respectively.
In time-dependent Cox models treating LAT as time-varying exposure, LAT+ was associated
with improved PFS (P = 0.045) and OS (P = 0.003). A multivariable model confirmed the benefit
of LAT after adjusting for PD-L1 status, treatment response, brain metastasis, bone metastasis,
and nodal status (PFS: HR = 0.38, P = 0.004; OS: HR = 0.27, P = 0.002). Adverse events grade =3
were similar in both groups. Conclusions: LAT was associated with significantly improved PFS
and OS in pts with oligometastatic NSCLC with an objective response or stable disease following
1L systemic treatment. Prospective studies are warranted to define pt characteristics that
predict the greatest benefit from and optimal timing of LAT. 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

LUNG CANCER—NON-SMALL CELL METASTATIC

8602 Poster Session

Impact of time-of-day (ToD) of single-agent immune-checkpoint inhibitor (ICI) on
survival in advanced non—-small cell lung cancer (aNSCLC) with PD-L1 > 50%:
Analysis of the NOTCH collaborative REAL-SAIF study.

Alfred Chung Pui So, Mary Denholm, Stephen David Robinson, Federico Monaca, Andrew Kidd, Rabia Gul, Mohamed Abdelaziz, David Whithey, Alisha Sattar,

Daniah Thomas, Samira Bawany, Philippa Smith, Kaneez Fathima, Avinash Aujayeb, Stephanie Eeckelaers, Sophie Banerjee, Shabnam Rafig, Sarah Qasim,

Pablo Martinez Perez, Adam Januszewski, National Oncology Trainees Collaborative for Healthcare Research; St Bartholomew's Hospital, London, United Kingdom;
Addenbrooke’s Hospital, Cambridge, United Kingdom; Sussex Cancer Centre, Brighton, United Kingdom; The Christie NHS Foundation Trust and Division of Cancer
Sciences, Manchester, United Kingdom; The Beatson West of Scotland Cancer Center, NHS Greater Glasgow and Clyde, Glasgow, United Kingdom; James Cook University
Hospital, South Tees NHS Trust, Middlesbrough, United Kingdom; University Hospitals Plymouth NHS Trust, Plymouth, United Kingdom; School of Medicine, The University
of Manchester Faculty of Biology, Medicine and Health, Manchester, United Kingdom; Addenbrooke’s Hospital, Cambridge University Hospitals NHS Foundation Trust,
Cambridge, United Kingdom; South West Wales Cancer Centre, NHS Wales, Swansea, United Kingdom; Kent Oncology Centre, Maidstone & Turnbridge Wells Hospital NHS
Trust Maidstone, Tunbridge Wells, United Kingdom; Royal Cornwall Hospital, Royal Cornwall Hospitals NHS Trust, Truro, United Kingdom; West Suffolk Hospital, West
Suffolk NHS Foundation Trust, Suffolk, United Kingdom; Respiratory Department, Northumbria Healthcare NHS Foundation Trust, North Shields, United Kingdom; Torbay
and South Devon NHS Foundation Trust, Torquay, United Kingdom; St George's Hospital, St George's University Hospitals NHS Foundation Trust, London, United Kingdom;
Guy's Cancer Centre, Guy's and St Thomas NHS Foundation Trust, London, United Kingdom; Sheffield Teaching Hospitals NHS Foundation Trust, Sheffield, United
Kingdom; Sussex Cancer Centre, University Hospitals Sussex NHS Foundation Trust, Brighton, United Kingdom; St Bartholomew's Hospital, Barts Health NHS Trust,
London, United Kingdom

Background: There is growing evidence and interest in the role of chrono-immunotherapy.
Previous studies showing benefit of earlier ToD were limited by small cohorts with heterog-
enous groups and ToD cut-offs. Using one of the largest UK cohort, we explored this further.
Methods: 896 patients treated with 3-weekly ICI monotherapy between 2017-2023 from 16 UK
centres were included in this retrospective study. Early 30-day deaths were excluded. Multiple
imputations were used for data missing at random (except ToD) with pooled estimates. The
primary endpoint was overall survival (OS). A sinusoidal Cox model was used for multivariate
analysis to represent the cyclical nature of ToD. Results: Median OS and progression-free
survival (PFS) were 19.1 (95%CI 17.2-20.9) and 10.1 (95%CI 9.2-11.7) months. Baseline demo-
graphics were median age 70-years, 50% male, 77.3% non-squamous histology, and 91%
pembrolizumab as ICI of choice. Mean C1 and C2 ToD was 13:18 and 13:12 respectively. 44.1% and
66.5% of patients received C2 within 1 and 4 hours from prior ToD. ToD was not correlated with
age or socioeconomic deprivation. Age (HR 1.01; p=0.008), male sex (HR 1.25; p=0.005), per-
formance status (PS) =2 (HR 1.22; p=0.038), squamous histology (HR 1.30; p=0.004), liver
metastasis (HR 1.51; p=0.001), albumin (HR 0.98; p<0.001), and neutrophil-lymphocyte ratio
(NLR) (HR 1.60; p<0.031) were associated with OS. PS =2 (HR 1.23; p=0.026), squamous
histology (HR 1.26; p=0.010), albumin (HR 0.98; p=0.001), and PDL1% (HR 0.99; p=0.012) were
associated with PFS. There was no correlation between C1 or C2 ToD with OS/PFS. There was a
significant interaction between NLR and C1 ToD for both OS (HR 1.48; p<0.001) and PFS (HR
1.30; p=0.014), with a change in HR <1.0 for high NLR after 14:00 and 12:30 respectively.
Conclusions: ToD alone was not associated with survival in aNSCLC ICI monotherapy. NLR has a
strong interaction with ToD. A low NLR with early ToD and a high NLR with later ToD were
correlated with improved OS/PFS. The relationship of ToD with survival is complex and further
research is required before adoption into routine practice. Research Sponsor: None.

Multivariate Cox model for OS and PFS.

PFS 0s
[HR (95%Cl); p-value] [HR (95%Cl); p-value]
Age 1.00 (1.00-1.01) 0.286 1.01 (1.00-1.02) 0.008
Male sex 1.14 (0.98-1.32) 0.093 1.25 (1.07-1.46) 0.005
Performance status >2 1.23 (1.03-1.48) 0.026 1.22 (1.01-1.48) 0.038
Squamous histology 1.26 (1.06-1.50) 0.010 1.30 (1.09-1.56) 0.004
Brain metastasis 1.24 (0.99-1.57) 0.062 1.24 (0.97-1.59) 0.091
Liver metastasis 1.32 (1.03-1.69) 0.029 1.51 (1.17-1.94) 0.001
Albumin 0.98 (0.97-0.99) 0.002 0.98 (0.96-0.99) <0.001
NLR 1.16 (0.76-1.76) 0.498 1.60 (1.05-2.46) 0.031
PDL1% 0.99 (0.99-1.00) 0.012 1.00 (0.99-1.00) 0.091
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Lung cancer burden in AYAs: Global and U.S. trends.

Ruchi Tusharkumar Jani, Kyle Edwards, Asad Rauf, Estelamari Rodriguez, Gilberto Lopes, Chinmay Jani; Smt N.H.L. Municipal Medical College, Gujarat, India; University of
Miami Miller School of Medicine, Miami, FL; University of Miami/Sylvester Comprehensive Cancer Center, Miami, FL; University of Miami Sylvester Comprehensive Cancer
Center, Miami, FL; Sylvester Comprehensive Cancer Center, University of Miami Miller School of Medicine, Miami, FL

Background: Lung cancer remains a leading cause of cancer-related mortality and is increas-
ingly observed among adolescents and young adults (AYA), with shifting tobacco use and rising
air pollution implicated as potential risk factors. This study examines global and U.S. epide-
miological and risk factor trends of tracheal, bronchial, and lung cancer (TBLC) in AYA
population (20-54 years). Methods: We utilized Global Burden of Disease database (1990-
2023) for TBLC, to extract Age Specific incidence (ASIR) and mortality rates (ASMR), as well as
proportional and absolute ASMRs associated with all risk factors, tobacco use and ambient
particulate matter (PM2.5). Joinpoint analysis assessed changes in trends and calculated EAPC
(Estimated Annual Percentage Changes). All rates are reported per 100,000 population. Results:
In 2023, the global ASIR of TBLC among AYAs was 8.69 (n = 167,524) in males and 4.70 (n =
88,569) in females, with absolute incidence increasing by 13% in males and 50% in females.
Absolute mortality similarly increased by 9% in males and 39% in females, with ASMRs of 6.99
and 3.52, respectively in 2023. In US, while overall incidence and mortality declined, ASIR in
2023 for females (0.62) was found to be almost similar to males (0.64), whereas ASMR remained
higher in males (0.49) than females (0.43). At global level, tobacco remained the leading ASMR
contributor in 2023, with higher burden in males (males 4.8, 68.2%; females 1.1, 31%), followed
by PM2.5 (males 1.1, 20.5%, females 0.5, 20.8%). No TBLC-related mortality was attributed to
household air pollution in 2023. The most significant decline in tobacco- and PM2.5—-associated
TBLC mortality in males occurred from 2003 to 2020 (tobacco: EAPC —2.66; PM2.5: 2006-2017:
EAPC —0.76), and in females between 2008 to 2021 (tobacco: EAPC —3.5, PM2.5: 2017-2020:
EAPC -4.8). By 2023, 18.8% of male and 43.1% of female TBLC deaths had no identified risk
factors. In the US, ASMR declined continuously across all risk factors in both sexes, and by 2023,
25.4% of male and 32.0% of female TBLC deaths had no identified associated risk factors.
Despite overall reductions in ASIR and ASMR globally and in USA, Mortality to Incidence ratio
remained largely stable, with only minimal decreases observed globally (males —3.6%,
females —7.5%) and in the US (males —2.3%, females —5.8%). Conclusions: Our analysis
demonstrated an absolute increase in TBLC incidence and mortality globally in both sexes,
with males continuing to experience higher mortality. In the USA, the sex-based gap in ASIR
has nearly disappeared. Although tobacco-related mortality declined, it remained the leading
risk factor. By 2023, 20—25% of AYA males and 30-43% of AYA females TBLC deaths were
attributable to non-modifiable risk factors, highlighting the need for screening guidelines that
better address AYAs, particularly those without traditional risk factors. Research Sponsor:
None.
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Resistance mechanisms and efficacy of first-line alectinib and sequential treat-
ments in advanced ALK+ NSCLC: Real-world outcomes from a multicenter, ob-
servational study in Japan (ALCURE).

Hirotsugu Kenmotsu, Yasutaka Watanabe, Shoichi Itoh, Eiki Ichihara, Hiroshi Tanaka, Koichi Azuma, Ryo Arai, Shoichi Kuyama, Hiroaki Akamatsu, Kohei Otsubo,
Hitomi Ajimizu, Yosuke Seto, Ken Uchibori, Hidetoshi Hayashi, Eisaku Miyauchi, Yuichi Ozawa, Naoki Ishizuka, Yuki Nakagawa, Ryohei Katayama; Shizuoka Cancer Center,
Shizuoka, Japan; Saitama Cancer Center, Saitama, Japan; Hyogo Cancer Center, Hyogo, Japan; Okayama University Hospital, Okayama, Japan; Niigata Cancer Center
Hospital, Niigata City, Japan; Kurume University School of Medicine, Kurume, Japan; Dokkyo Medical University School of Medicine, Shimotsuga-Gun Mibu-Machi, Tochigi,
Japan; Department of Respiratory Medicine, NHO Iwakuni Clinical Center, Iwakuni, Japan; Wakayama Medical University Hospital, Wakayama, Japan; Kitakyushu Municipal
Medical Center, Kitakyushu, Japan; Kyoto University, Sakyo-Ku, Kyoto, Japan; Cancer Chemotherapy Center, Japanese Foundation for Cancer Research, Tokyo, Japan; The
Cancer Institute Hospital, Japanese Foundation for Cancer Research, Tokyo, Japan; Department of Medical Oncology, Kindai University Faculty of Medicine, Osaka-
Sayama, Japan; Tohoku University Hospital, Sendai, Japan; Hamamatsu Medical Center, Hamamatsu City, Shizuoka, Japan; Kyoto University Graduate School of Medicine,
Kyoto, Japan; Chugai Pharmaceutical Co., Ltd, Tokyo, Japan

Background: First-line (1L) alectinib has shown superior progression-free survival (PES) vs
crizotinib in advanced ALK+ non-small cell lung cancer (NSCLC). We present final data from
ALCURE (UMIN000038934), a real-world study exploring resistance mechanisms to 1L alec-
tinib and treatment sequencing in Japanese patients (pts) with advanced ALK+ NSCLC.
Methods: Eligible pts, aged =20 years with ALK+ NSCLC, were enrolled into 2 cohorts: pts
already receiving 1L alectinib before enrollment (cohort A) or treatment-naive pts starting
alectinib (cohort B). Results were reported separately by cohort to address the potential
immortal time bias introduced by cohort A (pooled analyses were reported for second-line
[2L] treatment since the bias did not apply and the sample size was limited). Clinical samples
were collected and analyzed using next-generation sequencing. Results: From Jan—Nov 2020,
249 pts were enrolled (cohort A/B, n=200/49). Demographics in cohort A/B were: age =75
years, 21%/18%; female, 60%/57%; never smokers, 65%/67%; brain metastases, 22%/31%;
TP53 mutations, 9%/41%. EML4-ALK variant 1 was the most common ALK variant (50% cohort
A, 42% cohort B). Secondary ALK mutations at disease progression (PD) or end of 1L treatment
were detected in 14/60 pts (23%) in cohort A and 3/25 pts (12%) in cohort B (primarily G1202R or
[1171N). Median duration of 1L alectinib before enrolment in cohort A was 24 months (range
1—111). At data cutoff (Nov 6, 2024), median follow-up was 74.1 months (95% CI 11.8-163.3) in
cohort A and 48.7 months (95% CI 0.6-56.7) in cohort B. Median PFS (mPFS) was not reached
(NR) (95% CI 83.7-NR) in cohort A and 32.9 months (95% CI 11.8-38.5) in cohort B. In pts whose
tumors were TP53 wildtype vs mutant prior to alectinib, mPFS was NR vs NR (HR 0.47, 95% CI
0.15—1.50) in cohort A and 33.6 vs 14.1 months (HR 0.96, 95% CI 0.46—2.00) in cohort B. mPFS in
pts with secondary ALK mutations detected vs not detected at PD or end of 1L treatment was 14.6
vs 37.1months (HR 1.68, 95% CI 0.84—3.34) in cohort A and 9.0 vs 11.8 months (HR 1.56, 95% CI
0.35—6.95) in cohort B. Median OS was NR (95% CI NR—NR) in cohort A and 54.7 months (95%
CI 54.7-NR) in cohort B. Of the 118/249 pts who discontinued 1L alectinib, 84 received 2L
treatment (including 18 who received non-ALK TKIs); mPFS for 2L treatment was 9.9 months
(95% CI 7.4—12.1) in the overall cohort. Among these pts, 40 received lorlatinib and had the
longest mPFS of all pts receiving 2L treatment (17.2 months). Conclusions: The use of 1L
alectinib in clinical practice demonstrated efficacy consistent with that seen in clinical trials in
pts with ALK+ NSCLC and confirms the existence of long-term responders. Lorlatinib may be an
effective treatment following 1L alectinib; further research is needed to identify factors that
may predict response and inform optimal treatment sequencing strategies. Clinical trial in-
formation: UMIN000038934. Research Sponsor: The ALCURE study was sponsored by Chugai
Pharmaceutical Co., Ltd; Third-party medical writing assistance, under the direction of the
authors, was provided by Helen Cathro, PhD, of Ashfield MedComms, an Inizio company, and
was funded by Chugai Pharmaceutical Co., Ltd.
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Afatinib versus osimertinib for non—small cell lung cancer with uncommon epi-
dermal growth factor receptor mutations: Real-world outcomes (HOT-Next001/
HOT2501).

Yutaro Nagano, Hiroshi Yokouchi, Ryota Saito, Osamu Honjo, Toshiyuki Sumi, Takayuki Kaburagi, Kenichiro Ito, Yasuyuki lkezawa, Keiki Yokoo, Hajime Kikuchi,
Ryota Shigaki, Keita Tagami, Toshiyuki Tenma, Tatsuru Ishikawa, Mamoru Takahashi, Takaaki Sasaki, Hajime Asahina, Shiro Hinotsu, Hirofumi Chiba, Satoshi Oizumi;
Department of Respiratory Medicine and Allergology, Sapporo Medical University School of Medicine, Sapporo, Japan; Department of Respiratory Medicine, NHO Hokkaido
Cancer Center, Sapporo, Japan; Department of Respiratory Medicine, Yamanashi Prefectural Central Hospital, Yamanashi, Japan; Department of Respiratory Medicine,
Sapporo Minami-Sanjo Hospital, Sapporo, Japan; Department of Respiratory Medicine, Hakodate Goryoukaku Hospital, Hakodate, Japan; Ibaraki Pref. Central Hospital,
Kasama-Shi, Japan; Department of Respiratory Medicine, KKR Sapporo Medical Center, Sapporo, Japan; Department of Respiratory Medicine, Hokkaido University
Hospital, Sapporo, Japan; Department of Respiratory Medicine, Teine Keijinnkai Hospital, Sapporo, Japan; Department of Respiratory Medicine, Obihiro-Kosei General
Hospital, Obihiro, Japan; Department of Respiratory Medicine, Hokkaido Prefectural Kitami Hospital, Kitami, Japan; Department of Respiratory Medicine, Nayoro City
General Hospital, Nayoro, Japan; Asahikawa Medical University, Asahikawa-Shi, Japan; Sapporo Medical University, Hokkaido, Japan

Background: Non-small cell lung cancers (NSCLC) with uncommon epidermal growth factor
receptor (EGFR) mutations exhibit considerable biological and clinical heterogeneity. Conse-
quently, the optimal first-line EGFR tyrosine kinase inhibitor (EGFR-TKI) and the role of
subsequent immune checkpoint inhibitor (ICI)-based regimens remain uncertain. Methods:
This multicenter retrospective cohort study was conducted at 29 institutions in Japan and
included patients with advanced or recurrent non-squamous NSCLC harboring uncommon
EGFR mutations who received first-line afatinib or osimertinib between January 2015 and
January 2024. Exon 20 insertions and de novo T790M mutations were excluded. Outcomes
included objective response rate (ORR), disease control rate (DCR), progression-free survival
(PFS), overall survival (0S), safety, and the effectiveness of subsequent systemic therapies,
including ICI plus platinum doublet chemotherapy (ICI-Chemo) and platinum doublet che-
motherapy alone. To adjust for baseline imbalances, analyses used inverse probability of
treatment weighting (IPTW) based on covariate-balancing propensity scores. Results: Among
162 patients, 95 received afatinib and 67 received osimertinib. After IPTW adjustment, no
significant differences were observed in PFS (median, 11.3 vs 5.9 months; hazard ratio [HR],
1.04; 95% confidence interval [CI], 0.60—1.80) or OS (28.0 vs 25.5 months; HR, 1.34; 95% CI,
0.73—2.44). Afatinib yielded a higher ORR (70.2% vs 47.2%) and DCR (93.7% vs 82.5%) than
osimertinib, while adverse events requiring dose reduction were more frequent (76.8% vs
31.3%) but generally manageable. Subgroup analyses suggested greater benefit with osimerti-
nib in L861X mutations and with afatinib in compound mutations. In patients with PD-
L1 =50%, afatinib was associated with significantly longer PFS (15.5 vs 2.6 months; HR,
0.14; 95% CI, 0.04—0.46), whereas OS was numerically longer (30.5 vs 12.9 months; HR,
0.38; 95% CI, 0.07—-1.93). Among 56 patients who received subsequent systemic therapy and
were chemotherapy- and ICI-naive, IPTW-adjusted analyses showed that ICI-Chemo did not
improve outcomes compared with platinum doublet chemotherapy: median PFS, 6.7 vs
7.3 months (HR, 1.08; 95% CI, 0.53—2.19) and post—EGFR-TKI OS, 14.6 vs 19.7 months (HR,
1.30; 95% CI, 0.63—2.68). Conclusions: In one of the largest multicenter real-world cohorts,
afatinib and osimertinib demonstrated comparable survival outcomes as first-line EGFR-TKIs
in NSCLC with uncommon EGFR mutations, with treatment effects modulated by mutation
subtype and PD-L1 expression. ICI-based regimens did not improve outcomes compared with
platinum doublet chemotherapy and conferred no meaningful clinical benefit as post—EGFR-
TKI therapy in this population. Research Sponsor: Sapporo Medical University Grants for
Programs promoting Academic advancements; 246.
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Brigatinib after lorlatinib and/or chemotherapy following first-line alectinib in ALK-
rearranged NSCLC: Cohort B of the WJOG11919L/ABRAID study.

Shuhei Teranishi, Yuichi Ozawa, Yasuhiro Koh, Kazushige Wakuda, Yasutaka Watanabe, Ryotaro Morinaga, Akihiro Tamiya, Tomoki Aiba, Kohei Yoshimine,

Daisuke Hazama, Kenji Chibana, Kyoichi Kaira, Kyoichi Okishio, Tetsunari Hase, Eiki Ichihara, Shuji Murakami, Mitsuo Osuga, Mototsugu Shimokawa, Hirotsugu Kenmotsu,
Nobuyuki Yamamoto; Department of Thoracic Oncology, Kanagawa Cancer Center, Yokohama, Japan; Hamamatsu Medical Center, Hamamatsu City, Shizuoka, Japan;
Center for Biomedical Sciences, Wakayama Medical University, Wakayama, Japan; Division of Thoracic Oncology, Shizuoka Cancer Center, Shizuoka, Japan; Department of
Thoracic Oncology, Saitama Cancer Center, Saitama, Japan; Department of Thoracic Medical Oncology, Oita Prefectural Hospital, Oita-Shi, Japan; Kinki-chuo Chest
Medical Center, Sakai, Japan; Department of Pulmonary Medicine, Sendai Kousei Hospital, Sendai, Japan; Department of Respiratory Medicine, lizuka Hospital, lizuka,
Japan; Division of Respiratory Medicine, Department of Internal Medicine, Kobe University Graduate School of Medicine, Kobe, Japan; Department of Respiratory Medicine,
NHO Okinawa National Hospital, Ginowan, Japan; Department of Respiratory Medicine, International Medical Center, Saitama Medical University, Saitama, Japan;
Department of Internal Medicine, NHO Kinki Chuo Chest Medical Center, Sakai City, Japan; Department of Respiratory Medicine, Nagoya University Graduate School of
Medicine, Nagoya, Japan; Okayama University Hospital, Okayama, Japan; Department of Biostatistics, Yamaguchi University Graduate School of Medicine, Yamaguchi,
Japan; Shizuoka Cancer Center, Shizuoka, Japan; Internal Medicine IIl, Wakayama Medical University, Wakayama, Japan

Background: As survival improves in ALK-rearranged NSCLC, patients increasingly receive
multiple lines of therapy; however, evidence to guide later-line ALK-TKI sequencing in the
third line and beyond remains limited. Brigatinib has activity against multiple ALK resistance
mutations, yet data on its effectiveness after progression on first-line alectinib and subsequent
lorlatinib and/or chemotherapy—and on associated plasma ctDNA biomarkers—remain scarce.
Methods: WJOG11919L/ABRAID Cohort B is a prospective, multicenter observational study
enrolling patients with ALK-rearranged NSCLC who received brigatinib after lorlatinib and/
or chemotherapy following first-line alectinib. Effectiveness and safety were summarized
descriptively. Pretreatment plasma ctDNA was analyzed with the PGDx Elio Plasma Resolve
panel. The data cutoff was September 26, 2024. Results: Twenty-five patients were analyzed
(median age, 64 years; all adenocarcinoma); ECOG PS was 0-1/2-3 in 22 (88.0%)/3 (12.0%).
Baseline CNS metastases were present in 10 patients. After alectinib, 13 patients received
lorlatinib and 14 received platinum-based chemotherapy (overlap, n=2). Median follow-up
was 12.7 months. Efficacy outcomes overall and by prior lorlatinib exposure are summarized in
the Table. 23 patients had discontinued brigatinib, including 21 due to PD. Pretreatment ctDNA
was evaluable in 24 patients: ALK mutations were detected in 4 (including 3 with prior
lorlatinib), and compound ALK mutations (G1202R/11171M/L1204V and D1203N/L1196M) were
identified in 2, both after lorlatinib. In exploratory analyses, among the 3 patients with prior
lorlatinib and detectable ALK mutations, all experienced early progression or death within
10 weeks of brigatinib initiation. Pneumonitis/ILD occurred in 1 patient (4%; grade 4). No new
safety signals were observed. Conclusions: Brigatinib showed clinically meaningful activity
with a manageable safety profile, providing durable disease control in a subset of patients
previously treated with alectinib followed by lorlatinib and/or chemotherapy. Outcomes
appeared less favorable after prior lorlatinib, although some patients derived benefit. In ex-
ploratory plasma ctDNA analyses among patients with prior lorlatinib, detectable ALK muta-
tions were associated with less favorable outcomes and should be validated in larger cohorts.
Clinical trial information: UMIN000042439. Research Sponsor: Takeda Pharmaceutical Com-
pany Limited.

Efficacy outcomes overall and by prior lorlatinib exposure.

Endpoint Overall (n=25) Prior lorlatinib (n=13) No prior lorlatinib (n=12)
ORR, % (95% CI) 32.0 (14.9-53.5) 30.8 (12.7-57.6) 33.3 (13.8-60.9)
DCR, % (95% CI) 60.0 (38.7-78.9) 38.5 (17.7-64.5) 83.3 (55.2-95.3)
mPFS, mo (95% Cl) 438 (22-12.7) 2.2 (1.2-18.8) 8.9 (2.3-15.6)
12-mo PFS, % 32.0 30.8 33.3

mOS, mo (95% Cl) 13.7 (7.29-NR) 10.8 (3.7-NR) 16.2 (7.1-NR)
12-mo OS, % 56.0 385 75.0
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High-dose furmonertinib in EGFR-mutated advanced NSCLC with brain metastases
after EGFR-TKI resistance: The iFORCE phase Il trial.

Mengxing You, Puyuan Xing, Junling Li; National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and
Peking Union Medical College, Beijing, China, 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; 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

Background: Brain metastases (BM) are common in patients with EGFR-mutated (EGFRm)
non-small cell lung cancer (NSCLC) and are associated with poor prognosis. Furmonertinib is a
pan-EGEFR tyrosine kinase inhibitor (TKI) characterized by high central nervous system pen-
etration and a wide therapeutic window. This study evaluated the efficacy and safety of high-
dose furmonertinib (160 mg once daily) in previously EGFR-TKI-treated patients with EGFRm
NSCLC and BM. Methods: iFORCE was a prospective, single-arm study conducted at a single
center. Eligible patients had EGFR exon 19 deletion or L858R-mutant NSCLC with at least one
measurable intracranial lesion (=5 mm) and had received =1 prior EGFR-TKI therapy. Patients
received furmonertinib 160 mg orally once daily. The primary endpoints were intracranial
progression-free survival (iPFS). Results: Twenty-three patients were enrolled, with a median
follow-up time of 19.7 months (95% confidence interval [CI], 14.5-25.3 months). Median iPFS
was 14.6 months (95% CI, 4.2-not reached), with 12- and 24-month iPFS rates of 53.8% and
30.8%, respectively. The intracranial objective response rate (iORR) was 34.8% (95% CI, 16.4-
57.3), and the intracranial disease control rate (iDCR) was 91.3% (95% CI, 72.0-98.9). Median
systemic progression-free survival (PFS) was 10.7 months (95% CI, 3.9-not reached).
Treatment-related adverse events occurred in 13 (56.5%) of patients and were predominantly
grade 1; one patient (4.3%) experienced a grade 3 stomatitis. No treatment discontinuations or
treatment-related deaths were observed. Conclusions: High-dose furmonertinib demon-
strated encouraging intracranial efficacy with a manageable safety profile in previously
EGFR-TKI-treated patients with EGFRm NSCLC and BM, supporting further investigation in
randomized studies. Clinical trial information: NCT05465343. Research Sponsor: None.
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Sotorasib vs adagrasib in the 2L+ setting: Outcomes in a large, multi-institutional,
real-world database of KRAS-G12C mutated mNSCLC.

Adam Barsouk, Maxim Yaskolko, Jonathan Henry Sussman, Lova Sun, Roger B. Cohen, Charu Aggarwal, Corey J. Langer, Melina Elpi Marmarelis; Abramson Cancer Center,
Philadelphia, PA; Perelman School of Medicine, Philadelphia, PA; Abramson Cancer Center, Penn Medicine, Philadelphia, PA; University of Pennsylvania, Philadelphia, PA;
Penn Medicine Abramson Cancer Center, Philadelphia, PA

Background: KRAS-G12C mutations are found in ~12% of mNSCLC. KRAS-G12C inhibitors
sotorasib and adagrasib are approved treatments but have never been compared head-to-head.
We report the first large, multi-institutional database analysis comparing efficacy and safety of
sotarasib vs adagrasib. Methods: Flatiron Health’s de-identified electronic health record US
database was used to identify patients with KRAS G12C-mutated NSCLC who started treatment
12/2022-10/2025 with either sotorasib or adagrasib in 2L+. Baseline characteristics were
abstracted and evaluated using chi-square tests, Wilcoxon rank-sum tests, and a multivariable
logistic regression adjusting for practice type, sex, ECOG performance status, age, line of
therapy, prior immunotherapy, and brain metastases. Overall survival (OS), progression-free
survival (PFS), and time to treatment discontinuation (TTD) were estimated using Kaplan-
Meier curves and compared using the log-rank test and Cox regression. Multivariable Cox
regression model included sex, age, ECOG, line of therapy, prior immunotherapy, brain me-
tastases, and PD-L1expression to control for possible confounding. Results: Of the 1133 patients
identified, 768 (69%) received sotorasib, and 345 (31%) received adagrasib. Sex, age, PD-L1
status and prior immunotherapy exposure did not affect choice of treatment (Table 1). In a
multivariable logistic regression analysis, patients with brain metastases were more likely to be
treated with adagrasib (HR =0.64; p=0.003), while patients with higher ECOG PS (2+) were more
likely to be treated with sotorasib (HR =1.18; p=0.047). There was no difference in OS between
sotorasib and adagrasib (HR = 1.01; p = 0.87), and there was no difference in OS on multivariable
regression (adjusted HR = 0.96; p=0.02). There was no difference in PFS between sotorasib and
adagrasib (HR = 0.91; p=0.15). Sotorasib had longer TTD than adagrasib (mTTD 3.8 vs 3.3m; HR =
0.82; p =0.005); this association persisted in the adjusted model (adjusted HR = 0.80; p=0.006).
Conclusions: Sotorasib was associated with slightly longer TTD compared with adagrasib,
which may suggest better tolerability, but no difference in PFS or OS. Sotorasib was more likely
to be used in patients with poor PS while adagrasib was more likely to be used in patients with
CNS metastases. Research Sponsor: None.

Sotorasib (n = 768) Adagrasib (n = 345) p-value
2L (vs 3+) 68.6% 73.0% 0.15
ECOG PS 0-1 (vs 2-4) 64.6% 69.9% 0.13
PDL1 31.2% 38.3% 0.10
<1%
1-49% 36.4% 32.4%
>=50% 32.4% 29.3%
Prior immunotherapy 85.9% 89.0% 0.18
Brain metastases 28.1% 35.1% 0.02
mPFS 3.5 3.3 0.15
*0.25
mTTD 3.8 3.3 0.005
*0.006
mOS 9.6 8.7 0.87
*0.70

All survival data in months. Significant values in bold.
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Reduction in circulating tumor DNA (ctDNA) in relation to radiographic response and
tumor PD-L1 expression in a phase 1 study of PDL1V (PF-08046054) in patients
with non-small cell lung cancer (NSCLC).

Ramy Saleh, Lisle Nabell, Elisa Fontana, Neeltje Steeghs, Nuria Kotecki, Paula Sabat, Afshin Dowlati, Andrea Zivi, Sebastian Ochsenreither, Christophe Le Tourneau,
Arjun Oberoi, Kaissa Ouali, Anna Spreafico, Maura L. Gillison, Ye Guo, Jin Yao, Farah Itani, Shivani Gupta, Rong Zhang, Anna Rachel Minchom; Department of Medical
Oncology, McGill University Health Centre, Montreal, QC, Canada; University of Alabama at Birmingham, Birmingham, AL; Sarah Cannon Research Institute UK, London,
United Kingdom; Netherlands Cancer Institute, Amsterdam, Netherlands; Medical Oncology Clinic, Institut Jules Bordet, Université Libre de Bruxelles, Bruxelles, Belgium;
Catalan Institute of Oncology (ICO), Barcelona, Spain; Case Comprehensive Cancer Center, Cleveland, OH; Azienda Ospedaliera Universitaria Integrata di Verona/Centro
Ricerche Cliniche di Verona, Verona, Italy; Charite Universitatsmedizin Berlin, Berlin, Germany; Institut Curie, Paris, France; Vall d'Hebron Institute of Oncology (VHIO),
Barcelona, Spain; Gustave Roussy and Paris-Saclay University, Villejuif, France; Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre, Toronto,
ON, Canada; The University of Texas MD Anderson Cancer Center, Houston, TX; Shanghai East Hospital, Shanghai, China; Pfizer, Bothell, WA; The Royal Marsden Hospital,
London, United Kingdom

Background: PDL1V (PF-08046054) is a novel, first-in-class, PD-Li-directed vedotin
antibody-drug conjugate that consists of MMAE connected to an anti—PD-L1 antibody. Prior
results from the phase 1 study (NCT05208762) showed promising antitumor activity and
manageable safety in patients (pts) with refractory (2L+) NSCLC. We present ctDNA results
from an exploratory analysis in this study. Methods: C5851001 is a phase 1 study in advanced
solid tumors. Pts with NSCLC must have prior exposure to platinum and anti—PD-(L)1 agents,
targeted therapies for tumors expressing AGAs, and measurable disease per RECIST 1.1. PD-L1
expression status by tumor proportion score (TPS) was reported by local sites. Paired baseline
(To) and on-treatment (T1; C2D15 to C3D1) ctDNA samples were used for ctDNA analyses using a
methylation-based tissue-free assay (Guardant Infinity). Tumor fraction (TF) was quantified
by methylation score. Changes in ctDNA from To to T1 were compared between subgroups using
the Wilcoxon test. Results: As of Nov 22, 2025, 55 pts with 2L+ NSCLC received PDL1V: median
age 63 yrs, 70.9% ECOG PS 1, 29.1% squamous (SQ) histology, 67.3% TPS =1%. The median
number of prior lines of therapy was 2.0 (range, 1-8). The investigator-assessed confirmed
objective response rate (ORR) was 32.4% (95% CI, 18.0-49.8) in pts with TPS =1% NSCLC
(n=37) and 0% in TPS <1% (n=18). Grade 3-4 TRAEs occurred in 32.6%. Paired To and T1
samples were available in 47/55 pts. ctDNA analysis showed 46/47 pts (98%) had detectable
ctDNA at baseline. At T1, ctDNA TF decreased in 36/46 pts (78%) and became nondetectable in
7/46 (15%). Pts with complete or partial responses (CR/PR) had a greater median ctDNA
reduction from To to T1 than nonresponders (—99% vs —37%, p<0.001). Pts with TPS =1%
NSCLC had a greater median ctDNA reduction than pts with TPS <1% NSCLC (—77% vs —4%,
P=0.0023). For pts with TPS =1% NSCLC, there was no significant difference in median ctDNA
reduction between nonsquamous (NSQ) and SQ histology (—73% vs —87%, p=0.48). Conclu-
sions: PDL1V monotherapy showed promising antitumor activity with a manageable safety
profile in pts with 2L+ TPS =1% NSCLC. Most pts had ctDNA reduction with PDL1V treatment,
with greater ctDNA reduction in pts with radiographic response and TPS =1% NSCLC. These
data further support evaluation of PDL1V in the ongoing phase 3 trial in 2L+ PD-L1+ NSCLC, SQ
and NSQ_(NCT07144280/PADL1INK-005) and the continued use of ctDNA for response mon-
itoring and potential early prediction of clinical benefit. Clinical trial information:
NCT05208762. Research Sponsor: Pfizer.

ctDNA reduction (%) from
TO to T1median

Subgroup n (lower/upper quartile)
By ORR
CR/PR 12 —99 [-100 to —93]
SD/PD 34 —37[-72 10 5]
By PD-L1 status
TPS <1% 14 —4[-36 to 26]
TPS =1% 32 —77[-98 to —39]
TPS 1%-49% 17 —72[-82 to —38]
TPS =50% 15 —91 [-100 to —41]
By histology TPS =1%
NSQ 24 -73 [-95 to -38]
sSQ 8 -87 [198 to -70]
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Firmonertinib combined with platinum-based chemotherapy in patients with EGFR-
mutant advanced NSCLC following disease progression on first-line third-
generation EGFR-TKI.

Jialei Wang, Hui Yu, Zhihuang Hu, Zhenhua Wu, Fangling Ning, Yi Yao, Gengsheng Yu, Jinliang Kong, Xuemei Zhang, Zhiyong He; Fudan University Shanghai Cancer Center,
Shanghai, China; Binzhou Medical University Hospital, Binzhou, China; Renmin Hospital of Wuhan University, Wuhan, China; Jiangmen Central Hospital, Jiangmen, China;
First Affiliated Hospital of GuangXi Medical University, Nanning, China; East Hospital Affiliated to Tongji University, Shanghai, China; Fujian Cancer Hospital, Fuzhou, China

Background: Patients (pts) who have progressed after first-line 3rd-generation EGFR-TKIs
treatment exhibit limited therapeutic options. We report the preliminary antitumor activity and
safety results of firmonertinib combined with platinum-based chemotherapy (Cohort C) in pts
with EGFR-mutant advanced NSCLC who failed first-line 3rd-generation EGFR-TKIs from a
prospective multi-cohort phase 2 trial (NCT06652048). Methods: Cohort C planned to include
20 pts with advanced NSCLC harboring EGFR-sensitizing mutations who progressed after first-
line 3rd-generation EGFR-TKIs. Study treatment was firmonertinib (160 mg once daily) with
chemotherapy (pemetrexed [500 mg/m?] plus either cisplatin [75 mg/m?] or carboplatin [AUC
5]). The primary endpoint was progression-free survival (PFS) assessed by investigators
according to RECIST vi1.1. Results: Cohort C completed accrual with 18 pts who received at
least one dose of study treatment: median age was 64.5 years (range 43 to 80), ten (55.6%) were
female, 16 (88.9%) were ECOG PS 1, nine (50%) were exon 21 L858R, six (33.3%) had CNS
metastases at baseline. As of 30-Nov-2025, the median PFS was 8.4 months (95%CI 4.2-NR).
The objective response rate (ORR) was 50.0% (95%CI 26.0-74.0). The disease control rate
(DCR) was 88.9% (95%CI 65.3-98.6). The median duration of response (DOR) was not reached
(95%CI 6.2-NR). The 9-month DOR rate was 75.0% (95%CI 12.8-96.1). The median overall
survival (OS) was not reached (95%CI 9.1-NR). The 12-month OS rate was 70.0% (95%CI 16.2-
93.3). Treatment-emergent adverse events (TEAEs) of any grade/grade=3 occurred in 88.9%/
44.4% of pts. The most common any-grade TEAEs were anemia (66.7%) and white blood cell
count decreased (50%). The most common grade=3 TEAEs were white blood cell count de-
creased (16.7%), neutrophil count decreased (11.1%) and anemia (11.1%). No TEAE with fatal
outcome was reported. Conclusions: Firmonertinib combined with chemotherapy showed
promising antitumor activity with a manageable safety profile in pts with EGFR-mutant
advanced NSCLC following disease progression on first-line 3rd-generation EGFR-TKIs. Clin-
ical trial information: NCT06652048. Research Sponsor: None.
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Spatial transcriptomic profiling to identify stroma-based prognostic groups in
oncogene-addicted lung cancer.

Helena Bote-de Cabo, Adrian Portillo, Vera Adradas, Carmen Fernandez-Luna, Melina Peressini, Estela Sanchez-Herrero, Irene Ferrer, Pilar Garrido, Dolores Isla,
loannis Vathiotis, Kostas N. Syrigos, Carlos Aguado De La Rosa, Ana Callejo, Raquel Marse Fabregat, Rosario Garcia-Campelo, Esther Conde, Susana Hernandez,
Fernando Lopez-Rios Moreno, Luis G. Paz-Ares, Jon Zugazagoitia; Department of Medical Oncology, Hospital Universitario 12 de Octubre. Health Research Institute
Hospital Universitario 12 de Octubre (i+12). Universidad Complutense de Madrid, Madrid, Spain; Instituto de Investigacion Hospital 12 de Octubre, Madrid, Spain; Hospital
Universitario Ramon y Cajal, Universidad de Alcala, Madrid, Spain; Hospital Universitario Lozano Blesa / IIS Aragon, Zaragoza, Spain; Sotiria General Hospital, Athens,
Greece; National & Kapodistrian University of Athens, Athens, Greece; Hospital Clinico Universitario San Carlos, Madrid, Spain; Hospital Universitario de Burgos, Burgos,
Spain; Hospital Universitario Son Espases, Palma, Spain; Hospital Universitario A Coruffa, A Corufia, Spain; Pathology Department, Hospital Universitario 12 de Octubre,
Universidad Complutense de Madrid, Research Institute Hospital 12 de Octubre (i+12), CIBERONC, Madrid, Spain; Pathology Department, Hospital Universitario 12 de
Octubre, Research Institute Hospital 12 de Octubre (i+12), Madrid, Spain; Pathology Department, Hospital Universitario 12 de Octubre, Universidad Complutense de Madrid,
Research Institute 12 de Octubre University Hospital (i+12), CIBERONC, Madrid, Spain; Hospital Universitario 12 de Octubre, H120-CNIO Lung Cancer Unit, Universidad
Complutense and Ciberonc, Madrid, Spain; Hospital Universitario 12 de Octubre, Instituto de Investigacion Hospital 12 de Octubre, Madrid, Spain

Background: Driver genomic aberrations determine prognosis and therapy in non-small cell
lung cancer (NSCLC). In this context, some other genomic features such as TP53 mutations
confer poor outcomes. However, other mechanisms leading to worse prognosis in patients (pts)
sharing the same genomic profile remain incompletely characterized. Methods: NSCLC pts
from three cohorts based on their molecular profile (EGFR-mutated [EGFRm], KRAS-mutated
[KRASm] and ALK/ROSi1/RET fusions) were included. Baseline formalin-fixed paraffin-
embedded (FFPE) tumor samples were analyzed using NanoString GeoMx Digital Spatial
Profiling. Regions of interest (ROIs) were selected based on histopathological features and
fluorescently labeled antibodies for tumor (Tm) and stromal (St) areas. RNA expression
of >1,800 genes from selected ROIs was assessed using GeoMx Cancer Transcriptome Atlas.
Leiden algorithm was used for clustering, and differential gene expression and other statistical
analyses were performed using R software. Results: A total of 189 pts (100 EGFRm, 56 KRASm,
33 fusions [17 ALK, 7 ROS1 and 9 RET rearrangements]) were identified. Separate analysis of Tm
and St compartments revealed an association between genotype and transcriptome in the first,
whereas the St transcriptome failed to correlate with the molecular profile. Unsupervised
clustering of the Tm compartment identified four subgroups with distinct gene expression.
Tm Cluster 4 (30 pts) was mainly composed of KRASm pts (86.7%) and presented the poorest
prognosis, with a median overall survival (mOS) of 7.5 months (mo) (p<0.0001). Within St
compartment, four prognostic clusters were also identified. St Cluster 1 (76 pts: 43.4% EGFRm,
40.8% KRASm, 15.8% fusions) and St Cluster 4 (23 pts: 21.7% EGFRm, 52.2% KRASm, 26.1%
fusions) included pts from all three cohorts and showed significantly decreased OS (17.4 mo and
15.6 mo, respectively; p<0.0001). Genes involved in matrix remodeling and epithelial-
mesenchymal transition signaling were overexpressed in St Cluster 1, while St Cluster 4
exhibited a highly immunogenic profile; no correlation with TP53 mutation status was ob-
served. Conclusions: Spatially resolved transcriptomic profiling suggests that stromal com-
position could identify oncogene-addicted NSCLC pts with poor prognosis regardless of
molecular subtype, potentially guiding the development of novel therapeutic strategies. Fur-
ther validation studies are warranted. Research Sponsor: None.
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Profiling patients with MET exon 14 (METex14) skipping NSCLC with a sustained
clinical benefit to tepotinib in VISION.

Paul K. Paik, Egbert F. Smit, Hélene Senellart, Remi Veillon, Juergen Alt, Ingel Demedts, Hovav Nechushtan, Jianhua Shi, Christopher Stroh, Dilafruz Juraeva,
Marie-Noelle Solbes, Rolf Bruns, Andreas Johne, Terufumi Kato; Thoracic Oncology Service, Memorial Sloan Kettering Cancer Center, New York, NY; Department of
Pulmonary Diseases, Leiden University Medical Centre, Leiden, Netherlands; Department of Medical Oncology, Comprehensive Cancer Center, Institut de Cancérologie de
I'Ouest, Saint-Herblain, France; CHU Bordeaux, Service des Maladies Respiratoires, Bordeaux, France; University Medical Center of the Johannes Gutenberg-University
Mainz, Mainz, Germany; AZ Delta Hospital, Department of Pulmonary Diseases, Roeselare, Belgium; Hadassah University Hospital-Ein Kerem, Jerusalem, Israel;
Department of Medical Oncology, Linyi Cancer Hospital, Linyi, China; Clinical Measurement Sciences, the healthcare business of Merck KGaA, Darmstadt, Germany;
Oncology Medical Unit, Merck Serono S.A.S., an Affiliate of Merck KGaA, Darmstadt, Germany; Department of Biostatistics, the healthcare business of Merck KGaA,
Darmstadt, Germany; Global Clinical Development, the healthcare business of Merck KGaA, Darmstadt, Germany; Department of Thoracic Oncology, Kanagawa Cancer
Center, Yokohama, Japan

Background: Tepotinib is a highly selective MET inhibitor with clinical activity in patients with
METex1/4 skipping NSCLC. We previously reported long-term efficacy and safety outcomes of
tepotinib from VISION in patients with =3-years follow-up (data cut-off: May 20, 2024;
Mazieres et al. ELCC 2025 [Poster 81P]). Here, we provide a subset analysis of patients from
VISION who achieved long-term responses to tepotinib to identify clinical characteristics
associated with durable benefit. Methods: Patients with advanced METex1/ skipping NSCLC
detected by liquid (L+) and/or tissue (T+) biopsy received tepotinib 500 mg (450 mg active
moiety) once daily. The primary endpoint was objective response by independent review using
RECIST vi1.1. Secondary endpoints included duration of response and safety. Exploratory an-
alyses of baseline and on-treatment liquid biopsy biomarkers were carried out for potential
prognostic, predictive, or pharmacodynamic relevance. For this subset analysis, patients with a
long-term response were defined as those with a duration of response (DOR) to tepotinib
of >36 months. Results: Of 313 patients enrolled, 26 patients had a DOR >36 months (range:
36.6—78.9). In these patients, median age was 67.7 years (range: 52—84), 53.8% were male,
50.0% were White and 34.6% were Asian, 92.3% had adenocarcinoma, 53.8% had a history of
smoking, and 53.8% were L+ and 65.4% were T+. Median duration of treatment was
50.7 months (range: 15.9—83.1). Seventeen patients received tepotinib as first-line and nine
as second-or-later line therapy. Twenty-four patients achieved >50% decrease, while six
patients achieved >80% decrease in the sum of longest diameters from baseline. Eighteen
patients’ cancer had not progressed at the data cut-off of May 20, 2024, and 14 patients were
still receiving treatment. In 12 patients who discontinued treatment, reasons for discontinu-
ation were: adverse events (5 patients [peripheral edema in 2 patients]), disease progression
per investigator (3 patients), non-compliance (1 patient), consent withdrawal (1 patient), and
other reasons (2 patients). Among patients with long-term responses who stopped treatment
early due to adverse events (prior to disease progression), continued responses were observed
for up to 52 months after tepotinib discontinuation without any further subsequent anticancer
treatment. Of nine patients who received treatment prior to tepotinib, four patients received
immunotherapy alone, and eight patients received chemotherapy without immunotherapy.
Baseline and on-treatment biomarker data will be presented. Conclusions: Patients who
achieved long-term responses to tepotinib in VISION had similar clinical characteristics and
safety outcomes to the overall population of patients from VISION (Mazieres et al. ELCC 2025
[Poster 81P]); ongoing biomarker analyses may help to further characterize these patients.
Clinical trial information: NCT02864992. Research Sponsor: the healthcare business of Merck
KGaA, Darmstadt, Germany (CrossRef Funder ID: 10.13039/100009945).
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COPERNICUS, a pragmatic phase 2b study of first-line (1L) subcutaneous (SC)
amivantamab (ami) + lazertinib (laz) with supportive care in EGFR-mutated ad-
vanced NSCLC: Early safety results.

Sarah B. Goldberg, Balazs Halmos, Narjust Florez, Wade Thomas lams, Kartik Konduri, Xiuning Le, Danny Nguyen, Luis E. Raez, Jonathan W. Riess, Joshua K. Sabari,
Janet Chen Tu, Dave Bjork, Nichelle Stigger, Shiven B. Patel, Annika Hulten, Karen Xia, Paul Cifuentes, Farah Shanoon, llise Leipoldt, Ticiana Leal; Yale School of Medicine,
New Haven, CT; Montefiore Medical Center/Albert Einstein College of Medicine, Bronx, NY; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Greco-
Hainsworth Centers for Research, Tennessee Oncology, Nashville, TN; SCRI at Texas Oncology, Dallas, TX; The University of Texas MD Anderson Cancer Center, Houston,
TX; City of Hope Orange County Lennar Foundation Cancer Center, Irvine, CA; Memorial Cancer Institute, Pembroke Pines, FL; UC Davis Comprehensive Cancer Center,
Sacramento, CA; NYU Langone Health, New York, NY; The Research Evangelist Podcast, Georgetown, MA; LUNGevity Foundation, Chicago, IL; Huntsman Cancer Institute -
Cancer Hospital South, Salt Lake City, UT; Johnson & Johnson, Espoo, Finland; Johnson & Johnson, Wayne, PA; Johnson & Johnson, Horsham, PA; Johnson & Johnson,
Durban North, South Africa; Winship Cancer Institute, Emory University, Atlanta, GA

Background: In MARIPOSA, intravenous (IV) ami + laz significantly prolonged overall survival
vs osimertinib (HR, 0.75; P=0.005) in 1L. EGFR-mutated (exon 19 deletion [Ex19del]/L858R)
advanced NSCLC. However, extended infusion times, infusion-related reactions (63%), venous
thromboembolism (VTE; 36%), and dermatologic adverse events (AEs; paronychia [68%], rash
[62%]) were observed, potentially leading to discontinuations of ami due to AEs (34%). Several
studies have since identified ways to optimize ami + laz administration. In PALOMA-3/-2, SC
ami coformulated with hyaluronidase (tHuPH20) enhanced patient (pt) experience by reducing
administration-related reactions (ARRs) and time, as well as VTE with prophylactic anti-
coagulation, leading to FDA/EMA approval. In COCOON, an enhanced dermatologic regimen
reduced grade =2 dermatologic AEs vs standard of care. Methods: COPERNICUS
(NCT06667076) is the first study to combine SC ami, optimized supportive care and a pragmatic
design to broaden the pt population and better resemble real-world usage. This is an early
report from Cohort 1 on pt demographics and safety of SC ami every 4 weeks (Q4W) + laz daily in
pts with 1L EGFR Ex19del/L858R advanced NSCLC receiving VTE/dermatologic AE prophylaxis.
Pragmatic design included partnering with academic/community sites to enhance pt diversity,
allowing 1 cycle of 1L chemotherapy while awaiting biomarker results and using SC ami Q4W to
reduce visit frequency. Pts received prophylactic anticoagulation for the first 4 months of
treatment. Dermatologic prophylaxis aligned with the regimen described in COCOON. Here we
report safety (key secondary endpoint), including incidence/severity of VTE, ARRs and der-
matologic AEs. All comparisons to MARIPOSA are descriptive. Results: As of data cutoff (02 Jan
2026), Cohort 1 had enrolled 190 pts in the US (target enrollment, 300; median [range] follow-
up, 3.9 [0.1-11.7] mo); 92% were still ongoing in the study. Median age was 66 y, with 55% of
pts =65 y and 21% =75 y; 28% were Asian and 9% African American, reflecting broad enroll-
ment. 6 pts had received 1 chemotherapy cycle. AEs were mostly grade 1—2, with no new safety
signals; 5% discontinued ami due to AEs. With dermatologic prophylaxis, paronychia and rash
were 26% and 22%, respectively, showing numerical reductions vs MARIPOSA. ARRs and VTE
(both grouped terms) were also numerically lower at 9% and 7%, respectively. Conclusions:
Compared with MARIPOSA, SC ami and dermatologic/VTE prophylaxis in COPERNICUS sub-
stantially reduced ARRs, dermatologic AEs, VTE, and ami discontinuations, highlighting the
impact of early supportive care interventions. Using a pragmatic design, these early safety data
support wide use of SC ami Q4W + laz in a diverse population. Given limited follow up, pts will
continue to be evaluated for safety and efficacy. Clinical trial information: NCT06667076.
Research Sponsor: Janssen Research & Development, LLC, a Johnson & Johnson company.
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COPERNICUS, a pragmatic phase 2b study of subcutaneous (SC) amivantamab
(ami) + chemotherapy (chemo) with enhanced dermatologic adverse event (AE)
prophylaxis in EGFR-mutated advanced NSCLC: Interim results.

Ticiana Leal, Balazs Halmos, Narjust Florez, Wade Thomas lams, Melissa Lynne Johnson, Sarah B. Goldberg, Xiuning Le, Sonam Puri, Danny Nguyen, Luis E. Raez,

Jonathan W. Riess, Joshua K. Sabari, Dave Bjork, Nichelle Stigger, Ronald Tang, Karen Xia, Paul Cifuentes, Farah Shanoon, llise Leipoldt, Kartik Konduri; Winship Cancer
Institute, Emory University, Atlanta, GA; Montefiore Medical Center/Albert Einstein College of Medicine, Bronx, NY; Dana-Farber Cancer Institute, Harvard Medical School,
Boston, MA; Greco-Hainsworth Centers for Research, Tennessee Oncology, Nashville, TN; Sarah Cannon Research Institute, Nashville, TN; Yale School of Medicine, New
Haven, CT; The University of Texas MD Anderson Cancer Center, Houston, TX; Moffitt Cancer Center, Tampa, FL; City of Hope Orange County Lennar Foundation Cancer
Center, Irvine, CA; Memorial Cancer Institute, Pembroke Pines, FL; UC Davis Comprehensive Cancer Center, Sacramento, CA; NYU Langone Health, New York, NY; The
Research Evangelist Podcast, Georgetown, MA; LUNGevity Foundation, Chicago, IL; LA Cancer Network, Pasadena, CA; Johnson & Johnson, Wayne, PA; Johnson &
Johnson, Horsham, PA; Johnson & Johnson, Durban North, South Africa; SCRI at Texas Oncology, Dallas, TX

Background: In MARIPOSA-2, intravenous ami + carboplatin-pemetrexed chemo significantly
prolonged progression-free survival (PFS) vs chemo (HR, 0.48; P<0.001) in participants (pts)
with EGFR-mutated (exon 19 deletion [Ex19del]/L858R) advanced NSCLC after progression on
osimertinib. However, longer infusion times, infusion-related reactions (59%), and derma-
tologic AEs (paronychia [37%], rash [43%]) were observed, with frequent interruptions of ami
due to AEs (60%) as a potential result. Numerous studies have since tested ways to optimize ami
administration. PALOMA-3/-2 showed reductions in administration-related reactions (ARRs)
and administration time with SC ami coformulated with hyaluronidase (rHuPH20), thus en-
hancing patient experience and leading to approval by the FDA/EMA. COCOON also showed
fewer grade =2 dermatologic AEs vs standard of care with an enhanced prophylactic regimen.
Methods: COPERNICUS (NCT06667076) is the first study to combine SC ami and optimized
supportive care, using a pragmatic design to broaden the pt population and better resemble
real-world usage. We report planned interim results of Cohort 2 for SC ami every 3 weeks (Q3W)
+ chemo on/after EGFR TKI progression in US pts with EGFR Ex19del/L858R NSCLC receiving
dermatologic AE prophylaxis aligned with the regimen described in COCOON. Pragmatic design
included partnering with academic/community sites and less stringent eligibility criteria to
enhance pt diversity. Primary endpoint is PFS by investigator. Key secondary endpoints are
overall response rate (ORR) and safety, including incidence/severity of dermatologic AEs and
ARRs. All comparisons to MARIPOSA-2 are descriptive. Results: As of data cutoff (02 Jan 2026),
29 pts had enrolled in Cohort 2 (target enrollment, 30; median [range] follow-up: 7.6
[0.5+—10.2] mo); 76% were still ongoing in the study. Median age was 62 y, with 45% of
pts =65 y and 21% =75 y; 38% were Asian and 7% African American. Median PFS was 7.4 mo
(95% CI, 4.8—NE; Table). AEs were mostly grade 1—2, with no new safety signals; 31% of pts
interrupted ami due to AEs. With dermatologic prophylaxis, paronychia and rash occurred in
24% and 14% of pts, respectively, showing numerical reductions vs MARIPOSA-2. ARRs
(grouped term) were also numerically lower at 21%. Conclusions: Compared with
MARIPOSA-2, SC ami and dermatologic prophylaxis in COPERNICUS led to substantial reduc-
tions in ARRs, dermatologic AEs, and ami interruptions, establishing the positive effect of early
supportive care interventions. These interim data obtained using a pragmatic design support
wide use of SC ami Q3W + chemo post-EGFR TKI progression in a diverse population. Clinical
trial information: NCT06667076. Research Sponsor: Janssen Research & Development, LLC, a
Johnson & Johnson company.

Median PFS, mo (95% CI) 7.4 (4.8-NE)
ORR (95% Cl) 24.1% (10.3-43.5)
Partial response 7 (24.1%)
Stable disease 15 (51.7%)
Progressive disease 2 (6.9%)
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RET fusion—positive lung adenocarcinoma: Partner-specific clinicopathological
characteristics, co-mutation profiles, and implications for targeted and
immunotherapy.

Zihan Sun, Jianming Ying, Weihua Li, Jiaxi Xu; Cancer Hospital, Chinese Academy of Medical Sciences, Beijing, China

Background: RET fusions represent actionable oncogenic drivers in lung adenocarcinoma
(LUAD). However, the clinicopathological features, co-mutation landscape, and therapeutic
outcomes across different RET fusion partners remain incompletely characterized. Methods:
We retrospectively analyzed 268 patients with RET fusion—positive LUAD diagnosed between
July 2017 and December 2024. Clinicopathological characteristics, metastatic patterns, and
concomitant mutations were compared between KIF5B and non-KIF5B subgroups. Treatment
outcomes of selective RET inhibitors, multikinase inhibitors (MKIs), and immunotherapy
combined with chemotherapy were assessed, with subgroup analyses according to RET fusion
partners. Results: The median age at diagnosis was 58 years, and most patients were female
(57.0%) and never/light smokers (60.8%). Bone (12.3%), pleural (11.9%), and brain metastases
(6.7%) were the most common metastatic sites. KIF5B-RET fusions were more frequently
detected in earlier disease stages compared with non-KIF5B fusions (p = 0.0531). Among 274
RET fusion events, KIF5B-RET was predominant (65%), followed by CCDC6-RET (16%) and
NCOA4-RET (1%). Concomitant mutations were identified in 28.7% of patients, most com-
monly TP53 (39.0%) and CDKN2A (13.0%), with CDKN2A more enriched in the non-KIF5B
group (p = 0.0393). Nineteen patients received targeted therapy, including pralsetinib (n=12),
selpercatinib (n=2), and cabozantinib (n=5), achieving an overall ORR of 57.9% and median PFS
of 12.0 months. Notably, non-KIF5B patients demonstrated longer median PFS than KIF5B
patients under pralsetinib (17.0 vs. 5.5 months, p = 0.0473). Fifteen patients received first-line
immunochemotherapy, achieving a median PFS of 17.0 months, ORR of 40.0%, and DCR of
80.0%, comparable to targeted therapy (p = 0.3871). PD-L1 expression showed no correlation
with outcomes. Conclusions: RET fusion—positive LUAD comprises biologically heterogeneous
subsets defined by fusion partners. KIF5B-RET fusions tend to occur at earlier stages, whereas
non-KIF5B fusions are more frequently associated with CDKN2A co-mutations and appear to
derive greater benefit from selective RET inhibition. Immunochemotherapy demonstrates
comparable efficacy regardless of fusion partner, highlighting the need for partner-specific
therapeutic strategies in RET fusion—positive LUAD. Research Sponsor: None.
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PRO results from the Beamion LUNG-1 trial in treatment-naive patients with HER2-
mutant advanced NSCLC.

Joshua K. Sabari, Gerrina Ruiter, Ernest Nadal, Lizza Hendricks, Yasushi Goto, Hannah Fairbanks, Heiko Zettl, Alexandra Lauer, Behbood Sadrolhefazi; Perlmutter Cancer
Center, New York University Langone Health, New York, NY; Departments of Clinical Pharmacology and Thoracic Oncology, Netherlands Cancer Institute, Amsterdam,
Netherlands; Catalan Institute of Oncology (ICO), Bellvitge Biomedical Research Institute (IDIBELL), L'Hospitalet de Llobregat, Barcelona, Spain; Maastricht University
Medical Center, Maastricht, Netherlands; National Cancer Center Hospital East City, Kashiwa, Japan; Adelphi Mill, Bollington, Cheshire, United Kingdom; Boehringer

Ingelheim International GmbH, Ingelheim Am Rhein, Germany; Boehringer Ingelheim Pharma GmbH & Co. KG, Ingelheim Am Rhein, Germany; Boehringer Ingelheim

Pharmaceuticals, Inc., Ridgefield, CT

Background: Zongertinib is an irreversible tyrosine kinase inhibitor that selectively inhibits
HER?2 while sparing wild-type EGFR, thereby minimizing associated toxicities. Here, we report
patient-reported outcomes (PROs) on NSCLC-related symptoms, physical functioning, symp-
tomatic adverse events (AEs) and their burden, from patients who were given 120 mg zon-
gertinib QD as first-line in Cohort 2 of the Phase Ib Beamion LUNG-1 trial (NCT04886804).
Methods: EORTC QLQ-C30 physical functioning scale, NSCLC-SAQ (domains: cough, dyspnea,
pain, fatigue and poor appetite), EORTC IL46 (overall side effect burden) and nine PRO-CTCAE
symptoms (mouth and/or throat sores, taste changes, nausea, vomiting, diarrhea, rash, skin
dryness, itching, and numbness/tingling) were collected at cycle 1: days 1, 8 and 15, and day 1 of
cycles 2, 3, 5,7 and 9, each cycle being 21 days. Change from baseline (CFB) in EORTC QLQ-C30
physical functioning and NSCLC-SAQ_total score were analyzed using mixed model repeated
measures. The proportion of patients regarded as responders was defined as patients meeting
within-patient meaningful improvements in PRO score or maintaining low levels of baseline
symptomatology/high functioning. EORTC IL46 (1 = ‘Not at all’, 4 = ‘Very much’) and PRO-
CTCAE (for frequency/severity/interference items: 0 “Never”/ “None”/ “Not at all” to 4
“Almost Constantly”/ “Very Severe”/ “Very much”) were analyzed descriptively. Results:
The PRO analysis set included 71 patients. High completion rates were observed, over 85%
up to cycle 7. Patients had low levels of symptomatology and high levels of physical functioning
at baseline. Mean CFB analysis showed patients reported rapid within-patient improvements in
EORTC QLQ-C30 physical functioning and NSCLC-SAQ_total score after the first week of
treatment (from cycle 1, day 8), which were sustained over time. A high proportion of patients
responded to treatment in terms of their PRO score; at cycle 5, 70% of patients were responders
for physical functioning, and 47% of patients for NSCLC-SAQ total score. There was low side-
effect burden; at any post-baseline timepoint a maximum of 8.4% of patients [n=6] reported
being troubled with side-effects of treatment ‘Quite a bit’ or worse; supported by low pro-
portions of patients reporting symptomatic adverse events via PRO-CTCAE. Conclusions:
Patients treated with first-line zongertinib reported a rapid improvement followed by stability
in physical functioning and NSCLC-SAQ _total score, with high proportions of patients qual-
ifying as PRO responders. Zongertinib was well tolerated, as reflected by the low overall side
effect burden and the low incidence and mild nature of patient-reported symptomatic adverse
events. Clinical trial information: NCT04886804. Research Sponsor: Boehringer Ingelheim.
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Safety and efficacy of APS03118, a next-generation RET inhibitor, in patients with
non-small cell lung cancer (NSCLC): Results from a phase | clinical trial.

Shun Lu, Zhen Zhou, Qiming Wang, Yufeng Wu, Peng Chen, Mengjie Li, Yiping Zhang, Zhengbo Song, Qitao Yu, Jianbo He, Xiangjiao Meng, Qi Dang, Zhiyong He,
Siyuan Huang, Xiaorong Dong, Jianchun Duan, Li Zheng, Baogang Liu, Jian Fang, Jingxun Wu, Doctors Group on behalf of the APS03118 Phase | Study; Shanghai Chest
Hospital, Shanghai, Jiao Tong University, School of Medicine, Shanghai, China; Shanghai Chest Hospital, Shanghai, China; Department of Internal Medicine, The Affiliated
Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Institute of Cancer Research, Henan Academy of Innovations in Medical Science, Zhengzhou, China; The
Affiliated Cancer Hospital of Zhengzhou University and Henan Cancer Hospital, Zhengzhou, China; Department of Thoracic Oncology, Tianjin Medical University Cancer
Institute and Hospital, Tianjin, China; Tianjin Medical University Cancer Institute and Hospital, Tianjin, Tianjin, China; Zhejiang Cancer Hospital, Hangzhou, China; Phase |
Clinical Trial Unit, Zhejiang Cancer Hospital, Hangzhou, China; Guangxi Medical University Cancer Hospital, Nanning, China; Department of Respiratory Oncology, Affiliated
Tumor Hospital of Guangxi Medical University, Nanning, China; Shandong Cancer Hospital and Institute, Jinan, China; Shandong Cancer Hospital and Institute, Shandong
First Medical University and Shandong Academy of Medical Sciences, Jinan, China; Fujian Cancer Hospital, Fuzhou, China; The First Affiliated Hospital of Zhengzhou
University, Zhengzhou, China; Union Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; Shanxi Cancer Hospital, Beijing,
China; Clinical Trial Center, West China Hospital, Chengdu, China; Harbin Medical University Cancer Hospital, Harbin, China; Lung Cancer Department, Peking University
Cancer Hospital and Institute, Beijing, China; The First Affiliated Hospital of Xiamen University, Xiamen, China

Background: Acquired resistance to first-generation selective RET inhibitors (SRIs) remains a
significant clinical challenge in the treatment of RET fusion-positive NSCLC. APS03118 is a
next-generation, highly selective RET inhibitor also with additional potent inhibitory activity
against YES1, a SRC family kinases. This Phase I study evaluated the safety, tolerability,
pharmacokinetics, and preliminary efficacy of APS03118 treatment in patients with advanced
RET fusion-positive NSCLC. Methods: This multicenter Phase I trial enrolled 108 patients,
including 85 patients with NSCLC harboring RET aberrations. In the dose escalation stage (Ia),
APS03118 was administered orally at doses ranging from 40 mg once daily to 120 mg twice daily
(BID) 28 days a cycle in 29 patients with solid tumors. In the expansion stage (Ib), 79 patients
received 80 mg BID and 100 mg BID, including 66 patients of NSCLC with RET fusions. Efficacy
was assessed per RECIST v1.1 every 2 cycles (4 weeks/cycle). Safety was evaluated according to
CTCAE v5. Molecular profiling was performed using next-generation sequencing on blood and,
when available, tumor tissue. This report focuses mainly on the NSCLC cohorts, including
treatment-naive and previously treated patients with 1-4 lines of therapy, including six dif-
ferent SRIs, (e.g., pralsetinib and selpercatinib). Results: Out of 85 NSCLC patients (Ia+Ib), the
Objective Response Rate (ORR) was 80% (confirmed) in 20 (20/22) evaluable treatment-naive
patients. The median Progression-Free Survival (mPFS) is not reached, with 10 patients up to or
over the 16 cycles at the data cutoff date. In 22 (22/25) evaluable patients with prior systemic
therapy not including the SRIs, the ORR was 55%. There were 38 patients in the cohort of prior
SRIs treatment failure. Among 22 (22/26) evaluable patients without known bypass pathway
mutations, ORR was 23% with 14 patients’ PFS up to or over 6 cycles and 10 patients up to or over
8 cycles (data cutoff date). Promising anti-tumor action was observed in the two patients with
G810S and G810C mutations, who experienced tumor shrinkage of up to 50%. Grade =3 TRAEs
occurred in 50.9% of patients. The most common AEs were creatine phosphokinase, AST and
ALT elevation, which were reversible and mostly observed within cycle 1-3 and rarely after cycle
5. Dose reductions in 22.2%, and permanent discontinuation in 4.6%. Overall, APS03118
demonstrated a manageable and predictable safety profile. Conclusions: APS03118 shows
highly promising clinical activity in both treatment-naive and SRI failed NSCLC patients
harboring RET fusions. Its survival benefit may result from potent inhibition of RET and
YES1. The safety profile is manageable, characterized primarily by reversible enzyme elevations.
Further development in NSCLC patients harboring RET fusion is warranted. Clinical trial
information: NCT05653869. Research Sponsor: None.
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Efficacy and safety of larotrectinib in patients with TRK fusion lung cancer: An
updated analysis.

Jessica Jiyeong Lin, Daniel Shao-Weng Tan, Alexander E. Drilon, Victor Moreno, Shivaani Kummar, Damian Tobias Rieke, Biswajit Dubashi, Kunhi Parambath Haresh,
Domnita-lleana Burcoveanu, Kelly Vyacheslavova, Natascha Neu, Chiara E. Mussi, Changsong Qi; Mass General Brigham Cancer Institute, Boston, MA; National Cancer
Centre Singapore and Duke-NUS Medical School, Singapore, Singapore; Memorial Sloan Kettering Cancer Center and Weill Cornell Medical Center, New York, NY; START
Madrid-FJD, Hospital Fundacion Jiménez Diaz, Madrid, Spain; Oregon Health & Science University, Portland, OR; Charité — Universitatsmedizin Berlin, Berlin, Germany;
Jawaharlal Institute of Postgraduate Medical Education and Research, Puducherry, India; Department of Radiotherapy and Oncology, AIIMS - All India Institute of Medical
Sciences, New Delhi, India; Bayer HealthCare Pharmaceuticals, Inc., Basel, Switzerland; Bayer Pharmaceuticals, Reading, United Kingdom; Chrestos GmbH, Essen,
Germany; Bayer S.p.A., Milan, Italy; State Key Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Beijing Key Laboratory of Carcinogenesis and
Translational Research, Department of Early Drug Development Centre, Peking University Cancer Hospital & Institute, Beijing, China

Background: NTRK gene fusions are oncogenic drivers in various tumor types, including lung
cancer. Larotrectinib is the first-in-class, highly selective, central nervous system (CNS)-
active TRK inhibitor approved for tumor-agnostic use in patients with TRK fusion cancer based
on arobust and durable objective response rate in patients with various cancers. Here, we report
updated long-term efficacy and safety data in the subset of patients with TRK fusion lung
cancer treated with larotrectinib after 1 additional year of follow-up. Methods: Patients with
TRK fusion lung cancer enrolled in 2 larotrectinib clinical trials (NCT02122913, NCT02576431
[NAVIGATE]) were included. Larotrectinib was administered at 100 mg twice daily. In
NCT02122913, primary endpoints were safety and the minimum tolerated and recommended
dose; secondary endpoints included pharmacokinetics, overall response rate (ORR), and du-
ration of response (DoR). In NCT02576431, the primary endpoint was best overall response;
secondary endpoints included DoR, survival, and safety. Responses were independent review
committee-assessed per Response Evaluation Criteria in Solid Tumors version 1.1. The data
cutoff was July 20, 2025. Results: A total of 32 patients with measurable disease were treated,
including 12 with known CNS metastases at baseline. Median age was 56 years (range 25—81).
One patient (3%) was systemic treatment-naive in the metastatic/unresectable setting; 19
(59%) had received =2 prior therapies. All NTRK gene fusions were identified by next-
generation sequencing (NGS). The ORR was 69% (95% confidence interval [CI] 50—84): 4
(13%) complete responses, 18 (56%) partial responses, 6 (19%) stable disease, 2 (6%) pro-
gressive disease, and 2 (6%) not evaluable or undefined. Median duration of treatment was
20 months (range 2—81); at data cutoff, no patients remained on treatment. Median time to
response was 1.8 months (range 1.5—7.3). Median DoR, progression-free survival (PFS), and
overall survival (0S) were 20 months (95% CI 13—-67), 19 months (95% CI 10—-36), and
41 months (95% CI 17—not estimable), respectively, with median follow-ups of 53, 49, and
58 months. The 4-year rates for DoR, PFS, and OS were 34% (95% CI 12—57), 26% (95% CI
8—44), and 49% (95% CI 30—-69), respectively. Treatment-related adverse events (TRAES)
were predominantly Grade 1/2. Grade 3/4 TRAEs were reported in 10 (31%) patients. One patient
(3%) discontinued treatment due to TRAEs (alanine aminotransferase, aspartate aminotrans-
ferase, and gamma-glutamyltransferase increased). Conclusions: Larotrectinib continues to
demonstrate rapid and durable responses, extended clinical benefit, and a favorable safety
profile in patients with advanced TRK fusion lung cancer. These results support the wider
adoption of NGS panels that include NTRK gene fusions in patients with lung cancer to identify
those who may benefit from TRK inhibitor therapy. Clinical trial information: NCT02122913,
NCT02576431. Research Sponsor: Bayer HealthCare Pharmaceuticals, Inc.
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First-in-human dose-escalation study of the selective EGFR/HER2 exon 20 inhibitor
PFL-721 in patients with locally advanced or metastatic NSCLC.

Anas Gazzah, Chia-Chi Lin, Gerrina Ruiter, Ki Hyeong Lee, Alex Spira, Pilar Garrido, Amparo Sanchez-Gastaldo, Enriqueta Felip, Sandrine Hiret, Shiven B. Patel,
Martin Wermke, David R. Spigel, Damian Tobias Rieke, Julien Mazieres, Danny Nguyen, Marie Bernardo, Claire Fabre, Jin Xu, Adele De Masson, Yung-Hung Luo; Gustave
Roussy, Villejuif, France; Department of Oncology, National Taiwan University Cancer Center, Taipei, Taiwan; Departments of Clinical Pharmacology and Thoracic
Oncology, Netherlands Cancer Institute, Amsterdam, Netherlands; Division of Medical Oncology, Chungbuk National University Hospital, Chungbuk, National University
College of Medicine, Cheong-Ju, South Korea; NEXT Oncology Virginia, Fairfax, VA; Ramon y Cajal University Hospital, Madrid, Spain; Hospital Universitario Virgen del
Rocio, Seville, Spain; Vall d'Hebron Institute of Oncology (VHIO), Vall d’'Hebron University Hospital, Barcelona, Spain; Institut de Cancérologie de I'Ouest, St Herblain, France;
Hunstman Cancer Institute at The University of Utah, Salt Lake City, UT; Technical University Dresden, Medical Faculty, NCT/UCC Early Clinical Trial Unit, Dresden, Germany;
Sarah Cannon Research Institute Oncology Partners, Nashville, TN; Charité — Universitatsmedizin Berlin, Berlin, Germany; Institut Claudius Regaud, Toulouse, France; City
of Hope- Long Beach Elm, Long Beach, CA; Antares, Boston, MA; Institut de Recherche Pierre Fabre, Toulouse, France; Pierre Fabre Medicament, Paris, France; National
Taiwan University Hospital, Taipei, Taiwan

Background: PFL-721 is a highly selective, orally bioavailable tyrosine kinase inhibitor (TKI)
targeting activating EGFR & ERBB2 exon 20 (ex20) mutations while sparing wild-type (WT)
EGFR. Preclinical studies demonstrate potent inhibition of diverse ex20 variants, >20-fold
selectivity over WT EGFR, and robust antitumor activity in xenograft models. Methods: PFL-
721is investigated in an ongoing phase I study in patients (pts) with advanced NSCLC and EGFR/
ERBB2 ex20 alterations (Clinical trial identifier: NCT06043817). PFL-721 is administered once
daily (QD) in continuous 28-day cycles. Assessments included adverse events (AEs), dose-
limiting toxicities (DLTs), PK, and antitumor activity by RECIST v1.1. Key eligibility criteria
included locally documented EGFR/ERBB2 ex20 alterations on solid or liquid tumor biopsy,
ECOG 0-1, and adequate organ function. Molecular responses were based on EGFR/ERBB2 ex20
alterations variant allele frequency decrease in ctDNA. Results: A total of 45 pts were dosed ,
with a median age of 63 years. Pts had received a median of 3 prior treatment lines. Thirty-one
pts had EGFR ex20 alterations, 13 had ERBB2 ex20 insertion mutations, and one had both. Dose
levels evaluated were 30, 60, 120, 240, 360, 480, and 600 mg QD. Dose escalation was completed
with the identification of the maximum tolerated dose at 480 mg. AEs were reported in 43 pts
(96%), including gastro-intestinal AEs in 39 pts (87%). Commonly observed grade =3 AEs
included diarrhea (n=10/45, 22% of pts ), hypokalemia (n=4/45 , 9%), and increased blood
creatinine (n=3/45, 7%). One grade 3 rash was observed. Six DLT events occurred in 39 evaluable
pts, including grade 3 diarrhea (at 360 mg QD, n=2; 480 mg QD, n=1, 600 mg QD, n=1), grade 3
fatigue (600 mg QD, n=1), and grade 4 hypokalemia (600 mg QD, n=1). PK analyses showed
dose-proportional exposure and achievement of plasma concentrations predicted to be effec-
tive based on preclinical models, at doses of =240 mg QD. Among efficacy population (n=42),
partial responses (PRs) were observed in 15 / 28 pts at doses of =360 mg QD . The overall
response and disease control rates at doses =360 mg QD were 54% (95%CI [33. 9-72.5]) and
79% (95%CI [59.0-97.7]), respectively. Among 25 evaluable pts, molecular responses (ctDNA
decrease >50%) were observed in 12 at doses =120 mg. Conclusions: In this dose escalation
study, class-effect local gastrointestinal AEs were observed in nearly all pts while the frequency
of systemic skin toxicity was low, in line with the selectivity of the molecule for mutant EGFR.
Antitumor activity was reported in 54% of pts at doses =360 mg QD in a heavily pretreated
population, including with prior EGFR/ERBB2 ex20 TKI. Consistent with tumor shrinkage,
ctDNA clearance was observed in 48% of evaluable pts. The randomized dose-optimization part
is ongoing, with three dose regimens: 360 mg QD, 480 mg QD, and 240 mg BID. Clinical trial
information: NCT06043817. Research Sponsor: Pierre Fabre Medicament.
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Safety and efficacy results of the phase 2 study of silevertinib (BDTX-1535) in
previously treated patients with non-small cell lung cancer with non-classical and
C797S EGFR mutations.

Helena Alexandra Yu, Jyoti D. Patel, Nisha Anjali Mohindra, Susan Combs Scott, Julia K. Rotow, Christina S. Baik, Danny Nguyen, Alex Spira, Sarah W. Gordon, Haobin Chen,
James Stevenson, Manmeet Singh Ahluwalia, Minal A. Barve, Shetal Arvind Patel, David Berz, Chao Hui Huang, Sergey Yurasov, Julio Hajdenberg, Shannon Matheny,
Melissa Lynne Johnson; Memorial Sloan Kettering Cancer Center, New York, NY; Tempus Al, Chicago, IL; Lurie Cancer Center, Northwestern University-Feinberg School of
Medicine, Chicago, IL; The Sidney Kimmel Comprehensive Cancer Center, Johns Hopkins University School of Medicine, Baltimore, MD; Dana-Farber Cancer Institute,
Boston, MA; University of Washington, Hutchinson Cancer Center, Seattle, WA; City of Hope, Duarte, CA; NEXT Oncology Virginia, Fairfax, VA; Thomas Jefferson University,
Philadelphia, PA; Washington University School of Medicine, St. Louis, MO; Taussig Cancer Institute, Cleveland Clinic, Cleveland, OH; Miami Cancer Institute, Baptist Health
South Florida, Miami, FL; Sarah Cannon Research Institute, Mary Crowley Cancer Research Center, Dallas, TX; The University of North Carolina at Chapel Hill, Chapel Hill,
NC; Valkyrie Clinical Trials, Inc., Los Angeles, CA; University of Kansas Cancer Center, Westwood, KS; Black Diamond Therapeutics, Cambridge, MA; Black Diamond
Therapeutics, Boston, MA; Sarah Cannon Research Institute, Nashville, TN

Background: Despite significant benefit from FDA-approved EGFR tyrosine kinase inhibitors
(TKIs), patients with classical EGFR mutation positive non-small cell lung cancer (NSCLC)
ultimately develop progressive disease due to mechanisms of resistance, including alterations
of the EGFR pathway. A broad group of non-classical EGFR mutations (NCM), including P-loop
and oC-helix compressing (PACC) mutations, and acquired C797S are major mechanisms of
EGFR resistance. Silevertinib (BDTX-1535) is a fourth-generation covalent EGFR TKI with high
CNS penetrance that targets classical mutations, NCM, and C797S mutations. Antitumor ac-
tivity and safety of silevertinib in advanced NSCLC were evaluated in an open-label Phase 2 trial
(NCT05256290). Methods: Patients (pts) with recurrent NSCLC following =< 2 lines of therapy
with only 1 prior EGFR TKI (osimertinib preferred) and tumors positive for NCM (NCM Cohort)
or C797S mutation (C797S Cohort) were enrolled based on a local molecular test. Based on dose
optimization of silevertinib at 100 mg and 200 mg orally once daily, all patients after May 2024
received 200 mg once daily. The primary endpoint was ORR by RECIST v1.1, and secondary
endpoints included progression-free survival (PFS), duration of response (DOR), dose opti-
mization, and safety. Results: From August 2023 to January 2025, 41 pts were treated in the NCM
Cohort (100 mg, n=11; 200 mg, n=30; 80% female; 56% white; 49% with CNS metastases) and
42 pts were treated in the C797S Cohort (100mg, n=9; 200mg, n=33; 62% female; 48% white;
31% with CNS metastases). In both cohorts, 29% of pts had received 2 prior therapies. As of
November 3, 2025, median follow-up was 9.5 months for pts treated with the 200 mg dose. ORR
and median duration of treatment (DoT) are shown in the table. Alterations of other oncogenic
pathways (e.g. MET, RET, RAS, and RAF) were observed at baseline in approximately 20% of pts
in post hoc analyses. For the 200 mg dose, serious treatment-related adverse events (TRAESs)
were reported in 7 (11%) pts, and 5 (8%) of pts discontinued treatment due to TRAEs. The most
common TRAESs at 200 mg included rash (13%, grade 3), diarrhea (8%, grade 3), stomatitis (2%,
grade 3), and paronychia (2%, grade 3). Available PFS, DOR, and dose optimization results will
be presented. Conclusions: Silevertinib demonstrated antitumor activity at 200 mg orally once
daily in patients with recurrent NSCLC, EGFR NCMs, and acquired resistance C797S mutation
with a safety profile consistent with the EGFR TKI class. Clinical trial information:
NCT05256290. Research Sponsor: Black Diamond Therapeutics.

Median duration of

Cohort Dose n ORR (%, 95% ClI) treatment, mo (range)
NCM Cohort 200 mg 30 16.7% (5.6-34.7) 4.99 (0.99-11.47)
PACC 200 mg 23 21.7% (7.5-43.7) 4.86 (1.28-11.47)
mutations
C797S Cohort 200 mg 33 36.4% 4.76 (0.46-12.55)
(20.4-54.9)
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Cost-effectiveness of amivantamab plus lazertinib versus osimertinib plus che-
motherapy for first-line treatment of EGFR-mutated advanced non—small cell lung
cancer.

Pooja Gokhale, Joshua Caballero, Niying Li, Lorenzo A. Villa Zapata; Clinical and Administrative Pharmacy, University of Georgia College of Pharmacy, Athens, GA;
Department of Clinical and Administrative Pharmacy, University of Georgia College of Pharmacy, Athens, GA; Department of Clinical and Administrative Pharmacy, College
of Pharmacy, University of Georgia, Athens, GA

Background: Amivantamab plus lazertinib and osimertinib plus chemotherapy are guideline-
recommended first-line treatment options for patients with advanced non-small cell lung
cancer (NSCLC) harboring EGFR exon 19 deletion or exon 21 L858R mutations. Although both
treatments are first-line options, their relative economic value has not been evaluated. This
study evaluated the cost-effectiveness of amivantamab plus lazertinib versus osimertinib plus
chemotherapy from a United States payer perspective. Methods: A partitioned survival model
(PSM) and a three-state Markov model were developed to compare the two treatment strategies
over a lifetime horizon. Clinical efficacy inputs were derived from the MARIPOSA and FLAURA2
trials. Direct medical costs and health state utilities were obtained from published sources.
Outcomes included total costs, life years (LYs), and quality-adjusted life years (QALYs). One-
way and probabilistic sensitivity analyses were conducted to assess model robustness using a
willingness-to-pay threshold of $150,000 per QALY or LY gained. Results: Across both mod-
eling approaches, osimertinib plus chemotherapy was associated with greater effectiveness and
lower costs compared with amivantamab plus lazertinib. In the partitioned survival model,
osimertinib plus chemotherapy resulted in 1.68 additional QALYs and 2.18 additional LYs with
cost savings of $34,799, indicating dominance. Similar findings were observed in the Markov
model, with gains of 2.05 QALYs and 2.74 LYs and cost savings of $46,620. Sensitivity analyses
identified survival extrapolation parameters and the discount rate as the primary drivers of
uncertainty. In probabilistic sensitivity analysis, osimertinib plus chemotherapy was favored in
approximately 82% of simulations. Conclusions: From the United States perspective, osimer-
tinib plus chemotherapy was dominant over amivantamab plus lazertinib as first-line treat-
ment for EGFR-mutated advanced NSCLC in this model-based economic evaluation. These
findings highlight the importance of integrating clinical efficacy and economic value in first-
line treatment selection. Future studies should compare all recommended first-line strategies
using mature survival data and incorporate real-world treatment patterns and patient-
centered outcomes. Research Sponsor: None.

Base case results.

ICER
Total Total Total A A (Cost/ ICER
Regimen Costs QALYs LYs A Cost QALYs LYs QALY) (Cost/LY)
Partitioned Survival Model
Amivantamab + $1,297932  3.23 4.65
Lazertinib
Osimertinib + $1,263,133 491 6.83 -$34,799 1.68 2.18 Dominant Dominant
Chemotherapy
Markov Model
Amivantamab + $1,311,688 276 3.97
Lazertinib
Osimertinib + $1,265,068  4.81 6.71 -$46,620 2.05 2.74 Dominant Dominant
Chemotherapy
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SOHO0-01: Updated safety and efficacy of sevabertinib in patients with advanced
HER2-mutant non-small cell lung cancer (NSCLC).

Herbert H. Loong, Xiuning Le, Arsela Prelaj, Lin Wu, Lin Li, Yong Fang, Shun Lu, Xiaorong Dong, Yuki Shinno, Gennaro Daniele, Hye Ryun Kim, Tsung-Ying Yang, Liyun Miao,
Gerrina Ruiter, Boon Cher Goh, Rui Li, Paolo Grassi, Daniel Shao-Weng Tan, Tae Min Kim; Chinese University of Hong Kong, Hong Kong, Hong Kong; The University of Texas
MD Anderson Cancer Center, Houston, TX; Oncologia Medica Toracica Dipartimento, Fondazione IRCCS-Istituto Nazionale dei Tumori, Milan, Italy; Department of Thoracic
Medical Oncology, Hunan Cancer Hospital, Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University, Changsha, China; Department of Medical
Oncology, Beijing Hospital; National Center of Gerontology, Institute of Geriatric Medicine, Chinese Academy of Medical Sciences, Beijing, China; Sir Run Run Shaw
Hospital, Zhejiang University School of Medicine, Hangzhou, China; Shanghai Chest Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Union
Hospital of Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; National Cancer Center Hospital, Tokyo, Japan; Phase 1 Unit,
Fondazione Policlinico Universitario Agostino Gemelli IRCCS, Rome, Italy; Division of Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center; Graduate
School of Medical Science, Brain Korea 21 Project, Yonsei University College of Medicine, Seoul, South Korea; Department of Chest Medicine, Taichung Veterans General
Hospital, Taichung, Taiwan; Nanjing Drum Tower Hospital, Affiliated Hospital of Nanjing University Medical School, Nanjing, China; Departments of Clinical Pharmacology
and Thoracic Oncology, Netherlands Cancer Institute, Amsterdam, Netherlands; Department of Hematology—Oncology, National University Cancer Institute; Cancer
Science Institute of Singapore, National University of Singapore, Singapore, Singapore; Bayer HealthCare Pharmaceuticals, Inc., Whippany, NJ; Bayer S.p.A., Milan, Italy;
National Cancer Center Singapore; Duke—National University of Singapore Medical School, Singapore, Singapore; Seoul National University Hospital, Seoul National
University College of Medicine, Seoul, South Korea

Background: Sevabertinib, a potent, reversible, oral tyrosine kinase inhibitor, received FDA
accelerated approval for pretreated patients with advanced NSCLC harboring HER2 tyrosine
kinase domain-activating mutations. Sevabertinib demonstrated significant antitumor activity
and manageable safety in patients with HER2-mutant NSCLC who had previously received
treatment (Cohort D) or were treatment-naive (Cohort F) in the ongoing, open-label, mul-
ticenter, Phase I/II SOHO-01 trial (NCT05099172) (Le X et al. N Engl ] Med 2025). Here, we report
updated safety and efficacy data from Cohorts D and F. Methods: Patients with HER2-mutant
NSCLC received sevabertinib 20 mg twice daily in both cohorts: patients previously treated with
systemic therapy but naive to HER2-targeted therapy (Cohort D) and treatment-naive patients
(Cohort F). The primary endpoint was objective response rate (ORR) assessed by blinded
independent central review (BICR) per RECIST vi1.1. Other key prespecified and secondary
endpoints included duration of response (DoR) and progression-free survival (PFS) assessed
by BICR per RECIST v1.1, and safety per MedDRA v28.0 and CTCAE v5.0. Results: In total, 154
patients (n=81, D; n=73, F) received sevabertinib in the two cohorts; median follow-up was 19.5
(D) and 15.0 (F) months. Median age was 60 (D) and 65 (F) years; 61.7% (D) and 63.0% (F) were
female; 61.7% (D) and 78.1% (F) had never smoked. As of November 17, 2025, ORR (95% CI) was
66.7% (55.3, 76.8; D) and 75.3% (63.9, 84.7; F); disease control rate (confirmed response or
stable disease for =12 weeks; 95% CI) was 81.5% (71.3, 89.2; D) and 89.0% (79.5, 95.1; F).
Median (95% CI) DoR was 9.5 (6.3, 13.5; D) and 12.2 (8.8, not estimable; F) months; median
(95% CI) PFS was 8.3 (6.9, 12.3; D) and 13.5 (10.0, not estimable; F) months. Treatment-related
adverse events (TRAEs) in both cohorts were consistent with previous reports. Grade 3 or higher
TRAEs occurred in 39.5% (D) and 24.7% (F) of patients. Diarrhea was reported in 86.4% (D) and
87.7% (F) of patients; grade 3 diarrhea occurred in 23.5% (D) and 5.5% (F) of patients. No cases
of interstitial lung disease or grade 4 diarrhea, discontinuations due to diarrhea, or new safety
signals were observed. Conclusions: Sevabertinib demonstrated sustained efficacy with a
manageable safety profile in treatment-naive and pretreated patients with advanced HER2-
mutant NSCLC. These data further support the rapid and durable responses of sevabertinib for
patients with HER2-mutant NSCLC. Clinical trial information: NCT05099172. Research Spon-
sor: Bayer AG.
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Safety and antitumor activity of VRN110755, a brain-penetrant, selective EGFR
inhibitor, in patients with EGFR-driven non—small cell lung cancer.

Min Hee Hong, Ki Hyeong Lee, Chia-Chi Lin, Byoung Yong Shim, Tsung-Ying Yang, Chao-Hua Chiu, Yu Jung Kim, Jen-Yu Hung, Shawgi Sukumaran, Hye Ryun Kim,
Molly SC Li, Shuang Yin Zhang, Myung-Ju Ahn; Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Department of Internal
Medicine, Chungbuk National University Hospital, Cheongju, South Korea; Department of Oncology, National Taiwan University Cancer Center, Taipei, Taiwan; Department
of Medical Oncology, St. Vincent's Hospital, The Catholic University of Korea, Seoul, South Korea; Department of Chest Medicine, Taichung Veterans General Hospital,
Taichung, Taiwan; Department of Internal Medicine, Taipei Medical University Hospital, Taipei, Taiwan; Department of Internal Medicine, Seoul National University Bundang
Hospital, Seoul National University College of Medicine, Seongnam, South Korea; Division of Pulmonary and Critical Care Medicine, Department of Internal Medicine,
Kaohsiung Medical University Hospital, Kaohsiung Medical University, Kaohsiung, Taiwan; Southern Oncology Clinical Research Unit (SOCRU), Adelaide, Australia; Division
of Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center; Graduate School of Medical Science, Brain Korea 21 Project, Yonsei University College of
Medicine, Seoul, South Korea; The Chinese University of Hong Kong, Hong Kong, Hong Kong; Voronoi USA, Boston, MA; Department of Hemato-Oncology, Hanyang
University, Seoul, South Korea

Background: Third-generation EGFR tyrosine kinase inhibitors (TKIs) have improved out-
comes in EGFR-mutant non—small cell lung cancer (NSCLC); however, acquired resistance,
including EGFR C797S mutations, and central nervous system (CNS) progression remain major
unmet medical needs. VRN110755 is an orally available, highly selective EGFR inhibitor designed
to target a broad spectrum of EGFR mutations, including C797S, and has demonstrated robust
brain penetration in preclinical models. Methods: This ongoing, open-label, multicenter Phase
I/1I study evaluates the safety, tolerability, pharmacokinetics (PK), pharmacodynamics (PD),
and preliminary antitumor activity of VRN110755 in patients with EGFR-mutant NSCLC who
progressed on prior third-generation EGFR TKIs and had no remaining standard treatment
options. A dose-escalation phase (10—480 mg once daily) followed by protocol-defined backfill
cohorts (80—-400 mg) was conducted. Patients with stable, asymptomatic brain metastases
and/or leptomeningeal metastases were eligible. This abstract reports data available at the time
of analysis to characterize emerging safety, PK, and antitumor activity and to inform ongoing
dose optimization and cohort expansion under protocol-defined safety monitoring. Early
reporting was undertaken due to emerging systemic and intracranial activity in a population
with high unmet medical need; enrollment and follow-up are ongoing. Results: As of January
18,2026, 63 patients were enrolled. VRN110755 demonstrated dose-proportional PK. At 320 mg,
target engagement (Cirough/ICs0) against common EGFR mutations exceeded that of osimerti-
nib 80 mg by approximately four-fold. Treatment-related adverse events were predominantly
low grade (grade 1: 37%; grade 2: 20%; grade 3: 2%), with no dose-limiting toxicities observed;
the most common event was grade 1 rash (16%). Low rates of diarrhea were reported, with no
interstitial lung disease or clinically meaningful QTc prolongation observed to date. Among 38
response-evaluable patients treated at doses =160 mg following progression on prior EGFR
TKIs, 7 (18.4%) achieved partial responses and 28 (73.7%) achieved stable disease, yielding a
disease control rate of 92.1%; approximately half remained on treatment beyond 7.5 months,
suggesting durable disease control. In patients with baseline EGFR C797S mutations (n=7), the
overall response rate was 85.7% (6/7), with ctDNA clearance of C797S observed in 83.3% (5/6)
of responders. Complete intracranial responses were observed in two patients, and a Kp, uu,csr 0Of
2.0 was documented at the 160 mg dose. Conclusions: VRN110755 demonstrated favorable PK, a
manageable safety profile, and encouraging systemic and CNS antitumor activity in heavily
pretreated EGFR-mutant NSCLC, including C797S-positive disease, supporting continued
clinical development. Clinical trial information: VRN110755_ 01. Research Sponsor: Voronoi,
inc.
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Wait or treat? managing asymptomatic brain metastases in oncogene-mutated
NSCLC: Results of a phase-lll randomized controlled trial.

Anil Ramakant Tibdewal, Jai Prakash Agarwal, Guncha Maheshwari, Renu Nabariya, Kumar Prabhash, Vanita Noronha, Gaurav Khatavkar, Srilaxmi Pedapathi,
Shivani Yewle, Nandini Sharrel Menon, Minit Jalan Shah, Sadhana Kannan, Salma S., Trupti Pai, Omshree Shetty, Nivedita Chakrabarty, Amit Janu, Nilendu Purandare,
Rajiv Kumar Kaushal, Vijay Maruti Patil; Tata Memorial Hospital, Tata Memorial Centre, Homi Bhabha National Institute, Mumbai, India; Tata Memorial Centre, Mumbai,
India; Tata Memorial Hospital, Tata Memorial Centre, Homi Bhabha National Institute, Mumbai, Maharashtra, India; ACTREC, Tata Memorial Centre, Homi Bhabha National
Institute, Mumbai, India; Tata Memorial Centre, Mumbai, Maharashtra, India; Hinduja Hospital, Mumbai, India

Background: The timing of brain radiation therapy (RT) in patients with oncogene-mutated
NSCLC with asymptomatic brain metastases (ABM) has been a matter of debate. No level 1
evidence supports delayed brain RT in ABM. This phase III, open-label, RCT (NCT05236946)
evaluates Upfront Cranial RT (U-CRT) versus Delayed CRT (D-CRT) in ABM of oncogene-
mutated NSCLC. Methods: Eligible patients (=18 years, ECOG =2), with EGFR mutation or ALK
gene rearrangement and completely ABM, were randomized to U-CRT vs D-CRT at intracranial
progression (ICP), stratified by GPA score (0-2 vs > 2) and BM presentation (Synchronous vs
Metachronous). Key exclusions include symptomatic BM, brainstem metastases, and prior
cranial RT. All pts received standard systemic therapy (TKI + CT). The primary endpoint is
intracranial PFS with death treated as a competing event. Secondary endpoints included OS,
PFS, and treatment toxicity. All patients underwent MRI brain every 3 months for 1°¢ year and
6 months thereafter, unless indicated clinically. Cumulative incidence functions were esti-
mated, and subdistribution hazards were compared using the Fine and Gray model. With a
planned enrollment of 208 patients and 139 target events, the study had 80% power to detect a
hazard ratio of 0.62 at a two-sided alpha of 0.05. The icPFS was analyzed in intention-to-treat
populations using Kaplan-Meier estimates and log-rank tests. Results: A total of 208 patients
were randomized (105-U-CRT; 103-D-CRT). Baseline characteristics were well-balanced in
both arms. The median age was 53 years (range, 26-83). EGFR and ALK mutations were seen in
87.6% and 12.4% in U-CRT and 79.6% & 20.4% in D-CRT arm. 15¢/2™4 generation TKIs + CT
were received by 58% & 72% pts, respectively and rest received 3™ generation TKI. In U-CRT,
44..8% received SRS/SRT, 52.4% received WBRT* boost, and 3 pts did not receive RT. The
median follow-up was 27.4 months (95%CI 26.2 -33). The cumulative incidence of ICP at 1 yr
were 8.7% (95%CI 2.9%, 14.5%) & 25.7% (95%CI 16.8%, 34.7%), and at 2-yrs were 21.7% (95%
CI 12.6%, 30.8%) & 50% (95%CI 39.2%, 60.9%) with sub-HR = 0.35 (95%CI 0.21, 0.59), p <
0.001. The median icPFS were 18 mo (95%CI 15.8, 23.5) and 14.3 mo (95%CI 12.6, 19.6) with HR-
0.84 (95%CI 0.59, 1.20), p = 0.35. There was no difference in median PFS of 11.7 mo (95%CI 9.2,
14.1) &12.0mo (95% CI 9.8, 14.9), p = 0.37 and in median OS of 23.3 mo (95% CI17.7-28.8) &28.7
mo (95%CI 17.7, 39.7), p = 0.06, respectively. In the D-CRT arm, 39/47 who had ICP received
salvage CRT. The incidence of grade =2 radiation necrosis was 25.4% and grade > 3 in 5.8% in
upfront RT arm. Conclusions: In asymptomatic BM of oncogene-mutated NSCLC pts, upfront
cranial RT significantly reduced the incidence of ICP; however, it did not improve the survival
outcomes. The difference in survival may become more apparent as the OS data matures. Data
on QOL, neurocognition, and molecular analysis will be reported later. Clinical trial informa-
tion: NCT05236946. Research Sponsor: Tata Memorial Centre - Research Administrative
Council (TRAC); Neuro-Oncology Research Fund of Brain Tumor Foundation (BTF) of India.
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Osimertinib combined with bevacizumab and chemotherapy as 1L treatment in
EGFR-mutated metastatic non-squamous non-small cell lung cancer (nsq NSCLC)
with concurrent mutations.

Liang Liu, Yanjuan Xiong, Yang Wang, Shengguang Wang, Xiubao Ren; Tianjin Medical University Cancer Institute and Hospital, Tianjin, China

Background: Concurrent mutations in EGFR sensitive mutations (19 del/21 L858R) are asso-
ciated with poor prognosis. Previous studies have shown that EGFR-TKI combined with che-
motherapy or anti-angiogenic drugs confers heterogeneous degrees of benefit in this
population. However, the efficacy of concurrent EGFR-TKI, anti-angiogenic agent, and che-
motherapy has not been reported. Methods: This is a single-center, open-label, phase I clinical
trial designed to evaluate the efficacy and safety of osimertinib combined with bevacizumab and
chemotherapy as first-line treatment for EGFRm metastatic nsq NSCLC with concurrent mu-
tations (NCT05507606). 4 induction cycles will be administered (Osimertinib, 80 mg/d, d8—21;
bevacizumab, 7.5 mg/kg, d1; pemetrexed 500 mg/m?2, d1; and carboplatin AUC 5, d1; 3 week/
cycle), after which carboplatin will be discontinued. Osimertinib combined with bevacizumab
and pemetrexed will be continued as maintenance (Osimertinib, 80 mg/d, d1—21; all other
remained unchanged). Bevacizumab and pemetrexed will be stopped at 2 years; osimertinib will
be continued until disease progression. EGFRm include exon 19 del, L858R, T790M, G719X,
L861Q, S768I, exon 20 A763-Y764 insertion, and concurrent mutations are defined as the
presence of at least one destructive TP53 mutation in exons 5 to 8. The primary endpoints are
safety and objective response rate (ORR). Secondary endpoints include disease control rate
(DCR), progression-free survival (PFS), and overall survival (OS). Exploratory endpoints com-
prise NGS comparative analysis pre-/post-treatment, 19 del/L858R subgroup analysis, ctDNA
clearance, and the correlation between efficacy and prognosis. Results: 34 patients were
enrolled. Males accounted for 29.41%, and the median age was 58.5 years (25-75). Patients
with ECOG PS 1 and 2 comprised 97.1% and 2.9%, respectively. The EGFRm profile consisted of
19 del (50.0%), L858R (44.1%), and other mutations (5.9%, including 20 ins and L861Q). All
patients have finished the 4 induction cycles. The median follow-up was 36.8 months (95% CI,
24.2—47.4). The ORR was 94.12% (95% CI, 80.32%—99.28%), the DCR was 100% (95% CI,
89.72%—100%). The median PFS and OS were 35.9 m (95% CI, 26.0—NR) with 44.1% maturity
and NR with 26.5% maturity, respectively. 19 del: ORR 100%, PFS/OS NR. L858R: ORR 86.7%,
mPFS 26.5m (95%CI:16.3-NR), mOS 47.8m (95%CI:22.1-NR). Others: ORR 100%, mPFS 10.8m
(95%CI:7.9-NR), mOS 21.1m (95%CI:18.2-NR). Grade = 3 AE occurred in 31.25% of patients
during the induction phase. No deaths related to toxicity were observed. The discontinuation
rate was 9.4%; no patient discontinued treatment because of AE. Conclusions: These results
demonstrate that the four-drug regimen anchored by osimertinib is well tolerated and active in
patients with EGFRm metastatic nsq NSCLC harboring concurrent mutations. Clinical trial
information: NCT05507606. 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/NCT05507606
http://meetings.asco.org

LUNG CANCER—NON-SMALL CELL METASTATIC

8626 Poster Session

Clinical utility of repeat next-generation sequencing in patients with driver-negative
non-small cell lung cancer: A report from the LC-SCRUM-TRY screening platform.

Hiroki Izumi, Shingo Matsumoto, Shuji Murakami, Shoichi Ishikawa, Shoichiro Yamamoto, Kazumi Nishino, Kenichi Chikamori, Mayu Kawakami, Hiromi Watanabe,
Saori Takata, Jun Sakakibara-Konishi, Tomohiro Kato, Hirokazu Toge, Jun Sugisaka, Masahide Mori, Haruko Daga, Shuichi Asano, Kiyotaka Yoh, Koichi Goto; Department
of Thoracic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Thoracic Oncology, Kanagawa Cancer Center, Yokohama, Japan; Itami City
Hospital, Itami, Japan; Ehime University Graduate School of Medicine, Toon, Japan; Department of Thoracic Oncology, Osaka International Cancer Institute, Osaka, Japan;
Yamaguchi-Ube Medical Center, Yamaguchi, Japan; Saiseikai Imabari Hospital, Imabari, Japan; Department of Respiratory Medicine, NHO Okayama Medical Center,
Okayama, Japan; Kyorin University Hospital, Tokyo, Japan; Department of Respiratory Medicine, Faculty of Medicine, Hokkaido University, Sapporo, Japan; National
Hospital Organization Himeji Medical Center, Himeji, Japan; NHO Yonago Medical Center, Yonago, Japan; Department of Pulmonary Medicine, Sendai Kousei Hospital,
Sendai, Japan; Department of Thoracic Oncology, NHO Osaka Toneyama Medical Center, Toyonaka, Japan; Department of Medical Oncology, Osaka City General Hospital,
Osaka, Japan; Department of Respirology, Japan Community Health Care Organization Chukyo Hospital, Nagoya, Japan

Background: While precision medicine targeting driver oncogenes has improved clinical out-
come of non-small cell lung cancer (NSCLC), the clinical utility of repeat or late-line multiplex
genomic profiling remains unclear for patients whose tumors were initially identified as driver-
negative. We evaluated the clinical impact of genomic screening for treatment-resistant NSCLC
within the nationwide framework (LC-SCRUM-TRY). Methods: Between September 2020 and
November 2025, a total of 2,088 patients with NSCLC were enrolled into LC-SCRUM-TRY. Of
these, this analysis focused on 840 patients who were diagnosed as driver-negative at the time
of enrollment. Genomic profiling was performed using Oncomine Precision Assay (Thermo-
Fisher Scientific) for tumor tissue sample, or liquid biopsy (Guardant360 [Guardant Health] or
liquid OPA). We compared overall survival (OS) among three groups: (A) Driver-negative, (B)
Driver-positive without targeted therapy, and (C) Driver-positive with subsequent corre-
sponding targeted therapy. Results: Among the 840 patients, median age at enrollment was
68 years (range 34-86); the majority were male (70%), ever-smokers (79%), and had ade-
nocarcinoma (74%), with good ECOG-PS of 0-1 (91%). Of these, 89% underwent tissue-based
NGS using OPA, while 11% underwent liquid biopsy. Actionable driver alterations were iden-
tified in 186 patients (22%), without significant difference between tissue- and liquid-based
NGS. The detected drivers included EGFR mutation (mut) (n = 60), HER2 mut (n = 33), KRAS®12C
mut (n = 31), BRAFV®°°E mut (n = 7), MET exon 14 skipping (n = 17), RET fusion (fus) (n = 17),
ALK fus (n = 9), ROS1 fus (n = 7), and NRG1 fus (n = 5). Of the 186 patients with detected drivers,
74 patients (40%) received subsequent matched targeted therapies (Group C), including 13
patients enrolled in clinical trials. The median OS was 36.2 months in Group A, 34.1 months in
Group B, and 70.2 months in Group C, respectively. Patients who received matched targeted
therapies (Group C) had significantly longer OS compared to Groups A and B (p < 0.0001).
Conclusions: Multiplex genomic profiling effectively identified actionable driver oncogenes in
22% of NSCLC patients previously considered driver-negative. Access to matched targeted
therapies based on these results more than doubled the median OS (70.2 vs. 34.1 months),
highlighting the critical importance of a multiplex genomic re-screening approach in this
population. Clinical trial information: UMIN000041957. Research Sponsor: Amgen Inc, Nippon
Boehringer Ingelheim Company, Takeda Pharmaceutical Company, Haihe Biopharma, Astra-
Zeneca, Eli Lilly Japan, Janssen Pharmaceutical, Novartis Pharma, Turning Point Therapeutics,
Spectrum Pharmaceuticals, and Ono pharmaceutical Company.
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First-line (1L) olomorasib + pembrolizumab in patients with KRAS G12C—mutant
advanced NSCLC, and PD-L1 expression 0-49%, from the dose optimization cohorts
of LOX0-RAS-20001 and SUNRAY-01.

Bryan Anthony Chan, Solange Peters, Luis Leon, Tadaaki Yamada, Neeharika Srivastava Makani, Wen-Tsung Huang, Dionisios Spyratos, Jaromir Roubec, Niels Reinmuth,
Adrian G. Sacher, Alexander I. Spira, Nimit Singhal, Shinji Takeuchi, Yonina R. Murciano-Goroff, Yanhong Zhou, Aaron Alan Fink, Alyson Merced, Melinda D. Willard,
Carla M. Visseren Grul, Melissa Lynne Johnson; Sunshine Coast Hospital and Health Service, Birtinya, Australia; Centre Hospitalier Universitaire Vaudois, Lausanne
University, Lausanne, Switzerland; Hospital Clinico Universitario de Santiago Health Research Institute of Santiago de Compostela (IDIS), Santiago, Spain; Department of
Pulmonary Medicine, Kyoto Prefectural University of Medicine, Kyoto, Japan; Comprehensive Hematology-Oncology, St. Petersburg, FL; Chi Mei Chest Hospital, Tainan,
Taiwan; Pulmonary Department, Lung Cancer Oncology Unit, Aristotle University of Thessaloniki,G. Papanicolaou Hospital, Thessalonoki, Ireland; Hospital AGEL Ostrava -
Vitkovice, Ostrava, Czech Republic; Thoracic Oncology, Asklepios Clinics Munich-Gauting, Gauting, Germany; Princess Margaret Cancer Centre/University Health Network,
Toronto, ON, Canada; Virginia Cancer Specialists, PC, Fairfax, VA; Cancer Research SA, Adelaide, SA, Australia; Kanazawa University Hospital, Kanazawa, Japan; Memorial
Sloan Kettering Cancer Center, New York, NY; Eli Lilly and Company, Indianapolis, IN; Eli Lilly and Company, Utrecht, Netherlands; Sarah Cannon Research Institute,
Nashville, TN

Background: For patients (pts) with 1L KRAS Gi12C-mutant advanced NSCLC and PD-L1
expression <50%, the current SOC is pembrolizumab + platinum-based chemotherapy. Com-
bining olomorasib, a KRAS G12C inhibitor, with pembrolizumab may overcome the limited
efficacy of single-agent pembrolizumab in this population, while offering a chemotherapy-
sparing targeted approach. Here we report an integrated analysis of 1L pts with PD-L1 expres-
sion 0-49% (<1% and 1-49%) who received olomorasib + pembrolizumab from the dose
optimization cohorts of LOXO-RAS-20001 and SUNRAY-01. Methods: Pts with advanced KRAS
G12C-mutant NSCLC, known PD-L1 expression and ECOG PS 0-1 were randomized to olomor-
asib (50 or 100 mg, orally BID) with pembrolizumab (200 mg Q3W). One cycle of SOC
pembrolizumab prior to enrollment was permitted. Objective response rate (ORR) was assessed
in the efficacy evaluable population, with PD-L1 0-49% Other efficacy endpoints included best
overall response (BOR) and disease control rate (DCR). Safety was assessed across all treated pts
(PD-L1 0-100%). Results: As of 6 June 2025, 85 pts received olomorasib + pembrolizumab, of
which 31 pts had tumors with PD-L1 expression 0-49% (<1%: n=13; 1-49%: n=18). In pts with
PD-L1 expression <1%, no pts received a prior cycle of SOC, 23% of pts had baseline brain
metastases, and 38% had an ECOG score of 1. For the pts with PD-L1 expression of 1-49%, 17%
received 1 prior cycle of SOC, 17% had baseline brain metastases, and 56% had an ECOG score of
1. The ORR was 58% in pts with PD-L1 <1%, 67% in pts with PD-L1 1-49% (Table). Across all
treated pts the most common any grade treatment-related adverse events (TRAEs) were
diarrhea (31%) and ALT/AST increased (26/24%). TRAEs led to permanent discontinuation
of study treatment in 12% of pts (n=10). Conclusions: Olomorasib + pembrolizumab demon-
strated promising efficacy in pts with 1L KRAS G12C-mutant advanced NSCLC, and PD-L1
expression <1% and 1-49% with ORRs that compare favorably with historical outcomes for
pembrolizumab and chemo-immunotherapy in unselected advanced NSCLC. Olomorasib +
pembrolizumab is under evaluation in pts with 1L KRAS G12C-mutant metastatic NSCLC
(SUNRAY-01, NCT06119581) and early-stage NSCLC (SUNRAY-02, NCT06890598). Clinical
trial information: NCT04956640, NCT06119581. Research Sponsor: Eli Lilly and Company.

Response and time-to-event endpoints in the Efficacy evaluable population with PD-L1 0-49% (N=30%).

Pts with Pts with

PD-L1 <1% PD-L1 1-49%
Endpoint n=12 n=18
ORR', % (n/N) 58.3 (7/12) 66.7 (12/18)
BOR, n (%)
CR' 1(8.3) 1 (5.6)
PRY 6 (50.0) 11 (61.1)
SD 4 (33.3) 4(22.2)
PD 1(8.3) 1(5.6)
NE 0 (0.0) 1 (5.6)
DCR, % (n/N) 91.7 (11/12) 88.9 (16/18)

TIncludes responses confirmed and pending.

*Data for 1 patient are not shown in the table due to incomplete target lesion assessment.

CR, confirmed response; NE, not evaluable, PD, progressive disease; PR, partial response; SD, stable
disease.
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Patient-reported outcomes (PROs) and health-related quality of life (HRQoL) with
taletrectinib in advanced ROS1+ non-small cell lung cancer (NSCLC) from the
TRUST-II study.

Yasir Y. Elamin, Scott Peter Owen, Lyudmila Bazhenova, Maurice Perol, Filippo Guglielmo Maria De Braud, Pilar Garrido, Benjamin Besse, Wei Wang, Xianyu Zhang,
Geoffrey Liu, Caicun Zhou; The University of Texas MD Anderson Cancer Center, Houston, TX; McGill University Health Centre, Montreal, QC, Canada; UC San Diego Moores
Cancer Center, San Diego, CA; Léon Bérard Cancer Center, Lyon, France; University of Milan, Milan, Italy; University Hospital Ramon y Cajal, Madrid, Spain; Gustave Roussy,
Paris-Saclay University, Villejuif, France; Nuvation Bio Inc., New York, NY; Princess Margaret Cancer Centre, Temerty School of Medicine, University of Toronto, Toronto,
ON, Canada; Shanghai East Hospital and Thoracic Cancer Institute, Tongji University School of Medicine, Shanghai, China

Background: Taletrectinib is a next-generation, CNS-active, selective ROS1 tyrosine kinase
inhibitor (TKI) approved by the US FDA for the treatment of patients with locally advanced or
metastatic ROS1+ NSCLC based on results from two Phase 2 studies, TRUST-1 (NCT04395677)
and TRUST-II (NCT04919811). Here we report PROs with taletrectinib from TRUST-II.
Methods: Patients with locally advanced or metastatic ROS1+ NSCLC were treated with tale-
trectinib 600 mg once daily in 21-day cycles. HRQoL and PROs for cancer-specific symptoms
were evaluated using the European Organisation for Research and Treatment of Cancer
(EORTC) Quality of Life Questionnaire 30-item core module (QLQ-C30) and 13-item lung
cancer module (QLQ-LC13). Questionnaires were only distributed to patients from North
America and Europe. Data were collected at screening, then subsequently on Day (D)1 of every
cycle (C) until C9D1, on D1 of every three cycles until C27D1, and every four cycles thereafter
until the end of treatment (within 7 days of last dose). Changes from baseline over time were
summarized using descriptive statistics. A change in score of =10 points from baseline was
considered clinically meaningful. Time to first improvement (TFI) was assessed using Kaplan—
Meier methods. Results: At data cutoff (August 31, 2025), the analysis set included 69 patients
(23 TKI-naive and 46 TKI-pretreated). Mean changes from baseline improved or remained
stable for most domains across both questionnaires. For global health status/quality of life, the
majority of patients showed clinically meaningful improvement or remained stable at multiple
timepoints assessed (e.g. 74% of patients at C7). Mean cognitive function score improved or
remained stable throughout treatment, with the majority (63-77%) of patients showing
improvement or stability and only 9—23% of patients showing worsening at various assess-
ment times. Common disease-related symptoms, including pain and fatigue (QLQ-C30), and
dyspnea and coughing (QLQ-LC13), showed consistent clinically meaningful improvement
throughout treatment, with a median TFI of 1—3 months across all patients. Coughing was
particularly improved in TKI-naive patients, with a median TFI of < 1 month. Conclusions:
Taletrectinib was associated with improved or stable HRQoL in the majority of patients and with
rapid relief of disease-related symptoms. In contrast to other ROS1 TKIs, taletrectinib dem-
onstrated preservation of cognitive function over time. Together with the efficacy and safety
results, these data further support the use of taletrectinib for patients with ROS1+ NSCLC.
Clinical trial information: NCT04919811. Research Sponsor: This study was sponsored by
Nuvation Bio Inc. Medical writing support was provided by Flaminia Fenoaltea, MSc, of Ashfield
MedComms, an Inizio company, and was funded by Nuvation Bio Inc.
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Hi-C sequencing to identify clinically actionable fusions in non—small cell lung
cancer missed by other sequencing technologies.

Kevin Max Levine, Alex Hastie, Anthony Schmitt, Siddarth Selvaraj, Keith D. Eaton; University of Washington/Fred Hutchinson Cancer Center, Seattle, WA; Arima Genomics,
Carlshad, CA; University of Washington, Seattle, WA

Background: For a patient with non-small lung cancer (NSCLC) to benefit from targeted
therapy, an actionable driver alteration needs to be identified. DNA-based next-generation
sequencing (NGS) is the standard across many clinical laboratories, however, there are known
limitations in the detection of structural rearrangements. RNA-based NGS is now being in-
creasingly utilized in cases with negative DNA NGS testing, but it is currently unknown how
many driver alterations are missed with RNA NGS. Hi-C, high-throughput chromosome con-
formation capture, is a newer NGS method that can be performed on formalin-fixed paraffin-
embedded (FFPE) tissue to detect pairwise interactions between DNA regions and may have
increased sensitivity for fusion detection. Methods: We collected FFPE tissue from NSCLC cases
that were previously deemed to be negative for driver mutations through standard DNA and/or
RNA based NGS. We performed Hi-C sequencing on these samples with the Arima Aventa
FusionPlus test. This involves digestion of DNA in situ followed by religating to nearby DNA
regions and sequencing pairs of DNA tags that reveal proximal DNA sequences. RNA-
Sequencing was performed via multiple commercial testing labs using either panel based or
whole transcriptome sequencing. Results: In 118 NSCLC specimens that were negative on prior
NGS testing, 6 samples (5%) tested positive on Hi-C sequencing for a clinically actionable
alteration, including 5 samples that were negative with both DNA and RNA-based NGS. Among
these 6 samples were 5 cases of NRG1 fusions and one case of an NTRK2 fusion. All cases with
NRG1 fusions have breakpoints proximal to exon 2 and therefore are expected to have expres-
sion of the full EGF-like domain. RNA-Sequencing of several of these cases confirmed high
expression of NRG1. As an example, one patient had prior negative sequencing with tissue-
based panel DNA NGS, ctDNA NGS, an RNA fusion panel, and whole transcriptome RNA-Seq.
This patient’s Hi-C sequencing identified a non-canonical NRG1 fusion with an intergenic
region fused upstream of exon 2 of NRG1. After progression on chemo-immunotherapy, the
patient was treated with zenocutuzumab, a recently approved bispecific antibody that blocks
NRG1 from activating HER2/HER3 signaling. A CT Chest scan 6 weeks after initiation showed
near complete resolution of the diffuse miliary metastases. Conclusions: Hi-C can identify
clinically actionable driver alterations in NSCLC cases that were negative on other sequencing
tests, highlighting the potential value of incorporating this technology into clinical practice.
Research Sponsor: None.
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Prognostic impact of actionable driver alterations and efficacy of targeted therapy
in lung squamous cell carcinoma: A large-scale nationwide genomic screening (LC-
SCRUM-Asia).

Tetsuya Sakai, Hiroki Izumi, Shingo Matsumoto, Shuji Murakami, Kazumi Nishino, Daisuke Arai, Jun Sugisaka, Saori Takata, Shoichi Kuyama, Jun Sakakibara-Konishi,
Ikue Kamei, Eriko Tabata, Naoki Furuya, Shingo Miyamoto, Masahiro Kodani, Haruko Daga, Yuto Motobayashi, Koichi Goto; Department of Thoracic Oncology, National
Cancer Center Hospital East, Kashiwa, Japan; National Cancer Center Hospital East, Kashiwa, Japan; Department of Thoracic Oncology, Kanagawa Cancer Center,
Yokohama, Japan; Department of Thoracic Oncology, Osaka International Cancer Institute, Osaka, Japan; Pulmonary Division, Department of Internal Medicine, Saiseikai
Utsunomiya Hospital, Utsunomiya, Japan; Department of Pulmonary Medicine, Sendai Kousei Hospital, Sendai, Japan; Department of Respiratory Medicine, Kyorin
University School of Medicine, Tokyo, Japan; Department of Respiratory Medicine, NHO Iwakuni Clinical Center, Iwakuni, Japan; Department of Respiratory Medicine,
Faculty of Medicine, Hokkaido University, Sapporo, Japan; Itami City Hospital, Hyogo, Japan; Department of Respiratory Medicine, Ikeda City Hospital, Ikeda, Osaka, Japan;
St. Marianna University School of Medicine, Kawasaki, Japan; Japanese Red Cross Medical Center, Tokyo, Japan; Division of Respiratory Medicine and Rheumatology,
Department of Multidisciplinary Internal Medicine, Faculty of Medicine, Tottori University, Yonago, Japan; Department of Medical Oncology, Osaka City General Hospital,
Osaka, Japan; Respiratory Disease Center, Yokohama City University Medical Center, Yokohama, Japan

Background: Precision medicine based on multi-gene analysis improves prognosis and has
established multigene analysis as the standard of care in lung adenocarcinoma.However, the
clinical utility of multi-gene analysis in lung squamous cell carcinoma (LUSC) remains con-
troversial due to the rarity of actionable driver alterations and the uncertain therapeutic
benefits of targeted therapy. This study aimed to elucidate the prognostic value of driver
alterations and the efficacy of targeted therapy in LUSC. Methods: We have prospectively
analyzed patients with non-small cell lung cancer (NSCLC) enrolled in a nationwide genomic
screening project in Japan (LC-SCRUM-Asia) using NGS (Oncomine Comprehensive/Precision
Assay). We evaluated clinical outcomes in patients with LUSC, comparing overall survival (OS)
according to the presence of actionable driver alterations and receipt of targeted therapy.
Results: From March 2015 to October 2025, 19,357 patients were enrolled, of whom 2,917 had
LUSC. Among these LUSC patients, actionable driver alterations were identified in 180 patients
(6.2%) cases, including EGFR mutations (n = 78), KRAS G12C (n = 33), MET exon 14 skipping (n =
28), ALK fusions (n = 18), EGFR exon 20 insertions (n = 7), RET fusions (n = 6), ROS1 fusions (n =
5), BRAF V60OE (n = 4), and HER2 exon 20 insertions (n = 1).In the survival analysis of 2,017
patients with advanced/recurrent disease, median OS was significantly longer in patients with
actionable driver alterations compared to those without (18.2 vs. 15.0 months; HR 0.79, p =
0.02). However, among patients with actionable driver alterations, there was no significant
difference in median OS between patients who received targeted therapies (n = 97) and those
who did not (n = 45) (18.3 vs. 17.0 months, p = 0.94). The efficacy of targeted therapies was
notably limited; median progression-free survival was 12.4 months for ALK tyrosine kinase
inhibitors (TKIs) (n = 17), 8.4 months for EGFR TKIs (n = 46), 4.5 months for KRAS G12C
inhibitors (n = 10), 3.6 months for MET TKIs (n = 15), and 3.4 months for ROS1 TKIs (n = 5).
Collectively, these outcomes were consistently inferior to those reported in pivotal clinical
trials. Conclusions: Although actionable driver alterations were identified in approximately 6%
of LUSC and were associated with a favorable prognosis, targeted therapy demonstrated limited
efficacy and failed to extend overall survival compared to non-targeted approaches. These
findings indicate that the clinical utility of multi-gene analysis in LUSC is currently limited,
highlighting the need for the development of novel therapeutic strategies specific to this
histology. Research Sponsor: Japan Agency for Medical Research and Development (AMED)
and the National Cancer Center Research and Development Fund; Eisai Co., Ltd.; Janssen
Pharmaceutical K.K.; Kyowa Kirin Co., Ltd.; Merck Biopharma Co., Ltd.; MEDICAL & BIOLOG-
ICAL LABORATORIES CO., LTD.; MSD K. K.; Nippon Kayaku Co., Ltd; Novartis Pharma K.K.; ONO
PHARMACEUTICAL CO., LTD.; Pfizer Japan Inc.; AbbVie GK; Sumitomo Pharma Co., Ltd.; TAIHO
PHARMACEUTICAL CO., LTD.; Eli Lilly Japan K.K.; Bayer Yakuhin, Ltd.; Merus N.V.; Takeda
Pharmaceutical Co., Ltd.; Amgen K.K.; Astellas Pharma Inc.; AstraZeneca K.K.; Nippon Boeh-
ringer Ingelheim Co., Ltd.; Bristol-Myers Squibb K.K.; CHUGAI PHARMACEUTICAL CO., LTD.;
DAIICHI SANKYO COMPANY.
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Actionable genomic alterations and outcomes in lung squamous and adenosqu-
amous cell carcinoma.

Simone E. Dekker, Ellen B. Jaeger, Unnati Jariwala, Jamie Sison, Stamatina Fragkogianni, Matthew Lee, Lei Deng; Division of Medical Oncology, Clinical Research Division,
University of Washington/Fred Hutchinson Cancer Center, Seattle, WA; Tempus Al Inc., Chicago, IL; City of Hope Cancer Center, Duarte, CA

Background: Actionable genomic alterations (AGA) are uncommon in lung squamous/
adenosquamous carcinoma (LUSC/LUASC) and may contribute to poorer survival than lung
adenocarcinoma (LUAD). Though a subset of LUSC patients harbor AGA and may benefit from
targeted therapy, outcomes are poorly characterized. We hypothesized that AGA-LUSC patients
treated with first-line (1L) targeted therapy have superior survival to those receiving chemo-
therapy and that AGA-LUSC has a distinct immune tumor microenvironment (TME) compared
to non-AGA-LUSC. Methods: We identified and analyzed LUSC (6,970) and LUASC (227)
patients from the Tempus Lens database with DNA (xT, 648-gene) and whole-
transcriptome RNA (xR) NGS using the Lens Platform. AGA were defined as ALK, ROS1, RET,
NTRK1/2/3 fusions, EGFR, KRAS, BRAF p.V600E, MET exon 14 skipping, or ERBB2 alterations.
KRAS, BRAF p.V600E, and MET exon 1/ skipping were classified as immune-associated AGA.
RNA data were quantified as transcripts per million (TPM) and reported as log2(TPM+1). We
assessed tumor mutational burden (TMB), TTF1 and TP63 gene expression, and TME (via
quanTIseq). OS and PFS were measured from 1L treatment initiation to death, progression/
death or last follow up, respectively. Results: AGA incidence was 7.5% in LUSC and 45% in
LUASC. Non-immune AGA had significantly lower median TMB than immune-AGA and non-
AGA in both LUSC (5.3 vs 7.4 vs 7.9) and LUASC (3.7 vs 5.5 vs 8.4) (both p < 0.001) and had
numerically lower CD8 T-cell infiltration in LUSC. TTF1 expression did not differ among AGA
and non-AGA groups; but TP63 expression was significantly higher in LUSC than LUASC (8.70 vs
6.23, p < 0.001) and in non-AGA compared to AGA in both LUSC (p < 0.001) and LUASC (p =
0.027). In AGA-LUSC, 1L targeted therapy (n = 15) was associated with numerically longer PFS
(27.7 mo vs 8.1 mo, p = 0.17) and OS (19.2 mo vs 15.7 mo, p = 0.78) compared with
chemoimmunotherapy/chemotherapy. No difference in outcomes was observed between
non-AGA and AGA LUSC patients treated with chemoimmunotherapy/chemotherapy. Conclu-
sions: Given the observed rates of AGA in both LUSC and LUASC and numerically improved
outcomes in AGA-LUSC patients receiving 1L targeted therapy, routine NGS testing is war-
ranted. TME differs between non-immune and immune-AGA, and TP63 expression is inversely
associated with AGA in both tumor types. Research Sponsor: National Cancer Institute;
T32CA009515.

Lusc LUASC
Overall Non-AGA  Non-immune AGA  Immune-AGA Overall Non-AGA  Non-immune AGA  Immune-AGA

N = 6,970 N = 6,449 N =142 N =379 N =227 N =124 N =37 N = 66

Classic EGFR alteration 51 (0.7%) 0 (0%) 51 (36%) 0 (0%) 21(9.3%)  0(0%) 21 (57%) 0 (0%)
(exon 19 deletion or L858R)

Other EGFR short variant 31(04%  0(0%) 30 (21%) 1(0.3%) 8(35%  0(0%) 7(19%) 1(1.5%)
ALK fusion 25 (0.4%) 0 (0%) 24 (17%) 1(0.3%) 5 (2.2%) 0 (0%) 5 (14%) 0 (0%)
KRAS G12C N70.7%  0(0%) 0 (0%) MN7@1%) 21 (93%  0(0%) 0 (0%) 21 (32%)
Other KRAS short variant 192 (2.8%) 0 (0%) 0 (0%) 192 (51%)  32(14%) 0 (0%) 0 (0%) 32 (48%)
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Ablation of oligo-residual disease to prolong progression-free survival in EGFR-
mutant advanced NSCLC patients treated with third-generation EGFR-TKIs.

Jizhong Yin, Shuo Yang, Menghang Yang, Bin Chen, Shengxiang Ren; Shanghai Pulmonary Hospital, Tongji University, Shanghai, China; Department of Medical Oncology,
Shanghai Pulmonary Hospital, School of Medicine, Tongji University, Shanghai, China; Shanghai Pulmonary Hospital, School of Medicine, Tongji University, Shanghai, China

Background: Combination of EGFR-TKIs with chemotherapy or amivantamab have become the
standard of care for EGFR-mutant NSCLC. This study further evaluated the efficacy of ablation
in advanced NSCLC patients who develop oligo-residual disease (ORD) after EGFR-TKI.
Methods: We retrospectively enrolled patients with advanced NSCLC who achieved ORD after
first-line third-generation EGFR TKIs therapy in Shanghai Pulmonary Hospital, Tongji Uni-
versity. Ablation, including radiofrequency ablation (RFA) and cryoablation, were administered
for residual lung lesions. Using propensity score matching, patients with ORD who received
TKIs monotherapy alone were set as the control group. The primary endpoint was progression-
free survival (PFS). Results: From Jan 2019 to Dec 2023, a total of 292 patients (100 for TKIs plus
ablation group and 192 for TKIs group) were included. With a median follow-up of 26.4 months,
disease progression or death had occurred in 41 patients (41%) in the TKIs plus ablation group
versus 159 patients (83%) in the TKIs group. The addition of ablation significantly improved
PFS compared to TKIs alone (median 31.6 vs. 17.9 months; HR 0.36, 95% CI 0.26-0.51; p <
0.001). The 2-year PFS rate were 66.1% and 32.5%, respectively. A consistent trend was
observed for overall survival (0S) (median OS: not reached; HR 0.36, 95% CI 0.20-0.65; p <
0.001). A total of 81 patients (22 for ablation group and 59 for TKIs group) underwent biopsies
and NGS testing after resistance. The ablation group showed an increased incidence of MET
amplification (17% vs. 7%) and HER2 amplification (8% vs. 4%), while on-target EGFR re-
sistance mutations (C797S mutation or EGFR amplification) were similar. The side effects were
similar in the two groups. Conclusions: Front-line third-generation EGFR-TKI combined with
ablation for ORD led to significantly longer PFS than EGFR-TKIs alone in patients with
advanced NSCLC, which provide an alternative strategy as the front line setting and warranting
further prospective validation. Research Sponsor: National Natural Science Foundation of
China; 82505082; China Postdoctoral Science Foundation; 2025M773920.
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Clinicogenomic determinants of early progression on first-line osimertinib in EGFR-
mutant NSCLC.

Federica Pecci, Mark Yungjie Jeng, Alessandro Di Federico, Emanuele Mazzola, Marianna Peroni, Federico Monaca, Emanuele C. Mingo, Lodovica Zullo, Daniele Marinelli,
Francesca Colamartini, Silvia Teresa Riva, Minh Tri Le, Ayesha Aijaz, Eleonora Gariazzo, Maisam Makarem, Ilit Turgeman, Jaclyn LoPiccolo, Ullas Batra,

Helena Alexandra Yu, Pasi A. Janne; Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Thoracic Oncology Service,
Memorial Sloan Kettering Cancer Center, New York, NY; Medical Oncology, IRCCS Azienda Ospedaliero-Universitaria di Bologna, Bologna, Italy; Department of Medical and
Surgical Sciences, University of Bologna, Bologna, Italy; Department of Data Science, Dana-Farber Cancer Institute, Boston, MA; Medical Oncology Unit, University Hospital
of Parma and Department of Medicine and Surgery, University of Parma, Parma, Italy; The Christie NHS Foundation Trust and Division of Cancer Sciences, Manchester,
United Kingdom; Operative Research Unit of Medical Oncology, Fondazione Policlinico Universitario Campus Bio-Medico, Rome, Italy; Gustave Roussy and Paris-Saclay
University, Villejuif, France; Regina Elena Institute for Cancer Research, Rome, Italy; Medical Oncology, Santa Maria Della Misericordia Hospital, Perugia, Italy; Department
of Medical Oncology, San Raffaele Scientific Institute, Milan, Italy; Division of Hemato-Oncology, CHUM, Montreal, QC, Canada; Stephenson Cancer Center, The University of
Oklahoma Health Sciences Center, Oklahoma City, OK; Lowe Center for Thoracic Oncology, Dana Farber Cancer Institute, Boston, MA; Department of Medical Oncology,
Rajiv Gandhi Cancer Institute & Research Centre, New Delhi, India; Memorial Sloan Kettering Cancer Center, New York, NY; Dana-Farber Cancer Institute, Boston, MA

Background: With the recent approvals of the FLAURA2 and MARIPOSA regimens in EGFR-
mutant non-small cell lung cancer (NSCLC), identifying clinicogenomic features predictive of
suboptimal outcomes with first-line osimertinib monotherapy is critical in guiding upfront
treatment selections. Methods: This is a multicenter retrospective study enrolling patients
(pts) with advanced NSCLC harboring common EGFR mutations (exon 19 deletions [ex19del],
L858R) treated with first-line osimertinib monotherapy across 13 centers (Clinical cohort).
Comprehensive baseline genomic data on tumor tissue were available for DFCI and MSKCC
(Genomic cohort). The association of clinicogenomic features with real-world progression-
free survival (rwPFS) was investigated. Time-dependent discrimination for very-early pro-
gression (rwPFS < 6 months) was evaluated using Receiver Operating Characteristic (ROC)
curve-based Area Under the Curve (AUC). Variable importance was assessed by delta (A) AUC
after covariate exclusion. Moreover, very-early progression was analyzed with a Cox model
censored at 6 months, reporting adjusted hazard ratios (aHR). Results: A total of 1488 pts were
enrolled in the clinical cohort; at median follow-up of 43.3 months, median rwPFS was
16.3 months (95%CI 15.3-17.4), median overall survival was 36.7 months (95%CI 34.8-
39.4). The strongest predictor of very-early rwPFS in a multivariable model, including, age,
sex, EGFR mutations, PD-L1 tumor proportion score (TPS), concurrent TP53 mutations, met-
astatic sites (brain, bone, liver), performance status, was PD-L1 TPS (aHR 2.75 for =50% versus
0%, p < 0.0001), with the largest decrease in the AUC when excluded from the model (AAUC =
0.17). Looking at genomic features in the genomic cohort, at median follow up of 38.2 months,
loss-of-function mutations in KMT2D (HR 7.1, p < 0.001), TP53 (HR 1.4, p = 0.01), RB1 (HR 1.7, p
= 0.01), RBM10o (HR 1.6, p = 0.01), CREBBP (HR 2.7, p = 0.02), ATM (HR 2.1, p = 0.04), predicted
shorter rwPFS. Next, we investigated the role of concurrent tumor suppressor gene (TSG)
alterations beyond TP53, including in this cathegory those with a p < 0.1 for rwPFS and mutated
in at least 5 cases (RBM10, CREBBP, ATM, RB1, KMT2D, TSC2, PTEN). TSGM"T had shorter rwPFS
compared to TSG*” (aHR 1.5, p = 0.01), specifically in L858R subgroup (aHR 1.7, p = 0.02), while
TP53MUT had shorter rwPFS compared to TP53"" in ex19del only (aHR 1.7, p = 0.01). Combining
TP53 with TSG, pts with TP53MUT plus at least one TSGMUT and pts with TP53"T-TSGM'T had
shorter rwPFS compared to TP53"T-TSG"T and TP53MUT-TSG"T (10.8, 13.1, 21.9, 18.1 months,
respectively, p = 0.004). In the genomic cohort, PD-L1 TPS was the strongest predictor of very-
early rwPFS (AAUC = 0.16), followed by TP53 combined with TSG (AAUC = 0.08). Conclusions: In
this multicenter real-world cohort, baseline PD-L1 and TP53 combined with TSG predict very-
early progression to first-line Osimertinib. Research Sponsor: None.
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EGFR-mutated lung cancer: A comparative analysis of common and uncommon
variants.

Anas Mohammad Zayed, Yazan Hamadneh, Nour Maher Mustafa, Layan Muwafaq Alzoubi, Osama El Khatib, Leen Mohammad Al-Kraimeen, Faris Tamimi, Husam Abu jazar,
Sameer Yaser, Riad Abdeljalil, Akram Al-lbraheem, Mohammad Ma'koseh, Yazan Talab, Kamal Hosni Al-rabi; King Hussein Cancer Center, Amman, Jordan; University of
Jordan, Amman, Jordan; King Hussein Medical Center, Amman, Jordan; Jordan University of Science and Technology (JUST), Irbid, Jordan; KHCC, Amman, Jordan;
Chairman of NM Department at KHCC Founding President of Arab Society of Nuclear, Amman, Jordan

Background: Uncommon EGFR mutations represent a heterogeneous subset of EGFR-positive
NSCLC with limited characterization. This study compares clinical, molecular, and survival
outcomes between common and uncommon EGFR variants in a large real-world cohort.
Methods: A retrospective analysis of 1,501 EGFR-positive NSCLC cases from MSK-CHORD
was performed. Patients were classified as having common (Ex19del, L858R) or uncommon
mutations (G719X, L861Q, S7681). Clinical and genomic variables were analysed using Wilcoxon
and chi-square tests (significance p < 0.05). Results: The study included 1,501 EGFR-mutated
NSCLC patients, with 195 (13.0%) harboring uncommon and 1,306 (87.0%) harboring common
EGFR mutations. Patients with uncommon mutations were older at diagnosis (median 73 vs 69
years; p = 0.003), while sex distribution remained similar (p = 0.868). Race distribution differed
(p = 0.005), with more White patients in the uncommon EGFR group (80.3% vs. 69.5%) and
fewer Asian patients (11.8% vs. 25.5%), while Black patient proportions were similar (7.9% vs.
5.0%). Smoking history also varied (p < 0.005), with substantially fewer never-smokers among
patients with uncommon mutations (25.6% vs 59.6%). Uncommon mutations were associated
with higher genomic burden, including elevated TMB (median 4.92 vs 3.46 mut/Mb; p < 0.001)
and mutation count (median 6 vs 4; p < 0.001). Stage at diagnosis did not differ (p = 0.3), nor did
metastatic site distributions (p = 0.477). Median OS was significantly shorter for patients with
uncommon EGFR mutations (36.69 vs 56.52 months), with HR 1.425 (p < 0.005). In Stage IV
patients receiving osimertinib, OS was numerically shorter for uncommon mutations but not
statistically significant (29.98 vs 34.32 months; HR 1.351; p = 0.08). Among Stage IV patients
with uncommon mutations, OS was comparable between afatinib and osimertinib (25.48 vs
26.70 months; p = 0.88). KRAS co-mutations were significantly more frequent in the uncommon
group (4.62% vs 1.15%; p = 1.985x%1073). Conclusions: Uncommon EGFR mutations exhibit
distinct clinical and genomic features and poorer survival compared with common variants,
highlighting their heterogeneity and the need for tailored therapeutic strategies. 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

LUNG CANCER—NON-SMALL CELL METASTATIC

8636 Poster Session

The effect of glucagon-like peptide-1 (GLP-1) receptor agonists on outcomes in
metastatic non-small cell lung cancer (NNSCLC) patients treated with tyrosine
kinase inhibitors (TKIs): Real-world retrospective analysis.

Khvaramze Shaverdashvili, Fnu Nikita, Farsha Rizwan, Grace L. Lu-Yao, Jennifer Maria Johnson, Sarah W. Gordon; Thomas Jefferson University, Philadelphia, PA;
Department of Medical Oncology, Thomas Jefferson University, Philadelphia, PA

Background: The therapeutic landscape of mNSCLC has rapidly evolved, with multiple onco-
genic alterations now targetable by approved TKIs used in first-line settings, leading to
substantial survival gains. However, several TKIs are associated with metabolic toxicities,
including weight gain and hyperlipidemia, particularly with ALK inhibitors (e.g., lorlatinib)
and selective RET inhibitors. As use of GLP-1 has increased among patients with cancer, their
impact on outcomes in oncogene-driven mNSCLC treated with TKIs remains unknown. We
evaluated the association between GLP-1 use and survival outcomes in TKI-treated mNSCLC
using real-world data. Methods: We conducted a retrospective analysis using TriNetX, a Global
Collaborative electronic health record with > 190 million patients and > 170 healthcare orga-
nizations, from 2010-2025. Adults (=18 years) with mNSCLC, metabolic comorbidities (T2DM,
obesity, or hyperlipidemia), and treatment with first line-approved TKIs (EGFR, ALK, ROS1,
RET, NTRK, BRAF, MET) were included. Patients were stratified by concomitant GLP-1 use and
matched 1:1 using propensity scores based on demographics, ECOG performance status,
cardiometabolic comorbidities, tobacco and alcohol use, and outpatient healthcare utilization.
5 year overall survival (0OS) was assessed. Results: A total of 25,008 patients met inclusion
criteria, including 24,459 (97.8%) non-GLP1 users and 549 (2.2%) in GLP-1 users. After 1:1
propensity score matching (PSM), 546 patients were included per group. Amongst both cohorts
average age was 64, 61% were female, 60% were White, 13% were Asian. In the overall mNSCLC
TKI-treated patients, GLP-1 use was associated with significantly improved 5-year OS com-
pared with non-use (63% vs 40%; HR 0.45, 95% C1 0.36-0.57; p < 0.001). In subgroup analyses,
patients treated with ALK TKIs (lorlatinib or alectinib; n = 128/group) demonstrated improved 5
year OS with GLP-1 use 85% vs 48% in non-users (HR, 0.18; 95% CI, 0.09 - 0.36; p < 0.0001).
Furthermore, GLP-1 use was also associated with improved 5-year OS among EGFR TKI-
treated patients (54% vs 44%; HR 0.60, 95% CI 0.44-0.82; p = 0.001) and BRAF TKI-treated
patients (41% vs 35%; HR 0.52, 95% CI 0.30-0.91; p = 0.02). Other TKI groups comprised
relatively small numbers of patients and therefore were not analyzed separately. Conclusions:
In this large real-world analysis, GLP-1 use was associated with significantly improved survival
in patients with oncogene-driven mNSCLC treated with TKIs, with consistent benefit across
ALK, EGFR, and BRAF-driven mNSCLC. To our knowledge, this is the first study to link the
impact of the GLP-1 agonists on the outcomes of TKI treated mNSCLC. Further prospective
studies are needed to validate these findings and to identify underlying mechanisms. Research
Sponsor: None.
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Plasma epigenomic profiling for identification of mechanisms of sensitivity, pri-
mary and acquired resistance to tepotinib in METex14 skipping metastatic NSCLC.

Sunny Das, Robert Fisher, Aparna Gorthi, Baovy Nguyen Tran, Tyrone Tamakloe, Charlene O'Brien, Hat Sawaengsri, Kyle Gowen, Kristian Cibulskis,

Humphrey Athelstan Gardner, Corrie Painter, Anthony D'Ippolito, Matthew L. Eaton, Andreas Kloetgen, Andreas Machl, Zheng Feng, Christopher Stroh, J. Carl Barrett;
Precede Biosciences, Boston, MA; The Healthcare Business of Merck KGaA, Darmstadt, Germany; EMD Serono, Billerica, MA; Clinical Measurement Sciences, the
healthcare business of Merck KGaA, Darmstadt, Germany

Background: MET exon 14 skipping mutations (METex14) are an actionable biomarker in a
subset (3-4%) of advanced/metastatic NSCLC patients, with an approved oral and highly
selective MET TKI, tepotinib. However, heterogenous clinical responses in patients warrant
additional biomarkers of response and resistance. We applied Precede’s epigenomic liquid
biopsy platform to explore the feasibility of identifying transcriptional programs associated
with sensitivity and resistance to tepotinib in patients with METex14 NSCLC. Methods: A total
of 144 baseline, on-treatment (OT), and end-of-treatment (EOT) samples from patients with
METex14 NSCLC from the VISION study (NCT02864992) were profiled using Precede’s assay
using 1mL of plasma. ctDNA fraction was independently estimated. Genome-wide differential
epigenomic activity and pathway analyses compared PFS-stratified responders (top tertile PFS)
vs. non-responders at baseline (bottom tertile PFS), and paired baseline vs. EOT samples to
identify acquired resistance programs. SCLC/neuroendocrine transformation was assessed in
all samples using an independent Precede lineage classifier. Plasma-inferred gene expression
models, based on Precede’s proprietary algorithms identified additional therapeutic targets.
Results: At baseline, responders showed higher epigenomic activity in pathways underlying
addiction to METex14 signaling, including the FAK-integrin axis, ECM remodeling and EMT/
invasion. Non-responders displayed increased translational/intrinsic proliferative programs,
altered metabolic fitness, and inflammatory/immune signaling, implicating these programs in
intrinsic resistance to tepotinib. These METex14 signaling-associated pathway scores stratified
clinical outcomes, highlighting their potential in patient selection. Paired analyses revealed
EOT samples had increased activity of regulators of lineage plasticity and neuroendocrine
differentiation, relative to baseline. Correspondingly, SCLC scores were elevated in OT and EOT
samples, with a subset of baseline samples already harboring neuroendocrine features. Epi-
genomic activity of GD2 synthase (B4GALNT1) significantly increased with treatment,
underscoring a potential rationale for combination therapies using anti-GD2 ADCs. Conclu-
sions: Precede’s comprehensive epigenomic liquid biopsy platform resolved METex14 skipping
NSCLC biology associated with response and identified programs associated with intrinsic and
acquired resistance to tepotinib, including emergence of neuroendocrine differentiation and
induction of GD2 synthase. These findings support the use of plasma-based epigenomic
profiling to inform therapy selection for patients at baseline and progression and non-
invasively monitor resistance mechanisms in METex14 NSCLC. Research Sponsor: Merck KGaA,
Darmstadt, Germany; CrossRef Funder ID: 10.13039/100009945.
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Efficacy and safety of deulorlatinib (TGRX-326) in patients with locally advanced or
metastatic ALK+ non—small cell lung cancer: A multicenter, open-label, pivotal
phase 2 trial.

Yunpeng Yang, Zhehai Wang, Yangiu Zhao, Wenjian Jin, Yongchang Zhang, Wu Zhuang, Ying Xin, Yan Wang, Jianying Zhou, Longhua Sun, Bo Jin, Guifang Zhang,
Wenxiu Yao, Tienan Yi, Jean Cao, Li Zhang; Department of Medical Oncology, Sun Yat-sen University Cancer Center, Guangzhou, China; No. 440 of Jiyan Road, Jinan,
Shandong, China; Respiratory Medicine, Department of Gastrointestinal Oncology, The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital,
Zhengzhou, China; Jiangxi Cancer Hospital, Nanchang, China; Lung & Gastrointestinal Oncology Department, Hunan Cancer Hospital/The Affiliated Cancer Hospital of
Xiangya School of Medicine, Central South University, Changsha, China; Department of Thoracic Oncology, Fujian Cancer Hospital, Fuzhou, China; Jilin Cancer Hospital,
Changchun, China; Department of Medical Oncology, Harbin Medical University Cancer Hospital, Harbin, Heilongjiang, China; The First Affiliated Hospital of Medical School
of Zhejiang University, Hangzhou, China; The First Affiliated Hospital of Nanchang University, Nanchang, China; Department of Medical Oncology, the First Hospital of
China Medical University, Shenyang, China; Oncology Department, Xinxiang Central Hospital, Xinxiang, China; Department of Medical Oncology, University of Electronic
Science and Technology of China, Sichuan Cancer Hospital and Institute & Cancer, The Second People’s Hospital of Sichuan Province, Chengdu, China; Oncology
Department, Xiangyang Central Hospital, Xiangyang, China; Shenzhen TargetRx.Inc, Shenzhen, China

Background: Treatment options are limited for anaplastic lymphoma kinase positive (ALK+)
non-small cell lung cancer (NSCLC) patients (pts) who have developed resistance to second-
generation ALK inhibitors. Deulorlatinib is a highly potent third-generation ALK inhibitor. The
Previous phase 1 study (NCT05441956) found that deulorlatinib had a high overall and intra-
cranial response rate in pts who had progressed on second-generation inhibitors, with en-
couraging activity against the G1202R mutation and favorable tolerability. Methods: This is a
multicenter, open-label pivotal phase 2 study. Pts with locally advanced or metastatic ALK+
NSCLC who had progressed on second-generation inhibitors received deulorlatinib 60 mg
orally once daily. The primary endpoint was objective response rate (ORR) per RECIST v1.1 by
independent review committee (IRC). Secondary endpoints included duration of response
(DoR), progression-free survival (PFS), overall survival (0S), and safety. The ORR in patients
harboring the G1202R mutation was also assessed. Results: Between Jan 18, 2023 and Dec 29,
2023, a total of 163 patients were enrolled and 158 were evaluable for efficacy. Of these pts, the
median age was 53.5 years old, 53.2% were female, 95.6% had adenocarcinoma, and 56.2% had
baseline brain metastasis; 56.3% of these pts had progressed on alectinib. As of December 16,
2025, the median follow-up was 28.7 months and 44 pts were still on deulorlatinib. The IRC
assessed confirmed ORR was 43.7% (95%CI 35.8, 51.8). The median DoR and PFS was
20.7 months (95%CI 15.4, NR) and 13.8 months (95%CI 8.3, 16.5), respectively; median OS
was not reached. Of the 43 pts with measurable baseline CNS lesions, confirmed ORR was 55.8%
(95%CI 39.9, 70.9). In pts with the G1202R mutation, the ORR was 62.5% (95%CI 24.5, 91.5).
Treatment-related adverse events (TRAEs) were reported in 96.3% of pts. The most common
TRAEs were hypercholesterolaemia (77.9%), hypertriglyceridaemia (71.2%), and weight gain
(52.8%). Grade =3 TRAESs were reported in 51.5% of pts. Of note, only 1.2% of pts had Grade =3
CNS TRAEs. Conclusions: Deulorlatinib produced robust and durable responses in locally
advanced or metastatic ALK+ NSCLC pts with progression on second-generation inhibitors,
including those with the G1202R mutation, with low incidence of Grade =3 CNS TRAEs.
Although across trials comparisons must be interpreted cautiously, deulorlatinib might
have a better safety profile than lorlatinib. Altogether these findings suggest that deulorlatinib
has a favourable risk benefit ratio and support its further development, particularly in the
first-line setting. Clinical trial information: NCT05955391. Research Sponsor: Shenzhen Tar-
getRx, Inc.
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Clinical efficacy and tolerability of the selective RET inhibitor soxataltinib (SY-5007)
in advanced RET fusion—positive non—small cell lung cancer (NSCLC): Primary
findings from a confirmatory phase lll trial.

Anwen Xiong, Xiangjiao Meng, Yongzhong Luo, Baogang Liu, Jian Fang, Qitao Yu, Liping Tan, Zhangzhou Huang, Qiming Wang, Li Yang, Yanmin Wu, Yanru Qin,
Yongsheng Wang, Longhua Sun, Yinghui Sun, Zhihua Liu, Bo Feng, Anna Wang, Qiang Cai, Caicun Zhou; Department of Oncology, Shanghai East Hospital, Tongji University,
Shanghai, China; Department of Radiation Oncology, Shandong Cancer Hospital and Institute, Shandong First Medical University, Jinan, China; Thoracic Medicine
Department I, Hunan Cancer Hospital, Changsha, China; Cancer Hospital, Harbin Medical University, Haerbin, China; Lung Cancer Department, Peking University Cancer
Hospital and Institute, Beijing, China; Department of Respiratory Oncology, Affiliated Tumor Hospital of Guangxi Medical University, Nanning, China; Fujian Cancer Hospital,
Fuzhou, China; Department of Internal Medicine, The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Institute of Cancer Research, Henan
Academy of Innovations in Medical Science, Zhengzhou, China; Department of Respiratory and Critical Care Medicine, The First Affiliated Hospital of Chongging Medical
University, Chongging, China; Department of Respiratory and Critical Care Medicine, Xuzhou Central Hospital (Southeast University Affiliated Hospital), Xuzhou, China;
Department of Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of Respiratory Medicine, Nanjing Drum Tower Hospital,
Nanjing, China; The First Affiliated Hospital of Nanchang University, Nanchang, China; Department of Clinical Medicine, Shouyao Holdings (Beijing) Co., Ltd, Beijing, China;
Shouyao Holdings Co. Ltd., Beijing, China

Background: Oncogenic RET gene fusions represent a clinically validated molecular driver
occurring in approximately 1-2% of all NSCLC cases, establishing a critical need for targeted
therapeutic strategies. Soxataltinib is a novel, orally bioavailable, and highly selective small-
molecule inhibitor of RET kinase. Its anti-tumor potency and safety have been previously
reported in a phase I/II study. Here we confirmed its clinical value in a pivotal phase III study.
Methods: This multicenter, single-arm Phase III clinical trial was designed to evaluate the
efficacy and safety of Soxataltinib in patients with RET fusion—positive NSCLC who were
previously untreated for advanced disease. The primary endpoint was the confirmed Objective
Response Rate (ORR), as determined by Blinded Independent Central Review (BICR) per RECIST
v1.1. The secondary endpoints included investigator-assessed ORR, Disease Control Rate (DCR),
Duration of Response (DOR), Progression-Free Survival (PFS), Overall Survival (0S), and safety.
Results: At the data cutoff (April 10, 2025), the Per-Protocol Population (PPP) comprised 95
patients, 61 of whom were Key efficacy population (KEP) for statistical hypothesis. Soxataltinib
demonstrated profound anti-tumor efficacy. The primary endpoint was met. The BICR-
confirmed ORR was 90.0% (95%CI: 79.5, 96.2) for KEP and 87.4% (95%CI: 79.0, 93.3) for
PPP. The overall DCR was 96.7% (95%(CI: 88.5, 99.6) for KEP and 93.7% (95%CI: 86.8, 97.6) for
PPP. The median PFS and DOR had not yet been reached, with an estimated 15-month PES rate
of 68.9% (95%CI: 54.3, 79.7) and 65.0% (95%CI: 51.5, 75.6) and 12-month DOR rate of 73.8%
(95%CI: 58.2, 84.4) and 69.1% (95%CI: 53.8, 80.1), respectively for KEP and PPP. The OS data
remained immature. The safety analysis population comprised 96 patients who received at least
one dose of Soxataltinib. The most common Grade =3 treatment-emergent adverse events
(TEAEs) were hypertension (22.9%), diarrhea (16.7%), Aspartate aminotransferase increased
(6.3%), Alanine aminotransferase increased (5.2%), and hyponatraemia (5.2%). These events
were predominantly manageable. None of the patients permanently discontinued treatment
due to a treatment-related adverse event. No patient died due to TEAE that was definitely
related, probably related, or possibly related to Soxataltinib. Conclusions: The primary analysis
of this Phase III trial confirmed Soxataltinib as a highly effective and well-tolerated therapeutic
agent for patients with RET fusion—positive NSCLC in the first-line setting. This observed high
response rates and durable disease control benefit underscored its potential as a best-in-class
RET inhibitor. The adverse event profile was predictable and manageable, supporting its
feasibility for long-term administration. Clinical trial information: NCT06031558. Research
Sponsor: Shouyao Holdings (Beijing) Co. Ltd.
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Results from OCEAN II: A phase Il study of encorafenib + binimetinib combination in
Chinese patients with BRAF®?%F mutated metastatic non-small cell lung cancer.

Huagiang Zhou, Qing Zhou, Qisen Guo, Wei Guo, Gongyan Chen, Zhe Liu, Yun Fan, Yan Li, Yuh-Min Chen, Isabelle Klauck, Angela Guo, Benoit Sansas, Li Zhang; Department
of Medical Oncology, Sun Yat-sen University Cancer Center, Guangzhou, China; Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital (Guangdong
Academy of Medical Sciences), Southern Medical University, Guangzhou, China; Shandong First Medical University Affiliated Tumor Hospital, Jinan, China; Department of
Respiratory Medicine, Shanxi Province Cancer Hospital/ Shanxi Hospital Affiliated to Cancer Hospital, Chinese Academy of Medical Sciences/Cancer Hospital Affiliated to
Shanxi Medical University, Taiyuan, China; Department of Medical Oncology, Harbin Medical University Cancer Hospital, Harbin, China; Beijing Chest Hospital, Capital
Medical University, Beijing, China; Department of Thoracic Oncology, Zhejiang Cancer Hospital, Hangzhou, China; Chongging University Cancer Hospital, Chongqing, China;
Taipei Veterans General Hospital, Taipei, Taiwan; Pierre Fabre Medicament, Boulogne-Billancourt, France; Pierre Fabre Laboratories, Beijing, China; Pierre Fabre
Medicament, Toulouse, France; Sun Yat-sen University Cancer Center, Guangzhou, China

Background: Lung cancer is the most common cause of cancer and cancer death in China.
Patients (pts) with BRAFV®°°E mutant metastatic non-small cell lung cancer (mNSCLC) can
benefit from targeted treatments such as encorafenib + binimetinib (E+B). E+B is approved in
Western countries (PHAROS: NCT03915951); however, evidence of efficacy and safety in Chi-
nese pts is lacking. OCEAN IT (NCT05195632) is the 1st study to specifically evaluate the efficacy,
safety and pharmacokinetic of this targeted combination in Chinese pts with BRAF'5°°F mutant
mNSCLC. Methods: OCEAN II is an ongoing multicenter, open-label, phase 2 (P2) study with a
Safety Lead-in (SLI). Eligible pts had unresectable stage IV BRAF®°°E mutant NSCLC, were
treatment-naive or had received systemic therapy, excluding BRAF/MEK inhibitors. Pts re-
ceived E 450 mg once daily + B 45 mg twice daily. Primary endpoints were dose-limiting
toxicities (DLT) during the 1st 28 days (SLI) and confirmed objective response rate (CORR) by
independent central review (ICR) (P2). Secondary endpoints (P2) were disease control rate
(DCR), duration of response (DoR), progression-free survival (PFS), overall survival (0S), and
safety. Results: Between June 2022 and October 2023, 63 pts were enrolled (SLI = 15, P2 = 48):
median age 65 yrs (range 52—82), 49% female, 75% with ECOG score = 1. There was only 1 DLT
(non-serious grade 3 lipase increased) during SLI, supporting P2 initiation. At the primary
analysis cut-off date (27 May 2024), the primary endpoint was met; cORR by ICR was 59.3%
(95% confidence interval [CI] 45.0—72.4) in the Efficacy set, with pre-defined statistical
significance criteria met. An ad hoc analysis (cut-off 27 March 2025) was conducted when
all pts had =12 months (mo) follow up. cORR by ICR was 61.1% (95% CI 46.9—74.1), with 6 (11%)
complete and 27 (50%) partial responses, and DCR of 87.0% (95% CI 75.1-94.6). Median time
to response was 1.8 mo (range 1.7—13.7), median DoR 17.5 mo (95% CI 12.9—NR), median PFS
13.8 mo (95% CI 7.5—NR) and median OS 27.9 mo (95% CI 14.7—30.0). DoR and OS are not yet
mature (median follow-up for OS: 21 months). Median treatment duration was 32.3 weeks, with
7 (11%) pts receiving treatment for > 2 years, and 10 (15.9%) remaining on treatment.
Treatment-emergent adverse events (TEAEs) = grade 3 occurred in 56% of pts. Related TEAEs
in =25% were anemia (36%), increased aspartate aminotransferase (33%), increased alanine
aminotransferase (30%), increased creatine kinase (29%), vomiting (27%), increased creat-
inine (25%). Nine (14%) pts discontinued any drug due to AEs. Conclusions: The data confirm
the clinical benefit of E+B in Chinese pts with BRAF"®°°E mutant mNSCLC, a population with
distinct genomic and disease characteristics. No new safety concern was identified in the
Chinese population. These data can support regulatory decisions and clinical practice guidelines
in China. Clinical trial information: NCT03915951. Research Sponsor: Pierre Fabre Medicament.
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A phase 2 multicenter, open-label, parallel cohort study to evaluate the efficacy,
safety, and pharmacokinetic profile of ABN401 in patients with advanced solid
tumors harboring c-MET dysregulation.

Xiuning Le, Hye Ryun Kim, Dae Ho Lee, Se-Hoon Lee, Ki Hyeong Lee, Ji-Youn Han, Yu Jung Kim, Gyeong-won Lee, Young Saing Kim, Jong Ran Kim; The University of Texas
MD Anderson Cancer Center, Houston, TX; Division of Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine,
Seoul, South Korea; Department of Oncology, University of Ulsan College of Medicine, Asan Medical Center, Seoul, South Korea; Samsung Medical Center, Sungkyunkwan
University School of Medicine, Seoul, South Korea; Chungbuk National University Hospital, Cheongju-si, North Chungcheong, Cheongju, South Korea; National Cancer
Center, Goyang, South Korea; Seoul National University Bundang Hospital, Department of Internal Medicine, Seong Nam, South Korea; Gyeongsang National University
Hospital/Institute of Health Science, Jinju-Si, South Korea; Gachon University Gil Medical Center, Namdong-Gu, Korea, Republic of; AbionBio, Seoul, South Korea

Background: Vabametkib is a small-molecule, tyrosine kinase inhibitor (TKI) that is a highly
selective type I inhibitor of c-MET kinase, for the treatment of solid tumors harboring c-MET
gene dysregulation. Methods: Phase 2 trial is an open-label, global study designed to evaluate
the safety and efficacy of vabametkib in patients with NSCLC harboring MET exon 14 skipping
mutations confirmed by NGS. Patients received oral vabametkib at a dose of 800 mg once daily
(QD) until disease progression or unacceptable toxicity. The primary endpoint was ORR as
assessed by blinded independent central review. Secondary endpoints included pharmacoki-
netics, DoR, DCR, PFS and OS. Exposure—response relationships of vabametkib were evaluated
in enrolled patients to explore the optimal dose and dosing regimen to support further clinical
development. Results: Forty-two (42) efficacy patients enrolled and median age were 76 years;
78 years in treatment naive and 75 years in the prior treated patients. Median follow-up
duration was 14.1 months overall; 14.6 months for treatment naive and 13.5 months for prior
treated patients. BICR confirmed ORR was 55% overall, with comparable response rate in both
treatment-naive patients (52%) and prior-treated patients (57%). The median DoR assessed by
BICR was 14.5 months with 19.9 months in treatment naive patients and 11.7 months in prior
treated patients. Median PFS by BICR was 8.8 months overall, with 10.2 months in treatment
naive patients and 7.3 months in prior treated patients. TRAE were experienced in 89% patients,
11% patients experienced Grade =3 TRAEs and no Grade 4 TRAE was reported. The most
common TRAEs included nausea (75%), diarrhea (34%), hypoalbuminemia (25%), rash (18%),
vomiting (18%), peripheral edema (16%), fatigue (14%), and elevated ALT and AST (14%). The
most common Grade =3 TRAE was pneumonitis (4.5%). TRAEs led to dose reductions in 22.7%
of patients, most commonly due to rash (6.8%), nausea (4.5%) and stomatitis (4.5%). TRAEs
resulted in dose interruptions in 36.4% of patients most frequently due to nausea (9.1%),
vomiting (9.1%), rash (6.8%), and fatigue (4.5%). Median AUC;,¢ values were highest in the PR
group (2,946 ng-h/mL) compared to the SD (2,021ng-h/mL) and PD groups (988 ng-h/mL)
with a statistically significant difference (p = 0.0347 by Kruskal-Wallis). PK simulation dem-
onstrated BID dosing more effectively maintained ECy, coverage than QD dosing; sustaining
drug conc above EC,, for 93% of the dosing interval and increasing AUC,_, 1y by 35.3% thereby
increasing likelihood of achieving exposure observed in the PR patients. Conclusions: Alter-
native 350mg BID of Vabametkib had been selected to continue the clinical development.
Clinical trial information: NCT05541822. Research Sponsor: AbionBio; Korean Drug Develop-
ment Fund.
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Comprehensive epigenomic profiling of plasma for non-invasive detection of MET
activation to uncover MET-associated biology in patients with EGFR-mutated ad-
vanced NSCLC and progression on osimertinib.

Jonathan W. Riess, Khoi Nguyen, Sunny Das, Humphrey Athelstan Gardner, Mike Zhong, Baovy Nguyen Tran, Tyrone Tamakloe, Charlene O'Brien, Hat Sawaengsri,
Kristian Cibulskis, Aparna Gorthi, Corrie Painter, Matthew L. Eaton, Ryan James Hartmaier, J. Carl Barrett; UC Davis Comprehensive Cancer Center, Sacramento, CA;
Precede Biosciences, Boston, MA; Translational Medicine, Oncology R&D, AstraZeneca, Boston, MA

Background: Genomic overexpression or amplification of MET is an established bypass resis-
tance mechanism in EGFR-mutated (EGFRm) NSCLC, observed in up to 34% of patients whose
tumors progress on osimertinib. Savolitinib, an oral, highly selective MET TKI, demonstrates
clinical activity in tumors classified as MET-high by tissue-based IHC or FISH. However, tissue
at progression is often inaccessible or insufficient for repeated assessment, constraining
dynamic characterization of MET pathway dependence and emerging resistance mechanisms.
To overcome these limitations, we applied an epigenomic liquid biopsy platform to a subset of
patients enrolled in the Phase II SAVANNAH trial that combined osimertinib and savolitinib
after progression on 1L osimertinib (NCT03778229), where we evaluated the feasibility of
capturing MET activity and additional resistance markers from plasma. Methods: Baseline
samples from 40 patients enrolled in the SAVANNAH trial with progression on 1L osimertinib,
were profiled using an epigenomic assay (Precede Biosciences, Boston MA) on 1mL of plasma.
Tissue-based analysis from the SAVANNAH cohort scored 15/40 tumors as MET-high/+ (FISH
10+, IHC 3+ =90%+) and 25 samples as MET-low/- (FISH < 10, IHC 3+ < 90%). A plasma-based
MET classifier integrating comprehensive epigenomic features was applied to these samples
and its performance evaluated against tissue MET status. ctDNA fraction was independently
estimated. Pathway analyses on genome-wide differential epigenomic activity were performed
to define MET-associated biology and infer tumor gene expression from plasma. Results: The
plasma-based MET classifier demonstrated strong agreement with tissue-based MET status
(AUC 0.97; balanced accuracy 88%), with an estimated limit of quantification (LoQ) of ~0.8%
ctDNA. MET+ samples displayed enrichment of epigenomic signatures consistent with MET-
dependence, including MYC targets, metabolic signatures, and invasive and developmental
programs. In contrast, MET-negative (MET-) samples were enriched for IFN-driven immune
pathways and apoptotic priming. Gene expression models across multiple ADC targets applied
to patient plasma samples from SAVANNAH also identified elevated EGFR and HER2 expression
in select cases. Conclusions: Comprehensive epigenomic profiling of plasma demonstrated
high concordance with tissue-based approaches, identifying MET pathway activation and
additional putative resistance-associated targets, from 1 mL of plasma in EGFRm NSCLC
patients. This provides an accessible and scalable blood-based test to increase identification
of patients post-EGFR inhibitor treatment, who may benefit from MET-targeted therapy,
resistance monitoring, and informing future combination or sequential MET-directed
strategies. Research Sponsor: AstraZeneca, Boston, USA.
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Clinical significance of EGFR amplification in patients with EGFR-mutated meta-
static non—small cell lung cancer receiving first-line osimertinib.

Alessandro Di Federico, Federica Pecci, Mark Yungjie Jeng, Marianna Peroni, Daniele Marinelli, Alessandro Leonetti, Francesco Mantuano, Roberta Minari, Stefano Scalera,
Laura Cipriani, Marcello Maugeri-Sacca, Nicola Calonaci, Giulio Caravagna, Biagio Ricciuti, Mark M. Awad, Federico Cappuzzo, Marcello Tiseo, Helena Alexandra Yu,
Pasi A. Janne, Andrea Ardizzoni; University of Bologna, Bologna, Italy; Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute, Harvard Medical School, Boston,
MA; Memorial Sloan Kettering Cancer Center, New York, NY; Medical Oncology Unit, University Hospital of Parma and Department of Medicine and Surgery, University of
Parma, Parma, Italy; Regina Elena Institute for Cancer Research, Rome, Italy; Medical Oncology Unit, University Hospital of Parma, Parma, Italy; University Hospital of
Parma, Parma, Italy; Istituto Tumori Regina Elena, Rome, Italy; IRCCS Regina Elena National Cancer Institute, Rome, Italy; University of Trieste, Trieste, Italy; Dana-Farber
Cancer Institute, Harvard Medical School, Boston, MA; Istituto Nazionale Tumori Regina Elena, IRCCS, Rome, Italy; Dana-Farber Cancer Institute, Boston, MA; Department
of Medical and Surgical Sciences, University of Bologna, Bologna, Italy

Background: With rapidly expanding first-line options for patients (pts) with EGFR-mutated
non-small cell lung cancer (NSCLC), identifying biomarkers that may assist treatment selection
is critical. The impact of EGFR amplification (EGFR*?) on osimertinib outcomes is unclear.
Methods: Pts with stage IV NSCLC and EGFR exon 19 deletions (ex19del) or the L858R mutation
who received first-line osimertinib monotherapy at 5 centres across Italy and the United States
and had undergone baseline next-generation sequencing (NGS) that included EGFR*? as-
sessment were included in this analysis. EGFRA™® was defined as an EGFR copy number (CN) =6.
The predominantly amplified allele was inferred by INCOMMON, a biostatistical classifier, as
previously described. Results: Among 473 pts, 81 (17.1%) had EGFR*®, Compared to pts with
non-amplified EGFR (EGFRN°""AMP 'n = 392), pts with EGFR*? more frequently had TP53 co-
mutations (80% vs 55%, p < 0.001) and baseline brain (51% vs 34%, p = 0.008), liver (26% vs
13%, p = 0.009), and bone metastasis (65% vs 51%, p = 0.03). When treated with osimertinib, pts
with EGFR*™P achieved similar objective response rate (ORR) (88% vs 83%, p = 0.23), but
shorter median progression-free survival (mPFS) (11.6 vs 19.0 months, HR 1.77, p < 0.0001) and
overall survival (mOS) (34.0 vs 40.1 months, HR 1.40; p = 0.040). In a multivariable Cox-
regression model, EGFR*P retained its association with worse PES (HR 1.36, p = 0.04), but not
0S. EGFRAMP correlated with shorter PFS in both TP53 co-mutated (n = 269) (11.7 vs 15.0 months,
HR 1.43, p = 0.02) and TP53 wild-type (n = 181) (10.4 vs 21.9 months, HR 2.38, p < 0.001) cases,
despite similar ORR and mOS. Among pts with ex19del, EGFR*P (n = 44) showed similar ORR
compared to EGFRN°""AMP () = 241), but shorter mPFS (14.2 vs 20.2 months, HR 2.01, p < 0.001)
and mOS (35.4 vs 44.9 months, HR1.62, p = 0.04). In contrast, no difference was observed in the
L858R-mutated subgroup between EGFR*™? (n = 39) and EGFRN°™*MP (n = 150) cases (ORR
86% Vs 75%, p = 0.14; mPFS 11.4 vs 14.3 months, HR 1.47, p = 0.06; mOS 33.2 vs 36.0 months, HR
119, p = 0.5). Within EGFRAMP cases, increasing EGFR CN (EGFRN°""AMP yg CN=6 < 15 vs CN 15-30
vs CN > 30) correlated with a stepwise reduction of mPFS (19.0, 16.7, 10.3, and 8.7 months,
respectively; log-rank p < 0.001) and mOS (40.1, 37.5, 38.8, and 15.3 months, respectively; log-
rank p = 0.02). Moreover, amplification of the mutant allele, as opposed to wild-type ampli-
fication, correlated with inferior mPFS (8.3 vs 12.1 months, HR 2.72, p = 0.002) and mOS (17.3 vs
39.7 months, HR 2.08, p = 0.046). Among pts with paired NGS before and after acquired
osimertinib resistance (n = 113), those with baseline EGFR*™® more frequently showed acquired
MET alterations (29% vs 12%, p = 0.04). Conclusions: EGFR*" is associated with distinctive
characteristics and worse outcomes to osimertinib among pts with stage IV EGFR-mutated
NSCLC. Research Sponsor: None.
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Leptomeningeal disease in ALK-positive NSCLC: Survival impact of third-
generation ALK inhibitors.

Kelsey Pan, Meimei Zheng, Yang Xia, Yongchang Zhang, Fangdi Sun, Maxime Borgeaud, Surbhi Singhal, Lingzhi Hong, Jianjun Zhang, Wen Li, Jonathan W. Riess,
John V. Heymach, Nathaniel James Myall, Alfredo Addeo, Daniel Shao-Weng Tan, Yilong Wu, Xiuning Le; Emory University Hospital/Winship Cancer Institute, Raleigh, NC;
Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital, Guangzhou, China; Department of Respiratory and Critical Care Medicine, Second Affiliated
Hospital of Zhejiang University School of Medicine, Hangzhou, China; Lung & Gastrointestinal Oncology Department, Hunan Cancer Hospital/The Affiliated Cancer Hospital
of Xiangya School of Medicine, Central South University, Changsha, China; Stanford University, Stanford, CA; Hopitaux Universitaires de Genéve (HUG), Geneva,
Switzerland; University of California Davis Comprehensive Cancer Center, Sacramento, CA; The University of Texas MD Anderson Cancer Center, Houston, TX; Department
of Thoracic/Head and Neck Medical Oncology, Department of Genomic Medicine, The University of Texas MD Anderson Cancer Center, Houston, TX; University of California,
Davis Comprehensive Cancer Center, Sacramento, CA; Stanford Cancer Center, Stanford, CA; Oncology Department, University Hospital Geneva Switzerland, Geneva,
Switzerland; National Cancer Centre Singapore and Duke-NUS Medical Centre, Singapore, Singapore; Guangdong Provincial People’s Hospital, Guangzhou, China

Background: As survival outcomes for patients with ALK-positive non-small cell lung cancer
(NSCLC) continue to improve with successive generations of ALK tyrosine kinase inhibitors
(TKIs), leptomeningeal disease (LMD) has emerged as a growing and critical area of unmet
need. While next-generation ALK TKIs were developed to enhance central nervous system
(CNS) penetration and improve control of parenchymal brain metastases, their role in the
treatment of LMD remains less well defined. Methods: We performed a global multi-center
retrospective analysis of 141 patients with a diagnosis of ALK-positive NSCLC and radiograph-
ically or cytologically confirmed LMD at 5 academic centers across the United States and China
(MD Anderson Cancer Center, Zhejiang University, Guandong Lung Cancer Institute, National
Cancer Centre Singapore, and Union Hospital at Tongji Medical College) between 2007-2024.
Baseline clinical characteristics, treatment history, and outcomes were collected, and subgroup
analyses were performed to identify clinical and treatment-related factors associated with
leptomeningeal overall survival (LMOS). Results: Of the 141 patients with ALK+ NSCLC, most
patients had radiographic LMD (79.4%), while 41.1% had positive CSF cytology and 59.6% were
neurologically symptomatic. The median time from metastatic lung cancer to LMD diagnosis
was 40.6 months among patients who were previously treated with a 3rd generation (3G) ALK
TKI (lorlatinib), compared to 23.7 months among those without prior lorlatinib treatment (p <
0.001). The median overall survival following LMD diagnosis (LMOS) was 22.5 months. Use of a
3G ALK TKI following LMD diagnosis was associated with improved LMOS in both treatment-
naive patients and those previously treated with earlier-generation TKIs. Among TKI-naive
patients, LMOS was 42.4 months with second-generation (2G) TKI alone, 49.6 months with
escalation from 2G to 3G TKI, and not reached with 3G TKI alone (p < 0.001). Among patients
previously treated with a 2G TKI, LMOS was significantly improved with 3G TKI (32.6 months)
compared with an alternative 2G TKI (7.0 months) or no ALK TKI (6.8 months; p = 0.01). Whole-
brain radiotherapy, intrathecal therapy, and VEGF inhibition were not associated with im-
proved LMOS. On multivariable analysis, ECOG performance status < 2 and female sex were
associated with prolonged LMOS. Conclusions: This study represents the largest multi-
institutional analysis of LMD in patients with ALK+ NSCLC. Highly CNS-penetrant 3G ALK
TKIs are associated with delayed LMD development and significantly improved survival fol-
lowing LMD diagnosis, whereas WBRT and intrathecal therapies confer limited benefit. These
findings support the need for potent CNS-active ALK TKIs and prospective studies including
patients with LMD in ALK-driven NSCLC. Research Sponsor: None.
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Real-world effectiveness of MET inhibitors versus immunotherapy = chemotherapy
in 1L for patients with MET exon 14 skipping mutations in non-small cell lung
cancer.

Pranoti Pradhan, Rohini George, Kamal S. Saini, Sharanya J., Ruta Veinalde, Maria Ignacia Berraondo, Paulo Ricardo Santos Nunes Filho, Carolina Dutra, Ullas Batra,
Federica Pecci, Biagio Ricciuti, Jennifer Rider, Luca Cantini; ConcertAl, LLC, Cambridge, MA; ConcertAl, LLC, Bengaluru, Karnataka, India; Fortrea Inc., Durham, NC;
Department of Medical Oncology, Rajiv Gandhi Cancer Institute & Research Centre, New Delhi, India; Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute,
Harvard Medical School, Boston, MA; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA

Background: Metastatic non-small cell lung cancer (mNSCLC) remains a leading cause of
cancer-related deaths, with MET exon 14 skipping mutations (METex14) identified as a key
oncogenic driver in 1%—4% of cases. MET tyrosine kinase inhibitors (TKI) such as capmatinib
and tepotinib have demonstrated efficacy in clinical trials, leading to FDA approval in any
treatment line. This study aims to compare first-line (1L) survival outcomes with MET TKI
versus immune checkpoint inhibitors = chemotherapy (10 + Chemo). Methods: Patient char-
acteristics and survival outcomes were retrospectively analyzed for METex14 mNSCLC patients
who received 1L therapy with either (1) MET TKI (tepotinib and capmatinib) or (2) IO = Chemo.
Patients were excluded if they had EGFR alterations. Data were sourced from ConcertAI’s
Patient360 and RWD360, datasets sourced from oncology EHR in the US. Results: Among a total
of 344 patients, 174 (50.6%) were > 80 years of age, 94 (87.9%) had non-squamous mNSCLC,
176 (51.2%) were female, and 71 (20.6%) had ECOG PS =2. As 1L, 202 received MET TKI, 61
received IO + Chemo, and 81 received IO only. Baseline clinicopathologic features were balanced
except for a slightly higher proportion of patients with TPS PD-L1 =50 in the IO = Chemo group
(p< 0.05). At amedian follow up of 40.7 months (mo), in the overall group median progression-
free survival (mPFS) was 6.6 mo (95% CI: 5.8—8.8) and median overall survival (mOS) was 15.5
mo (95% CI: 14.4—18.3). MET TKI yielded a mPFS of 7.8 mo (95% CI: 6.2—9.1) and a mOS of 13.8
mo (95% CI: 11.4—17.6).10 + Chemo resulted in a mPFS of 5.1 mo (95% CI: 3.7—8.2) and a mOS of
21.9 months (95% CI: 15.5—25.8). The mPFS did not differ significantly between groups (p
=0.38), while mOS favored IO + chemotherapy (p= 0.03). Objective response rate was 61.0% with
MET TKI and 50.7% with I0 = Chemo (p= 0.74); disease control rate was significantly higher
with MET TKI (77.0% vs 64.8%; p= 0.03). In subgroup analysis, among patients with PD-
L1 =50, OS was significantly longer with 1L I0 = Chemo compared with MET TKI (22.0 mo, 95%
CI: 7.5-34.3 vs. 8.5 mo, 95% CI: 6.6—16.5; p< 0.02). In contrast, among patients with PD-L1 <
50, MET TKI was associated with longer PFS (9.2 mo, 95% CI: 4.2—11.7 Vs. 4.9 mo, 95% CI:
2.1-11.0; p= 0.07) although OS was similar (17.6 mo, 95% CI: 9.6—29.6 vs. 14.5 mo, 95% CL:
4.0—23.2; p= 0.57). Conclusions: Among patients with METex14 mNSCLC, those treated with 1L
I0 + Chemo had a better OS compared to those treated with MET TKI. This seems especially
valid for patients with PD-L1 =50, for whom I0 = Chemo significantly improved OS. However,
patients with PD-L1 < 50 showed prolonged PFS when treated with MET TKI. This highlights
the need for personalized treatment patterns in this patient population. Research Sponsor:
ConcertAlI, LLC.
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ALFA score as a predictor of long-term benefit with frontline brigatinib in ALK+
advanced NSCLC: A ctDNA-based composite biomarker from ALTA-1L.

Laura Mezquita, Miquel Ferriol-Galmes, Victor Albarran-Artahona, Teresa Gorria, Juan Carlos Laguna, Michele Rota, Angela Montes, Diana Anguita, Manuel Jimenez,
Maxime Janin, Ainara Arcocha, Jihan Bakkali, Julieth Mena, Cristina Teixido, Benjamin Besse, Anne-Marie C. Dingemans, Edouard Auclin; Hospital Clinic - IDIBAPS,
Barcelona, Spain; IDIBAPS, Barcelona, Spain; Gustave Roussy Cancer Campus, Villejuif, France; Erasmus MC Sophia Children’s Hospital, Rotterdam, Netherlands;
Department of Medical Oncology, Institut Bergonié, Bordeaux, France

Background: Optimal sequencing of ALK-TKI in 1st-line ALK+ NSCLC remains controversial.
Although 3-generation (G) TKI are increasingly used upfront, a subset of patients (pts) may
achieve prolonged outcomes with 214G TKI. However, baseline (B) biomarkers to identify these
pts are lacking. We evaluated whether a composite clinical-molecular score integrating (B)
ctDNA and biological parameters could predict systemic and intracranial outcomes with
upfront brigatinib. Methods: Post hoc analysis of pts with ALK+ NSCLC from the ALTA-1L
trial with available (B) ctDNA NGS. ALK variants, co-occurring genomic alterations (co-GAs),
and clinical/biological variables (PS, albumin, derived neutrophil-to-lymphocyte ratio [dNLR],
and metastatic sites) were analyzed. Independent prognostic factors for progression-free
survival (PFS) and intracranial PFS (IC-PFS) were identified by multivariable Cox models. A
composite score (ALFA), based on the Cox models’ coefficients was developed. Results: Among
124 pts, ctDNA detected ALK variant in 53% (n = 66), mostly EML4::ALK (Vin =25,V3n=24,V2n
=7, V5n = 4). co-GAs were present in 46%, including suppressor gene alt. in 35%. High dNLR
was observed in 34% and hypoalbuminemia in 21%. In multivariable analysis, high dNLR (HR
1.67,95% CI1.02—2.73; p = 0.04), low albumin (HR 0.34, C1 0.20-0.57; p < 0.001) and suppressor
co-GAs (HR 2.24, CI1.32-3.79; p = 0.003) were independently associated with shorter PFS. Non-
V1 variants showed a trend toward inferior PFS (HR 1.73; p = 0.05). For IC-PFS, high dNLR (HR
1.52; p = 0.03), brain metastases (HR 2.98; p < 0.001), and suppressor co-GAs (HR 2.41; p =
0.002) remained independently prognostic. The ALFA score stratified pts into low- (59%),
intermediate- (27%), and high-risk (14%) groups, with median PFS of 35.5,11.1, and 5.5 months
(mo.), respectively (p < 0.0001; c-index 0.72). A similar separation was observed for intra-
cranial PFS (IC-PFS; p < 0.0001), with median IC-PFS not reached in the low-risk group, 21.1
mo in the intermediate-risk group, and 5.5 mo. in the high-risk group (c-index 0.72). Overall
survival (OS) showed consistent and significant discrimination across ALFA risk groups (log-
rank p < 0.0001) with amedian OS NR in low-risk, 44.3 mo. in intermediate-risk, and 19.3 mo. in
high-risk pts. Conclusions: The ALFA score integrates baseline ctDNA-derived molecular
features with routine blood-based parameters to robustly stratify clinical outcomes in ALK+
pts treated with frontline brigatinib. This composite score identifies a subset of patients with
durable systemic and intracranial benefit from second-generation ALK inhibitors, supporting
its potential role as a practical risk stratification tool in routine clinical practice. Research
Sponsor: None.
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Genomic determinants of resistance to BRAF/MEK inhibitors in BRAFV5°°E—mutant
non—small cell lung cancer.

Eleonora Gariazzo, Alessandro Di Federico, Lodovica Zullo, Alessandro Leonetti, Valentina Santo, Leonardo Brunetti, Mihaela Aldea, Francesco Facchinetti, Edoardo Garhbo,
Federica Pecci, Cassio Murilo Hidalgo-Filho, Mizuki Nishino, Lynette M. Sholl, Marcello Tiseo, David Planchard, Biagio Ricciuti; Lowe Center for Thoracic Oncology, Dana-
Farber Cancer Institute, Harvard Medical School, Boston, MA; Medical Oncology Department, Gustave Roussy, Villejuif, France; Medical Oncology Unit, University Hospital
of Parma, Parma, Italy; Department of Medicine and Surgery, University of Parma and Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute, Parma, Italy;
Department of Radiology, Brigham and Women's Hospital and Dana-Farber Cancer Institute, Boston, MA; Department of Pathology, Brigham and Women's Hospital,
Harvard Medical School, Boston, MA

Background: BRAF V600E mutations occur in approximately 2—3% of non—small cell lung
cancer (NSCLC). BRAF/MEK inhibition (BRAFi+MEKi) yields high response rates and durable
clinical benefit but acquired resistance is inevitable. BRAFi+MEKi therapy may select for
resistant tumor clones, induce secondary genomic alterations, and drive changes in the tumor
immunophenotype. However, the landscape of resistance mechanisms to BRAFi+MEKi in
NSCLC remains largely unknown. Methods: We conducted a global, multicenter analysis of
patients with advanced BRAF V600E—-mutant NSCLC treated with BRAFi+MEKi across multiple
academic centers and available public datasets. Eligible patients had matched pre- and post-
treatment next-generation sequencing (NGS). Analyses were restricted to oncogenic or likely
oncogenic alterations per OncoKB and/or ClinVar. Results: Among 33 patients with matched
pre- and post— BRAFi+MEKi samples, median age was 66 years; 39.4% were women, 67.7%
had ahistory of tobacco use, and 97.0% had adenocarcinoma at diagnosis. Objective response to
BRAFi+MEKi in this cohort was 81.8%, while median progression-free survival was 8 months;
only 3 patients (9.1%) had primary resistance. Acquired resistance mechanisms were diverse,
encompassing reactivation of the RAS/RAF/ERK signaling pathway (via BRAF-dependent and
BRAF-independent mechanisms), activation of alternative bypass pathways (e.g. PI3K/AKT and
HIPPO), and alterations associated with cell-cycle dysregulation. Concurrent resistance mech-
anisms were identified in 12.1% of cases, and one patient developed histologic transformation
to small-cell lung cancer (SCLC). No identifiable resistance mechanism was detected in 11
patients (33.3%). The most common acquired genomic alterations were RAS mutations, ob-
served in 21.2% of cases (NRAS Q61K, n = 1; NRAS Q61R, n = 1; KRAS G12D, n = 1; KRAS G12V, n = 1;
KRAS Q61R, n =1; NRAS Q61R + KRAS 61H, n = 1; KRAS G12V + KRAS Q61H, n = 1), followed by MET
amplifications (12.1%, n = 4). Additional acquired events included BRAF kinase-domain du-
plication, MAP2K1 and NF2 mutations, and FGFR4 amplification. Putative resistance alterations
involving DNA damage repair genes (e.g., CHEK2, BRIP1) were also identified. Clinically, one
patient with acquired MET amplification showed loss of the MET-amplified clone on liquid
biopsy after adding crizotinib to BRAFi+MEKi, without grade=3 adverse events, suggesting a
potentially targetable resistance mechanism with therapeutic implications. Conclusions: Our
findings define the genomic landscape of acquired resistance to BRAFi+MEKi in BRAF V60OE—
mutant NSCLC and highlight the emergence of diverse resistance mechanisms, including SCLC
transformation, MET amplification, and RAS mutations, several of which are potentially ac-
tionable and may inform rational post-BRAFi/MEKi therapeutic strategies. Research Sponsor:
None.
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A phase Ib study of osimertinib and tegavivint as first-line therapy in patients with
metastatic EGFR-mutated non—small cell lung cancer (NSCLC).

Regan Michelle Memmott, Jinesh S. Gheeya, Lai Wei, Nicole Abbott, Kasey Hill, Joo Young Na, Mitch A. Phelps, Wancai Yang, David D. Stenehjem, Stephen K. Horrigan,
Aundrietta Duncan, Dudbeth Brown, Jacob Kaufman, Asrar Alahmadi, Kai He, Mingjia Li, Carolyn J. Presley, Timothy F. Burns, Dwight Hall Owen, David Paul Carbone;
Department of Internal Medicine, The Ohio State University - James Comprehensive Cancer Center, Columbus, OH; The Ohio State University Comprehensive Cancer Center
- James Cancer Hospital and Solove Research Institute, Columbus, OH; Center for Biostatistics, Department of Biomedical Informatics, The Ohio State University,
Columbus, OH; The Ohio State University Comprehensive Cancer Center-James, Columbus, OH; The Ohio State University Comprehensive Cancer Center, Columbus, OH;
The Ohio State University, Columbus, OH; College of Pharmacy, University of Minnesota, Duluth, MN; Iterion Therapeutics, Houston, TX; Ohio State University, Columbus,
OH; Division of Medical Oncology, The Ohio State University Comprehensive Cancer Center, Columbus, OH; Division of Medical Oncology, Department of Internal Medicine,
James Thoracic Center, The Ohio State University Comprehensive Cancer Center, Columbus, OH; The Arthur G. James Cancer Hospital and Richard J. Solove Research
Institute, The Ohio State University, Columbus, OH; Division of Medical Oncology, The Ohio State University Comprehensive Cancer Center and the Pelotonia Institute for
Immuno-Oncology, Columbus, OH

Background: EGFR TKIs improve clinical outcomes for patients with EGFR-mutated NSCLC.
However, they are not curative even when combined with chemotherapy or antibody-based
therapies because of slow-cycling, drug-tolerant cells that persist due to transcriptional
reprogramming. This inevitably leads to tumor resistance and disease progression. Our pre-
clinical studies showed that EGFR-mutated NSCLC cells enter a persistent state in response to
TKIs due to increased transcriptional activity of g-catenin. Treatment of mice bearing EGFR-
mutated NSCLC xenografts with an EGFR TKI and a p-catenin inhibitor caused a greater depth
and duration of response than treatment with an EGFR TKI alone, which improved overall
survival (0S). We also observed that patients with EGFR-mutated NSCLC who had the greatest
increase in serum levels of the secreted B-catenin transcriptional target PAI-1 following
treatment with a TKI had significantly worse progression free survival (PFS). These data led
us to conduct a single-arm phase Ib clinical trial (NCT04780568) that investigated osimertinib
in combination with tegavivint, an inhibitor of B-catenin transcriptional activity. Methods:
Patients with metastatic EGFR-mutated (exon 19 deletion or L858R) NSCLC who had not
received prior treatment with an EGFR TKI were eligible. All participants received osimertinib
8omg daily and were enrolled to escalating dose levels of tegavivint, which was administered
weekly IV for 16 weeks. The primary objectives were to assess the safety and tolerability of the
combination and to determine the recommended phase 2 dose (RP2D) of tegavivint. Secondary
objectives measured the objective response rate (ORR), median PFS, and OS. Results: Fifteen
evaluable patients received treatment on the dose escalation portion of this study, including six
patients at the highest dose level of tegavivint (8 mg/kg), which was determined to be the RP2D.
No dose limiting toxicities nor drug-related serious adverse events occurred. The adverse
events that were observed included hematologic, skin, and GI toxicities, consistent with the
known osimertinib toxicity profile. Pharmacokinetic analysis showed a dose-dependent in-
crease in the Cy,,x and AUC of tegavivint, and plasma levels of osimertinib were comparable to
those seen historically when administered as a single agent. The ORR was 73% with 2 of 15
patients (13%) achieving a complete response. Median PFS was 20.6 months (95% CI: 7-
32months). OS data is still maturing. Conclusions: NCT04780568 showed that the combination
of osimertinib and tegavivint was safe and tolerable as first-line therapy in patients with
metastatic EGFR-mutated NSCLC. This novel combination has the potential to improve the
depth and durability of response to EGFR TKIs, without significantly increasing toxicity, by
targeting drug-tolerant persistence. Clinical trial information: NCT04780568. Research Spon-
sor: V Foundation; The Ohio State University Comprehensive Cancer Center Internal Research
Program.
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Five-year outcomes of osimertinib-based treatment in a phase Ill study comparing
EGFR tyrosine kinase inhibitor (EGFR-TKI) monotherapy and EGFR-TKI with
inserted cisplatin plus pemetrexed as a first-line treatment for advanced non-
squamous non-small-cell lung cancer harboring EGFR mutation (JCOG1404/
WJOG8214L).

Shintaro Kanda, Tomonori Mizutani, Shogo Nomura, Yasushi Goto, Gen Kida, Hirokazu Taniguchi, Hiroshi Tanaka, Toshihide Yokoyama, Koichi Azuma, Eiji Iwama,
Yukihiro Toi, Ryo Toyozawa, Hidetoshi Hayashi, Haruko Daga, Junichi Shimizu, Yuichiro Ohe, Seiji Niho, Isamu Okamoto; Shinshu Cancer Center, Shinshu University
Hospital, Matsumoto, Japan; Department of Thoracic Oncology, National Cancer Center Hospital, Tokyo, Japan; Japan Clinical Oncology Group Data Center/Operations
Office, National Cancer Center Hospital, Tokyo, Japan; Department of Thoracic Oncology, Saitama Cancer Center, Saitama, Japan; Department of Respiratory Medicine,
Nagasaki University Hospital, Nagasaki, Japan; Niigata Cancer Center Hospital, Niigata City, Japan; Department of Respiratory Medicine, Kurashiki Central Hospital,
Kurashiki, Japan; Kurume University School of Medicine, Kurume, Japan; Research Institute for Diseases of the Chest, Graduate School of Medical Sciences, Kyushu
University, Fukuoka, Japan; Department of Pulmonary Medicine, Sendai Kousei Hospital, Sendai, Japan; National Hospital Organization Kyushu Cancer Center, Fukuoka,
Japan; Department of Medical Oncology, Kindai University Faculty of Medicine, Osakasayama, Japan; Department of Medical Oncology, Osaka City General Hospital,
Osaka, Japan; Department of Thoracic Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; Department of Pulmonary Medicine and Clinical Immunology, Dokkyo
Medical University, Mibu, Japan; Department of Respiratory Medicine, Graduate School of Medical Sciences, Kyushu University, Fukuoka, Japan

Background: JCOG1404/WJOG8214L was an open label, multicenter, randomized phase III
study comparing EGFR-TKI monotherapy (gefitinib [Gef] or osimertinib [Osi]) and EGFR-
TKI with inserted cisplatin plus pemetrexed as a first-line treatment for advanced non-
squamous non-small-cell lung cancer harboring EGFR mutation (EGFR-NSgNSCLC). In the
primary analysis, the insertion of platinum-doublet chemotherapy after the initial response to
EGFR-TKI could improve progression-free survival (PFS), but not overall survival (OS) com-
pared with EGFR-TKI monotherapy (Clin Cancer Res 2025;31:2317-26). This study was com-
menced using Gef in December 2015 and was switched to Osi in October 2018. 501 patients (pts)
(308 in the Gef cohort, 193 in the Osi cohort) were enrolled to October 2020, but it resulted in
later accrual and shorter follow-up for the Osi cohort at the time of the primary analysis (data
cutoff November 2022; median follow-up of all randomized patients 36.0 months). Therefore,
we conducted the five-year (5y) follow-up analysis of the Osi cohort. Methods: The key
eligibility criteria were pts with advanced or recurrent EGFR-NSqNSCLC (exon 19 deletion or
exon21 L858R), age 20 to 74 years, and PS 0 or 1. In the standard arm (SA), Gef or Osi was
administrated until disease progression. In the experimental arm (EA), Gef or Osi was admin-
istered on days 1-56. Then, after a two-week drug-free period, three cycles of cisplatin and
pemetrexed were administered on days 71, 92, and 113. Thereafter, Gef or Osi was reinitiated on
day 134 and continued until disease progression. Results: From October 2018 to October 2020,
193 pts were enrolled in the Osi cohort (97 pts in SA and 96 pts in EA). Median follow-up was
64.8 months. Advanced stage and recurrent disease were 79% and 21%, female and male were
63% and 37%, exon 19 deletion and exon 21 L858R were 54% and 46%, PS 0 and 1 were 50% and
50%, = 65 year and < 65 year were 57% and 43%, central nerve metastasis (+) and (-) were 27%
and 73%, respectively. Median OS were 54.0 months (95% confidence interval [CI] 44.4 to 66.0)
in SA and 50.4 months (95% CI 43.2 to 69.6) in the EA (HR, 0.984; 95% CI, 0.684-1.415; p =
0.9279). 5y OS were 43.9% and 40.4%, respectively. Median PFS were 20.4 months (95% CI 14.4
to 28.8) in SA and 25.2 months (95% CI 18.0 to 33.6) in EA (HR, 0.902; 95% CI, 0.663-1.227; p =
0.5147). 5y PFS were 14.3% and 16.3%, respectively. Conclusions: The insertion of platinum-
doublet chemotherapy after the initial response to Osi could not improve PFS and OS of pts with
advanced EGFR-NSgNSCLC. On the other hand, JCOG1404/WJOG8214L demonstrated that Osi-
based first-line treatment achieved 5y PFS in approximately 15% of this population, providing a
benchmark for emerging Osi-based strategies. Clinical trial information: UMIN000020242.
Research Sponsor: National Cancer Center Research and Development Funds; 26-A-4, 29-A-3,
2020-J-3, and 2023-J-03; Japan Agency for Medical Research and Development Grants;
JP18ck0106221 and JP22ck0106492.
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Comprehensive profiling of EGFR PACC mutations and their co-mutation landscape
in Chinese patients with non—small cell lung cancer: A large-scale NGS study of
2,360 cases.

Yuan Jiang, Mingyue Lin; Hunan Cancer Hospital, Changsha, China

Background: EGFR PACC (P-loop and «C-helix compressing) mutations represent a group of
noncanonical alterations located in critical structural regions of the EGFR kinase domain and
have recently been implicated in reduced sensitivity to EGFR TKIs and treatment resistance.
However, the prevalence, mutational spectrum, and co-mutation landscape of EGFR PACC
mutations in Chinese patients with non—small cell lung cancer (NSCLC) remain poorly char-
acterized. This study aimed to systematically delineate the molecular features of EGFR PACC
mutations to inform molecular testing strategies and clinical decision-making. Methods: A
total of 2,360 patients with NSCLC were enrolled. All tumor samples underwent NGS covering
733 cancer-related genes. The overall prevalence of EGFR PACC mutations, the distribution of
individual PACC variants, and their co-occurrence with other EGFR alterations and non-EGFR
driver mutations were comprehensively analyzed. Results: Among the 2,360 NSCLC patients,
112 harbored EGFR PACC mutations, yielding an overall prevalence of 4.74%. EGFR PACC
mutations exhibited marked site heterogeneity. The most frequent variants were S768I (18/
112), G719A (15/112), G719S (12/112), and G719C (8/112), followed by C797S (6/112), E709A (6/
112), E709V (5/112), and E709K (5/112). The remaining PACC variants—including
1740_K745dup, R776H, S752_1759del, V774M, E709_T710delinsD, G779F, K757R, L747P,
L718V, R776C, A647T, K757M, L718Q, T751_1759delinsN, V769L, and V769M—were low-
frequency events, underscoring substantial molecular diversity. In total, 61 PACC-associated
co-mutation events were identified. Co-mutation analysis revealed that classic EGFR-
sensitizing mutations predominated, with L858R as the most common co-occurring alteration
(n =10), followed by exon 19 deletion E746__ A750del (n = 4) and L861Q_(n = 3). Notably, T790M
(n = 2) co-occurred with C797S PACC mutations, suggesting a potential role of PACC variants in
the evolution of EGFR-TKI resistance. Beyond EGFR-intrinsic co-mutations, cross-driver co-
mutations were also observed, including ROS1 (V10024A, 11685L), MET (V145A), and NRG1
(V516M) (each n = 2), indicating that a subset of EGFR PACC—mutant tumors may harbor
more complex oncogenic signaling. Conclusions: EGFR PACC mutations occur at a non-
negligible frequency in Chinese patients with NSCLC and display pronounced site heteroge-
neity. These mutations frequently co-exist with classic EGFR-sensitizing or resistance-
associated alterations and, in some cases, with additional non-EGFR driver mutations, high-
lighting their potential biological and clinical relevance. Our findings underscore the impor-
tance of comprehensive NGS-based profiling for accurate detection of EGFR PACC mutations
and their co-mutation landscape, thereby supporting precision treatment strategies. 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

LUNG CANCER—NON-SMALL CELL METASTATIC

8651 Poster Session

Efficacy and safety analysis of furmonertinib in the treatment of EGFR-mutated lung
adenocarcinoma: A single-center real-world study based on high-risk stratification.

Aliya Aosiman, Mikeriayi Aihemaiti, Yiladanmu Saifuding, Subinuer Ainiwaer, Maidinuer Ainiwaer, Pang Qian, Patiguli Aerxiding; Xinjiang International Medical Center
(Xinjiang International Hospital, Xinjiang Academy of Medical Sciences), Urumgi, China; Department of Thoracic Oncology, the Third Affiliated Hospital of Xinjiang Medical
University, Tumor Hospital Affiliated to Xinjiang Medical University, Urumqi, China; Department of Thoracic Oncology, the Third Affiliated Hospital of Xinjiang Medical
University, Tumor Hospital Affiliated to Xinjiang Medical University, Urumgi, Xinjiang, China

Background: Real-world data on furmonertinib, a third-generation EGFR-TKI, for high-risk
EGFR-mutant NSCLC patients (e.g., with brain metastasis, high tumor burden) are limited. This
study evaluated its efficacy and safety via risk stratification. Methods: This retrospective study
included 98 patients with locally advanced/metastatic EGFR-mutant NSCLC treated with
furmonertinib (first-or later-line) from Sep 2021 to Dec 2024. Patients were stratified into
high-risk (n = 73) and non-high-risk (n = 25) groups based on predefined criteria (brain/
leptomeningeal metastases, high tumor burden, key co-mutations like TP53, or acquired
T790M). Primary endpoint was investigator-assessed PFS. Secondary endpoints included
ORR, DCR, iORR, iPFS, and OS. Safety assessed TRAEs (CTCAE v5.0). Results: Median
follow-up was 17.7 months. In first-line group (n = 43), ORR was 69.8%, DCR 83.72%; in
later-line group (n = 55), ORR was 64%, DCR 72.73%. PFS did not differ significantly between
lines (P = 0.22). Median PFS was not reached overall. High-risk stratification analysis showed
median PFS of 26.41 months in non-high-risk group vs not reached in high-risk group, with
significant difference (P = 0.009). However, PES rates showed a time-dependent effect: non-
high-risk group had higher early PFS (96.0% vs 76.0% at 6 months), but high-risk group
showed higher late PFS (98.6% vs 52.9% at 24 months). A time-dependent model confirmed
high-risk features were detrimental early (HR = 33.03, P = 0.016) but protective after 6 months
(interaction HR = 0.01, P = 0.001). In patients with measurable brain metastases (n = 39), iORR
was 79.5%; median iPFS was not reached. TP53 co-mutation within high-risk group did not
affect PFS (P = 0.731). TRAEs occurred in 15.3% (all grade 1-2, most common rash [5.1%] and
diarrhea [4.1%]). Grade =3 events occurred in 6.1%, primarily elevated transaminases. No dose
adjustments/discontinuations or fatal toxicities occurred. Conclusions: Furmonertinib showed
durable efficacy in EGFR-mutant NSCLC, unaffected by line of therapy. Risk stratification had
time-dependent prognostic value, with high-risk features transforming into a protective factor
for PFS after 6 months. Furmonertinib demonstrated strong intracranial activity (iORR 79.5%).
TP53 co-mutation did not confer additional prognostic value in the high-risk subgroup.
Furmonertinib was well-tolerated with a favorable safety profile. Research Sponsor: Tianshan
Talents Program for the Cultivation of High-Level Talents in Medical and Health Field;
TSYC202301A068.
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Circulating tumor DNA dynamics following molecularly targeted therapy for
non—small cell lung cancer.

Justin Jee, Avinash Ramu, Diego Almanza, Sumedha Sudhaman, J. Bryce Ortiz, Karen Lin, Vasily N. Aushev, Minetta C. Liu, Caitlin A. Schonewolf, Jamie E. Chaft; Memorial
Sloan Kettering Cancer Center, New York, NY; Natera, Inc., Austin, TX

Background: Biomarkers to guide treatment escalation following suboptimal response to
molecular targeted therapy are urgently needed for patients (pts) with non-small cell lung
cancer (NSCLC). Circulating tumor DNA (ctDNA) has shown promise for monitoring residual
disease following definitive treatment, but ctDNA dynamics following targeted therapy re-
sponse remain understudied. Methods: We examined a real-world, multi-institution cohort of
pts with NSCLC undergoing personalized, tumor-informed ctDNA testing (Signatera, Natera,
Inc.) and clinical annotations from a deidentified commercial claims dataset (Forian’s Hybrid
data ecosystem, CHRONOS). Longitudinal ctDNA results were evaluated before and after
targeted therapy initiation and summarized by treatment line, clinical context, and demo-
graphic and clinicopathologic features as available. Results: We identified 839 pts (14.0%,
11.1%, 19.4%, and 55.5% with stages I, II, III, and IV) across 395 US institutions, who had ctDNA
profiling and were treated with molecularly targeted agents. Median age was 71years (range 25-
93), 67.0% were female, and 85.3% had tumors with adenocarcinoma histology. Pts
underwent a median of 4 ctDNA tests/pt (range: 1-58) over a median follow-up of 9 months
(range: 0-75). Amongst ctDNA positive tests (n=1705 tests for 408 pts), median ctDNA levels
were 1.20 mean tumor molecules/mL (range 0.01-36,599). Pts received osimertinib (58.5%),
alectinib (10.7%), sotorasib (5.6%), adagrasib (3.7%), afatinib (3.7%), and capmatinib (3.0%).
ctDNA tests prior to targeted therapy (baseline) were available for 336 patients, of which 49.7%
(167/336) had detectable ctDNA (“ctDNA(+)”). Among these ctDNA(+) cases, 123 pts had
longitudinal ctDNA assessment. ctDNA clearance observed in 38.2% (47/123); 52.1% (25/48)
in stage I-III and 29.3% (22/75) in stage IV. Among the 169 pts with baseline ctDNA(-), 115 pts
had ctDNA assessed longitudinally. Of these, 89.6% (103/115) remained serially negative, while
10.4% (12/115) had any time ctDNA(+). Among commonly used targeted therapies, ctDNA
clearance was observed across multiple agents, and is summarized in table 1. We further
analyzed associations between ctDNA dynamics, during different treatment lines, and clinical
outcomes. Conclusions: In a multi-institution cohort, ctDNA clearance was observed in pts
with NSCLC treated with molecularly targeted therapies. Clearance rates varied by treatment
type. The use of ctDNA monitoring to guide treatment escalation in this population warrants
further study. Research Sponsor: None.

Pts with ctDNA available pre and post- Pts with baseline  Pts with ctDNA clear-

Targeted therapy ctDNA(+) ance
Therapy N N N (%)
osimertinib 128 54 26 (48.1)
alectinib 22 7 3(42.9)
sotorasib 15 14 4 (28.6)
adagrasib 12 10 2 (20.0)

Includes only therapies with more than 10 pts who had pre- and post-treatment ctDNA availability.
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Molecular and immune profiling of BRAF-mutated (BRAF"VT) non-small cell lung
cancer (NSCLC).

Roupen Odabashian, Shuai Wang, Nishant Gandhi, Biagio Ricciuti, Alessandro Di Federico, Hossein Borghaei, Balazs Halmos, Hirva Mamdani; Department of Hematology
and Oncology, Karmanos Cancer Institute, Wayne State University, Detroit, MI; Vanderbilt University Medical Center, Nashville, TN; Caris Life Sciences Research and
Development, Phoenix, AZ; Dana-Farber Cancer Institute, Harvard Medical School, Boston, MA; Dana-Farber Cancer Center, Boston, MA; Fox Chase Cancer Center/Temple
Health, Philadelphia, PA; Montefiore Einstein Comprehensive Center for Cancer Care, Bronx, NY; Department of Hematology and Oncology, Barbara Ann Karmanos Cancer
Institute, Wayne State University School of Medicine, Detroit, MI

Background: BRAF™YT occur in 6-7% of NSCLC and comprise of biologically distinct classes
showing variable therapeutic responses. While Class 1 benefits from targeted therapy, molec-
ular and immune determinants distinguishing BRAF classes remain incompletely characterized.
We performed comprehensive profiling to identify class-specific biomarkers. Methods: 51,692
(BRAF wild-type [BRAFVT]: n=48,288; BRAFMUT: n=3404) NSCLC specimens underwent DNA
(592-gene panel/whole-exome) and/or RNA (whole-transcriptome) sequencing at Caris Life
Sciences. BRAFMYT tumors were classified into 3 Classes, other pathogenic variants (0*V), and
unknown/unclassified variants (VUS). The tumor microenvironment (TME) was estimated
using the QuanTIseq method. Overall survival (OS) and I0-associated survival (I0-0S) were
derived from insurance claims and calculated from the date of tumor biopsy (OS) or IO initiation
(I0-08S) to last contact using Kaplan-Meier estimates. Statistical significance was determined
by Fisher’s Exact, chi-square, and Mann-Whitney U test with adjustments for multiple com-
parisons (P<0.05). Results: Class 1 was significantly enriched for SETD2 mutations (mut) and
more frequently PDL1+ (22c3, TPS>=1) while showing a lower prevalence of TMB-high (>=10
mut/Mb), TP53, STK11 and KEAP1 mut (Table). Class 2/3 tumors were moderately PDL1+ and
TMB-high and enriched for STK11 and KEAP1 muts (Table). While both OPV and VUS were
enriched for TMB-high and not PDL1, OPV was enriched in STK11, and VUS was enriched in TP53
mut (Table). Among BRAFMUT, Class 1 exhibited the highest infiltration of M1 macrophages
(1.1-1.3-fold), neutrophils (1.2-1.3-fold) and the lowest infiltration of dendritic cells (0.4-0.8-
fold). Class 2 and 3 had largely overlapping immune profiles. In metastatic NSCLC, only Class 1
and VUS demonstrated improved OS and 10-0S (vs BRAFWT, both p<0.05, Table). OPV had the
poorest outcomes, exhibiting the shortest OS and shorter I0-0S relative to Class 1 and Class 2
(all p<0.05, Table). Conclusions: BRAFMUT classes represent distinct molecular, immune and
clinical phenotypes. Improved OS and I0-0S in Class 1 and VUS (vs WT) appears to arise from
divergent molecular and immune interactions. These findings underscore the importance of
evaluating of BRAFMYT NSCLC beyond class 1-3, suggesting the expanded classification may
have therapeutic and prognostic consequences. Research Sponsor: None.

Molecular features (odds ratio) and survival outcomes (median months [95% CI]) among BRAFVYT

classes.

Genes Class 1 (n=695) Class 2 (n=741) Class 3 (n=701) 0"V (n=123) VUS (n=936) WT
SETD2 21.5° 1.2 1.0 0.6 1.4 0.2°
TP53 0.4° 1.0 1.0 0.8 1.6° 1.1°
STK11 0.1° 1.7° 2.3° 2.1° 0.8 0.9°
KEAP1 0.1° 1.5° 1.7° 1.5 1.1 1
TMB-high 0.3° 1.8° 2.3°% 2.3° 3.3° 0.6°
PDL1+ 3.4° 1.3°% 1.1 0.9 1.0 0.7°
med 0S 18(14-21) 14(12-18) 13(11-16) 8(4-11) 16(12-20)  12(12-12)
med 10-0S  27(19-40) 20(15-24) 18(12-24) 8(2-15) 24(19-32) 17(17-18)

P<0.05 denoted by °.

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

LUNG CANCER—NON-SMALL CELL METASTATIC

8655 Poster Session

Correlation of CT changes, PET response, and histopathologic tumor regression in
treated advanced EGFR-mutant NSCLC before disease progression.

Pei Hsing Chen, Min-Shu Hsieh, Hsao-Hsun Hsu, Jin-Shing Chen; Division of Thoracic Surgery, Department of Surgery, College of Medicine, National Taiwan University
Hospital and National Taiwan University, Taipei City, Taiwan; National Taiwan University Hospital, Taipei, Taiwan; National Taiwan University Cancer Centor, Taipei, Taiwan

Background: Previous studies have examined the correlation between radiologic and patho-
logic responses using PET, CT, and histopathologic regression in patients receiving chemo-
therapy or immunotherapy. However, data on the relationship among these modalities after
EGFR-TKI treatment remain limited, particularly in the context of emerging induction EGFR-
TKI strategies. Methods: We conducted a two-arm, phase II clinical trial (PTR-1) enrolling
patients with advanced EGFR-mutant NSCLC. After 12 weeks of EGFR-TKI therapy, participants
were randomized (1:1) to either continue TKI treatment or undergo primary tumor resection.
Surgery aimed to achieve locoregional control with negative margins, and lymph node dis-
section was not mandatory. All resected specimens were evaluated for pathologic response
according to IASLC recommendations. Radiologic response was assessed by RECIST 1.1, and
major pathologic response (MPR) and PET metabolic response were evaluated. Results: A total
of 91 patients were enrolled, with 72 randomized into two treatment arms; 2 patients declined
surgery. The median interval from treatment initiation to surgery was 3.7 months, and 18% of
patients underwent resection beyond 4.5 months. Among the 34 resected cases, MPR was
achieved in 29.4% (10/34) and pathologic complete response (pCR) in 5.9% (2/34). Patients
harboring EGFR exon 19 deletions demonstrated higher rates of pathologic response than those
with L858R mutations. The correlation between CT-based tumor regression and histopatho-
logic response was weak (r = 0.30). Pathologic response rates were 24.5% in patients with
partial response (PR) and 43.8% in those with stable disease (SD) by RECIST. The correlation
coefficients between PR or SD status of the primary tumor and pathologic response were 0.15
and —0.29, respectively. Complete metabolic resolution on FDG-PET corresponded to MPR in
66% of cases. A preoperative SUVmax < 2.5 was associated with a mean pathology residual
viable tumor of 20.7% and a 42.8% MPR rate, while patients with =90% regression in PET
signal achieved MPR in 66.6% of cases. Conclusions: CT-based tumor regression modestly
reflects histopathologic response after EGFR-TKI induction but with poor correlation, partic-
ularly in radiologic SD cases. This represents the first trial-based dataset analyzing imaging—
pathology correspondence in advanced EGFR-mutant NSCLC prior to disease progression. PET
metabolic response demonstrated relatively better discrimination of major pathologic re-
sponders, though its predictive accuracy remains limited. These findings underscore the need
for refined imaging biomarkers or other NGS data to identify optimal candidates for local
consolidation therapy in late stage and future neoadjuvant setting in early stage strategies in
EGFR-mutant NSCLC. Clinical trial information: NCT05215548. Research Sponsor: None.
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Efbemalenograstim alfa for prophylaxis in non—small cell lung cancer patients
patients with chemotherapy-induced febrile neutropenia: A randomized, multi-
center, exploratory clinical trial.

Mengjie Li, Dingzhi Huang, Caixia Liu, Fengming Ran, Hai-tao Lan, Jun Ge, Zheng Zhao, Chuangzhou Rao, Wei Zheng, Xiaoyong Tang, Tianhui Gao, Yong Mao, Wei Cui,
Zhengguo Li; Tianjin Medical University Cancer Institute and Hospital, Tianjin, Tianjin, China; Tianjin Medical University Cancer Institute and Hospital, Tianjin, China; The
Affiliated Hospital of Inner Mongolia Medical University, Hohhot, Inner Mongolia, China; Hubei Cancer Hospital, Wuhan, China; Sichuan Provincial People’s Hospital,
Chengdu, China; Sichuan Cancer Hospital, Chengdu, China; Shaanxi Provincial Cancer Hospital, Xi'an, China; Ningbo No.2 Hospital, Ningbo, China; Department of Oncology,
Shengjing Hospital, China Medical University, Shenyang, China; Shandong Cancer Hospital and Institute, Jinan, Shandong, China; Henan Provincial People’s Hospital,
Zhengzhou, China; Affiliated Hospital of Jiangnan University, Jiangsu, China; Shenyang Chest Hospital, Shenyang, China; Gansu Wuwei Tumour Hospital, Wuwei, China

Background: Neutropenia is a common dose-limiting chemotherapy toxicity, with its severity
and duration impairing therapeutic efficacy. In NSCLC management, chemotherapy regimens
with high risk febrile neutropenia (FN) are relatively uncommon. However, real-world data
show suboptimal prophylactic granulocyte colony-stimulating factor (G-CSF) use in inter-
mediate risk FN patients with additional risk factors. This study evaluated efbemalenograstim
alfa’s efficacy and safety in maintaining absolute neutrophil count (ANC) during chemotherapy
cycles in such NSCLC patients. Methods: This was a randomized, multicenter, exploratory
clinical trial (NCT06143735) enrolling NSCLC patients receiving intermediate risk FN chemo-
therapy with additional risk factors. Eligible patients were randomized 2:1 into two groups:
primary prophylaxis group (Group A) received subcutaneous efbemalenograstim alfa (20 mg)
48+ h post-each chemo cycle starting from Cycle 1; secondary prophylaxis group (Group B)
initiated treatment only upon grade =3 neutropenia (per CTCAE v5.0) in the prior cycle. All
patients completed at least four cycles of platinum-based chemotherapy. The primary endpoint
was the incidence of grade =3 neutropenia in Cycle 1 between the two strategies. Secondary
endpoints included FN incidence, grade =3 neutropenia in subsequent cycles, and the occur-
rence of adverse events (AEs) or serious adverse events (SAEs). Results: As of Dec 31, 2025, 99
patients were enrolled; 93 (median age: 69 years; 61.3% with ECOG 0—-1; 90.3% male)
received =1 platinum-based chemo cycle; 83 received =1 efbemalenograstim alfa dose. Spe-
cifically, 61 patients were assigned to Group A and 32 to Group B (n = 93). In the first treatment
cycle, the incidence of grade =3 neutropenia was 19.7% (12/61) in Group A vs. 50.0% (16/32) in
Group B, representing a relative risk reduction (RRR) of 60.6% (absolute risk reduction: 30.3%;
p = 0.002). Across all treatment cycles, the cycle-specific cumulative incidence of grade =3
neutropenia was 16.2% (32/198) in Group A vs. 25.6% (32/125) in Group B (p = 0.0382). FN
occurred in 2 patients in both groups. Regarding safety, the most common adverse events (AEs)
were hematological toxicities in both groups, with a numerically lower incidence of anemia,
leukopenia, neutropenia, and thrombocytopenia in Group A than in Group B. Grade =3 AEs
(52.5% vs. 43.8%, p = 0.514) and efbemalenograstim alfa-related treatment-emergent adverse
events (TRAEs, 31.1% vs. 22.7%, p = 0.587) did not differ significantly. Pain-related TRAEs
(mainly ankle pain and neuropathic pain) were reported in only 6 patients (7.2%) overall, with
most being grade 1—2 per CTCAE v5.0 criteria. Conclusions: Efbemalenograstim alfa effectively
reduces the incidence of chemotherapy-induced neutropenia and presents a favorable safety
profile. Clinical trial information: NCT06143735. Research Sponsor: None.
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Genomic clonality analysis of patients with metastatic lung-limited non—small cell
lung carcinoma (NSCLC) who underwent double lung transplantation (DLT) across
timepoints and tumor region.

Sang Hwa Kim, Young Kwang Chae, Liam Il-Young Chung, Ronald Seungjune Min, Hangyul Lee, Yuchan Kim, Sangmi Yoo, Ruli Gao, Chitaru Kurihara,
Ambalavanan Arunachalam, Ankit Bharat; Northwestern University Feinberg School of Medicine, Chicago, IL; Northwestern University Feinberg School of Medicine,
Chicago; Northwestern University, Chicago, IL

Background: Double lung transplantation (DLT) registry aimed for lung-limited malignancies
(DREAM) study (NCT05671887) cohort A evaluates DLT as a therapeutic strategy for patients
with advanced bilateral lung-limited NSCLC. This is the first translational report of the genomic
clonality analysis of the DREAM study across timepoints and tumor regions. Methods: Patients
with advanced bilateral lung-limited NSCLC who underwent DLT at Northwestern Memorial
Hospital between September 2021 and December 2025 were included in the DREAM study
cohort A. Patients with extrapulmonary disease were excluded. The primary indications for DLT
were disease refractory to systemic therapies, with or without respiratory failure. Tissue next
generation sequencing (tNGS) data was collected from diagnosis, bilateral explant and recur-
rence samples. Commercial tNGS panels utilized include Altera, Caris, Foundation Medicine,
Tempus xT, and PGDx. Truncal genetic mutations were identified from genes that were com-
mon to all tNGS panels. Results: Among 18 patients enrolled in DREAM study cohort A, 11
patients with bilateral tissue NGS were analyzed. The median age was 55.5 years (range 37-74),
9 (81%) were female, and 5 (45%) had a history of smoking. 6 patients (54%) had invasive
mucinous adenocarcinoma histology. All 11 patients harbored common gene mutations in
bilateral tumors and had common oncogenic genomic clones indicating a truncal mutation.
Details are outlined in Table 1. Conclusions: All patients harbored common oncogenic driver
mutations across all available specimens, providing definitive genomic evidence of a mono-
clonal origin. These findings not only distinguish intrapulmonary metastasis from multiple
primary tumors but also support a common ancestral tumor clone that has progressed over
time and space. Further characterization of tumor evolution in advanced bilateral lung-limited
NSCLC is warranted. Clinical trial information: NCT05671887. Research Sponsor: None.

Tissue NGS by timepoints and region

Case (Dx/Explant/Recur) Shared variants

1 RML / Bilateral Exp / RUL *PIK3CA E110del, *SETD2 D2112fs, GRM3 R331C

2 LUL / Bilateral Exp / Pelvic bone *EGFR G719A

3 LLL / Bilateral Exp / T9 vertebra *KRAS G12D

4 Bilateral Exp / Pelvic bone *ETV6 splice, KMT2D L1443Q

5 Bilateral Exp *KRAS G12V, STK11 (*A200fs, *314fs)

6 LUL / Bilateral Exp *BAP1 Q595* *GNAS R201C

7 Bilateral Exp *EGFR Ex19del

8 Bilateral Exp / LLL *KRAS G12V

9 Bilateral Exp EGFR (*Ex19del, C797S), LRP1B R531H, PTPRT I320N,

SF3B1 A368V

Additional Cases:

Case 10 (Bilateral Exp): *KRAS G12C, *ARIDTA Q507*, *ATM c.1A>T, *ATRX W1572% *STK11 W332*,
CHD2, MALTT, PHLPPT, PTPRT, RICTOR, SEMA3C, TAF1 (W457L, D169Y).

Case 11 (RLL, Bilateral Exp): *MET Ex14 skip, *TP53 V143M, ERBB3, NF2.

Asterisk (*) indicates oncogenic/likely oncogenic variants defined by OncokB.

Abbrev: Dx, diagnosis; Exp, explant; Recur, recurrence.
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SigVie-003: Phase 3 trial of frontline sigvotatug vedotin plus pembrolizumab vs
pembrolizumab alone in non-small cell lung cancer (NSCLC) with PD-L1 TPS >50%.

Martin Reck, Shun Lu, Kenneth John 0'Byrne, Carlos H. Barrios, Fabian Tay, Wyatt Chafin, Dmitri Pavlov, Marcelo Vailati Negrao; Airway Research Center North, Center for
Lung Research, LungenClinic, Grosshansdorf, Germany; Shanghai Jiao Tong University, Shanghai, China; Queensland University of Technology, Princess Alexandra
Hospital, Brishane, Australia; Latin American Cooperative Oncology Group, LACOG, Porto Alegre, Brazil; Pfizer, Zug, Switzerland; Pfizer, Ponchatoula, LA; Pfizer, San Diego,
CA; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Integrin beta-6 (IB6) is a tumor-associated membrane protein linked to poor
outcomes in solid tumors, including NSCLC, where it is expressed in >90% of cases. Sigvotatug
vedotin (SV), a novel, IB6-directed, vedotin-based, antibody-drug conjugate, has shown
manageable safety and encouraging antitumor activity as monotherapy in advanced NSCLC
in the phase 1 SGNB6A-001 study (Peters, ASCO 2024). Based on preclinical studies, SV may
induce immunogenic cell death and enhance antitumor activity when used in conjunction with
pembrolizumab, a PD-1 inhibitor. Therefore, SV plus pembrolizumab is also being evaluated in
the SGNB6A-001 study. Initial results of the combination demonstrated promising antitumor
activity with a manageable safety profile in advanced NSCLC (Sehgal, ASCO 2025). Based on
these results, SV plus pembrolizumab is being investigated in the phase 3 SigVie-003 study.
Methods: SigVie-003 (NCT06758401) is an open-label, randomized, controlled study evalu-
ating the efficacy of SV plus pembrolizumab vs pembrolizumab monotherapy as first-line
treatment in adults with locally advanced, unresectable, or metastatic NSCLC with high PD-L1
expression (tumor proportion score =50%). Patients (pts) with nonsquamous histology must
have negative documentation for EGFR, ALK, and ROS: mutations and no known actionable
genomic alterations with approved first-line treatments per local standard of care. Pts must
have an ECOG PS of 0 or 1 and have adequate organ function. Pts with stable, definitively treated,
or inactive brain metastases <0.5 cm are eligible. Approximately 714 pts will be randomized at a
1:1ratio to receive either SV 1.8 mg/kg AiBW (adjusted ideal body weight) intravenously on days
1, 15, and 29 plus pembrolizumab 400 mg intravenously on day 1 of a 42-day cycle (Q6W) or
pembrolizumab 400 mg monotherapy Q6W. Randomization will be stratified by histology
(nonsquamous vs squamous), ECOG PS (0 vs 1), region (East Asia vs rest of world), and presence
or absence of brain metastases. Dual primary endpoints are overall survival and progression-
free survival (PFS) by blinded independent central review (BICR) per RECIST 1.1. Secondary
endpoints include PFS by investigator per RECIST 1.1, confirmed objective response rate and
duration of response by both BICR and investigator per RECIST 1.1, safety, and pharmacoki-
netics and immunogenicity of SV when combined with pembrolizumab. Enrollment began Jul
23, 2025. A genAl tool (2/27/25; Pfizer; GPT-40) developed the 1st draft; authors assume
content responsibility. Frontline sigvotatug vedotin plus pembrolizumab vs pembrolizumab for
non-small cell lung cancer with PD-L1 tumor proportion score =50%: phase III study design,
Reck M, et al., Future Oncol, Dec 13, 2025, Taylor & Francis, reprinted by permission of the
publisher Informa UK Limited trading as Taylor & Francis Ltd. Clinical trial information:
NCT06758401. Research Sponsor: Pfizer.
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AndroMETa-Lung-713: A phase 2/3 study of telisotuzumab adizutecan (ABBV-400,
Temab-A) vs standard of care (SOC) in patients with epidermal growth factor re-
ceptor (EGFR)—mutated non—small cell lung cancer (NSCLC).

Adam Rock, Yi-Long Wu, Se-Hoon Lee, Enriqueta Felip, Nicolas Girard, Tatsuya Yoshida, Julia K. Rotow, Louise M. Nott, Hadas Yocheved Gantz Sorotsky,

Theodore S. Jennaro, Tony Navas, Chloe Xia, Chao Feng, Rachel S. Leibman, Antonio Passaro; Department of Medical Oncology, City of Hope Comprehensive Cancer
Center, Duarte, CA; Lung Cancer Research Institute Department of Pulmonary Medicine I, Guangdong Lung Cancer Institute, Guangdong Provincial People’s Hospital,
Guangdong Academy of Medical Sciences, Southern Medical University, Guangzhou, China; Division of Hematology-Oncology, Department of Medicine, Samsung Medical
Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Vall d'Hebron University Hospital, Vall d'Hebron Institute of Oncology, Barcelona, Spain;
Départment d'Oncologie Médicale, Institut Curie, Paris, France; Department of Thoracic Oncology, National Cancer Center Hospital, Tokyo, Japan; Dana-Farber Cancer
Institute, Boston, MA; Royal Hobart Hospital, Hobart, TAS, Australia; Institute of Oncology, Chaim Sheba Medical Center, Ramat Gan, Israel; AbbVie, Inc., North Chicago, IL;
AbbVie, Inc., South San Fransisco, CA; Division of Thoracic Oncology, European Institute of Oncology, IRCCS, Milano, Italy

Background: Patients with advanced EGFR-mutated NSCLC routinely receive third-generation
EGFR TKIs in first-line therapy, such as osimertinib or lazertinib, either as monotherapy or in
combination with other agents. Following progression, available options primarily include
platinum-doublet chemotherapy or amivantamab + chemotherapy, with country-specific
approvals for additional agents including antibody-drug conjugates (ADCs). MET gene ampli-
fication and c-Met protein (also known as MET protein) overexpression are established
mechanisms of acquired resistance to osimertinib. Temab-A is a c-Met—directed ADC com-
posed of the telisotuzumab antibody linked to a potent topoisomerase 1 inhibitor payload and is
designed to selectively target c-Met—expressing tumors. In the first-in-human study
(NCT05029882), Temab-A demonstrated manageable safety and encouraging efficacy in
heavily pretreated EGFR-mutated NSCLC (confirmed objective response rate [ORR] 63%; me-
dian duration of response 9.8 months; median progression-free survival [PFS] 10.9 months)
(Camidge. JCO 2025;43: abstract 8512). Methods: AndroMETa-Lung-713 (NCT07155187) is a
global, open-label, randomized phase 2/3 study enrolling adults with locally advanced or
metastatic non-squamous EGFR-mutated NSCLC after progression on 1 prior third-
generation EGFR TKI administered in the adjuvant, locally advanced, or metastatic setting,
as monotherapy or in combination with other agents. Key eligibility criteria include ECOG PS
0—1, measurable disease per RECIST v1.1, exon 19 deletion or exon 21 L858R mutation, and
provision of tumor tissue for c-Met protein immunohistochemistry. In phase 2, approximately
80 patients will be randomized 1:1 to Temab-A dose 1 or dose 2 IV every 3 weeks (Q3W) to select
the recommended phase 3 dose (RP3D) on the basis of safety, efficacy, pharmacokinetics (PK),
and available biomarker data. In phase 3, approximately 350 patients will be randomized 1:1 to
Temab-A RP3D or investigator’s-choice SOC (platinum-doublet chemotherapy or amivanta-
mab + chemotherapy). Treatment continues until disease progression, intolerable toxicity, or
other protocol-defined discontinuation criteria are met. The primary endpoints are ORR in
phase 2 and PFS in phase 3, assessed by blinded independent central review. Tumor assess-
ments are performed Q6W for 2 years, then Q12W. Assessment of PK, immunogenicity, and
exploratory biomarker analyses, including c-Met protein expression levels and ctDNA dynam-
ics, will be conducted. Clinical trial information: NCT07155187. Research Sponsor: None.
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Petosemtamab plus pembrolizumab as first-line (1L) treatment of PD-L1 high
metastatic non-small cell lung cancer (NSCLC): Global phase 2 trial.

Paul K. Paik, Koichi Goto, Alexander I. Spira, Wade Thomas lams, Kees-Jan Koeman, Ernesto Wasserman, Fabian Zohren, Luis G. Paz-Ares; Thoracic Oncology Service,
Memorial Sloan Kettering Cancer Center, New York, NY; National Cancer Center Hospital East, Kashiwa, Japan; Virginia Cancer Specialists, PC, Fairfax, VA; Tennessee
Oncology, Nashville, TN; Merus N.V., Utrecht, Netherlands; Merus NV, Utrecht, Netherlands; Department of Medical Oncology, Hospital 12 de Octubre, Madrid, Spain

Background: NSCLC has a heterogeneous biology frequently including high mutational burden,
high EGFR expression and upregulated EGFR signaling that is associated with poor prognosis.
In the first-line metastatic setting, combination regimens pairing platinum-based chemother-
apy with immune checkpoint blockade are standard of care; however, most patients experience
disease progression within the first year. Petosemtamab is a low-fucose human common light
chain, IgG1 bispecific antibody targeting EGFR and leucine-rich repeat-containing G-protein
coupled receptor 5 (LGR5). Petosemtamab mechanism of action includes inhibition of EGFR
ligand binding and downstream signaling, degradation of EGFR via LGR5 internalization in
EGFR/LGR5-expressing cells, and immune system activation via enhanced ADCC (Herpers et al.
Nat Cancer 2022; Lundberg et al. Cancers 2025). Petosemtamab plus pembrolizumab has
previously demonstrated clinically meaningful efficacy and a manageable safety profile in 1L
PD-L1-positive recurrent/metastatic head and neck squamous cell carcinoma (van Herpen et al.
ASCO 2025). Methods: MCLA-158-CL04 (NCT07353957) is an open-label, multicenter, phase 2
trial to investigate petosemtamab in combination with pembrolizumab in squamous (Sq) and
non-SgNSCLC. Two cohorts will be evaluated in patients with PD-L1 high (TPS =50%) met-
astatic sqNSCLC and non-sqNSCLC, respectively, with no prior systemic treatment for met-
astatic disease. Patients will be treated with petosemtamab 1500 mg IV Q2W in combination
with pembrolizumab 400 mg IV Q6W. The primary objective is investigator-assessed objective
response rate. Enrollment of approximately 80 patients in North America, EU, and Asia-Pacific
is planned. Clinical trial information: NCT07353957. Research Sponsor: Merus.
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Telisotuzumab adizutecan (Temab-A) plus osimertinib (osi) as 1L treatment for
unresectable/metastatic NSCLC.

Yasushi Goto, Christina S. Baik, Federico Cappuzzo, David Ross Camidge, Santosh Nair, Jair Bar, Mor Moskovitz, Luis G. Paz-Ares, Alona Zer, James Chih Hsin Yang,
Chen Qian, Tony Navas, Gladys Morrison Thiele, Nivedita Aanur, Aimudena Rodriguez-Gutierrez, Kailash Mosalpuria, Xiuning Le; Department of Thoracic Oncology, National
Cancer Center Hospital, Tokyo, Japan; University of Washington School of Medicine, Seattle, WA; IRCCS Istituti Fisioterapici Ospitalieri-Istituto Nazionale Tumori Regina
Elena, Rome, Italy; University of Colorado Cancer Center, Aurora, CO; Mid Florida Cancer Centers, Orange City, FL; Jusidman Cancer Center, Sheba Medical Center, Ramat
Gan, Israel; The Gray Faculty of Medical and Health Sciences, Tel Aviv University, Tel Aviv, Israel; Davidoff Cancer Center, Petah Tikva, Israel; Department of Medical
Oncology, Hospital 12 de Octubre, Madrid, Spain; Rambam Health, Haifa, Israel; National Taiwan University Cancer Center, Taipei, Taiwan; AbbVie, Inc., North Chicago, IL;
AbbVie Spain, Madrid, Spain; NHO Revive Research Institute, Lincoln, NE; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Most patients (pts) with EGFR-mutated (Mut) NSCLC and 1L osi treatment will
eventually develop resistance. Although 1L combination strategies (osi+chemo or amivanta-
mab+lazertinib) show potential long-term benefits, associated toxicities can impact quality of
life. Temab-A, an antibody-drug conjugate with a topoisomerase 1 inhibitor payload, targets c-
Met protein. MET gene amplification and c-Met protein expression are associated with poor
survival outcomes in NSCLC. A Ph1 study of Temab-A in pts with refractory EGFR Mut NSCLC
reported encouraging activity and a manageable safety profile (NCT05029882). Herein, we
describe a Ph2/3 study of Temab-A+osi as 1L in pts with previously untreated, locally advanced
or metastatic NSCLC harboring common EGFR Mut. Methods: Planned enrollment is ~194 ptsin
Ph2 and ~500 in Ph3 across ~200 sites in 22 countries. Adults (=18 years) must have
histologically/cytologically confirmed metastatic/locally advanced nonsquamous NSCLC with
documented EGFR Mut and measurable disease by RECISTv1.1. Pts with prior EGFR tyrosine
kinase inhibitor treatment in the metastatic setting are excluded. During dose escalation (Ph2),
pts will receive Temab-A (1.6 or 2.4mg/kg) every 3 weeks (Q3W, 1 cycle) intravenously (IV) +
8omg osi daily. During dose expansion (Ph2), after 1 cycle of osi, pts will be randomized to
receive Temab-A (1.6, 2.0, or 2.4mg/kg) Q3W IV + 8omg osi daily, or osi monotherapy, and
stratified based on c-Met expression levels and history of CNS involvement. Ph2 primary
objectives are safety/tolerability, efficacy as measured by objective response rate of Temab-
A+osi, and determination of the recommended Ph3 dose (RP3D). Ph2 primary efficacy endpoint
is objective response based on blinded independent central review assessment per RECIST v1.1.
In Ph3, randomized pts will receive Temab-A+osi at RP3D or standard of care. Additional details
for Ph3 will be confirmed after completion of Ph2. Clinical trial information: NCT05029882.
Research Sponsor: None.
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Combination of tulmimetostat and PD-1 blockade for patients with advanced
non—small cell lung cancer who progressed from first or second line of treatments.

Daniel Sanghoon Shin, Tianhong Li, Garth Strohbehn, Paul Cheng, Kevin Zheng, Hannah Tavalire, Tassos C. Kyriakides, Nithya Ramnath, Pankaj Gupta; Division of
Hematology/Oncology, Veterans Affairs (VA) Greater Los Angeles Healthcare System, Houston, TX; Division of Hematology/Oncology, Department of Internal Medicine,
University of California Davis School of Medicine, University of California Davis Comprehensive Cancer Center, Sacramento, CA; Yale School of Medicine, New Haven, CT;
University of California, San Diego, San Diego, CA; West Haven VA Medical Center, New Haven, CT; Advocate Aurora Research Institute, Milwaukee, WI; Veterans Affairs
Connecticut Health Care System, West Haven, CT; Department of Medical Oncology, Veterans Affairs Ann Arbor Healthcare System, Ann Arbor, MI; Tibor Rubin VA Medical
Center, Long Beach, CA

Background: Immune checkpoint inhibitors (ICIs) have transformed advanced non—small cell
lung cancer (NSCLC) treatment, yet many patients exhibit primary ICI resistance or progression
after initial response. Epigenetic dysregulation, including aberrant EZH2-mediated trimethy-
lation of histone H3 (H3K27me3), has been implicated in tumor immune evasion and reduced
responsiveness to ICIs. Preclinical studies suggest that EZH2 inhibition may enhance antitumor
immunity and potentiate PD-1 blockade. Tulmimetostat, a potent dual EZH2/EZH1 inhibitor,
demonstrates favorable tolerability and antitumor activity across multiple solid tumors. We
hypothesize that the addition of tulmimetostat to pembrolizumab may reverse the resistance to
pembrolizumab in patients with ICI-refractory NSCLC. Methods: The primary objective of this
open-label, single-arm, phase Ib/II study is to evaluate the safety, tolerability, and preliminary
efficacy of combining tulmimetostat with pembrolizumab in Veterans with advanced NSCLC
who have progressed after first- or second-line therapy, one of which must have included ICI.
Key eligibility criteria include measurable disease per RECIST v1.1 and provision of adequate
tumor tissue (archive or new). Tulmimetostat (200 mg or 300 mg) is administered orally once
daily, beginning with a 7-day run-in period during cycle 1, followed by pembrolizumab 200 mg
IV every 3 weeks. Treatment continues until confirmed disease progression, unacceptable
toxicity, or withdrawal. Safety assessments include clinical exams, laboratory evaluations,
ECGs, and CTCAE v5.0 grading of adverse events. Imaging is performed at baseline and every
9 weeks. Secondary endpoints include disease control rate, progression-free survival, and
duration of response. Up to 18 patients will be enrolled in Phase Ib using a BOIN method to
determine the dose-limiting toxicities (DLTs) and the recommended phase II dose (RP2D) of
tulmimetostat. Phase II is a Simon optimal two-stage design to assess objective response rate
(ORR) per RECIST v1.1. Subjects treated at the RP2D during phase Ib will be included in the
efficacy analysis. In total, up to 66 patients will be enrolled across multiple VA sites. Optional
on-treatment biopsies will be obtained at select timepoints. Biomarker analyses will include an
assessment of H3K27me3 (Methyl Mark) and PD-L1 expression in tumor biopsy samples to
explore epigenetic and immunologic correlates of treatment response. Correlative biomarker
analyses, including H3K27me3 and PD-L1 expression in tumor biopsies, will offer insight into
epigenetic and immunologic determinants of treatment response. Findings from this trial may
support the development of a novel therapeutic approach for patients with NSCLC who have
progressed after on standard immunotherapy or chemo-immunotherapy. Enrollment was
initiated in January 2026. Clinical trial information: NCT05467748. Research Sponsor: VA
ORD; CX002499-01.
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Phase 2b randomized, blinded, placebo-controlled trial to investigate the efficacy
and safety of visugromab added to pembrolizumab, pemetrexed, and carboplatin in
first-line metastatic non-squamous NSCLC: GDFATHER-NSCLC-01.

Martin Reck, Konstantinos Ferentinos, Markus Joerger, Manuel Cobo, Benjamin Thiele, Manolo D'Arcangelo, Miguel F. Sanmamed, Mariam Alexander, Aakash Desai,
Jhanelle E. Gray, Roy S. Herbst, Jorge J. Nieva, Rajwanth Veluswamy, Kathrin Klar, Marlene Fox, Vanja Radulovic, Lena Lemke, Eugen Leo, Sujata Rao,

Felix Sebastian Lichtenegger; Department of Thoracic Oncology, Airway Research Center North, German Center for Lung Research, LungClinic, Grosshansdorf, Germany;
Clinics Essen-Mitte, Essen, Germany; Department of Oncology/Hematology, Cantonal Hospital St. Gallen, St. Gallen, Switzerland; Medical Oncology Section, Hospital
Regional Universitario Carlos Haya, Malaga, Spain; Division of Medical Oncology, University Hospital Basel, Basel, Switzerland; Onco-Hematology Department, Santa Maria
delle Croci Hospital, Ravenna, Italy; Department of Medical Oncology, Clinica Universidad de Navarra, Pamplona, Spain; Medical University of South Carolina, Charleston,
SC; 0'Neal Comprehensive Cancer Center at The University of Alabama in Birmingham, Birmingham, AL; Department of Thoracic Oncology, H. Lee Moffitt Cancer Center and
Research Institute, Tampa, FL; Medical Oncology, Yale School of Medicine and Yale Cancer Center, New Haven, CT; Norris Comprehensive Cancer Center, University of
Southern California, Los Angeles, CA; NYU Langone Health, New York, NY; CatalYm GmbH, Planegg-Martinsried, Germany

Background: Immune checkpoint inhibitors (ICIs) have improved outcomes in NSCLC, yet
primary and secondary resistance remain common, limiting durable benefit. Growth differ-
entiation factor 15 (GDF-15) has been implicated in ICI resistance. Clinical data for the anti—
GDF-15 antibody visugromab in combination with nivolumab have been presented, demon-
strating reinvigoration with deep and durable responses in relapsed/refractory solid tumors
and increased efficacy in an ICI-naive neoadjuvant setting, strongly supporting further eval-
uation in ICI-naive NSCLC. This trial estimates the added clinical activity and safety of
visugromab with standard chemo-immunotherapy and addresses primary immune resistance
in first-line metastatic non-squamous NSCLC. Methods: GDFATHER-NSCLC-01 is a phase 2b,
multicenter trial with an initial safety-run-in (SRI) followed by a randomized, double-blind,
placebo-controlled part, conducted at >40 sites in seven countries across the US and Europe.
The SRI employs a 3+3 dose escalation (two predefined visugromab dose levels; DLT window of
21 days) to determine the recommended dose for expansion; an independent data monitoring
committee oversees escalation and the selection of the expansion dose. In the randomized part,
participants with untreated metastatic non-squamous NSCLC (no actionable driver muta-
tions), ECOG 0-1, are assigned 2:1 to receive visugromab or placebo in combination with
pembrolizumab, pemetrexed, and carboplatin (21-day cycles). Brain metastases are allowed if
untreated, asymptomatic and clinically stable, or if previously treated and stable per protocol.
Patients are stratified according to PD-L1 tumor proportion score (<1% vs 1—49% vs =50%).
The primary endpoint of the trial is objective response rate (RECIST vi1.1). Key secondary
endpoints include duration of response, progression-free survival, overall survival, safety,
pharmacokinetics, and patient-reported outcomes; exploratory biomarker analyses are
planned. The randomized part is not powered for statistical significance; the planned sample
size is 90 participants, enabling descriptive estimation of effect sizes to inform future pivotal
development. Enrollment status: The SRI has been completed. The randomized part is open to
accrual; first patient pending. Clinical trial information: NCT07098988. Research Sponsor:
CatalYm GmbH.
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FUEL-IT Lung: Fasting to unleash and enhance lung cancer immunotherapy—A VA
Lung Precision Oncology Program trial.

Razan Aljaras, Bharathi Muthusamy, Michael Wininger, Mahshid Shelechi, Pankaj Gupta, Theodore Seth Thomas, Lawrence Eric Feldman, Nisha Anjali Mohindra,
Valter Longo, Shadia Ibrahim Jalal; Indiana University School of Medicine, Indianapolis, IN; Richard L. Roudebush VA Medical Center, Indiana University Melvin and Bren
Comprehensive Cancer Center, Indianapolis, IN; West Haven CSPCC Coordinating Center, West Haven, CT; University of Southern California, Los Angeles, CA; Tibor Rubin
VA Medical Center, Long Beach, CA; Saint Louis VA Medical Center John Cochran Division, St. Louis, MO; University of lllinois Hospital & Health Sciences System, Jesse
Brown VA Medical Center, Chicago, IL; Jesse Brown VA Medical Center, Chicago, IL; USC School of Gerontology, Los Angeles, CA

Background: Single-agent PD-(L)1 inhibitors are standard first-line therapy for advanced
non-small cell lung cancer (NSCLC) with PD-L1 expression =50%, yielding objective response
rates of approximately 45% and median overall survival of 20-26 months. However, immune-
related adverse events (irAEs) occur in up to 20% of patients. Fasting-mimicking diets (FMD)
induce metabolic reprogramming by reducing insulin-like growth factor 1 (IGF-1) and glucose
while increasing IGF-binding protein 1. Preclinical data demonstrate that FMD enhances anti-
tumor immunity by increasing T-cell mediated tumor cytotoxicity, reducing myeloid-derived
suppressor cells, and suppressing T-regulatory cell function. Recent murine models show that
FMD combined with anti-PD-L1 therapy prevents or reverses immune-mediated myocardial
infiltration, reduces systemic inflammation, and is more effective than anti-PD-L1 alone in
delaying tumor growth while reshaping the tumor microenvironment. Our prior feasibility
study (IUSCCC-0662) in 10 advanced lung cancer patients demonstrated 80% compliance with
FMD, with minimal toxicities. These findings suggest FMD may enhance checkpoint inhibitor
efficacy while potentially reducing irAEs. Methods: This is an open-label, randomized pilot
study evaluating the feasibility and safety of FMD combined with pembrolizumab in Veterans
with newly diagnosed stage IV NSCLC and PD-L1 expression =50%. Eligible patients must have
ECOG performance status 0-2 and adequate organ function. Patients receive pembrolizumab
200 mg IV every 3 weeks. The study employs a partial crossover design: Arm 1 receives regular
diet with pembrolizumab for cycles 1-3, then crosses over to FMD with pembrolizumab for
cycles 4-6; Arm 2 receives FMD with pembrolizumab for cycles 1-3, followed by regular diet
thereafter. FMD consists of a 4-day cycle with calorie restriction (fats:carbs:protein ratio of 50:
£40:10) administered starting on the day of pembrolizumab infusion, followed by transitional
diet on day 5, for 3 consecutive cycles. Primary endpoints include feasibility (proportion
completing 3 FMD cycles, target =70%) and safety. Secondary endpoints include immune-
mediated toxicity rates, objective response rate, disease control rate, and 12-month
progression-free survival. Exploratory objectives assess FMD impact on metabolic markers
(glucose, ketones, IGF-1, IGFBP-1), immune cell populations, body composition via CT im-
aging, physical function (Short Physical Performance Battery), and quality of life (FACT-L,
EORTC QLQ-C30). Enrollment of 33 patients per arm is planned for total of 66 patients. Accrual
began in October 2025. Clinical trial information: NCT06671613, Funded by VA ORD. Research
Sponsor: This work is supported by a VA Merit, from the VA Clinical Science Research &
Development Program.
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Phase lll study of multidisciplinary therapy combining local ablative therapy with
immune-checkpoint inhibitors for patients with synchronous oligometastatic
NSCLC (J-OLIGO: WJOG20924L).

Taichi Miyawaki, Yasuhisa Ohde, Hiroshi Doi, Masaki Oshima, Kentaro Sakamaki, Yuki Shinno, Ken Masuda, Kentaro Ito, Kyoichi Kaira, Kyoichi Okishio, Naoki Furuya,
Kiichiro Ninomiya, Yu Tanaka, Masaru Takenaka, Ichidai Tanaka, Megumi Furuta, Hideyuki Harada, Nobuyuki Yamamoto, Hirotsugu Kenmotsu; Department of Respiratory
Medicine, Juntendo University Hospital, Tokyo, Japan; Division of Thoracic Surgery, Shizuoka Cancer Center, Shizuoka, Japan; Department of Radiology, Wakayama
Medical University, Wakayama, Japan; Department of Radiation Oncology, Juntendo University, Graduate School of Medicine, Tokyo, Japan; Faculty of Health Data
Science, Juntendo University, Tokyo, Japan; Department of Thoracic Oncology, National Cancer Center Hospital, Tokyo, Japan; Division of Respirology, Neurology, and
Rheumatology, Department of Medicine, Kurume University School of Medicine, Fukuoka, Japan; Matsusaka Municipal Hospital, Matsusaka, Mie, Japan; Department of
Respiratory Medicine, International Medical Center, Saitama Medical University, Saitama, Japan; Department of Thoracic Oncology, National Hospital Organization Kinki-
Chuo Chest Medical Center, Sakai, Japan; St. Marianna University School of Medicine, Kawasaki, Japan; Center for Comprehensive Genomic Medicine, Okayama University
Graduate School of Medicine Dentistry Pharmaceutical Science, Okayama-Shi, Japan; Department of Thoracic Oncology, National Cancer Center Hospital East, Kashiwa,
Japan; Second Department of Surgery (Chest Surgery), University of Occupational and Environmental Health, Fukuoka, Japan; Department of Respiratory Medicine,
Nagoya University Graduate School of Medicine, Nagoya-Shi, Japan; Department of Respiratory Medicine, Faculty of Medicine, Hokkaido University, Sapporo, Japan;
Division of Radiation and Proton Therapy Center, Shizuoka Cancer Center, Nagaizumi, Japan; Internal Medicine Ill, Wakayama Medical University, Wakayama, Japan;
Shizuoka Cancer Center, Shizuoka, Japan

Background: The standard of care for stage IV non-small cell lung cancer (NSCLC) patients
without actionable driver mutations is immune-checkpoint inhibitors (ICIs) with or without
platinum-based chemotherapy. For patients with synchronous oligometastatic disease, local
ablative therapy (LAT) to all lesions, including primary sites, may improve survival based on
several randomized phase II trials. Furthermore, combining LAT with ICIs may enhance anti-
tumor immune responses by reducing tumor burden. However, a recent large phase II/III study
failed to demonstrate a survival benefit for adding LAT to systemic therapy in patients with
synchronous or induced oligometastatic NSCLC. Consequently, it remains unclear whether LAT
provides a survival benefit in synchronous oligometastatic NSCLC. Based on the promising
results from our preceding phase II trial (TRAP-OLIGO; WJOG11118L), we initiated this phase III
trial to definitively evaluate the benefit of adding LAT to pembrolizumab plus platinum-based
chemotherapy specifically for synchronous oligometastatic NSCLC. Methods: J-OLIGO is a
multicenter, open-label, randomized phase III intergroup trial. Eligible patients have untreated
stage IV NSCLC, ECOG PS 0-1, 1-3 metastases, and no actionable driver mutations. During the
induction phase, patients receive 4 cycles of pembrolizumab plus platinum-based chemother-
apy. Patients who achieve disease control with induction therapy and remain eligible for LAT to
all residual lesions are randomized (1:1) to either the LAT group (Intervention) or the standard
group (Control). The feasibility and appropriateness of LAT for each patient are evaluated by a
multidisciplinary tumor board, consisting of medical oncologists, radiation oncologists, and
thoracic surgeons, to ensure definitive treatment of all viable lesions. The LAT group receives
definitive surgery and/or definitive radiotherapy to all sites, followed by maintenance pem-
brolizumab (*+pemetrexed). Stratification factors include number of metastases, PD-L1 TPS,
histology, and induction response. The primary endpoint is overall survival (0S), defined as the
time from randomization. Secondary endpoints include progression-free survival (PFS), ob-
jective response rate (ORR), and the safety. Based on results from previous studies, the study
has 80% power to detect a hazard ratio of 0.55 for OS (median OS: 20 vs. 36 months) with a one-
sided alpha of 0.05. The target sample size is 150 patients for primary registration and 100 for
secondary registration. Accrual began in October 2025 and is planned for 4 years, followed by a
4-year follow-up period. This trial is supported by the Japan Agency for Medical Research and
Development (AMED) under the Project for Innovative Cancer Research. Clinical trial infor-
mation: jRCTs041250114. Research Sponsor: Japan Agency for Medical Research and
Development.
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A phase 2/3 study of EIK1001 in combination with pembrolizumab and chemo-
therapy in participants with stage 4 non—small cell lung cancer (NSCLC) (TeLuRide-
008).

Dan Costin, Maria Gonzalez-Cao, Marissa Danielle Rybstein, Robert M. Jotte, Juliette Beaulieu, Eric Zhang, Etah Kurland; White Plains Hospital, Center for Cancer Care,
White Plains, NY; Instituto Oncoldgico Dr. Rosell, Barcelona, Spain; NYU Langone Health - Long Island, Mineola, NY; Sarah Cannon Research Institute at Rocky Mountain
Cancer Centers, Lone Tree, CO; Eikon Therapeutics, Inc., Jersey City, NJ

Background: Immune checkpoint inhibitors (ICIs) reverse tumor-induced immune suppres-
sion and promote effective anti-tumor T-cell responses. Current standard of care (SOC) for
Stage 4 NSCLC combining ICIs (e.g. pembrolizumab [pembro]) plus histology-appropriate
chemotherapy (chemo) confers significant clinical benefit over chemo alone, yet many patients
progress nonetheless, highlighting a large unmet medical need in this disease. EIK1001, a Toll-
like receptor (TLR) 7/8 dual agonist, activates myeloid and plasmacytoid dendritic cells stim-
ulating innate and adaptive immunity. In completed Phase 1 and ongoing Phase 2 studies,
EIK1001 exhibits a manageable safety profile and encouraging anti-tumor activity both as
monotherapy and in combination with ICIs. Methods: TeLuRide-008 (NCT#07365319) is a
global, multicenter, randomized, double-blind, placebo-controlled, adaptive Phase 2/3 study
of EIK1001 or placebo, in combination with pembro and histology-appropriate chemo in
systemic-therapy-naive pts with stage 4 NSCLC. In Phase 2, pts are randomized 1:1:1 to receive
1 of 2 doses of EIK1001 or placebo, + pembro and chemo (Part 1:Dose optimization; n~120),
followed by additional enrollment with 1:1 randomization of new pts (n~160), at the EIK1001
selected dose or placebo (Part 2: Dose Expansion; n~280). If the study proceeds to Phase 3 (Part
3: Confirmatory), ongoing Phase 2 pts to continue treatment, and n~440 new pts will be
randomized 1:1 to receive the selected dose of EIK1001 or placebo, + pembro and chemo (n = up
to 750). Key eligibility criteria: pts = 18 years of age, life expectancy = 3 months, stage 4 NSCLC
(NSQ or SQ), no actionable mutations requiring targeted therapy, = 1 measurable lesion per
RECIST v1.1, and no history of symptomatic pneumonitis. Primary objectives: evaluate efficacy
and safety of 2 doses of EIK1001 + pembro and chemo for dose optimization and compare PFS
(RECIST v1.1 by BICR) and OS between the selected EIK1001 dose and placebo, + pembro and
chemo. Secondary objectives: safety and tolerability, ORR and DOR per RECIST vi1.1 by BICR.
Exploratory objectives: time to response, EIK1001 exposure-response relationships, and
health-related quality of life. Clinical trial information: NCT#07365319. Research Sponsor:
None.
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Lung-MAP S1800E: A randomized phase II/11l study of docetaxel and ramucirumab
with or without cemiplimab for patients previously treated with platinum-based
chemotherapy and immunotherapy for stage IV or recurrent non-small cell lung
cancer (NSCLC).

Saiama Naheed Wagar, Mary Weber Redman, Tianhong Li, Katherine Minichiello, Konstantin H. Dragnev, Hossein Borghaei, Jeffrey D. Bradley, Julie R. Brahmer,
Tom Stinchcombe, Jhanelle E. Gray, Roy S. Herbst, Karen L. Reckamp, David R. Gandara; Washington University School of Medicine in St. Louis, St. Louis, MO; SWOG
Statistics and Data Management Center, Fred Hutchinson Cancer Center, Seattle, WA; University of California Davis Comprehensive Cancer Center, Sacramento, CA;
Darthmouth-Hitchcock Medical Center, Lebanon, NH; Fox Chase Cancer Center, Philadelphia, PA; Hospital of the University of Pennsylvania Radiation Oncology,
Philadelphia, PA; Johns Hopkins University, Baltimore, MD; Duke Cancer Institute, Duke University School of Medicine, Durham, NC; Moffitt Cancer Center, Tampa, FL; Yale
University, New Haven, CT; Medicine, Cedars Sinai Cancer Center, Los Angeles, CA

Background: Integration of immunotherapy into first line systemic therapy for patients with
metastatic NSCLC has led to improvement in survival, but most patients experience disease
progression. Blockade of PD-1 and VEGFR2 synergistically inhibits tumor growth by reducing
tumor neovascularization and leads to upregulation of proinflammatory cytokines. We hy-
pothesize that continuing second line anti-PD-1 therapy using cemiplimab in combination
with docetaxel and ramucirumab may reverse immunotherapy resistance, and lead to improved
overall survival (OS) compared to docetaxel and ramucirumab. Methods: Lung-MAP is a master
protocol for patients with previously treated advanced NSCLC. S1800E is a phase II/III non-
match Lung-MAP substudy, in which patients are randomized 1:1 to receive either standard of
care treatment with intravenous docetaxel and ramucirumab (arm A) or investigational treat-
ment with intravenous docetaxel and ramucirumab in combination with cemiplimab (arm B).
The primary objective is to compare OS between patients assigned to arm A and arm B who have
acquired resistance to platinum-based chemotherapy and immunotherapy for Stage IV or
recurrent NSCLC. The total enrollment goal is 378 patients based on a design with 90% power to
rule out an HR =1 at the 1-sided 2.5% level, if the true HR = 0.66. The design includes 3 interim
analyses, with a safety run-in for the first 10 patients on arm B. The main inclusion criteria are
patients who experienced disease progression 84 days or more following initiation of anti-PD-
(L)1 immunotherapy, with complete response, partial response or stable disease as their best
response, in addition to progression on or following platinum-based chemotherapy. If a known
sensitizing molecular alteration for which an FDA-approved targeted therapy for NSCLC exists
(e.g., EGFR, ALK, ROS1, BRAF, RET, NTRK, KRAS, HER2, and MET sensitizing mutations), patients
must have previously received at least one line of targeted therapy. Prior docetaxel is not
permitted, and there is a washout of 14 days from palliative radiation (shortened to 7 days for
bone radiation) and 28 days from major surgery, with no plans for concurrent systemic therapy
while on the clinical trial. Patients must have adequate organ and marrow function and ECOG
performance status of 0-1. SI800E was activated on 4/28/2025, with first patient registered on
5/22/2025. As of 1/6/2026, 49 of the planned 378 patients have been enrolled. Clinical trial
information: NCT06616584. Research Sponsor: NIH/NCI grants; U10CA18088, U10CA180819;
Regeneron Pharmaceuticals.
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INTerpath-013: A phase 2, randomized, double-blind study of intismeran autogene
plus pembrolizumab and chemotherapy as first-line treatment for metastatic
squamous non—small cell lung cancer.

Enriqueta Felip, Jhanelle E. Gray, Jeffrey Ward, Ignacio Casarini, Rodrigo Uribe Maturana, Kenneth John 0'Byrne, Dae Ho Lee, James Chih Hsin Yang, Frédéric Bigot,
Roberto Ferrara, Dariusz Kowalski, Ernest Nadal, Joydeep K. Banerjee, Sarah Keidel, Hsiang-Chun Chen, Niyati sanat Bhagwati, Renata Eiras, Mustafa Erman; Vall d'Hebron
University Hospital, Vall d'Hebron Institute of Oncology, Barcelona, Spain; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; Washington University School of
Medicine, St. Louis, MO; Hospital Bernardo Houssay, Mar Del Plata, Argentina; Fundacion Arturo Lopez Pérez (FALP), Santiago, Chile; Department of Medical Oncology,
Princess Alexandra Hospital, Brisbane, Qld, Australia; Department of Oncology, University of Ulsan College of Medicine, Asan Medical Center, Seoul, South Korea;
Department of Oncology, National Taiwan University Hospital and National Taiwan University Cancer Centre, Taipei, Taiwan; Department of Medical Oncology, Institut de
Cancérologie de I'Ouest, Angers, France; Department of Medical Oncology, IRCCS Ospedale San Raffaele, Milan, Italy; Department of Lung Cancer and Thoracic Tumors,
Maria Sklodowska-Curie National Research Institute of Oncology, Warsaw, Poland; Department of Medical Oncology, Catalan Institute of Oncology (ICO), Bellvitge
Biomedical Research Institute (IDIBELL), L'Hospitalet, Barcelona, Spain; Moderna, Inc., Cambridge, MA; Merck & Co., Inc., Rahway, NJ; Department of Medical Oncology,
Hacettepe University Cancer Institute, Ankara, Turkey

Background: Non-small-cell lung cancer (NSCLC) is the leading cause of cancer mortality
worldwide. The anti-PD-1 pembrolizumab plus platinum-based chemotherapy is a recom-
mended treatment for metastatic squamous NSCLC. Despite the inclusion of anti-PD-(L)1
therapies into treatment guidelines, there remains an unmet medical need for further im-
proving patient outcomes. Intismeran autogene (intismeran; formerly V940, mRNA-4157) isan
investigational mRNA-based individualized neoantigen therapy (INT) encoding up to 34 neo-
antigens unique to each patient’s tumor and is designed to promote antitumor immune
response. INTerpath-013 is a phase 2 study evaluating the addition of intismeran to pembro-
lizumab plus chemotherapy for previously untreated metastatic squamous NSCLC. Methods:
This phase 2, randomized, double-blind, placebo-controlled study is enrolling patients
aged =18 years with previously untreated histologically or cytologically confirmed stage IV
squamous NSCLC (M1a, M1b, Mic1, or Mic2 per AJCC version 9) and measurable disease per
RECIST v1.1 by investigator. Participants are also required to have ECOG PS 0 or 1 and provide a
tumor sample for next-generation sequencing. Exclusion criteria include known active CNS
metastases and/or carcinomatous meningitis, or untreated or symptomatic brain metastases.
Approximately 180 participants will be randomized 2:1 to receive 1 treatment cycle comprising
intravenous pembrolizumab 400 mg Q6W (1 dose) plus carboplatin AUC 6 mg/mL/min Q3W (2
doses), with either paclitaxel 200 mg/m?> Q3W (2 doses) or nab-paclitaxel 100 mg/m> QW (6
doses). At week 6 (after cycle 1), tumor imaging will be performed and participants with
complete response, partial response, or stable disease per RECIST vi1.1 by BICR will continue
1more treatment cycle and also receive up to 2 cycles of intismeran intramuscularly 1 mg (study
arm A) or placebo (arm B) Q3W. All participants who complete the first 2 cycles of treatment will
then receive up to 7 additional doses of intismeran or placebo (9 total) plus pembrolizumab up
to 15 additional doses (17 total). Any participant with PD at the 6-week scan will have treatment
unblinded and those in arm A may receive exploratory treatment with up to 9 doses of
intismeran plus docetaxel 75 mg/m> Q3W until PD, unacceptable toxicity, or participant/
physician decision; those in arm B will not receive further investigational treatment. Random-
ization will be stratified by PD-L1 tumor proportion score ( < 1% vs =1% to <49% vs =50%),
ECOG PS (0 vs 1), and the number of metastatic sites (1 vs > 1). Primary endpoints are PFS per
RECIST v1.1 by BICR and OS. Secondary endpoints include ORR and duration of response per
RECIST v1.1 by BICR and safety. Enrollment began in December 2025 and is ongoing across 55
global sites. Clinical trial information: NCT07221474. Research Sponsor: Merck Sharp & Dohme
LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.; N/A

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/NCT07221474
http://meetings.asco.org

LUNG CANCER—NON-SMALL CELL METASTATIC
TPS8671 Poster Session

Phase 3 trial ResQ201A of nogapendekin alfa inbakicept (NAI) plus tislelizumab and
docetaxel vs. docetaxel monotherapy for advanced or metastatic NSCLC resistant
to ICI therapy.

Andreas Nicholas Saltos, Edgardo S. Santos, Eric S. Schaefer, Wade Thomas lams, Daniel Morgensztern, Amol Rajeev Rao, Jennifer W. Carlisle, Courtney Lewis,
Leylah Drushosky, Sandeep Bobby Reddy, Patrick Soon-Shiong; Moffitt Cancer Center, Tampa, FL; The Oncology Institute of Hope and Innovation, Fort Lauderdale, FL;
Highlands Oncology Group, Fayetteville, AR; Tennessee Oncology, Nashville, TN; Division of Oncology, Washington University School of Medicine, St. Louis, MO;
MemorialCare Cancer Institute, Fountain Valley, CA; Winship Cancer Institute of Emory University, Atlanta, GA; ImmunityBio, Inc., Culver City, CA

Background: Immune checkpoint inhibitors (ICIs) are approved as monotherapy and in com-
bination with chemotherapy in advanced NSCLC. Most patients experience progression with
limited treatment options other than chemotherapy. NAI is a first-in-class IL-15 receptor
agonist that induces proliferation and activation of natural killer cells, CD8+ T cells and memory
T cells without activating regulatory T cells, enhancing both the innate and adaptive immune
system to maximize immunogenic cell death. Phase 2 data demonstrated evidence of NAI
prolonging OS when used in combination with an ICI. The rationale for ResQ201A
(NCT06745908) is based on the prior QUILT-3.055 study, wherein median OS was prolonged
at 14.3 months overall and 21.1 months when ALC=1.2x10A3 was maintained with NAI as
a lymphocyte stimulating agent. Randomized clinical trials have demonstrated that the stan-
dard of care docetaxel in the 2L+ NSCLC setting results in a mOS of approximately 9 months.
Methods: ResQ201A is a randomized, open-label phase 3 global, registrational intent trial
where 462 adult participants will be enrolled 2:1 in the experimental arm, consisting of two 3-
week induction cycles of NAI [SC 1.2 mg], tislelizumab [IV 200 mg] and docetaxel [TV 75 mg/m?]
followed by maintenance NAI and tislelizumab, or a docetaxel monotherapy control arm [IV
75 mg/m?] until disease progression or unacceptable toxicity. Participants are stratified based
on histology, presence of actionable genomic alterations (AGA), and geographical region. Key
inclusion criteria are pathologically confirmed stage IV NSCLC with acquired resistance to an ICI
(PD after an initial response OR stable disease = 6 mo. duration) to a single line of ICI with or
without chemotherapy, ECOG 0 to 2, and measurable tumor lesions per RECIST vi.1. Key
exclusion criteria are systemic autoimmune disease, history of organ transplant, and AGA of
ALK. The primary endpoint is OS by KM with treatment arm comparison based on the stratified
log-rank test and OS hazard ratio summarized based on the stratified Cox proportional hazard
model, both stratified by the randomization strata. Secondary efficacy endpoints include iDCR
per iRECIST; PFS, ORR and duration of response. Safety is graded using the NCI CTCAE v5.0.
Exploratory analyses will be performed to meet objectives. This trial has enrolled and treated
participants. Clinical trial information: NCT06745908. Research Sponsor: None.
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A phase 3 study of ateganosine (THIO; 6-thio-2"-deoxyguanosine) sequenced with
immune checkpoint inhibitor (ICI) versus standard-of-care chemotherapy in ICI-
resistant advanced NSCLC: THIO-104 trial in progress.

Tomasz Jankowski, Ahmet Sezer, Mariola Kowal-Rosinska, Veronika Muller, Tibor Csoszi, Tiinde Nagy, Rodryg Ramlau, Szabolcs Soter, Constantin D. Volovat,

Florin Amurariti, Daniela E. Sirbu, Razvan Bobora, ligen Mender, Romina Girotti, Marcel Mitsunaga, Oleg Tudos, Matthew Failor, Vlad Vitoc, Sergei Gryaznov,

Victor Zaporojan; Medical University in Lublin, Lublin, Poland; Baskent University, Adana, Turkey; University Hospital No 4, Lublin, Poland; Semmelweis Egyetem
Pulmonologiai Klinika, Budapest, Hungary; Institute of Pancreatic Diseases, Semmelweis University, Budapest, Hungary; Orszagos Onkoldgiai Intézet, Budapest, Hungary;
Department of Oncology, Poznan University of Medical Sciences, Poznan, Poland; Koranyi National Institute of Pulmonology, Budapest, Hungary; Department of Medical
Oncology, Victoria Hospital (Euroclinic Oncology Center) and Grigore T. Popa University of Medicine and Pharmacy, lasi, Romania; Department of Medical Oncology,
Victoria Hospital (Euroclinic Oncology Center), lasi, Romania; Department of Medical Oncology, OncoHelp - Oncology Center Timisoara, Timigoara, Romania; Department of
Oncology, Municipal Clinical Emergency Hospital of Timisoara, Timisoara, Romania; Maia Biotechnology, Chicago, IL; UADE - Universidad Argentina de la Empresa Buenos
Aires, Ciudad De Buenos Aires, Argentina; Maia Biotechnology, Inc., Chicago, IL

Background: Despite progress in the treatment of advanced non-small cell lung cancer
(NSCLC), therapeutic options remain scarce for patients who have developed resistance to
immune checkpoint inhibitors (ICIs). Ateganosine (THIO; 6-thio-2’-deoxyguanosine), a
telomere-targeting agent, is selectively recognized by telomerase and integrated into the
telomeres of cancer cells. Once incorporated, Ateganosine compromises the telomere structure
and function, leading to ‘uncapping’ of the chromosome ends and thus resulting in rapid tumor
cell apoptosis. Methods: THIO-104 is a multicenter, open-label, randomized Phase 3 study
enrolling approximately 300 subjects with histologically confirmed advanced/metastatic
NSCLC. Eligible participants must have received two prior lines of systemic treatment, includ-
ing atleast one line of ICIs and platinum-based chemotherapy. Participants will be randomized
1:1 to receive either THIO 180 mg per cycle (60 mg IV on Days 1-3 of a 3-week cycle) followed by
cemiplimab 350 mg IV on Day 5, or single-agent chemotherapy (vinorelbine, gemcitabine, or
docetaxel). The primary endpoint is overall survival (OS). Secondary endpoints include objec-
tive response rate (ORR), progression-free survival (PFS) and duration of response (DoR).
Current Status: Enrollment is ongoing , preliminary safety data and efficacy outcomes will be
assessed through scheduled interim analyses. Conclusion: THIO-104 will provide critical in-
sights into the potential role of telomere-targeting agents in restoring tumor sensitivity to ICIs
in NSCLC. The study will also explore key biomarkers to further characterize Ateganosine’s
mechanism of action and its potential to predict patient response to therapy. Clinical trial
information: 2024-520164-33-00. Research Sponsor: None.
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Randomized phase 3 study (MarsLight-11) evaluating IBI363 (TAK-928) versus
docetaxel in patients (pts) with squamous non-small cell lung cancer (sqNSCLC)
after prior chemotherapy (chemo) and immunotherapy (10).

Roy S. Herbst, Luis G. Paz-Ares, Martin Reck, Mark M. Awad, Hidetoshi Hayashi, Jianjun Zhang, Andrew Schneider, Hui Zhou, Alexander A. Parent, Masanori Okaniwa,
Shun Lu; Department of Medical Oncology and Hematology, Yale School of Medicine, New Haven, CT; Department of Medical Oncology, Hospital 12 de Octubre, Madrid,
Spain; LungenClinic, Grosshansdorf, Germany; Memorial Sloan Kettering Cancer Center, New York, NY; Kindai University Hospital, Osaka, Japan; The University of Texas
MD Anderson Cancer Center, Houston, TX; South Florida Oncology and Hematology Consultants, Plantation, FL; Innovent Biologics (Suzhou) Co., Ltd., Suzhou, China;
Takeda Pharmaceuticals, Cambridge, MA; Shanghai Chest Hospital, Shanghai Jiao Tong University, Shanghai, China

Background: In most series, sqNSCLC has worse clinical outcomes compared with non-
squamous NSCLC with IO combinations. After chemo and IO failure, docetaxel +ramucirumab
remains the standard of care for advanced sqNSCLC, but offers only short-lived disease control
(median progression-free survival [PFS] of approximately 3—4 months), and high rates of
severe toxicities. Thus, effective post-chemo and IO options for advanced sqNSCLC remain a
significant unmet clinical need. IBI363 is a first-in-class, PD-1/IL-2% bias bispecific antibody
fusion protein designed to block the PD-1/PD-L1 pathway and simultaneously activate the IL-2
pathway. It selectively expands and rejuvenates exhausted tumor-specific T cells by cis-
activating IL-2 receptors. The IL-2 arm of IBI363 is engineered to retain its affinity for IL-
2Ra while reducing binding to IL-2Rp and IL-2Ry thereby minimizing off-target toxicity. This
dual mechanism has shown potential to address the unmet clinical needs of pts with 10-
resistant and immune-cold tumors. In prior phase 1/2 studies, IBI363 monotherapy at 3 mg/kg
every 3 weeks (Q3W) was well-tolerated and showed encouraging, durable efficacy in pts with
advanced, I0-treated NSCLC and other solid tumors (2025 ASCO [8509, 2502 and 104]). Here,
we present the trial in progress for MarsLight-11 (NCT07217301), a randomized, open-label,
multi-regional Phase 3 study evaluating IBI363 versus docetaxel in pts with sqNSCLC after prior
chemo and I0. Methods: This study is enrolling eligible pts with unresectable, locally advanced
or metastatic sSQNSCLC who have progressed on or after platinum-based chemo and anti-PD-1/
PD-L1 treatments (defined as radiographic progression per RECIST vi.1 during or within
6 months after discontinuation of I0). Pts with known actionable genomic alterations, active
or symptomatic brain metastases are excluded. Pts are randomized 1:1 to IBI363 or docetaxel
(control). Stratification factors include the type of IO resistance (primary vs. acquired), the
sequence of prior I0 and chemo (concurrent vs. sequential), and region (Asia vs. non-Asia). Pts
in the experimental arm will receive a priming dose of IBI363 (0.1 mg/kg) seven days prior to the
first full dose (3 mg/kg Q3W). The control arm will receive docetaxel (75 mg/m?2 Q3W). The
primary endpoint is overall survival (OS). Secondary endpoints include investigator-assessed
PFS, objective response rate, disease control rate, duration of response, and time to response
per RECIST v1.1, as well as safety, pharmacokinetics, and immunogenicity. One interim analysis
(IA1) and one final analysis are planned for OS. The study plans to enroll approximately 600 pts
globally, including sites in China, the United States, Canada, the European Union, the United
Kingdom, Japan and South Korea. Clinical trial information: NCT07217301. Research Sponsor:
None.
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A randomized phase lll trial of chemo-immunotherapy vs immunotherapy alone for
the vulnerable older adult with advanced non—small cell lung cancer: The ACHIEVE
study—ECOG-ACRIN EA5221.

Megan Ann Baumgart, Yating Wang, Balazs Halmos, Carolyn J. Presley, Efrat Dotan, Apar Kishor Ganti, Mohammed Al-Jumayli, Melissa A. Simon, Kim Sandler,
Julie R. Brahmer, ECOG-ACRIN Cancer Research Group; University of Rochester, Rochester, NY; ECOG-ACRIN, Boston, MA; Montefiore Einstein Comprehensive Center for
Cancer Care, Bronx, NY; The Arthur G. James Cancer Hospital and Richard J. Solove Research Institute, The Ohio State University, Columbus, OH; Ann B. Barshinger Cancer
Institute, Penn Medicine Lancaster General Health, Lancaster, PA; University of Nebraska Medical Center, Omaha, NE; H. Lee Moffitt Cancer Center and Research Institute,
Tampa, FL; Northwestern University Feinberg School of Medicine, Chicago, IL; Vanderbilt University Medical Center, Nashville, TN; The Bloomberg—Kimmel Institute for
Cancer Immunotherapy, Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins University School of Medicine, Baltimore, MD

Background: Lung cancer disproportionately affects older adults, with 70% of cases diagnosed
in patients =65 years old, though older adults are often underrepresented in clinical trials.»>
KEYNOTE-1893 and KEYNOTE-407* studies established superiority of chemotherapy-
immunotherapy (chemo-10) compared to chemotherapy irrespective of PD-L1 tumor propor-
tion score (TPS) in patients with ECOG PS 0-1. Single-agent pembrolizumab was also shown to
be superior to chemotherapy based on KEYNOTE-0245 and KEYNOTE-042° studies. KEYNOTE-
1893/407* studies highlighted synergistic benefit from chemo-I0 across TPS subsets while
single-agent I0 benefit is mostly in the TPS =50% population. It is unknown if single-agent 10
versus chemo-I0 is superior for patients with PD-L1 TPS 1-49%, especially in older adults.
There is increased risk for toxicity for adults with co-morbidities and impaired function that is
enriched along the age continuum. Use of single-agent I0 may limit benefit from synergy.
Alternatively, chemo may increase toxicity and adversely impact quality of life (QOL) and
survival in older adults. The goal of this study is to evaluate overall survival (OS) in older adults
with metastatic NSCLC, PD-L1 TPS 1-49% treated with first-line single-agent IO versus
chemo-I0. Methods: This phase 3 study randomizes (1:1) patients age =70 years old with
metastatic NSCLC, PD-L1TPS 1-49% to treatment with pembrolizumab versus pembrolizumab
plus chemotherapy with primary endpoint of OS. Patients undergo an abbreviated baseline
geriatric assessment (GA) of function, nutrition, cognition, and QOL with opportunity for
modification of chemotherapy regimen and dosing based on results. Patients are treated with 4
cycles of induction pembrolizumab 200 mg IV every 3 weeks (Arm A) or 4 cycles of induction
pembrolizumab 200 mg IV every 3 weeks in combination with chemotherapy (Arm B). Che-
motherapy is investigator-selected from platinum doublet (carboplatin/pemetrexed,
carboplatin/paclitaxel, carboplatin/nab-paclitaxel) or single-agent options (pemetrexed, pac-
litaxel, nab-paclitaxel) with dose attenuation per investigator discretion. Induction is followed
by up to two years of maintenance pembrolizumab (200 mg IV every 3 weeks or 400 mg IV every
6 weeks) with option for continuing maintenance pemetrexed. Modified GA is repeated at
specified time points. Optional stool studies are collected at baseline and after four cycles of
therapy. Secondary endpoints include progression-free survival, objective response rate, tol-
erability and QOL. Exploratory aims evaluate GA metrics as predictors of clinical outcomes and
relate gut microbe diversity and abundance to treatment outcomes. Efficacy analyses are
conducted on an intention-to-treat basis. Enrollment is ongoing, and current accrual (as of
January 6, 2026) is 22 of 304. Clinical trial information: NCT06096844. Research Sponsor:
National Cancer Institute.

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/NCT06096844
http://meetings.asco.org

LUNG CANCER—NON-SMALL CELL METASTATIC

TPS8675 Poster Session

ALPACCA: Phase 3 trial of firmonertinib vs investigator’'s choice of EGFR inhibitor as
first-line treatment for locally advanced or metastatic NSCLC with EGFR P-loop and
alpha c-helix compressing (PACC) uncommon mutations (FURMO-006).

Xiuning Le, Koichi Goto, Sehoon Lee, Molly SC Li, Sanjay Popat, Noemi Reguart, Jonathan W. Riess, Elaine Shum, Yong Jiang, Marcin Kowanetz, John Le, Shiyao Liu,
Zhang Zhang, Steven Yea, Jerry Y. Hsu, Shun Lu; Department of Thoracic Head and Neck Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston,
TX; Department of Thoracic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Division of Hematology and Oncology, Department of Medicine, Samsung
Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; The Chinese University of Hong Kong, Hong Kong, Hong Kong; The Royal Marsden
Hospital, NHS Foundation Trust, London, United Kingdom; Medical Oncology Department, Hospital Clinic y Provincial de Barcelona, Barcelona, Spain; UC Davis
Comprehensive Cancer Center, Sacramento, CA; Division of Medical Oncology and Hematology, Perlmutter Cancer Center, NYU Langone Health, New York, NY; Allist
Pharmaceuticals, Shanghai, China; ArriVent BioPharma, Inc., Burlingame, CA; Department of Medical Oncology, Shanghai Chest Hospital, School of Medicine, Shanghai
Jiao Tong University, Shanghai, China

Background: Despite advances in treatment of NSCLC with EGFR classical mutations, no
universally accepted standard-of-care treatment exists for patients with EGFR uncommon
mutations including PACC mutations. Treatment options include EGFR tyrosine kinase inhib-
itors (TKIs) (osimertinib, afatinib), chemotherapy, or other targeted therapies (amivantamab
for exon 20 insertion mutations). EGFR PACC mutations comprise approximately 12.5% of all
NSCLC EGFR mutations (Robichaux et al 2021, Nilsson et al 2024). Firmonertinib is a once daily
oral, highly brain penetrant, broadly active mutant-selective EGFR inhibitor that targets
classical and uncommon mutations (Musib et al., NACLC 2022). In the phase 1b FURMO-002
study (FURTHER), first-line locally advanced or metastatic EGFR PACC mutation NSCLC pa-
tients treated with firmonertinib 240 mg daily achieved a confirmed ORR of 68.2%, best ORR of
81.8%, disease control rate (DCR) of 100%, and median progression-free survival (mPFS) of
16.5 months by blinded independent central review (BICR) (Le et al., WCLC 2025). Firmonertinib
was generally well-tolerated with manageable EGFR TKI-associated adverse events. Methods:
ALPACCA (FURMO-006; NCT07185997) is a global, phase 3, randomized, open-label study
investigating firmonertinib vs investigator’s choice of osimertinib or afatinib. Eligible patients
have locally advanced or metastatic NSCLC with EGFR PACC mutations. Key inclusion criteria
include documented presence of EGFR PACC mutation and measurable disease per RECIST v1.1.
Patients with asymptomatic CNS metastases are allowed. Key exclusion criteria include prior
systemic anticancer therapy in the locally advanced or metastatic setting or any prior EGFR TKI
therapy. Approximately 480 patients will be randomized 1:1 to receive firmonertinib 240 mg
daily or investigator’s choice of osimertinib 80 mg daily or afatinib 40 mg daily. Primary
endpoints are PFS and ORR per RECIST vi1.1 by BICR. Key secondary endpoints include OS,
investigator assessed PFS and ORR, and safety and tolerability. Enrollment is ongoing. Clinical
trial information: NCT07185997. Research Sponsor: ArriVent BioPharma Inc.
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Randomized phase Il study of amivantamab + lazertinib versus afatinib in patients
with uncommon/compound EGFR-mutated non-small cell lung cancer
(WJOG17323L: AGEHA study).

Taichi Miyawaki, Takehito Shukuya, Kentaro Sakamaki, Toshiaki Takahashi, Suguru Matsuda, Kentaro Tanaka, Hiroaki Akamatsu, Yuki Sato, Takayuki Takahama,
Tomoiki Aiba, Takeshi Masuda, Naoki Furuya, Toshihide Yokoyama, Motoko Tachihara, Isamu Okamoto, Hirotsugu Kenmotsu, Nobuyuki Yamamoto, West Japan Oncology
Group; Department of Respiratory Medicine, Juntendo University Hospital, Tokyo, Japan; Department of Respiratory Medicine, Juntendo University Graduate School of
Medicine, Tokyo, Japan; Faculty of Health Data Science, Juntendo University, Tokyo, Japan; Division of Thoracic Oncology, Shizuoka Cancer Center, Shizuoka, Japan;
Department of Pulmonary Medicine, Kagoshima University Graduate School of Medical and Dental Sciences, Kagoshima, Japan; Wakayama Medical University Hospital,
Wakayama, Japan; Department of Respiratory Medicine, Kobe City Medical Center General Hospital, Kobe, Japan; Kindai University Hospital, Osaka, Japan; Department of
Pulmonary Medicine, Sendai Kousei Hospital, Sendai, Japan; Department of Respiratory Medicine, Hiroshima University Hospital, Hiroshima, Japan; St. Marianna
University School of Medicine, Kawasaki, Japan; Department of Respiratory Medicine, Kurashiki Central Hospital, Kurashiki, Japan; Division of Respiratory Medicine,
Department of Internal Medicine, Kobe University Graduate School of Medicine, Kobe, Japan; Department of Respiratory Medicine, Graduate School of Medical Sciences,
Kyushu University, Fukuoka, Japan; Shizuoka Cancer Center, Shizuoka, Japan; Internal Medicine Ill, Wakayama Medical University, Wakayama, Japan

Background: While EGFR tyrosine kinase inhibitors (TKIs) such as afatinib are standard
treatments for patients with advanced non-small cell lung cancer (NSCLC) harboring uncom-
mon or compound EGFR mutations (excluding exon 20 insertions and T790M), the duration of
response is often limited, with a median progression-free survival (PFS) of approximately 8 to
10 months. Amivantamab is an EGFR mesenchymal—epithelial transition factor (MET) bispe-
cific antibody with immune cell-directing activity that has multiple mechanisms of action as
defined in preclinical models. For common EGFR mutated NSCLC, combination therapy with
lazertinib has been approved in several countries based on its superiority in Phase III trial.
Although a phase I study of amivantamab plus lazertinib combination therapy showed prom-
ising efficacy with a median PFS of 19.5 months in treatment-naive patients with uncommon or
compound EGFR mutations, this was a small-scale non-comparative study where efficacy was
not the primary endpoint. The AGEHA study (WJOG17323L) is designed to prospectively eval-
uate whether amivantamab + lazertinib provides superior efficacy and acceptable safety com-
pared to afatinib in patients with treatment-naive, uncommon or compound EGFR mutated
NSCLC. Methods: This multicenter, randomized, open-label, phase II trial is conducted by the
West Japan Oncology Group (WJOG). Eligible patients are randomized in a 1:1 ratio to receive
either combination therapy with amivantamab plus lazertinib in Arm A, or afatinib mono-
therapy in Arm B. The primary objective is to compare PFS between the two treatment arms.
Secondary objectives include safety, overall response rate, and overall survival. Additionally,
mandatory blood samples are collected at baseline and at the time of disease progression for
comprehensive biomarker analysis using the Guardant Health platform to identify molecular
predictors of response and resistance mechanisms, including approximately 740 gene alter-
ations and methylation abnormalities. The target sample size is 70 patients (35 per arm). This
study is designed with a one-sided alpha of 0.1 and a power of 80% to detect the superiority of
amivantamab plus lazertinib over afatinib monotherapy. The primary analysis will compare
PFS using a stratified log-rank test, and hazard ratios will be estimated using a Cox proportional
hazards model. Key Eligibility Criteria: Patients must be histologically confirmed advanced or
recurrent non-squamous NSCLC harboring uncommon or compound EGFR mutations, exclud-
ing exon 20 insertions and T'790M. Participants must be treatment-naive for advanced disease
with an ECOG performance status of 0—1. Patient enrollment began in January 2026, with a
recruitment period of two years and a total study duration of five years. Clinical trial infor-
mation: jRCTs031250560. Research Sponsor: Janssen Pharmaceutical K.K.
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A randomized phase Il study of capmatinib plus osimertinib with or without
ramucirumab in patients with EGFR-mutant, MET-amplified stage IV or recurrent
no—small cell lung cancer (Lung-MAP Sub-Study S1900G).

Sarah B. Goldberg, Mary Weber Redman, David Ross Camidge, Katherine Minichiello, Louise Highleyman, Jyoti D. Patel, Tom Stinchcombe, Jeffrey D. Bradley,

Julie R. Brahmer, Hossein Borghaei, Jhanelle E. Gray, Saiama Naheed Waqar, Karen L. Reckamp, Roy S. Herbst, Karen Kelly, Helen J. Ross; Yale Cancer Center, New Haven,
CT; Fred Hutch Cancer Center, Seattle, WA; University of Colorado Denver, Anschutz Medical Campus, Aurora, CO; SWOG Statistics and Data Management Center, Fred
Hutchinson Cancer Center, Seattle, WA; Cancer Research and Biostatistics (CRAB), Seattle, WA; Tempus Al, Chicago, IL; Duke Cancer Institute, Durham, NC; Hospital of the
University of Pennsylvania Radiation Oncology, Philadelphia, PA; The Bloomberg—Kimmel Institute for Cancer Immunotherapy, Sidney Kimmel Comprehensive Cancer
Center at Johns Hopkins University School of Medicine, Baltimore, MD; Fox Chase Cancer Center/Temple Health, Philadelphia, PA; Moffitt Cancer Center, Tampa, FL;
Washington University School of Medicine in St. Louis, St. Louis, MO; Department of Medical Oncology and Hematology, Yale School of Medicine, New Haven, CT;
International Association for the Study of Lung Cancer, Denver, CO; Rush University Cancer Center, Chicago, IL

Background: Patients (pts) with advanced EGFR-mutant non-small cell lung cancer (NSCLC)
typically respond well to first-line tyrosine kinase inhibitor (TKI) therapy, however disease
progression is inevitable. Acommon mechanism of resistance to third-generation EGFR TKIs is
MET amplification in up to 15% of patients. Prior trials have demonstrated efficacy of combined
EGFR and MET TKI for patients with acquired MET amplification, however treatment can be
limited by toxicity due to peripheral edema. Preclinical evidence demonstrates the benefit of
VEGF inhibition combined with an EGFR TKI and MET TKI, both in efficacy and reduced edema.
Lung MAP S1900G is a randomized phase II trial of osimertinib and capmatinib plus or minus
the VEGFR2 inhibitor ramucirumab in patients with EGFR-mutant NSCLC and MET amplifi-
cation after progression on osimertinib. Methods: Pts have stage IV or recurrent NSCLC with a
sensitizing EGFR mutation and have disease progression on osimertinib alone or in combination
with other agents. Documentation of MET amplification must be determined by tissue- or
blood-based assay; testing for MET amplification can be done locally or centrally through the
LUNGMAP screening process and any level of amplification is allowed. Measurable disease is
not required. Patients with asymptomatic treated or untreated brain metastases are eligible.
Prior VEGF inhibitor or MET antibody (such as amivantamab) are allowed. Pts are randomly
assigned to receive osimertinib 80mg by mouth daily, capmatinib 400mg by mouth twice daily,
and ramucirumab 10m/kg intravenously on days 1 and 15 of a 28 day cycle, or osimertinib plus
capmatinib alone. Treatment continues until disease progression, symptomatic deterioration,
unacceptable toxicity or treatment delay greater than 28 days. Disease assessment per RECIST
1.1 is performed every 8 weeks for the first year and every 12 weeks thereafter. The primary
endpoint is investigator-assessed progression-free survival (PFS) and secondary endpoints
include toxicity, ORR, duration of response, overall survival, rates of edema, and change in
weight. A safety run-in of the first 10 pts in each arm evaluable for dose-limiting toxicity is
included due to limited safety data on both the doublet and triplet combinations. The target
sample size is 40 eligible pts (20 per arm) which will provide 85% power to rule out no
difference at a 1-sided 15% level if the true hazard ratio is 0.5. A hazard ratio of 0.71 or less,
equivalent to a 2.4 month difference in median PFS, will be consistent with rejecting the null
hypothesis. Accrual is ongoing, with 24 of 40 patients enrolled. S1900G is the first Lung-MAP
sub-study that focuses on EGFR-mutant lung cancer, representing a new era for this platform
trial. Clinical trial information: NCT05642572. Research Sponsor: National Cancer Institute/
U.S. National Institutes of Health; U10CA18088; National Cancer Institute/U.S. National Insti-
tutes of Health; U10CA180819; Novartis; Eli Lilly.
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First-in-human phase |, open-label, multicenter study of HJ-004, a novel EGFR-
PROTAC degrader, in patients with advanced EGFR-mutated non—small cell lung
cancer.

Xinru Chen, Caicun Zhou, Li Zeng, Ya Geng, Yao Liu; Department of Oncology, Shanghai East Hospital, Tongji University School of Medicine, Shanghai, China; Department of
Oncology, Shanghai East Hospital, Tongji University, Shanghai, China; Jing Medicine Technology (Shanghai) Ltd., Shanghai, China; Jing Medicine, Shanghai, China

Background: Despite remarkable progress with 15t~ to 37-generation epidermal growth factor
receptor tyrosine kinase inhibitors (EGFR-TKIs), nearly all patients with EGFR-mutated non-
small cell lung cancer (NSCLC) eventually develop acquired resistance through secondary EGFR
mutations, bypass pathway activation, or histologic transformation. Targeted options that
specifically address EGFR-dependent (on-target) resistance after progression on 3rd-
generation EGFR-TKIs remain limited. HJ-004 is an orally bioavailable, highly selective
proteolysis-targeting chimera (PROTAC) that degrades mutant EGFR by recruiting the cereblon
(CRBN) E3 ubiquitin ligase. Preclinically, HJ-004 showed broad activity against classical,
uncommon, and osimertinib-resistant EGFR variants with favorable pharmacokinetics (PK)
and safety profiles. Methods: This first-in-human, phase I, multicenter, open-label study
evaluates the safety, tolerability, PK, and preliminary antitumor activity of HJ-004 in patients
with recurrent or metastatic EGFR-mutant non-squamous NSCLC. The study comprises two
parts: dose escalation and dose expansion. In the dose-escalation phase, oral HJ-004 is
administered once daily in 28-day cycles using accelerated titration followed by a conventional
3 + 3 design (planned doses: 12.5, 25, 50, 87.5, 125, and 162.5 mg). Dose-limiting toxicities
(DLTs) are assessed during the single-dose (CoD1-C0D3) and first multiple-dose cycle (C1D1-
C1D28) periods. The expansion phase will enroll approximately 20-40 participants in two dose
cohorts to further evaluate safety, PK, and preliminary efficacy. Key eligibility criteria include
measurable disease per RECIST v1.1 and adequate organ function. The trial is currently ongoing
and is expected to enroll up to 76 patients. The phase I study initiated in 2025, and site activation
and patient screening are currently underway. No safety or efficacy data are yet available.
Enrollment is projected to be completed in 2027, and updated enrollment and PK data will be
presented at a future meeting. Clinical trial information: NCT07361237. Research Sponsor:
None.
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KEYMAKER-UO1J: Calderasib plus pembrolizumab with or without cetuximab as
first-line treatment for advanced or metastatic nonsquamous non—small-cell lung
cancer (NSCLC) with KRAS G12C mutations.

Qing Zhou, Daniel Almquist, Byoung Chul Cho, Egbert F. Smit, Christian Caglevic, llkka Liikanen, Antonio Lugini, Rafal Dziadziuszko, Belen Rubio Viqueira,
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Cancer Institute, Guangdong Provincial People’s Hospital (Guangdong Academy of Medical Sciences), Southern Medical University, Guangzhou, China; Sanford Roger
Maris Cancer Center, Fargo, ND; Division of Medical Oncology, Yonsei Cancer Center, Seoul, South Korea; Department of Pulmonary Diseases, Leiden University Medical
Centre, Leiden, Netherlands; Centro de Investigacion e Innovacion en Cancer, Fundacion Arturo Lopez Perez, Santiago, Chile; Department of Oncology, Helsinki University
Hospital Comprehensive Cancer Center, University of Helsinki, Helsinki, Finland; Medical Oncology, Azienda Ospedaliera San Giovanni Addolorata, Rome, Italy; Faculty of
Medicine, Department of Oncology and Radiotherapy, Medical University of Gdansk, Gdansk, Poland; Hospital Universitario Quirdnsalud Madrid, Madrid, Spain; Hematology
and Oncology, Sanford Cancer Center, Sioux Falls, SD; Medical Oncology, Clermont Oncology Center, Clermont, FL; Department of Medical Oncology, Bagkent University,
Adana, Turkey; Department of Thoracic Surgery, Communal Non-Profit Enterprise “Podilskyi Regional Oncology Center of the Vinnytsia Regional Council”, Vinnytsia City,
Ukraine; Department of Radiation Oncology, Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical Sciences,
Jinan, China; Department of Medical Oncology, Hacettepe University Cancer Institute, Ankara, Turkey; Merck & Co., Inc., Rahway, NJ; Department Medical Oncology,
Bradford Hill Centro de Investigacion Clinica, Universidad Finis Terrae, Santiago, Chile

Background: The anti—PD-1 pembrolizumab (pembro) + chemotherapy (chemo) is a standard
of care first-line therapy for metastatic NSCLC with no EGFR or ALK alterations. Despite these
advances, here remains an unmet need for patients with tumors that have certain mutations,
including those in the KRAS gene. KRAS mutations are associated with poor OS in NSCLC.
Calderasib (MK-1084), a next-generation, selective KRAS G12C-GDP covalent inhibitor, has
previously demonstrated preliminary antitumor activity in combination with pembro + chemo
in KRAS G12C—mutant metastatic NSCLC in the phase 1 KANDLELIT-001 study. The anti-EGFR
cetuximab has shown promising efficacy in combination therapies in NSCLC with KRAS G12C
mutations. The phase 2 KEYMAKER-UO01] study (NCT07252739) is evaluating the addition of
investigational agents to pembro in advanced or metastatic nonsquamous NSCLC with KRAS
G12C mutations; the treatment arms presented here include pembro + calderasib + cetuximab.
Methods: This phase 2, randomized, open-label study is enrolling participants (pts) aged =18
years with previously untreated histologically or cytologically confirmed stage IIIB, IIIC, or IV
(M1a, M1b, or Mic) nonsquamous NSCLC (AJCCv9), with a KRAS G12C mutation that is ineligible
for curative resection or chemoradiation. Pts must also have measurable disease per RECIST
v1.1, an ECOG PS of 0 or 1, and provide a tumor sample for biomarker analysis. Following a safety
lead-in of ~10 ptsin arm 3, 1:1:1 randomization of ~120 pts will occur. In arm 1 (control arm), pts
will receive up to 18 cycles of pembro 400 mg Q6W intravenously (IV) plus carboplatin AUC 5
mg/mL/min up to 2 cycles and pemetrexed 500 mg/m?> Q3W until discontinuation criteria are
met. Pts in arm 2 (reference arm) will receive up to 18 cycles of pembro 400 mg IV Q6W plus
calderasib orally until discontinuation criteria are met. Pts in arm 3 will receive up to 18 cycles
of pembro 400 mg IV Q6W plus calderasib with cetuximab 500 mg/m> IV Q2W until
discontinuation criteria are met. Discontinuation criteria include unacceptable AEs, PD,
occurrence/progression of another malignancy, or pt/physician withdrawal. Randomization
will be stratified by PD-L1 tumor proportion score (< 50% vs =50%). Dual primary endpoints
are safety (dose-limiting toxicities, AEs, and AEs leading to study discontinuations) and
objective response (CR or PR) per RECIST v1.1 by blinded independent central review (BICR).
Secondary endpoints are duration of response and PFS per RECIST vi.1 by BICR, OS, and
pharmacokinetic characterization. On-study tumor imaging will occur Q6W until week 24,
QoW until week 51, then Q12W, or more frequently if clinically indicated. AEs will be graded per
NCI CTCAE v5.0. Enrollment began in December 2025, with 80—105 sites scheduled to enroll
globally. Clinical trial information: NCT07252739. Research Sponsor: Merck Sharp & Dohme
LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.
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A phase Il study of amivantamab hyaluronidase in MET amplification—positive stage
IV or recurrent non—small cell lung cancer (Lung-MAP Sub-Study).

Christian Diego Rolfo, Mary Weber Redman, Shirish M. Gadgeel, Katherine Minichiello, Louise Highleyman, Saiama Naheed Waqar, Roy S. Herbst, Tom Stinchcombe,
Kristin Ann Higgins, Julie R. Brahmer, Karen L. Reckamp, Hossein Borghaei, Jhanelle E. Gray, David R. Gandara; Ohio State University Comprehensive Cancer Center,
Columbus, OH; Fred Hutch Cancer Center, Seattle, WA; Henry Ford Health, Detroit, MI; SWOG Statistics and Data Management Center, Fred Hutchinson Cancer Center,
Seattle, WA; Cancer Research and Biostatistics (CRAB), Seattle, WA; Washington University School of Medicine in St. Louis, St. Louis, MO; Department of Medical Oncology
and Hematology, Yale School of Medicine, New Haven, CT; Duke Cancer Institute, Durham, NC; City of Hope, Atlanta, GA; The Bloomberg-Kimmel Institute for Cancer
Immunotherapy, Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins University School of Medicine, Baltimore, MD; Medicine, Cedars Sinai Cancer Center, Los
Angeles, CA; Fox Chase Cancer Center/Temple Health, Philadelphia, PA; Moffitt Cancer Center, Tampa, FL; University of California Davis Comprehensive Cancer Center,
Sacramento, CA

Background: MET amplification is a known oncogenic driver in non-small cell lung cancer
(NSCLC), estimated to occur in approximately 3-4% of non-squamous (nsq) and squamous
(sq) cases. While targeted therapies such as tyrosine kinase inhibitors (TKIs) have demon-
strated activity in this population, with objective response rates (ORR) approximating 30%,
there is a need for novel therapeutic approaches, particularly for patients who have progressed
on standard systemic therapies. Amivantamab hyaluronidase is a fully human bispecific an-
tibody targeting EGFR and MET co-formulated with recombinant human hyaluronidase
(rHuPH20) for subcutaneous administration. The mechanism of action involves the inhibition
of EGFR and MET signaling, receptor degradation, and the induction of antibody-dependent
cellular cytotoxicity. S1900] is evaluating the efficacy of this subcutaneous formulation in
specific histological cohorts. Methods: S1900] is a 2-stage, single arm phase II biomarker-
driven Lung-MAP sub-study. The study includes 2 cohorts of Stage IV or recurrent NSCLC,
based on histology (non-squamous and squamous NSCLC). Biomarker eligibility requires
documentation of MET amplification as primary driver via tissue or ctDNA NGS. Participants
must have received at least one prior line of systemic therapy; notably, patients who have
received prior MET TKI therapy (e.g., crizotinib, capmatinib) or harboring other actionable
alterations are excluded. Participants receive amivantamab hyaluronidase via subcutaneous
injection weekly during Cycle 1 (Days 1, 8, 15, 22) and every 2 weeks thereafter (Days 1, 15).
Dosing is weight-based: 1,600 mg amivantamab/20,000 units hyaluronidase for participants <
80 kg, and 2,240 mg amivantamab/28,000 units hyaluronidase for patients =80 kg. The
primary endpoint is response. with a goal of 40 evaluable participants per cohort. The study
design has 90% power to rule out a 15% ORR at the 1-sided 5% level, if the true ORR is 35%.
Secondary objectives include progression-free survival, duration of response, and response
rates in the subset with MET amplification by FoundationOne CDx assays. Correlative studies of
interest include the evaluation of concordance between tissue-based and liquid biopsy (ctDNA)
next-generation sequencing for the detection of MET amplification. S1900]J opened to accrual
on 9/27/2024 and is actively enrolling patients. Clinical trial information: NCT06116682.
Research Sponsor: NIH/NCI grants; U10CA18088, U10CA180819.
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An ongoing phase 1-2a study of EO1001, an oral brain-penetrant pan-ErbB in-
hibitor, in patients with advanced ErbB-driven solid tumors including CNS disease.

Neil Sankar, Jeffrey A. Bacha, Sophia Frentzas, Malaka Ameratunga, Amy Body, Daphne Day, Richard Kelly, Jeremy Neeman, Sarath Kanekal, lan Nisbet, Kathy Skoff,
Dennis Brown; Edison Oncology Holding Corp., Menlo Park, CA; Department of Medical Oncology, Monash Health and Faculty of Medicine, Nursing and Health Sciences,
Monash University, Clayton, VIC, Australia; Alfred Health, Melbourne, Australia; Monash Health, Clayton, VIC, Australia; Monash Health, Melbourne, Australia; Monash
University, Melbourne, Australia; The Alfred, Melbourne, Australia; Senz Oncology Pty Ltd., Melbourne, Australia; Senz Oncology, Melbourne, Australia

Background: Central nervous system (CNS) metastases and primary brain tumors remain a
major cause of morbidity and mortality in patients with ErbB-driven malignancies, particularly
as improved systemic therapies prolong survival. Aberrations in the ErbB family of receptor
tyrosine kinases—including EGFR, HER2, and HER/4—are frequently associated with CNS
progression, therapeutic resistance, and poor outcomes across multiple tumor types. In glio-
blastoma and other CNS malignancies, specific EGFR extracellular domain (ECD) alterations,
including EGFRVIII and recurrent ECD missense variants, have been previously reported to
promote ligand-independent signaling, invasive tumor biology, and resistance to currently
available EGFR-targeted therapies. EO1001 is a novel, oral, irreversible pan-ErbB inhibitor
designed to achieve sustained CNS exposure and broad ErbB pathway inhibition. This ongoing
Phase 1—2a study is evaluating the safety, pharmacokinetics, and preliminary antitumor ac-
tivity of EO1001 in patients with advanced ErbB-driven solid tumors, including those with CNS
involvement. Methods: This is a first-in-human, multicenter, open-label Phase 1—2a study of
once-daily oral EO1001. The Phase 1 dose-escalation component uses an accelerated titration
design transitioning to a standard 3+3 schema following the occurrence of =Grade 2 treatment-
related toxicity. A Phase 2 expansion component is enrolling patients at or below the recom-
mended Phase 2 dose (RP2D). Eligible patients are adults with advanced or metastatic ErbB-
expressing solid tumors that have progressed following standard therapy; patients with treated
or untreated CNS disease are eligible. EO1001 is administered once daily in 28-day cycles
following an initial single-dose pharmacokinetic assessment. The primary objectives are to
evaluate safety and tolerability and to determine the RP2D. Secondary objectives include
characterization of the pharmacokinetic profile and assessment of preliminary antitumor
activity using RECIST v1.1 and/or RANO criteria, as appropriate. Exploratory objectives include
evaluation of pharmacodynamic and molecular biomarkers in available tissue and optional
cerebrospinal fluid sampling to further assess CNS exposure and pathway modulation. Current
Status: Dose escalation has been completed across multiple dose levels, and enrollment is
ongoing in Phase 2 expansion cohorts designed to further characterize safety, pharmacoki-
netics, and CNS-directed antitumor activity at biologically active dose levels. Clinical trial
information: ACTRN12620000583943. Research Sponsor: Edison Oncology Holding Corp.
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