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DXCO006, a first-in-class CD56-targeting antibody-drug conjugate, in advanced solid
tumors: A first-in-human, phase | dose escalation clinical trial.
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Hospital of Nanchang University, Nanchang, China; The First Affiliated Hospital of Nanchang University, Nanchang, Jiangxi, China; Chongqing University Cancer Hospital,
Chongging, China; Hunan Cancer Hospital, The Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University, Changsha, China; Department of Chest
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Background: DXC006 is an antibody-drug conjugate of a humanized anti-CD56 antibody
linked to the topoisomerase I inhibitor CPT113 with DAR=4 through a cleavable peptidyl bis-
linker by CrossConju technology. DXC006 demonstrated strong antitumor activity in vivo and in
vitro, here we report the safety and preliminary efficacy of first-in-human phase I trial of
DXCo006. Methods: Patients with metastatic/locally advanced solid tumors after at least one line
of systemic standard therapy were enrolled. For dose escalation (D-ESC), DXC006 was ad-
ministered intravenously at doses of 1.2, 2.4, 4.8, 6.0mg/kg Q2W or 6.0, 7.2 mg/kg Q3W with
BOIN design and 3+3 design. A subset of pts was enrolled into dose-expansion (D-EXP) at
recommended dose regimen. The primary objectives were to evaluate the safety and tolerability
(dose limiting toxicities, DLTs; maximum tolerated dose, MTD) of DXC006. Results: Data cutoff
at December 26™, 2025, 72 patients were enrolled and received at least one dose(D-ESC
n=16,D-EXP n=56) , including SCLC (n=44), lung adenocarcinoma (n=11), lung squamous cell
carcinoma (n=3), neuroendocrine neoplasm (n=14). No DLTs occurred and MTD was not
reached. D-EXP was carried out at 4.8mg/kg Q2W and 6.0mg/kg Q3W regimens. Treatment
related adverse events (TRAEs) rate (all grade/=G3) was 97.2% and 27.8%, TOP5 most common
TRAEs (all grade/=G3) were decreased appetite (54.2%/0%), nausea (52.8%/0%), anemia
(48.6%/20.8%), asthenia (37.5%/1.4%), sensory disturbance (33.3%/0%). No interstitial lung
disease (ILD) was observed. TRAEs led to dose interruption/discontinuation were observed in
(23.6%/1.4%) of the patients. RP2D is 6.0mg/kg Q3W. Totally, 59 patients were eligible for
efficacy analysis. For all patients, the objective response rate (ORR) and disease control rate
(DCR) were 52.5 % and 81.4% (including confirmed and pending confirmation PR); for SCLC
patients, were 69.4% and 91.7%; for lung adenocarcinoma, were 45.5% and 72.7% (details in
table). Encouraging anti-tumor activity was observed for DXC006 treatment in SCLC at 2nd line
(ORR 85.7%, confirmed 64.3%). PK, PD and PFS results will be updated in the upcoming
meeting. Conclusions: DXC006 demonstrated a manageable safety profile and adequate tol-
erability, and showed encouraging efficacy in pretreated advanced solid tumors, especially in
SCLC. Clinical trial information: NCT06224855. Research Sponsor: Hangzhou DAC Biotech-
nology Co., Ltd.

Small cell Small cell lung Neuroendocrine Lung Lung Squamous

lung cancer cancer ( 2nd Line ) Neopl Ad i cell i
N 36 14 10 11 2
Median prior treatment 2(1, 6) 10,1) 2(1, 6) 2(1,3) 5(5, 5)

line (range)

cPR 14 9 1 4 0
PR 25 12 1 5 0
SD 8 2 6 3 0
PD 3 0 3 3 2
ORR % (95% CI) 69.4 (53.1, 82.0) 85.7 (60.0, 96.0) 10.0 (1.8,40.4) 455 (21.3,72.0) 0.0
DCR % (95% ClI) 91.7 (78.2,97.1) 100 (78.5, 100) 70.0 (40.0, 89.2) 72.7 (43.4,90.3) 0.0
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Phase | study of BL-M14D1, a novel DLL3-directed antibody-drug conjugate (ADC),
in patients with locally advanced or metastatic small-cell lung cancer (SCLC),
neuroendocrine carcinoma (NEC), and other solid tumors.
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Fuzhou, China; Beijing GoBroad Hospital, Beijing, China; The First Affiliated Hospital of Henan Medical University, Xinxiang, China; Hunan Cancer Hospital, Changsha, China;
Department of Medical Oncology, Harbin Medical University Cancer Hospital, Harbin, China; The Second Affiliated Hospital of Guilin Medical University, Guilin, China; Sun
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Background: BL-M14D1 is a novel DLL3-directed ADC with a potent topoisomerase I inhibitor
Ed-04. Results for safety and efficacy from a phase I study on BL-M14D1 in patients with locally
advanced or metastatic (LA/M) SCLC and NEC are presented. Methods: Patients who had LA/M
solid tumors were enrolled in dose escalation and dose expansion phase and treated with BL-
Mi4D1at 0.66, 2.0, 3.5, 4.0, 4.5, 5.0, and 6.0mg/kg on Day 1 every 3 weeks (D1 Q3W). SCLC and
NEC patients enrolled in dose expansion phase were treated at 4.0 and 4.5mg/kg D1 Q3W.
Results: As of Nov 30, 2025, a total of 127 patients were enrolled, including 87 SCLC and 40 NEC.
Median prior line of therapy was 2 (range 1-5). Treatment-related AEs (TRAEs) rate was 98.4%
and grade=3 TRAEs rate was 74.0%. The most frequent grade=3 TRAEs were hematologic,
including thrombocytopenia (54.3%), neutropenia (53.5%), leukopenia (46.5%) and anemia
(32.3%), which were able to be effectively managed with standard supportive measures in-
cluding dose reductions, as demonstrated by a low rate (1.6%) of TRAEs leading to discontin-
uation. One grade 3 ILD and one treatment-related death was reported. Efficacy data at 4.0 and
4.5mg/kg was presented below. BL-M14D1 has demonstrated a promising efficacy with an ORR/
cORR of 71.1%/57.8% and mPFS of 7.2 months in heavily pre-treated SCLC. Furthermore, BL-
Mi14D1 has shown encouraging activity in other gastrointestinal and gynecological NECs.
Conclusions: BL-M14D1 has demonstrated promising antitumor activity with a tolerable safety
profile at dose levels of 4.0mg/kg and 4.5mg/kg D1 Q3W in heavily pretreated patients with SCLC
and NEC, supporting further clinical development of BL-M14D1 in SCLC and other less common
NECs. Phase III studies assessing BL-M14D1 in SCLC and NEC are in preparation. Clinical trial
information: NCT06505824. Research Sponsor: Baili-Bio (Chengdu) Pharmaceutical Co., Ltd.

NEC* NEC*
SCLC Total" SCLC 4.0mg/kg SCLC 4.5mg/kg Totall  NEC' 4.0mg/kg 4.5mg/kg
(N=83) (N=34) (N=37) (N=22) (N=3) (N=19)
Median prior LoT 2 (1-5) 2(1-3) 2 (1-5) 2(1-3) 2(1-2) 2(1-3)
(range;
ORR, % (95% CI) 71.1(60.1, 73.5(55.6,87.1) 70.3 (53.0,84.1) 40.9(20.7, 33.3(0.8,90.6) 42.1(20.3,
80.5) 63.6) 66.5
cORR, % (95% CI) 57.8 (46.5, 61.8 (43.6,77.8) 56.8 (39.5,72.9) 27.3(10.7, 33.3(0.8,90.6) 26.3(9.1,
68.6) 50.2) 51.2
DCR, % (95% CI) 94.0 (86.5, 97.1(84.7,99.9) 91.9(78.1,98.3) 90.9 (70.8, 100 (29.2,100) 89.5 (66.9,
98.7

98.0) 98.9) .
mFU for PFS (mo) 6.8 (5.5,7.2) 7.7 (5.6,8.2) 44(41,55) 30(1.6,43) NR(1.8,NR) 3.0(1.4,39)
(95% Cl)
mPFS (mo) (95% Cl) 7.2(5.6,12.7) 7.2 (5.6, NR) 6.9 (42, NR) 53 (39, NR) 463953 NR (26 NR)

*Sites of NEC included cervix, esophagus, stomach and others.
“Efficacy analysis included pts at 4.0 and 4.5 mg/kg who received BL-M14D1 and had at least one post-baseline scan.
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First-in-human study of SYS6043, a novel B7-H3—-targeting antibody-drug con-
jugate, in patients with advanced pan-tumor malignancies.

Li Zhang, Lingying Wu, Hongyun Zhao, Jing Zuo, Yuxiang Ma, Tongsen Zheng, Jinlong Hu, Hongxia Wang, Li Juan, Xiaomei Fan, Mingxia Wang, Hongying Yang, Jing Lin,
Jinheng Hao, Ying Xin, Xuechao Wan, Han Wu, Wennai Guo, Ying Chen, Chunging Zhang; Department of Medical Oncology, Sun Yat-sen University Cancer Center,
Guangzhou, China; National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Science and Peking Union Medical
College, Shenyang, China; Cancer center, Sun Yat-sen University, Guangzhou, China; National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital,
Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China; Harbin
Medical University Affiliated Cancer Hospital, Harbin, Heilongjiang, China; Henan Provincial People’s Hospital, Zhengzhou, China; Department of Medical Oncology, Fudan
University Shanghai Cancer Center, Shanghai, China; The Fourth Hospital of Hebei Medical University, Shijiazhuang, China; Yunnan Cancer Hospital, Kunming, China; Fujian
Cancer Hospital, Fuzhou, China; CSPC Pharmaceutical Group Co., Ltd., Shijiazhuang, China; CSPC Pharmaceutical Group Ltd, Shijiazhuang, China

Background: B7-H3, a tumor-associated immune checkpoint, is broadly overexpressed in
multiple solid tumors and associated with aggressive disease biology and treatment resistance.
SYS6043, a novel ADC targeting B7-H3, is designed to selectively deliver a cytotoxic payload to
B7-H3 expressing tumors. Preclinical trials showed potent antitumor activity across diverse
solid tumor models. Here, we report safety and efficacy results from a phase 1/2 trial of SYS6043
in patients with advanced solid tumors. Methods: Eligible patients (18 —75 years) had advanced
solid tumors refractory to or progressing after standard therapies. The study included a phases 1
dose-escalation and PK expansion phase, followed by a phase 2 cohort expansion. Phase 1used a
BOIN design to evaluate SYS6043 at a dose of 1.2-10.0 mg/kg Q3W and 4.0-6.0 mg/kg Q2W, with
PK expansion at selected doses. Phase 2 evaluated SYS6043 at 8.0 mg/kg Q3W and 6.0 mg/kg
Q3W and Q2W across tumor-specific cohorts. Primary endpoints were safety, tolerability, and
determination of the RP2D in Phase 1, and objective response rate (ORR) in Phase 2. Results: As
of November 28 2025, 502 patients were enrolled, including ovarian cancer (OC, n= 68), small
cell lung cancer (SCLC, n= 57), breast cancer (BC, n= 55), cervical cancer (CC, n= 42), naso-
pharyngeal carcinoma (NPC, n= 40), non-squamous non-small lung cancer (nsq-NSCLC, n=
34), endometrial cancer (EC, n= 21), and other solid tumors (n= 185). Dose-limiting toxicities
(grade 3 gastrointestinal disease, and grade 4 febrile neutropenia) occurred at 10.0 mg/kg Q3W.
Treatment-related adverse events (TRAEs) occurred in 94.2% of patients, with =grade 3 TRAEs
in 28.5%. The most common TRAEs were anemia (52.0%), nausea (44.4%), fragile (42.8%),
leukemia (41.6%), neutropenia (36.9%), decreased appetite (35.3%), and hypoalbuminemia
(25.3%). Efficacy analyses focused on Q3W cohorts. SYS6043 demonstrated rapid and deep
antitumor activity across multiple tumor types. In heavily pretreated SCLC (n= 50), ORR was
64.0% (95% CI, 49.2-77.1) with DCR of 92.0% (95% CI, 80.8-97.8). At 6 mg/kg Q3W (n= 28),
ORR reached 75.0% (95% CI, 55.1-89.3), including one complete response. In OC, ORR and DCR
were 46.2% and 87.2%, respectively with median PFS of 5.6 months at 6 mg/kg Q3W. Notably
high response rates were also observed in BC (ORR 83.8%, DCR 100%), nsq-NSCLC (ORR,
57.1%), CC (ORR, 38.5%), NPC (ORR, 37.9%), and EC (ORR, 30.0%), indicating broad and
consistent antitumor activity. Conclusions: SYS6043 demonstrated a manageable safety profile
and robust, cross-tumor antitumor activity in a large population of patients with advanced
solid tumors. The magnitude and consistency of responses across multiple histologies, in-
cluding treatment-refractory tumors such as SCLC, support SYS6043 as a promising thera-
peutic candidate warranting further clinical and translational investigation. Clinical trial
information: ChiCTR2400094683. Research Sponsor: CSPC Megalith Biopharmaceutial Co.,
Ltd.
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T-Bren (BL-M07D1) in patients with recurrent or metastatic (R/M) ovarian cancer:
Results from two phase Il studies.

Gong-Yi Zhang, Danbo Wang, Guiling Li, Zhijun Yang, Jundong Li, Ruixia Guo, Yi Huang, Ge Lou, Hanmei Lou, Quan Li, Dong Wang, An Lin, Xiumin Li, Lihong Lin, Jinwei Miao,
Hongying Yang, Sa Xiao, Hai Zhu, Yi Zhu, Lingying Wu; Cancer Hospital Chinese Academy of Medical Sciences, Beijing, China; Liaoning Cancer Hospital, Shenyang, China;
Union Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; Guangxi Medical University Cancer Hospital, Nanning, China; Sun
Yat-sen University Cancer Center, Guangzhou, China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Hubei Cancer Hospital, Wuhan, China; Harbin
Medical University Caner Hospital, Harbin, China; Zhejiang Cancer Hospital, Hangzhou, China; Xiangyang Central Hospital, Xiangyang, China; Chongqing University Cancer
Hospital, Chongging, China; Fujian Provincial Cancer Hospital, Fuzhou, China; Linyi Cancer Hospital, Linyi, China; Anyang Tumor Hospital, Anyang, China; Beijing Obstetrics
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Background: T-Bren is a HER2-directed antibody-drug conjugate (ADC) consisting of an anti-
HER2 monoclonal antibody linked to a potent topoisomerase I inhibitor (Ed-04). In phase I
studies, T-Bren demonstrated encouraging anti-tumor activity with a manageable safety
profile in patients (pts) with solid tumors. Results of safety/efficacy from two phase II studies
in pts with R/M ovarian cancer (OC) are presented. Methods: Two studies evaluated T-Bren as
monotherapy in pts with R/M platinum-resistant (disease progression within 6 months of the
last dose of platinum-based chemotherapy) and platinum-sensitive OC. Pts with R/M OC were
treated at 3.8mg/kg or 4.4mg/kg D1 Q3W. Primary endpoints include ORR and RP2D. Pts were
selected for HER2 expression (ultra-low/1+/2+/3+). Results: As of Nov 30, 2025, a total of 65 pts
were enrolled at 3.8 (N = 51), or 4.4mg/kg (N = 14) D1Q3W. Of all pts, 28 (43.1%) pts previously
received =3 lines of therapy. The most common grade 3 and above hematologic TRAEs were
thrombocytopenia (41.5%), leukopenia (35.4%), neutropenia (35.4%), and anemia (29.2%);
the most common grade 3 and above non-hematologic TRAEs were asthenia (6.2%), lympho-
cyte count decrease (6.2%). Grade 3 and above TRAEs, which were predominantly hematologic
in nature, were able to be effectively managed with standard supportive measure including dose
reductions, as demonstrated by the TRAE leading to discontinuation rate of 3.1%. No ILD was
observed. No new safety signals were identified. Median follow-up was 7.8 mo. Among pts at
3.8mg/kg D1 Q3W, confirmed ORR (cORR) was 88.9% in platinum-sensitive OC and 47.5% in
platinum-resistant OC. mPFS had not reached and 9-mo PFS rate was 85.7% in platinum-
sensitive OC and 61.2% in platinum-resistant OC. Efficacy results are summarized in the table
below. Conclusions: T-Bren has demonstrated promising anti-tumor activity with a manage-
able safety profile in heavily pre-treated pts with R/M OC. Dose 3.8mg/kg D1 Q3W was chosen as
the RP3D. Phase III study of platinum-resistant OC is in preparation. Clinical trial information:
NCT06031584; NCT06131450. Research Sponsor: Baili-Bio (Chengdu) Pharmaceutical Co., Ltd.

3.8mg/kg 3.8mg/kg 3.8mg/kg
Total (N=63) Total (N=49)  Platinum-sensitive (N=9) Platinum-resistant(N = 40)

Median prior LoT (range) 2(1-8) 2 (1-6) 2(1-4) 2 (1-6)

ORR, % (95% Cl) 57.1 (44.0,69.5) 59.2 (44.2,73.0) 88.9 (51.8,99.7) 52.5 (36.1, 68.5)
cORR, % (95% CI) 49.2 (36.4,62.1) 55.1 (40.2, 69.3) 88.9 (51.8,99.7) 47.5 (31.5, 63.9)
DCR, % (95% Cl) 88.9 (78.4,95.4) 89.8 (77.8, 96.6) 100 (66.4, 100) 87.5(73.2,95.8)
mPFS (mo) (95% Cl) 9.3 (7.0, NR) NR (7.0, NR) NR (5.6, NR) NR (7.0, NR)

9-mo PFS rate, % (95% Cl) 50.1 (24.0, 71.6) 67.5 (46.0, 81.9) 85.7 (33.4,97.9) 61.2 (34.5,79.7)

*All pts who received at least one dose of T-Bren, excluding those still ongoing with insufficient follow up were used for
efficacy analysis.
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Analysis of spatial atlas of ADC targets in immunotherapy-treated NSCLC to link
compartment-specific target expression with tumor immune contexture, clinical
outcome, and on-treatment remodeling.

Jean-Philippe Guegan, Zachary Cooper, Krista Kinneer, Jixin Wang, Fabrice Barlesi, David Planchard, Benjamin Besse, Jordi Remon Masip, Alban Bessede, Laura Dillon,
Antoine Italiano; ImmuSmol, Bordeaus, France; AstraZeneca, North Potomac, MD; AstraZeneca, Gaithersburg, MD; Gustave Roussy and Paris Saclay University, Faculty of
Medicine, Villejuif / Kremlin-Bicétre, France; Department of Medical Oncology, Institut Gustave Roussy, Thoracic Unit, Villejuif, France; Faculty of Medicine, Université
Paris-Saclay, Paris, France; Department of Medical Oncology, Gustave Roussy, Paris Saclay University, Paris, France; Gustave Roussy, Paris, France; Explicyte, Bordeaux,
France; Gustave Roussy, Department of Medical Oncology, IHU-National PReclSion Medicine Center in Oncology, Villejuif, France

Background: The spatial distribution, co-expression patterns, immune contexture associa-
tions, and on-treatment evolution of ADC targets in NSCLC is unknown. Methods: The samples
0f 100 NSCLC patients treated with PD-1/PD-L1—based immunotherapy (STING NCT04932525)
were analyzed using multiplex immunofluorescence with three 7-plex panels assessing ADC
targets (Claudini8.2, TROP2, B7-H3, B7-H4), receptor co-expression (HER2, EGFR, MET,
STEAP2), and immune contexture (CD8, PD-1, TIM3, LAG3, TIGIT), with PanCK and CD45
for compartment assignment. Digital pathology enabled single-cell segmentation into tumor
(PanCK+), stromal, and immune (CD45+) compartments. Immune contexture was defined as
Desert, Excluded, or Infiltrated by CD8 distribution. ADC target expression was quantified as the
proportion of PanCK+ tumor cells expressing each target or combination. Associations with
objective response (ORR), progression-free survival (PFS), and overall survival (OS) were
assessed. Paired baseline/on-treatment biopsies (n = 21 pairs) evaluated treatment-induced
remodeling. Results: Spatial profiling quantified 30 tumor-cell ADC target phenotypes. Across
NSCLC, epithelial target coverage was broad, with > 80% of tumor cells expressing EGFR or
MET and > 60% co-expressing both. Co-expression patterns were histology-dependent:
EGFR/MET (=HER2) predominated in adenocarcinoma, whereas TROP2/B7-H3 co-
expression was enriched in squamous carcinoma. Immune contexture shaped the ADC land-
scape: Infiltrated tumors showed higher tumor-cell fractions expressing EGFR, MET, TROP2,
HER2, STEAP2, and B7-H3 compared with Desert tumors (all p=0.01), while PanCK+/B7-H4
and PanCK+/CLDN18 were not contexture-associated. Clinically, B7-H4 showed a striking
compartment-specific association with outcome. High abundance of B7-H4—expressing
immune/stromal cells was the only phenotype replicated across ORR, PFS, and OS (stromal
B7H/+: ORR 65.0% vs 38.6%, p = 0.010; PFS 12.0 Vs 4.0, p = 0.013; OS 36.4 Vs 13.1, p = 0.016). In
contrast, tumor-cell B7-H4 predicted resistance and poor survival (tumoral B7H4+: PFS 3.5 vs
10.2, p = 0.007; 0S 10.9 vs 35.6, p = 0.047). On treatment, paired biopsies demonstrated target
remodeling, with increased B7-H3 expression and a concordant reduction of tumor CLDN18 by
composition and membrane intensity. Conclusions: ADC target abundance and co-expression
in NSCLC tumor cells are immune-contexture dependent and dynamically remodeled under ICI.
Distinct, histology-specific co-expression patterns inform rational mono- and dual-ADC
strategies. A novel, clinically actionable finding is the opposite prognostic impact of B7-H4
by spatial compartment, supporting spatially resolved biomarkers and histology- and
timepoint-aware ADC=+ICI selection for precision treatment in NSCLC. Research Sponsor:
None.
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Clinical utility of discordances between histomorphology and molecular biomarkers
in precision oncology.

Gil Shamai, Dvir Aran, Yoav Binenbaum, Ofir Cohen, Shachar Cohen, Arkadi Piven, Hen Davidov, Edmond Sabo, Alexandra Cretu, Aya Vituri, Moni Shahar, Heikki Joensuu,
Pirkko-Liisa Irmeli Kellokumpu-Lehtinen, Dmitrii Bychkov, Nina Linder, Johan Lundin, Joseph A. Sparano, Ron Kimmel; Technion Israel Institute of Technology, Haifa, Israel,
Israel; Faculty of Biology, Technion-Israel Institute of Technology, Haifa, Israel, Israel; Dana-Farber/Boston Children’s Cancer and Blood Disorders Center; Harvard Medical
School, Boston, MA; The Shraga Segal Department of Microbiology, Inmunology, and Genetics, Ben-Gurion University of the Negev, Beer-Sheva, Israel; Technion - Israel
Institute of Technology, Haifa, Israel, Israel; Technion - Israel Institute of Technology, Haifa, Israel; Carmel Medical Center, Haifa, Israel; Tel Aviv Center for Artificial
Intelligence & Data Science, Tel Aviv, Israel; Department of Oncology, Helsinki University Central Hospital, Helsinki, Finland; Tampere University, Tampere, Finland; Institute
for Molecular Medicine Finland (FIMM), HiLIFE, University of Helsinki, Helsinki, Finland; Icahn School of Medicine at Mount Sinai, Mount Sinai Tisch Cancer Center, New
York, NY; Taub Faculty of Computer Science, Technion-Israel Institute of Technology, Haifa, Israel

Background: Conventional molecular biomarkers guide treatment selection in precision on-
cology, yet therapeutic benefit remains variable even within biomarker-defined populations.
Deep learning (DL) models can infer biomarker status from hematoxylin and eosin (H&E)
histopathology, but systematic discordances arise between conventional biomarker assays and
their histomorphology-based (HM) predictions. We hypothesized that such discordances re-
flect biologically meaningful tumor functional states rather than model error and may have
clinical relevance. Methods: DL models were trained to predict 15 clinically relevant biomarkers
from H&E images across six cancer types using public datasets. Discordant cases, defined as
disagreement between assay-based biomarker labels and their DL prediction from H&E, were
quantified and analyzed for alignment with functional gene expression states and clinical
outcomes. Clinical utility was assessed in two landmark randomized trials: FINHER (HER2
prediction; N = 1010; trastuzumab randomized in HER2+ patients), and TAILORx (Oncotype DX
recurrence score [RS] prediction; N = 10,273; chemotherapy randomization within RS 11-25).
Adjusted Cox models tested added prognostic value and treatment beneft interactions. Primary
endpoint was distant recurrence. Results: Models achieved strong performance for predicting
the biomarkers (median AUC 0.78; range 0.65—0.87). Discordance rates ranged from 8% (MSI in
colon) to 32% (KRAS in lung). In discordant cases, HM predictions correlated more strongly
with functional gene expression states than the biomarker status they were trained to predict
(mean Spearman r = 0.52 vs 0.31; p < 0.001). In FINHER, predicted HER2 status added prog-
nostic value beyond HER2 status (p = 0.01) and predicted trastuzumab benefit in HER2+
patients (p-interaction = 0.026). In HER2+ patients, trastuzumab benefit was observed in
those predicted as HER2+ (HR = 0.35, 95% CI: 0.15—0.83), but not in those predicted as HER2-
(HR =1.17, 95% CI: 0.45—-3.02). In TAILORX, predicted RS added prognostic value over true RS in
the no-chemo group (p = 0.005) and showed treatment interaction beyond RS within RS 11-25
(N = 1629; p-interaction = 0.021), as well as when restricted to postmenopausals (p = 0.029).
Discordant patients (RS 11—25 predicted as RS > 26) derived chemotherapy benefit (HR = 0.30,
95% CI: 0.13—0.77), whereas those predicted as RS < 26 did not (HR = 0.95, 95% CI: 0.71-1.29).
Conclusions: Discordances between molecular biomarkers and HM predictions are not random
errors but reflect underlying tumor functional states. HM biomarkers may capture relevant
information missed by standard assays that can improve therapeutic benefit prediction. This
framework enables reinterpretation of DL pathology predictions, supports integrating H&E
models to complement biomarkers, and enables derivation of functional information without
outcome data. Research Sponsor: the Israel Innovation Authority - Kamin; the Zimin Institute
for Artificial Intelligence Solutions in Healthcare grant; the Israel Precision Medicine Partner-
ship program (IPMP) grant; the Israel Cancer Research Fund (ICRF).
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Clinical activity and safety of RNK08954 in advanced non—small cell lung cancer
(NSCLC) patients with KRAS G12D mutation (NCT06667544).

Zhengbo Song, Tianging Chu, Huang Yunjian, Rui Meng, Jun Zhang, Yangiu Zhao, Jun Zhou, Wen-Feng Li, Xingxiang Pu, Yan Yu, Rong Liang, Yingying Du, Anwen Liu,
Tao Qin, Jianghua Chen, Xiangcai Yang, Weiwen Ying, Yan Dai, Xin Wu, Iman El-Hariry; Phase | Clinical Trial Ward, Zhejiang Cancer Hospital, Hangzhou, China; Shanghai
Chest Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Fujian Cancer Hospital, Fuzhou, China; Union Hospital, Tongji Medical College,
Huazhong University of Science and Technology, Wuhan, China; Department of Oncology, Ruijin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai,
China; Respiratory Medicine, Department of Gastrointestinal Oncology, The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou, China;
Shanghai GoBroad Cancer Hospital Co., Ltd., Shanghai, China; The First Affiliated Hospital of Wenzhou Medical University, Wenzhou, 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; Harbin
Medical University Cancer Hospital, Harbin, China; Guangxi Medical University Affiliated Tumor Hospital, Nanning, China; The First Affiliated Hospital of Anhui Medical
University, Hefei, China; Oncology Department, The Second Affiliated Hospital of Nanchang University, Nanchang, China; Phase | Clinical Trial Centre, Sun Yat-sen
Memorial Hospital, Sun Yat-sen University, Guangzhou, China; Ranok Therapeutics (Hangzhou), Inc., Hangzhou, China

Background: KRAS G12D is the most prevalent subtype of KRAS mutations across solid tumors.
RNKO08954 is a potent and selective KRAS G12D small molecule oral inhibitor. It inhibited
proliferation of KRAS G12D-mutant cells and demonstrated significant tumor regressions in
mouse xenograft models. Here we report the results of RNK08954 from Phase 1first-in-human
study. Methods: This ongoing multicenter open-label trial of RNK08954, comprises of: Phase
1a dose-escalation (U-BOIN design, 5 dose levels: 200, 400, 800, 1000 and 1200 mg RNK08954
single agent QD) and Phase 1b dose optimization and expansion cohorts (NSCLC, Pancreatic,
and other tumor types). Key endpoints were determining the recommended doses for expan-
sion (RDE), safety, tolerability, antitumor activity (objective response rate (ORR), disease
control rate (DCR), duration of response (DoR), progression free survival (PFS)), pharmaco-
kinetics and pharmacodynamics. Patients (pts) enrolled into the study had solid tumors not
amenable to standard therapy; 0 or 1 ECOG PS; and KRAS G12D mutation. Results: At data cutoff
(Jan 20, 2026), 106 pts were enrolled, with 47 pts presenting with NSCLC. The median age was
65 years, and 91.5% of pts had ECOG 1. Prior lines of therapy ranged between 1 and 3, with a
median of 14 mo since NSCLC diagnosis. The ORR was 38.5% (15/39; 95% CI: 23.4, 55.4), DCR
was 94.9% (37/39; 95% CI: 82.7%, 99.4%), median DoR was not reached (NR) at the time of
analysis (Q1, Q3: 4.8, NR) and median PFS will be reported with mature data. ctDNA analysis
demonstrated correlation with clinical benefits. RNK08954 demonstrated a near-dose depen-
dent exposure across dose levels. Both 1000 and 1200 mg were chosen for RDE, and the
recommended Phase 2 is considered as 1200 mg QD. Overall, treatment was tolerated, with
diarrhea (78.7%), nausea (61.7%) and vomiting (55.3%) being the most frequent treatment
related events (TRAEs) and were mainly Grade 1. Grade 3 TRAEs occurred in 23.4%, with
diarrhea most frequent TRAEs (10.6%). No Grade 3 or higher transaminase elevation (ALT/AST)
was observed, only one patient experienced Grade 3 neutropenia.There were no fatal events.
Further updated results will be presented at the meeting. Conclusions: RNK0895/ was well
tolerated and displayed promising antitumor activity in pts with KRAS Gi12D-mutant NSCLC.
The study supports further evaluation either as monotherapy or in combination with standard
of care and/or novel agents. Clinical trial information: NCT06667544. Research Sponsor: None.
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Phase I/lla study of DN022150, a novel selective noncovalent small molecule KRAS
G12D inhibitor in patients with advanced KRAS G12D-mutant solid tumors.

Yiyi Yu, Tianshu Liu, Junli Xue, Wei Zhao, Yuping Sun, Xudong Hu, Shugin Ni, Yuejuan Cheng, Yuan Liu, Ting Deng, Zhi Ji, Yongchang Zhang, Xue Chen, Jing Sun, Ting Wang,
Xicheng Wang, Qiongfei Su, Xiao Chen, Haiwei Fan, Shousheng Yan; Zhongshan Hospital, Fudan University, Shanghai, China; Shanghai East Hospital, Shanghai, China;
Shandong Cancer Hospital, Jinan, China; Peking Union Medical College Hospital, Beijing, Beijing, China; Peking Union Medical College Hospital, Beijng, NA, China; Tianjin
Medical University Cancer Institute & Hospital, Tianjin, China; Hunan Cancer Hospital, Changsha, China; Jiangsu Province Hospital, Nanjing, China; The First Affiliated
Hospital / The First Clinical Medical College of Guangdong Pharmaceutical University, Guangzhou, China; Jiangxi Kvvit Pharmaceutical Co., Ltd., Beijing, China; Jiangxi
Kwvit Pharmaceutical Co., Ltd., Shanghai, China

Background: The KRAS G12D mutation is ranks among the most common RAS mutations across
human cancers and is closely linked to poor clinical outcomes. DN022150 is a novel highly
selective KRAS G12D inhibitor, that exerts potent antitumor effect by specifically binding to the
switch-II pocket of the mutant KRAS G12D protein, this binding mechanism blocks the inter-
action of GDP and GTP with the mutant protein, thereby abrogating activation of the down-
stream of the RAS-MAPK signaling pathway. We report preliminary findings from the first-in-
human study of DN022150 in patients with advanced KRAS Gi12D-mutant solid tumors.
Methods: This Phase I/Ila study evaluates the safety, tolerability, pharmacokinetics (PK),
and efficacy of DN022150 in patients with locally advanced or metastatic solid tumors harboring
KRAS G12D mutations who have progressed following prior standard therapies. The study
includes three sequential parts: dose escalation, dose expansion, and indication exploration.
During dose escalation, patients receive fixed doses of DN022150. Based on integrated analysis
of safety, tolerability, PK, and efficacy data from escalation phase, approximately 1-3 dose/
frequency cohorts will be selected for the subsequent dose-expansion phase. The primary
objective is to evaluate the safety, tolerability, and preliminary antitumor activity of DN022150
in patients with KRAS G12D-mutated advanced solid tumors. Results: As of January 22, 2026, a
total of 56 patients were enrolled. Among them, 83.9% (47/56) had an ECOG PS of 1 and 66.1%
(37/56) diagnosed with pancreatic cancer. Approximately 80% had received =2 prior lines of
systemic therapy. Safety analysis included 49 participants (dose levels: 20-650 mg). Notably,
no dose-limiting toxicities occurred across all dose levels. Grade =3 TEAEs were observed in
44.9% (22/49) of patients, with TRAEs in 30.6% (15/49). No grade 4-5 TRAEs were docu-
mented. TRAEs led to dose delays in 14.3% (7/49) of patients and treatment interruptions in
16.3% (8/49). The most common grade =3 TRAEs (=5%) were neutropenia, anemia, and
leukopenia. Tumor assessments were conducted every 8 weeks (+7 days). Among the 31
evaluable patients, treated at dose levels of 200 mg to 650 mg, an impressive 96.8% (30/31)
achieved target lesion reduction at first post-baseline assessment, including 71% (22/31)
with =20% reduction. ORR was 37.5% (3/8) at 450 mg and 31.3% (5/16) at 650 mg, with
DCR of 87.5% (7/8) and 93.8% (15/16). Conclusions: DN022150 demonstrated favorable safety
and tolerability profiles in patients with KRAS G12D-mutated advanced solid tumors, with no
dose-limiting toxicities observed and manageable TRAEs. The agent showed potent antitumor
activity, confirming its precise targeting of the KRAS G12D mutation. These results position
DNo022150 as a promising novel therapy for this molecularly defined population. Clinical trial
information: CTR20242749. Research Sponsor: None.
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Preliminary efficacy of GFH375 in patients with advanced cholangiocarcinoma or
colorectal cancer harboring KRAS G12D mutation.

Lingjun Zhu, Yanhong Deng, Hong Zong, Haitao Zhao, Aiping Zhou, Lin Zhao, Lin Wu, Zhiwei Li, Jingdong Zhang, Ying Yuan, Zhihua Li, Yuping Sun, Zuoxing Niu, Meili Sun,
Zhengbo Song, Houbao Liu, Yu Wang, Haige Shen, Chanli Zheng, Yue Shan; Department of Oncology, The First Affiliated Hospital of Nanjing Medical University, Nanjing,
Jiangsu, China; Department of Medical Oncology, The Sixth Affiliated Hospital, Sun Yat-sen University, Guangzhou, China; Department of Medical Oncology, The First
Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of Hepatic Surgery, Peking Union Medical College Hospital, 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; Department of Medical Oncology,Peking Union Medical College Hospital / Chinese Academy of Medical Sciences, Beijing, China; The Department of
Thoracic Medical Oncology, Hunan Cancer Hospital/The Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University, Changsha, China;
Gastroenterology Ward 1, Harbin Medical University Cancer Hospital, Harbin, China; Department of Gastroenterology, Cancer Hospital Of Dalian University Of Technology
/Liaoning Cancer Hospital & Institute, Shenyang, Liaoning, China; Department of Medical Oncology, The Second Affiliated Hospital, Zhejiang University School of Medicine,
Hangzhou, Zhejiang, China; Department of Medical Oncology, Sun Yat-sen Memorial Hospital, Guangzhou, China; Cancer Hospital of Shandong First Medical University,
Jinan, China; Department of Gastroenterology, Shandong Cancer Hospital, Shandong First Medical University, Jinan, Shandong, China; Department of Oncology, Jinan
Central Hospital, Shandong University, Jinan, Shandong, China; Phase I Clinical Trial Ward, Zhejiang Cancer Hospital, Hangzhou, China; Department of Biliary Surgery,
Zhongshan Hospital, Fudan University, Shanghai, China; GenFleet Therapeutics (Shanghai) Inc., Shanghai, China; Clinical Department, GenFleet Therapeutics (Shanghai)
Inc., Shanghai, China

Background: Kirsten rat sarcoma (KRAS) G12D is the most prevalent RAS mutation in human
cancers, accounting for 10.6-19.2% and 5.8-10.8% of cases in colorectal cancer (CRC) and
cholangiocarcinoma (CCA), respectively. Currently, the later-line therapies for metastatic CCA
and CRC remain very limited. The KRAS G12D mutation is associated with poor prognosis and
confers resistance to conventional chemotherapy. GFH375, a potent, selective, orally bioavail -
able KRAS G12D inhibitor, has demonstrated antitumor efficacy in pancreatic cancer and non-
small cell lung cancer. Here we report the preliminary efficacy results of GFH375 in patients
(pts) with advanced KRAS G12D mutant CCA and CRC. Methods: This is a phase I/II study
(NCT06500676) evaluating the safety, tolerability, pharmacokinetics and efficacy of GFH375 in
pts with advanced solid tumors harboring KRAS G12D mutations. Pts with locally advanced or
metastatic CCA and CRC who had failed prior therapies were also enrolled. Tumor assessments
were performed every 6 weeks during the first 48 weeks, and every 12 weeks thereafter. All
efficacy endpoints, including objective response rate (ORR), disease control rate (DCR) and
progression-free survival (PFS) were evaluated according to RECIST v1.1. Circulating tumor
DNA (ctDNA) samples were collected at baseline and at the end of treatment for exploratory
analyses. Results: As of 31 Oct 2025, twenty CCA and 41 CRC pts were treated with GFH375 once
daily (400, 600 or 750 mg). Among the CCA pts (median age: 59.5 yrs; 80.0% male), 17 (85.0%)
had metastatic disease at baseline, and the median prior lines of therapy were 2 (range: 1-6).
ORR was 35.0% (7/20), and DCR was 95.0% (19/20). Nine out of 12 pts with stable disease (SD)
had tumor shrinkage. Median PFS was 6.3 months, and median overall survival (0OS) was not
reached. Among those CRC pts (median age: 56 yrs; 61.0% male), all had metastatic disease at
baseline, and the median prior lines of therapy were 3 (range: 1-6). Among 35 pts who had at
least one post-treatment tumor assessment, ORRwas 11.4% (4/35), and DCR was 77.1% (27/35).
Median PFS was 4.1 months and median OS was not reached. Baseline ctDNA results were
available in 19 CCA pts and 36 CRC pts. KRAS G12D mutations were detected in 14 (73.7%) CCA
pts and 31 (86.1%) CRC pts. The common co-mutated genes (=15%) in CCA were TP53, BCL2L11
and APC, while in CRC were TP53, APC, RUNX1, SMAD/ and PIK3CA. The safety profile in the 61
pts was similar to that of the whole population as previously reported. The most common
treatment-related adverse events (TRAEs) (=30%) included diarrhea, nausea, vomiting, as-
partate aminotransferase increased, anemia and decreased appetite. Conclusions: GFH375
monotherapy has demonstrated promising antitumor activities in heavily treated pts with
CCA and CRC. GFH375 monotherapy in CCA and in combination with other anti-tumor therapies
for CRC is under development. Clinical trial information: NCT06500676. Research Sponsor:
GenFleet Therapeutics (Shanghai) Inc.
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Integrin «,B3-targeted radionuclide therapy with '"’Lu-AB-3PRGD, in multiple
advanced metastatic solid tumors: A prospective, single-arm, single-center,
investigator-initiated clinical trial.

Hao Fu, Jingxiong Huang, Wei Guo, Liang Zhao, Hua Wu, Fan Wang, Haojun Chen; The First Affiliated Hospital of Xiamen University, Xiamen, Fujian, China; Peking
University, Beijing, China

Background: Tumor angiogenesis drives progression and metastasis in solid malignancies.
Integrin «oB; is selectively overexpressed on multiple tumor cells and neovasculature with
limited normal tissue expression, offering a promising therapeutic target. Our previous dose-
escalation study investigated the safety and maximum tolerated dose of the integrin of;-
targeted radiopharmaceutical 1""Lu-AB-3PRGD,. Building on this foundation, the current study
aims to evaluate its therapeutic efficacy in patients with various advanced metastatic solid
tumors. Methods: In this prospective, single-arm, single-center investigator-initiated clinical
trial, eligible patients had histologically confirmed advanced metastatic solid tumors with
documented progression after exhaustion of standard systemic therapies. Tumor integrin ay8;
expression was confirmed by °®Ga-3PRGD, PET/CT imaging. Patients received up to four cycles
of 77Lu-AB-3PRGD, at 3.7 GBq per cycle. The primary endpoint was ORR by RECIST 1.1. The
secondary endpoints included DCR, PFS, OS, and safety. The sample size was calculated based
on the primary endpoint of ORR. Assuming a null ORR of 10% and an alternative ORR of 30%, a
one-sided binomial test with a significance level («) of 0.05 and 80% power required approx-
imately 20 evaluable patients. Results: From December 2023 to December 2025, 20 patients
were enrolled. Of these, 5 received three treatment cycles and 5 received four cycles. The median
age was 62 years (range 38—75) and 30% were female. Tumor types included radioiodine-
refractory thyroid cancer (20%), breast cancer (15%), lung cancer (10%), cholangiocarcinoma
(10%), renal cancer (10%), and others. At baseline, 65% of patients had ECOG performance
status =2. Among 13 patients received = 2 cycles of treatment, the ORR was 23% (3/13) and DCR
was 92% (12/13), including 3 PR and 9 SD. With a median follow-up of 11.9 months, median PFS
was 7.3 months and median OS was 18.5 months. Patients achieving disease control had
significantly longer PFS and OS compared to those with progressive disease (P< 0.001). Do-
simetry analysis, available for 18 patients (90%), showed a mean tumor absorbed dose of 6.8 +
5.4 Gy/GBq. Grade 3/4 treatment-related adverse events occurred in 20% of patients (4/20),
primarily hematologic toxicities including thrombocytopenia (n = 4), leukopenia (n = 2), and
anemia (n = 2). Conclusions: Integrin o,B;-targeted radionuclide therapy with 17Lu-AB-
3PRGD, demonstrated promising efficacy in disease control and tumor response, and it was
generally well tolerated in patients with advanced metastatic solid tumors. These findings
justify further investigation in prospective, multicenter, randomized clinical trials. Clinical trial
information: NCT06375564. Research Sponsor: None.
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Phase Ib results from the phase Ib/Il study of ['”’Lu]Lu-DOTA-TATE in combination
with standard of care as a first-line treatment for pts with extensive-stage small cell
lung cancer.

Stephen V. Liu, Pedro Rocha, Ken Herrmann, Luis G. Paz-Ares, David Planchard, Alexis B. Cortot, Xavier Quantin, Antonio Calles, David Taieb, Afshin Dowlati,
Martin Joseph Edelman, Inna Ospovat, Martin Gutierrez, Ajay Mehta, Medhat Osman, Riccardo Belli, Yongmin Liu, Krishna Tulasi Kirla, Zhonglin Hao; Department of Medical
Oncology, Lombardi Comprehensive Cancer Center, Georgetown University, Washington, DC; Hospital Vall d’Hebron, Barcelona, Spain; Department of Nuclear Medicine,
University of Duisburg-Essen, and German Cancer Consortium (DKTK)-University Hospital Essen, Essen, Germany; Medical Oncology Department, Hospital Universitario 12
de Octubre, Madrid, Spain; Department of Medical Oncology, Thoracic Group, Gustave Roussy, Villejuif, France; University of Lille, CHU Lille, CNRS, Inserm, Institut Pasteur
de Lille, UMR9020-UMR1277-Canther-Cancer Heterogeneity, Plasticity and Resistance to Therapies, Lille, France; Montpellier Cancer Institut (ICM) and Montpellier Cancer
Research Institute (IRCM), INSERM U1194, University of Montpellier, Montpellier, France; Gregorio Marafion General University Hospital, Madrid, Spain; APHM - Marseille
University Hospital Timone, Marseille, France; University Hospitals Seidman Cancer Center and Case Western Reserve University, Cleveland, OH; Fox Chase Cancer Center,
Philadelphia, PA; Radiation Oncology Unit, Oncology Division, Tel-Aviv Medical Center, Tel Aviv, Israel; Hackensack Meridian Health, Hackensack, NJ; Royal Surrey County
Hospital, Guildford, United Kingdom; SSM Health St. Louis University Hospital, St. Louis, MO; Global Drug Development — Oncology, Novartis Pharma AG, Basel,
Switzerland; Global Drug Development, Novartis Pharma Co. Ltd., Beijing, China; Novartis Pharma AG, Basel, Switzerland; Markey Cancer Center, University of Kentucky,
Lexington, KY

Background: Most pts with newly diagnosed extensive-stage small cell lung cancer (ES-SCLC)
relapse after initial response to standard of care (SOC; platinum/etoposide + anti—programmed
death-ligand 1 [PD-L1] therapy); novel combination strategies are needed. This Phase Ib/II
study (NCT05142696) assessed [*7’Lu]Lu-DOTA-TATE (*’7Lu-DOTATATE) — a radioligand
therapy with high affinity for somatostatin receptor 2 (SSTR2; a poor prognostic biomarker
expressed in ~50% of SCLC tumors) — plus SOC. Here, we report Phase Ib data (cutoff 20 Nov
2025). Methods: Phase Ib was a dosage escalation study to determine the recommended dosage
(RD) of 77Lu-DOTATATE - alongside carboplatin AUC 5 + etoposide 100 mg/m® + anti—
programmed cell death protein 1 (PD-1)/PD-L1 therapy (pre/post protocol amendment: tisle-
lizumab 200 mg/atezolizumab 1200 mg, respectively) Q3W in the induction phase, and along-
side anti—PD-1/PD-L1 therapy Q3W in the maintenance phase — in pts aged =18 y with newly
diagnosed SSTR+ (by PET/CT) ES-SCLC. Cohorts of 3—6 pts were enrolled to increasing dosage
levels (DLs) of "77Lu-DOTATATE (backfill allowed to <10 pts); escalation was guided by dosage-
limiting toxicity (DLT) rate (Bayesian Optimal Interval design) and other safety data. The
primary endpoint was DLTs (*’7Lu-DOTATATE —related adverse events within the 42-day DLT
period). Results: Of 57 pts screened, 29 received treatment (median [range] age 62 [43—-73] V;
white 89.7%; male 44.8%; ECOG PS 0/1/2 37.9%/58.6%/3.4%); smoking history 100%; bone/
brain/liver metastases 51.7%/13.8%/48.3%); 93.1% completed the induction phase (DL1 [3.7
GBq]l 9/9; DL2a[5.55 GBq] 11/11; DL3a [7.4 GBq] 7/9). Median treatment duration between first/
last dosage and cutoff was 14.2/9.4 months. For 7’Lu-DOTATATE, median (range) number of
doses was 4.0 (1.0—7.0), duration was 4.1 (1-6) months, and cumulative activity was 22.7
(7.1-44.4) GBq. There were no DLTs in 17 evaluable pts. The table reports safety and preliminary
efficacy data. Conclusions: The observed safety profile was consistent with expected toxicity;
the RD for Phase II was 7.4 GBq. Clinical trial information: NCT05142696. Research Sponsor:
Novartis Pharmaceuticals.

Safety and preliminary efficacy (N=29).

AEs, %

Any: all grades; Grade >3 100; 100
Treatment related 100
177Lu-DOTATATE related 86.2%

Serious 72.47

Leading to discontinuation 24.1%

Deaths due to AEs, n 28
Confirmed best overall response, % 82.8*
6-month duration of response rate, % 28.5 (95% Cl 11.8, 47.7)
6-month progression-free survival rate, % 36.1 (95% Cl 19.0, 53.6)

*Most commonly reported: thrombocytopenia (58.6) and anemia (44.8).

766.7 DL1, 63.6 DL2a, 88.9 DL3a.

#33.3 DL1, 27.3 DL2a, 11.1 DL3a.

SDL1: cardiac failure, large intestinal hemorrhage (on-treatment death); not treatment related.
100 DL1, 90.9 DL2a, 55.6 DL3a.

AE, adverse event; Cl, confidence interval; DL, dosage level.
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An open-label, first-in-human study of SKB500 in patients with locally advanced or
metastatic solid tumors.

Xueying Zhang, Wen Gao, Wei Zheng, Lang He, Qiming Wang, Zhiye Zhang, Sanxing Guo, Shengxiang Ren, Jingao Li, Yinghua Ji, Hekun Jin, Anwen Liu, Jian Li, Zhiwei Li,
Dingzhi Huang, Hongxu Liu, Zhangzhou Huang, Junyou Ge, Xiaoping Jin, Haifeng Liu; Department of Internal Medicine Il Jilin Provincial Cancer Hospital, Changchun,
China; Oncology Department, Jiangsu Province Hospital, Nanjing, China; Department of Oncology, Shengjing Hospital, China Medical University, Shenyang, China; Oncology
Department, Chengdu Fifth People’s Hospital, Chengdu, 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; Oncology Department, The First Affiliated Hospital of Henan
University of Science and Technology, Luoyang, China; Oncology Department, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Oncology
Department, Shanghai Pulmonary Hospital, Shanghai, China; Department of Radiation Oncology for Head and Neck Tumors, Jiangxi Cancer Hospital, Nanchang, China;
Tumor/Internal Medicine Ward 2, The First Affiliated Hospital of Xinxiang Medical University, Xinxiang, China; Headscarf Radiotherapy Zone 3, Hunan Cancer Hospital,
Changsha, China; Oncology Department, The Second Affiliated Hospital of Nanchang University, Nanchang, China; Oncology Department/Phase | Clinical Trial Unit, The
Second Affiliated Hospital of Nanchang University, Nanchang, China; Gastroenterology Ward 1, Harbin Medical University Cancer Hospital, Harbin, China; Department of
Thoracic Oncology, Tianjin Medical University Cancer Institute and Hospital, Tianjin, China; Thoracic Surgery Ward 1, Liaoning Cancer Hospital, Shenyang, China;
Department of Thoracic Medical Oncology, Fujian Cancer Hospital, Fuzhou, China; Clinical Research Center, Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd., National
Engineering Research Center of Targeted Biologics, Chengdu, China; Clinical Research Center, Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd., Chengdu, China; Clinical
Research Ward, Jilin Provincial Cancer Hospital, Changchun, China

Background: SKB500 is an antibody drug conjugate (ADC) composed of an antibody targeting
the B7 homolog 3 (B7-H3), which is overexpressed in many types of solid tumors, conjugated
to a topoisomerase I inhibitor payload via a cleavable pyrimidine-tripeptide linker. We hereby
report initial results of the FIH study (NCT06736327). Methods: This phase 1 study comprised
dose-escalation, dose-expansion, and indication-expansion phases to evaluate the safety,
tolerability, pharmacokinetics, and efficacy of SKB500. Patients (pts) with unresectable solid
tumors refractory to standard treatment will be enrolled and receive SKB500 at doses ranging
from 2 to 18 mg/kg every three weeks (Q3W) until disease progression or unacceptable toxicity.
The primary efficacy endpoint was objective response rate (ORR) assessed by investigators per
RECIST v1.1. Results: As of Dec 23, 2025, 150 pts were treated with SKB500 across all dose levels
(2-18 mg/kg). No dose-limiting toxicities (DLT) were observed during dose escalation. Based
on preliminary data, the recommended phase 2 dose (RP2D) was established as 12 mg/kg.
Among 97 pts treated at 12 mg/kg, the median treatment duration was 6.7 weeks. Treatment-
related adverse events (TRAEs) occurred in 70 pts (72.2%), with most frequent (=20%) being
anemia (35.1%), nausea (34.0%), and white blood cell count decreased (24.7%). Grade =3
TRAEs occurred in 16 pts (16.5%), with most frequent being anemia, lymphocyte count de-
creased, pneumonia, and asthenia (each 3.1%). Pneumonitis occurred in 2 pts (2.1%; both grade
1). Both pneumonitis and grade = 3 hematologic toxicities demonstrated low occurrence rates.
No TRAEs led to treatment discontinuation or death. Among 55 pts treated at 12 mg/kg who had
at least 6 weeks of follow-up (=2 prior lines: 34.5%; prior platinum: 98.2%; prior IO therapy:
76.4%), the ORR was 54.5% (30/55) and the DCR was 92.7% (51/55). In tumor-specific sub-
groups, the small cell lung cancer (SCLC) cohort (n = 21) achieved an ORR of 71.4% (15/21) and a
DCR of 100% (21/21), while the esophageal squamous cell carcinoma (ESCC) cohort (n = 18)
showed an ORR of 55.6% (10/18) and a DCR of 88.9% (16/18). Conclusions: SKB500
demonstrated a manageable safety profile and promising antitumor activity in patients with
treatment-refractory advanced solid tumors, with notable efficacy in SCLC and ESCC cohorts,
supporting further clinical development. Clinical trial information: NCT06736327. Research
Sponsor: Sichuan Kelun-Biotech Biopharmaceutical Co., Ltd.
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First-in-human study of BG-C9074 (B7-H4—-targeting ADC) in advanced solid tu-
mors: Dose escalation and safety expansion.

Binghe Xu, Linda R. Mileshkin, Andrew Ohyama Parsonson, Qinglei Gao, Amy Body, Tongsen Zheng, Wen Xu, Jennifer Diamond, Saana D'Alonzo, Garret Winkler,
Hugh Giovinazzo, Juan Zhang, Wei Tan, Ramil Abdrashitov, Cesar Augusto Perez; Cancer Hospital Chinese Academy of Medical Sciences, Beijing, China; Peter MacCallum
Cancer Centre, Melbourne, VIC, Australia; Macquarie University, Sydney, Australia; Tongji Hospital of Tongji Medical College Huazhong University of Science and
Technology, Wuhan, China; Monash Health and Monash University, Melbourne, VIC, Australia; Harbin Medical University Cancer Hospital, Harbin, China; Princess Alexandra
Hospital, Brisbane, QLD, Australia; University of Colorado Cancer Center, Denver, CO; BeOne Medicines Switzerland GmbH, Basel, Switzerland; BeOne Medicines Ltd, San
Carlos, CA; BeOne Medicines Ltd, Beijing, China; BeOne Medicines Ltd, Shanghai, China; BeOne Medicines Ltd, Gaithersburg, MD; SCRI at Florida Cancer Specialists-Lake
Nona, Orlando, FL

Background: B7-H4, a transmembrane glycoprotein, has limited expression in normal tissue,
but is upregulated in a variety of solid tumors. BG-C9074 is an investigational topoisomerase I
inhibitor antibody-drug conjugate (ADC) that targets B7-H4. We present results of mono-
therapy dose escalation and safety expansion from the ongoing phase 1 study. Methods: BG-
C9074-101 (NCT06233942) is a first-in-human, multicenter study of BG-C9074 as mono-
therapy and in combination with other anticancer therapies in patients (pts) with advanced
solid tumors. Pts with advanced solid tumors, irrespective of B7-H4 expression, received BG-
C9074 IV every 3 weeks in escalating doses from 1 to 9 mg/kg. Endpoints included safety,
preliminary antitumor activity (per RECIST v1.1) and pharmacokinetics. Results: As of Dec 29,
2025, 123 pts with advanced solid tumors received BG-C9074 monotherapy in phase 1a (ovarian
[OC], n = 62; HR+/HER2- breast cancer, n = 28; triple negative breast cancer [TNBC], n = 18;
cholangiocarcinoma, n = 11; endometrial, n = 3; squamous non-small cell lung cancer, n = 1).
Median (range) prior lines were 4 (0-13). 8 pts experienced DLTs (thrombocytopenia [n = 2, 6.5
mg/kg; n = 1, 7 mg/kg], febrile neutropenia [n = 1, 6.5 mg/kg; n = 1, 7 mg/kg], neutropenic
infection [n = 1, 7 mg/kg], fatigue [n = 1, 6 mg/kg], nausea [n = 1, 9 mg/kg], and unexplained
death [n =1, 9 mg/kg]). Treatment-related adverse events (TRAEs) occurred in 113 pts (91.9%);
grade (gr) =3 in 30.1%. The most common TRAEs were nausea (53.7%; gr =3, 4.1%), neutrophil
count decreased/neutropenia (44.7%; gr =3, 18.7%), and fatigue (37.4%; gr =3, 2.4%). He-
matologic and gastrointestinal toxicities were manageable with dose modifications and/or
supportive care. Among 114 efficacy-evaluable pts, confirmed ORR (cORR) was 28.1% (95% CI:
20.1-37.3), including 2 CRs (1 OC, 6.5 mg/kg, 1 TNBC, 5 mg/kg) and 30 PRs (Table); unconfirmed
ORR was 33.3% (24.8-42.8; 3 CRs, 35 PRs). Responses were observed across doses and levels of
B7-H4 expression, without consistent association of response with B7-H4 expression across
tumor types. Median (range) study follow-up was 6.0 (0.3-17.7) months. ADC and free payload
concentrations decreased in a biexponential manner with a half-life of ~7 days for ADC.
Exposure for ADC and free payload increased approximately dose proportionally. Conclusions:
BG-C9074 demonstrates a tolerable safety profile in pts with advanced solid tumors. Encour-
aging antitumor activity was observed in OC and TNBC. Dose expansion and optimization are
ongoing. Clinical trial information: NCT06233942. Research Sponsor: BeOne Medicines Ltd.

OC (n=55)  TNBC (n=16)  HR+/HER2- BC (n=28)  Total (N=114)

cORR, % (95% Cl) 34.5 31.3 179 28.1
(22.2-48.6) (11.0-58.7) (6.1-36.9) (20.1-37.3)
CR, n (%) 1(1.8) 1(6.3) 0 (0.0) 2(1.8)
PR, n (%) 18 (32.7) 4 (25.0) 5 (17.9) 30 (26.3)
SD, n (%) 32 (58.2) 5 (31.3) 16 (57.1) 60 (52.6)
PD, n (%) 4(7.3) 5 (31.3) 7 (25.0) 17 (14.9)
Not evaluable, n (%) 0 (0.0) 1(6.3) 0(0.0) 5 (4.4)
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First-in-human trial of BH-30643, a novel macrocyclic, non-covalent, mutant-
selective OMNI-EGFR inhibitor, in EGFR-mutant (EGFRm) NSCLC.

Xiuning Le, Alexander I. Spira, Divya Myadam Gupta, Misako Nagasaka, Jonathan W. Riess, James Chih Hsin Yang, Julia K. Rotow, Lyudmila Bazhenova, Molly SC Li,
Hiroki Izumi, Kaushal Parikh, Hidetoshi Hayashi, Alexander Philipovskiy, Chul Kim, Melissa Lynne Johnson, J. Jean Cui, Jihao Zhou, Geoff Oxnard, Alena Zalutskaya,
Hidehito Horinouchi; The University of Texas MD Anderson Cancer Center, Houston, TX; Virginia Cancer Specialists, US Oncology Research, Fairfax, VA; Northwestern
University, Chicago, IL; University of California, Irvine, Orange, CA; UC Davis Comprehensive Cancer Center, Sacramento, CA; Department of Oncology, National Taiwan
University Hospital and Graduate Institute of Oncology, National Taiwan University, Taipei City, Taiwan; Dana-Farber Cancer Institute, Boston, MA; University of California,
San Diego, San Diego, CA; The Chinese University of Hong Kong, Hong Kong, Hong Kong; Department of Thoracic Oncology, National Cancer Center Hospital East, Kashiwa,
Japan; Mayo Clinic Rochester, Rochester, MN; Department of Medical Oncology, Kindai University Faculty of Medicine, Osaka-Sayama, Japan; Florida Cancer Specialists/
Sarah Cannon Research Institute, Lake Mary, FL; Georgetown University, Washington, DC; Sarah Cannon Research Institute, Nashville, TN; BlossomHill Therapeutics, Inc.,
San Diego, CA; BlossomHill Therapeutics, San Diego, CA; Department of Thoracic Oncology, National Cancer Center Hospital, Tokyo, Japan

Background: Macrocyclic next-generation tyrosine kinase inhibitors (TKIs) have transformed
outcomes in ALK- and ROS1-positive NSCLC; such creatively designed medicines are similarly
needed to improve outcomes in EGFR-mutant NSCLC. Using a novel, mutant-selective mac-
rocyclic structure, BH-30643 was designed for super-potency against driver EGFRm, largely
sparing wildtype (WT) EGFR, and with unique invulnerability to resistance from C797S with or
without T790M. Here we report emerging first-in-human dose-escalation data from the
SOLARA trial (NCT06706076). Methods: Phase 1 dose escalation used a BOIN design with
backfill at potentially efficacious doses. Expansion cohorts targeted populations of interest.
Patients (pts) had advanced NSCLC with EGFR and/or HER2 mutations detected on local testing
(tissue or plasma). Measurable disease was required; asymptomatic untreated brain metastases
(BM) were permitted. Objectives included safety, PK, and RECIST response rate (ORR). Plasma
NGS was performed at baseline and on treatment. Results: As of 01/05/2026, 72 pts enrolled into
dose escalation and backfill across 7 dose levels at a total daily dose of 20mg -160mg, median
age 62, 44% Asian, 65% with history of BM, median of 3 prior lines of treatment (range 1-12).
EGFR mutations included classical (38 pts), exon20ins (14 pts) and other/atypical (18 pts) or
HER2 mutations (2 pts). Plasma exposures at doses of 40mg BID and above achieved > 10x
coverage over target EC90 and exceeded exposure levels of most contemporary EGFR TKIs.
Common TRAE ( > 10%) were WT EGFR-associated, including diarrhea (38%), rash (28%),
fatigue (15%), stomatitis (13%), and were predominantly grade 1. Bilirubin elevation was seen in
26 pts (36%) related to off-target UGT1A1 inhibition (Gilbert’s-like). Grade 3 TRAE were seen in
15 pts (18%), most commonly bilirubin (8/15); DLT's included bilirubin increase and mucositis,
occurring at doses = 60mg BID. No pneumonitis was observed. Responses were observed across
diverse EGFRm subsets, including in CNS. Including expansion pts, 28 pts enrolled with C797S
on their most recent informative molecular testing (6 with concurrent MET+ or KRAS+), with
23 still on therapy. Of 17 with on-treatment scans, partial responses (confirmed or ongoing)
were seen in 10 (59%); ORR was comparable with (50%) or without (66%) T790M. Of 9 pts with
baseline C797S detected in ctDNA (3 with T790M), 7 had > 99% reduction of C797S VAF on
treatment. Conclusions: Leveraging a novel macrocyclic scaffold, BH-30643 is the first TKI
monotherapy to demonstrate clinical responses against C797S both with or without T790M.
High plasma exposures combined with super-potency, CNS activity, and favorable safety offers
potential for deep and durable EGFR inhibition. Enrollment into backfill and expansion cohorts
is ongoing to better characterize activity in both TKI-naive and resistant pts. Clinical trial
information: NCT06706076. Research Sponsor: BlossomHill Therapeutics.
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Genomically personalized radiation dose de-escalation: A phase Il basket radiation
study in patients with pathogenic mutations in ATM.

Amy Xu, Christopher Andrew Barker, Nadeem Riaz, Zhigang Zhang, Puneeth lyengar, Daniel Richard Gomez, Simon N. Powell, Nancy Y. Lee, Ezra Rosen, Jeremy Setton;
Memorial Sloan Kettering, New York, NY; Memorial Sloan Kettering Cancer Center, New York, NY; Department of Radiation Oncology, Memorial Sloan Kettering Cancer
Center, New York, NY

Background: ATM (ataxia-telangiectasia mutated) is a key DNA damage response gene, and
pathogenic variants are known to cause a rare hereditary syndrome notable for extreme
radiosensitivity. Somatic ATM inactivation is associated with markedly improved tumor control
following RT. We hypothesized that ATM-mutant tumors could achieve effective local control
with substantially lower RT doses, reducing normal tissue toxicity. This concept of genomically
personalized radiation dose de-escalation was tested in a phase II trial. Methods: We
conducted a single-arm phase II trial of low-dose RT in patients with metastatic solid tumors
harboring pathogenic ATM mutations. Eligible patients had radiographic progression suitable
for palliation and all patients received 4Gy x 2 fractions- 60% reduced compared to conven-
tional 4Gyx5 palliation- delivered to a target lesion. The primary endpoint was 6-month local
failure rate (radiographic progression or re-irradiation) and benchmarked against historical
local failure control rates of 82% for 4Gyx5 standard palliation, with pre-specified analysis
conducted at this initial dose level. Toxicity was graded by CTCAE criteria. Results: Twenty-one
patients (across 9 histologies; 3 germline ATM, 18 somatic) were enrolled. At 6 months, 12
patients were evaluable; 10 of 12 (83.3%) achieved local control with the 4Gyx2 regimen.
Notably, this included a 4.4cm angiosarcoma with a complete response by 6 months- an
exceptional outcome with such a low dose. Two patients (16.7%) had local failure by 6 months.
Both of these tumors retained ATM protein expression by immunohistochemistry and harbored
concurrent pathogenic TP53 mutations. In contrast, molecular analysis confirmed biallelic ATM
loss in four patients, including the top three responders. No grade =2 toxicities or other
significant RT-related side effects were observed. Conclusions: ATM-mutant tumors were
effectively controlled with markedly reduced RT dose (4Gyx2), achieving local control in 83% of
lesions at 6 months, comparable to historical response rates with standard palliation (4Gyx5),
but with minimal toxicity. Additionally, FACETS analysis showed a stronger correlation with
treatment response than germline vs. somatic mutation status, suggesting that FACETS anal-
ysis could be more informative in determining eligibility criteria for future clinical trials. These
preliminary findings establish ATM as a novel biomarker for personalized RT dose de-
escalation and compel further investigation into ATM as a therapeutic target. Clinical trial
information: NCT05010031. Research Sponsor: Imaging and Radiation Sciences Program
(IMRAS); U.S. National Institutes of Health.
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A phase 1 study of BGB-B2033 (GPC3 x 4-1BB bispecific antibody) monotherapy in
patients with selected advanced or metastatic solid tumors: First disclosure of
clinical data.

Hong Jae Chon, Jung Yong Hong, Xueli Bai, Tao Zhang, Edward Gane, Yabing Guo, Tongsen Zheng, Jianbing Wu, Yao Huang, Vivek Subbiah, Ghassan K. Abou-Alfa,
Xiyan Mu, Zhaoyin Zhu, Jiadong Zhou, Hugh Giovinazzo, Rose Huang, Tingbo Liang; CHA Bundang Medical Center, Bundang, South Korea; Samsung Medical Center, Seoul,
South Korea; The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, Zhejiang, China; Union Hospital of Tongji Medical College, Huazhong
University of Science and Technology, Wuhan, China; Auckland City Hospital, Auckland, New Zealand; Nanfang Hospital of Southern Medical University, Guangzhou, China;
Harbin Medical University Cancer Hospital, Harbin, China; The Second Affiliated Hospital of Nanchang University, Nanchang, China; Mengchao Hepatobiliary Hospital of
Fujian Medical University, Fuzhou, China; SCRI Oncology Partners, Nashville, TN; Memorial Sloan Kettering Cancer Center, New York, NY; BeOne Medicines Ltd, Sydney,
NSW, Australia; BeOne Medicines Ltd, Cambridge, MA; BeOne Medicines Ltd, Beijing, China; BeOne Medicines Ltd, San Carlos, CA; The First Affiliated Hospital, Zhejiang
University School of Medicine, Hangzhou, China

Background: GPC3 is a tumor-specific antigen that is highly expressed in hepatocellular
carcinoma (HCC) and squamous non-small cell lung cancer. 4-1BB is a co-stimulatory receptor
on activated T cells that promotes proliferation, survival and cytolysis of T cells. BGB-B2033, a
novel, IgG-based GPC3 x 4-1BB bispecific antibody with Fc region engineered to prevent FcyR
binding and increase half-life, activates T cells while minimizing systemic toxicity. BGB-B2033
is being studied as monotherapy or in combination in patients (pts) with advanced GPC3-
expressing solid tumors in a first-in-human phase 1 trial (NCT06427941). Here we report initial
results from the monotherapy dose escalation and safety expansion (part A). Methods: In part
A eligible pts with =1 prior systemic therapy received ascending dose levels of BGB-B2033. The
primary objective was safety. Secondary objectives were preliminary antitumor activity (per
investigator-assessed RECIST v1.1), pharmacokinetics, and immunogenicity. Dose escalation
followed the Bayesian mTPI-2 design. Results: As of December 10, 2025, part A enrolled 61 pts;
60 (98.4%) had HCC and 56 (91.8%) were Asian. Median (range) prior lines of therapy were 2.0
(1-6). The median (range) study follow-up was 3.9 (0.3-14.9) months. Treatment-emergent
adverse events (TEAEs) were reported in 63.9% of pts across the 8 dose levels; 27 (44.3%) pts
had treatment-related (TR)-TEAEs. Six grade =3 TR-TEAEs occurred in 5 (8.2%) pts: alanine
aminotransferase (ALT) increased, aspartate aminotransferase increased, blood bilirubin in-
creased, drug eruption, lymphopenia and neutrophil count decreased (1.6% each). One dose-
limiting toxicity (ALT increased) resolved after dose reduction. Immune-mediated adverse
events (imAEs) were reported in 4 (6.6%) pts; all were grades 1-2. One pt reported a grade 1
infusion-related reaction. In the 59 efficacy-evaluable pts with HCC, confirmed ORR was 20.3%
(95% CI: 11.0-32.8), with 12 partial responses; 23 pts had stable disease, 23 had progressive
disease, and 1 pt was not evaluable. Ten of the 12 responders had ongoing response at data
cutoff. A preliminary dose response was observed; at doses above the predicted target effica-
cious dose, confirmed ORR was 28.9% (11/38). Serum concentration profiles of BGB-B2033
exhibited target-mediated drug disposition at lower dose levels and decreased in a more
biexponential manner at higher dose levels. Soluble 4-1BB, a pharmacodynamic marker,
showed a greater increase at higher dose levels. Conclusions: BGB-B2033 was generally well
tolerated, with limited imAEs in this predominantly 2L+ HCC population. Durable responses
were observed in pts with advanced HCC, including pts with prior PD-(L)1-based treatment.
Triplet dose escalation with tislelizumab and bevacizumab as well as monotherapy dose ex-
pansion are ongoing. Clinical trial information: NCT06427941. Research Sponsor: BeOne Med-
icines Ltd.
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Luvometinib in adults with neurofibromatosis type 1 and symptomatic, inoperable
plexiform neurofibromas: A randomized, double-blind, placebo-controlled, phase 3
trial.

Wenbin Li, Zhuang Kang, Changxing Li, Yanling Li, Sufan Wu, Xinghua Gao, Tiechi Lei, Yanhui Liu, Yan Yan, Liming Wu, Baodong Chen, Zhongping Chen, Wen-Ding Huang,
Ning Li, Kai Shu, Yan Zhang, Wenbin Ma, Bojian Tang, Yu Liu, Yanling Zhou, FCN-159 Study Group; Department of Neuro-Oncology, Cancer Center, Beijing Tiantan Hospital,
Capital Medical University, Beijing, China; Department of Dermatology, NanFang Hospital, Southern Medical University, Guangzhou, China; Department of Dermatology, The
Second Hospital of HeBei Medical University, Shijiazhuang, China; Center for Plastic & Reconstructive Surgery, Department of Plastic & Reconstructive Surgery, Zhejiang
Provincial People’s Hospital(Affiliated People’s Hospital), Hangzhou Medical College, Hangzhou, China; Department of Dermatology, The First Hospital of China Medical
University, Key Laboratory of Immunodermatology, Ministry of Education and NHC; National Joint Engineering Research Center for Theranostics of Inmunological Skin
Diseases, Shenyang, China; Department of Dermatology, Renmin Hospital of Wuhan University, Wuhan, China; Department of Neurosurgery, West China Hospital, Chengdu,
China; Department of Dermatology, Plastic Surgery Hospital,Chinese Academy of Medical Sciences and Peking Union Medical Colleage, Beijing, China; Department of
Dermatology and Venereology, Hangzhou First People’s Hospital, Affiliated Hospital of Westlake University Medical School, Hangzhou, China; Department of Neurosurgery,
Peking University Shenzhen Hospital, Shenzhen, China; Department of Neurosurgery/Neuro-oncology, Sun Yat-sen University Cancer Center, Guangzhou, China;

Department of Musculoskeletal Oncology, Fudan University Shanghai Cancer Center; Department of Oncology, Shanghai Medical College, Fudan University, Shanghai,
China; Clinical Trial Center, 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 Neurosurgery, Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China;
Department of Dermatology, The Fourth Hospital of Hebei Medical University, Shijiazhuang, China; Department of Neurosurgery, Peking Union Medical College Hospital,
Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; Shanghai Fosun Pharmaceutical Industrial Development Co., Ltd., Shanghai, China

Background: Neurofibromatosis type 1 (NF1) related plexiform neurofibromas (PNs) is asso-
ciated with significant morbidity, including pain, disfigurement and functional impairment.
Surgical treatment for PNs may be limited due to tumor size, location and extent. A randomized,
double-blind, placebo-controlled, phase 3 trial (NCT05913037) was conducted to evaluate the
efficacy and safety of Luvometinib in adults with inoperable NF1 PN causing significant mor-
bidities. Methods: Adults (=18 yrs) with NF1 and symptomatic, inoperable PNs were random-
ized in a 2:1 to receive oral Luvometinib (8 mg daily) or placebo in 28-day cycles, stratified by
baseline (BL) NRS-11 tumor pain score (=2 or<2). An interim analysis was performed at
16 months after the last patient randomization. The primary endpoint was confirmed objective
response rate (ORR) by Blinded Independent Review Committe (BIRC) per REiNS criteria. Key
secondary endpoints included ORR by the investigator (INV), duration of response (DOR), time
to response (TTR) by BIRC and INV, pain severity and safety. Results: 167 adults were ran-
domized to receive luvometinib (n = 112) or placebo (n = 55). As of the data cutoff on Aug 19,
2025, the median follow-up was 19.7 months(range: 1.4-25.5). The confirmed ORR assessed by
BIRC was 43.8% ( 95% CI, 34.4-53.4 ) with luvometinib, compared with 10.9% ( 95% CI, 4.1-
22.3 ) with placebo (p < 0.0001). Luvometinib led to a rapid response (median 3.9 months). The
median DOR was 15.1 months (95% CI, 14.8-NE), with a 85.2% rate of DOR =12 months with
luvometinib. A greater proportion of patients with BL overall tumor pain scores =2
experienced a reduction in pain score of at least 2 points with luvometinib compared to placebo
(81.0% vs. 53.6%). The most common treatment-emergent adverse events (TEAEs) were
folliculitis, increased CPK, mouth ulcer, diarrhea. Serious AEs occurred in 14.3% (luvometinib)
versus 7.3% (placebo) of pts. TEAEs led to discontinuation was 1.8% in both groups. Conclu-
sions: Our study demonstrated that luvometinib achieved a statistically significant ORR per
BIRC compared with placebo, with rapid and durable response, significant reductions in pain
severity, and an overall manageable safety profile. These findings suggest that luvometinib may
emerge as a new standard treatment for patients with NF1 and symptomatic, inoperable PNs.
Clinical trial information: NCT05913037. Research Sponsor: Shanghai Fosun Pharmaceutical
Industrial Development Co., Ltd.
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The efficacy and safety of azvudine (FNC) in phase 1 investigator-initiated study in
patients with advanced solid tumors.

Xuemei Zhu, Hao Li, Shufang Zhang, Yanhua Zhou; Ruijin Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China; Genuine Biotech, Beijing, China

Background: Azvudine has been approved in China for treatment of AIDS and COVID-19. Serial
preclinical studies demonstrated remarkable anti-tumor activity, especially in combination
with anti-PD-1 therapy. The mechanistic studies have shown that FNC could significantly
reduce myeloid-derived suppressor cells (MDSCs) in the tumor microenvironment. This on-
going phase 1 investigator-initiated study aims to further confirm the nonclinical findings of
FNC in cancer patients. Methods: Patients with advanced solid tumors who had progressed on
standard of care (SoC) therapies were eligible in this single-arm, single-center, open-label
study with the primary objective of safety and clinical efficacy. All subjects received the SoC of
physician’s choice in combination with FNC which was administered orally once daily, with
dose escalated across six dose levels: 3mg, 4mg, 5 mg, 6 mg, 7 mg, and 8 mg. Results: As of 31
Oct, 2025, 25 subjects were enrolled, including 22 subjects with pMMR/MSS CRC, 3 subjects
with NSCLC. All CRC subjects received the triple-combination regimen of FNC, penpulimab, and
fruquintinib. Among the CRC subjects, the total ORR was 18.2%, DCR was 72.7%, the mPFS was
4.3 months (95%CI: 3.32,6.31) and the mOS was 7.6 months (95% CI: 5.09,NR). Four subjects
achieved the radiographic response (PR), 2 subjects from the 6 mg dose group, and one subject
each from the 5 mg and 7 mg dose groups. A subgroup analysis based on liver metastasis status
was performed for the 15 subjects enrolled in the 5 mg, 6 mg, and 7 mg dose groups. The ORR for
the 7 subjects without liver metastases was 57.1%, the DCR was 100%, and the mean treatment
duration was 33.6 weeks. In contrast, among the 8 subjects with liver metastases, the ORR was
0%, the DCR was 87.5%, and with a mean treatment duration of 16.7 weeks. No DLTs occurred in
the 16 evaluable subjects during the DLT observation period. TEAEs were reported in 96.0% of
patients, with a TRAE incidence of 36.0%. Most TRAEs were Grade 1/2, including hepatic
dysfunction (12.0%), y-GTP increased (8.0%), weight decreased (4.0%), diarrhoea (4.0%),
insomnia (4.0%), and ALP increased (4.0%). One Grade =3 TRAE weight decreased occurred in
the 3 mg group. SAEs were reported in 24.0% (6/25) of subjects, with only one case of weight
decreased in 3 mg group considered possibly related to FNC. Two subjects (8.0%) discontinued
treatment due to TEAEs, one of which was abnormal liver function, possibly related to FNC. No
treatment related deaths, dose interruptions, or dose reductions were reported. Conclusions:
Overall, the combination of FNC with PD-1 and VEGFR inhibitors was safe and well-tolerated,
with encouraging clinical activity in advanced/metastatic pMMR/MSS CRC. Clinical trial in-
formation: chiCTR2600116125. Research Sponsor: None.
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Discovery from single-cell RNA sequencing profiles of 18 CPTAC glioblastoma
patients and validation in bulk profiles of 138 TCGA patients and two human-derived
cell lines of a whole-transcriptome predictor of overall survival and drug targets by
using quantum mechanics—based Al/ML.

Orly Alter, David B. Oberman, Daniel Shabtai, Jessica W. Tsai, Asaf Zviran; University of Utah and Prism Al Therapeutics, Inc., Salt Lake City, UT; Prism Al Therapeutics, Inc.,
Salt Lake City, UT; Children’s Hospital of Los Angeles and University of Southern California, Los Angeles, CA

Background: Single-cell, more than bulk, multi-omic data, are small-cohort, noisy, and high-
dimensional, and extremely difficult to model. We have developed artificial intelligence and
machine learning (AI/ML) to overcome these challenges [doi: 10.1073/pnas.0530258100]. We
have shown that our algorithms are uniquely able to discover accurate, precise, actionable, and
mechanistically interpretable predictors, applicable to the general population, from the bulk
multi-omes of as few as 19 patients [doi: 10.1158/1538-7445.AM2025-CT227]. We have dem-
onstrated that these predictors of overall survival (OS) and drug targets consistently validate
across laboratories and sometimes across indications, in federated and imbalanced studies and
over time, and outperform all others where they exist [doi: 10.1063/1.5099268, 10.1200/
JC0.2024.42.16__suppl.10043]. Here, we demonstrate our AI/ML in single-cell data. Methods:
We used our algorithms to derive models from the single-cell RNA sequencing profiles of 18
glioblastoma (GBM) Clinical Proteomic Tumor Analysis Consortium (CPTAC) patients, and
tested them in the bulk profiles of 138 patients in the Cancer Genome Atlas (TCGA). CPTAC and
TCGA both profiled the core primary tumor of each patient, but CPTAC also sampled the
peritumoral brain tissue. The two cohorts are indistinguishable in terms of their gender, age,
and OS distributions, but they significantly differ in terms of race. Results: A whole-
transcriptome model was discovered that is correlated with OS among the 18 CPTAC patients,
with a Kaplan-Meier median OS difference of 30 months between the two groups of predictor-
stratified patients, and a Cox hazard ratio of 4.6 and a concordance index of 87% (log-rank and
Wald P-values < 5.0x10-2). When tested in the TCGA cohort, the model was a similarly
significant predictor of OS. In both cohorts, despite the differences in profiling protocols
and cohort demographics, the predictor outperformed the best standard-of-care indicator
of 0OS in GBM, i.e., age. Consistent with a previous whole-genome predictor, which was derived
from bulk DNA profiles, and validated in a clinical trial [doi: 10.1063/1.5142559], shorter OS was
associated with overexpression of such anterior/posterior pattern specification genes as the
Notch ligand DLL3. We experimentally validated, in two human-derived cell lines, that its
putative activator, METTL2A, is required for GBM cells’ proliferation and viability [doi: 10.1158/
1538-7445.AM2025-3686]. Conclusions: Our algorithms can discover predictors of patients’
OS and drug targets, in real-world small-cohort, noisy, and high-dimensional — single-cell —
in addition to bulk multi-omic data, and the predictors experimentally validate. Research
Sponsor: NIH/National Cancer Institute (NCI) Physical Sciences in Oncology Project, ""Multi-
Tensor Decompositions for Personalized Cancer Diagnostics and Prognostics," U01 CA-202144;
NSF/American Institute of Mathematics (AIM) Quantum Research Community Project, ""AIM
Q"; The Musella Foundation in partnership with StacheStrong; Utah Science, Technology, and
Research (USTAR) Initiative.
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3020 Poster Session

Quantum mechanics-based multi-tensor AlI/ML as predictor of patients’ overall
survival, gene targets, and drug responses from their glioblastoma tumors’ whole
genomes.

Orly Alter, Sri Priya Ponnapalli, Marissa Coppola, Angela C. Gushue, Tessa 0. House, Penelope L. Miron, Kristy L. S. Miskimen, Kristin A. Waite, Sarah Pollock, David Bogumil,
Estevan P. Kiernan, Huanming Yang, Jay Bowen, Ghunwa A. Nakouzi, Doron Lipson, Jill S. Barnholtz-Sloan, Andrew E. Sloan, Tiffany R. Hodges, Asaf Zviran,
Jessica W. Tsai; University of Utah and Prism Al Therapeutics, Inc., Salt Lake City, UT; Scale Al, Inc., San Francisco, CA; Children’s Hospital of Los Angeles and University of
Southern California, Los Angeles, CA; Case Western Reserve University School of Medicine, Cleveland, OH; Winship Cancer Institute of Emory University, Atlanta, GA; Ultima
Genomics, Inc., Fremont, CA; lllumina, Inc., San Diego, CA; Complete Genomics, Inc., San Jose, CA; The Abigail Wexner Research Institute at Nationwide Children’s Hospital,
Columbus, OH; HudsonAlpha Clinical Services Lab LLC, Huntsville, AL; Wright State University, Dayton, OH; Prism Al Therapeutics, Inc., Salt Lake City, UT; Children's
Hospital of Los Angeles and University of Southern California, Los Angeles, CA

Background: The drug failure rate has increased to ~95%, despite the growth in targeted
therapies. As clinical trials demonstrated, a targeted gene alone does not predict whether
patients have longer life expectancy in response to the drug. As studies with model organisms
showed, the effect of the drug, and the mechanisms underlying it, depend on the entire multi-
ome. But multi-omic data are small-cohort, noisy, and high-dimensional, i.e., extremely
difficult to model. Methods: We have developed our artificial intelligence and machine learning
(AI/ML) to overcome these challenges [doi: 10.1073/pnas.0530258100, 10.1158/1538-
7445.AM2025-CT227]. We demonstrated our algorithms in the unsupervised modeling of,
e.g., whole genomes of 85 astrocytoma patients. Mechanistic interpretation showed that the
modeling blindly removed batch effects, separated normal demographic variations, and
discovered a disease-specific genome-wide pattern of DNA copy-number alterations. This
pattern was used to derive an actionable predictor of patients’ overall survival (OS) and gene
targets to sensitize their tumors. We computationally validated both the predictor and the
modeling in federated studies of mutually-exclusive sets of 59—251 patients. The modeling
repeatedly discovered a representation of the predictor in every study, across astrocytoma
grades II, III, and 1V, i.e., glioblastoma (GBM), patients. We experimentally validated the
predictor in a clinical trial of 79 GBM patients, initially retrospectively, and, in a four-year
follow up, also prospectively [doi: 10.1063/1.5142559, 10.1145/3624062.3624078, 10.1200/
JC0.2024.42.16__suppl.e14028]. In all the cohorts, the predictor, with 75—95% concordance
with 0S, was more accurate than all standard-of-care indicators. With 100% reproducibility
among Complete Genomics, Illumina, and Ultima whole-genome sequencing, and > 99% when
including Affymetrix and Agilent DNA microarrays, the predictor was also the most precise.
Results: Here, we describe functional genomic experimental validation of both a predicted gene
target and the predicted tumors’ responses to the targeting. Guide RNAs were designed and a
lentiviral CRISPR-Cas9 all-in-one vector was utilized to knock out the modeling-predicted
target METTL2A. Knockout validation at the protein level was performed using Western blot.
Knockout in the patient-derived GBM cell lines U-87 MG and U-118 MG resulted in significantly
attenuated cell viability and proliferation. The level of attenuation was significantly different
between the cell lines, consistent with their whole genome-based predicted responses. Con-
clusions: Our quantum mechanics-based multi-tensor AI/ML solved the 75-year-old problem
of correctly predicting — patients’ OS, drug responses, and gene targets — from their GBM
tumors’ whole genomes. Research Sponsor: NIH/National Cancer Institute (NCI) Physical
Sciences in Oncology Project, "Multi-Tensor Decompositions for Personalized Cancer Diag-
nostics and Prognostics," U01 CA-202144; NSF/American Institute of Mathematics (AIM)
Quantum Research Community Project, ""AIM Q"; The Musella Foundation in partnership with
StacheStrong; Utah Science, Technology, and Research (USTAR) Initiative.
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Development and clinical utility of an H&E-based tumor origin prediction model.

Qiyuan Hu, Ramon Correa-Medero, Boleslaw Leszek Osinski, Kaveh Karbasi, Kshitij Ingale, Kyle A. Beauchamp, Chithra Sangli, Riccardo Miotto; Tempus Al, Inc., Chicago, IL

Background: Tumor of unknown primary origin remains a critical unmet need in oncology, as
histologic and anatomic diagnoses are essential for ensuring effective and timely therapies. We
previously developed the Tempus Tumor Origin (TO) Laboratory Developed Test (LDT), an RNA
sequencing-based machine learning algorithm that discriminates between clinically relevant
cancer subtypes. However, RNA-sequencing data is not always available, with a failure rate that
can be > 20% in the literature. In this study, we develop and assess the accuracy of a hema-
toxylin and eosin (H&E)-based machine learning algorithm to predict tumor origin. We also
explore combining predictions from H&E and RNA models to improve accuracy further.
Methods: We curated a cohort of 93,770 H&E whole slide images (WSIs) of tumor biopsies
and surgical resections across 67 cancer subtypes from 73,634 patients. The cohort was split
into 60/20/20 for training, validation, and testing, stratified by cancer subtypes and clinical
covariates. We extracted tile embeddings from WSIs using a foundation model, H-optimus-o,
and trained an attention-based multiple instance learning model to predict cancer subtype
labels derived from clinically abstracted documents. Using a subset of 54,878 samples that also
have predictions from the RNA-based Tempus TO algorithm, we trained and evaluated a
multilayer perceptron multimodal model that takes the prediction scores from the H&E model
and the RNA model as input. Results: On 7,092 test set samples that had both modalities
available, the H&E, RNA, and multimodal models achieved top-1 accuracies of 0.85, 0.91, and
0.92 and top-3 accuracies of 0.94, 0.97, and 0.97, respectively. Among subtypes with at least 30
samples in the test set, the multimodal model statistically significantly outperformed the RNA
model on five subtypes and underperformed on two. In addition, the H&E model had a top-1
accuracy of 0.77 and a top-3 accuracy of 0.90 on 3,028 samples in the test set that failed RNA
sequencing due to quantity insufficient (QNS). Table 1 presents H&E model performance on the
RNA QNS samples by diagnosis subtypes. Conclusions: We developed a high-performing H&E-
based algorithm to predict tumor origin. With shorter turnaround time and wider availability,
the H&E model can potentially deliver accurate tumor origin predictions faster and, critically, in
cases where RNA-seq is unsuccessful or unavailable. Furthermore, leveraging both H&E and
RNA in a multimodal model may improve the performance of future tumor origin algorithms.
Research Sponsor: None.

H&E model performance on RNA QNS test set samples in the five most prevalent diagnosis subtypes and
other subtypes combined.

Diagnosis subtype N Top-1 accuracy (%) Top-3 accuracy (%)
Lung adenocarcinoma 497 84 94
Prostatic adenocarcinoma 387 92 95
Breast carcinoma 348 83 95
Colorectal adenocarcinoma 327 85 93
Pancreatic adenocarcinoma 272 78 94
Other 1,197 64 83
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Prospective prediction of alisertib-induced Aurora-A kinase resistance mutations in
patients with metastatic ER+ breast cancer using an innovative artificial intelligence
approach.

Andrew Takchi, Tony Bonaventura D'Assoro; Mayo Clinic Rochester, Rochester, MN

Background: Pharmacological blockade of Aurora-A mitotic kinase (AURKA) oncogenic path-
way represents a promising therapeutic strategy to inhibit breast cancer plasticity and pro-
gression. However, treatment with the selective AURKA inhibitor alisertib is followed by
acquired on-target mutations in a subset of patients that are linked to alisertib resistance
and tumor progression. Current resistance mechanisms are typically identified retrospectively
after therapeutic failure. We evaluated whether Dynaptive, a structure- and evolution-aware
artificial intelligence (AI) platform, could prospectively predict treatment-induced AURKA
resistance mutations prior to experimental observation. Methods: We identified acquired
on-target mutations in patients from the alisertib Phase-II clinical trial. These mutations
were cross-matched against Dynaptive predictions that had been generated independently of
any experimental resistance data. Dynaptive integrates protein conformational ensembles and
evolutionary sequence constraints to predict mutational hotspots and assess their functional
and drug-binding impact. Identified mutations were evaluated against large-scale population
datasets to determine natural occurrence. Results: Several AURKA mutations observed in
patients that showed resistance to alisertib were prospectively predicted by Dynaptive despite
being entirely absent from prior population datasets. These mutations were not observed
previously in either healthy or cancer cohorts described in the public domain. Significantly,
the most frequently occurring AURKA resistance mutation occurred at a residue ranked second
among predicted mutational hotspots and were predicted to reduce alisertib binding affinity by
=10-fold. Across all variants, absence from population datasets and emergence only following
treatment support a treatment-induced resistance mechanism. Conclusions: A structure-
aware Al platform prospectively identified clinically relevant, treatment-induced AURKA re-
sistance mutations prior to experimental detection. These findings demonstrate the feasibility
of predictive modeling to anticipate resistance mechanisms and support the development of
next-generation AURKA inhibitors optimized to overcome mutations-driven resistance and to
improve therapeutic efficacy, safety and durability. Research Sponsor: None.
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Light-activated EGFR antibody—drug conjugate: Analysis of selectivity and
translational profile for first-in-human evaluation.

Shirlyn Xiao, Josie Cai, Vicky Qin, Lyan Chen, Hua Shang; Shanghai Biophy Biological Pharmaceutical Co., Ltd., Shanghai, China; Shanghai Biophy Biological
Pharmaceutical Co., Ltd, Shanghai, China

Background: Conventional antibody—drug conjugates (ADCs) are limited by systemic toxicity
and narrow therapeutic windows. Cetuximab-I21-2 is a first-in-class, EGFR-targeted ADC
conjugated to a Heloporfin-derived photosensitizer engineered for activation exclusively at the
tumor site using red-light irradiation. This approach enables biologically targeted delivery with
externally controlled cytotoxic activation, designed to improve the therapeutic index and
support safe translation into first-in-human studies. Methods: In vitro cytotoxicity was
evaluated across EGFR-high, intermediate, and low tumor cell lines (A431, HCC827, Huh7,
NCI-N87, MIA-PaCa-2) with or without red-light activation (1-5 J/cm?2). Cellular ROS gen-
eration, mitochondrial membrane potential disruption, and photodynamic injury were
assessed by live-cell imaging. In vivo activity was tested in A431 xenograft-bearing B-NDG
mice following a single intravenous dose of Cetuximab-121-2 (35.3 mg/kg) and localized tumor
irradiation at 100 or 200 J. Safety evaluation included body-weight trends and clinical obser-
vations. Results: Cetuximab-I121-2 showed negligible dark toxicity up to several pg/mL, con-
firming that the payload remains inactive without illumination. Upon irradiation, the ADC
demonstrated potent, energy-dependent cytotoxicity (IC50: 0.05 pg/mL in A431 and 0.14 pg/
mL in HCC827 at 5 J/cm?), with reduced effects in EGFR-low models, supporting a target- and
activation-dependent mechanism. Illumination triggered rapid singlet-oxygen and ROS pro-
duction and immediate mitochondrial depolarization. In vivo, Cetuximab-I21-2 achieved
irradiation-dependent tumor suppression, reaching 22.2% inhibition at 200 J, and produced
histologic photodynamic injury localized to the tumor. Treatment was well tolerated: animals
exhibited only transient (<10%) weight loss and no systemic toxicity. Conclusions: Cetuximab-
[21-2 demonstrates a strong translational profile with selective activation, robust preclinical
antitumor activity, and a favorable safety margin. The spatial control offered by light activation
may enable dose-sparing strategies and reduce systemic adverse events typically associated
with ADCs. These findings support advancement toward IND-enabling studies, including
optimization of clinical illumination parameters, device—drug integration, and early feasibility
planning for first-in-human evaluation in EGFR-expressing solid tumors. Research Sponsor:
Shanghai Biophy Biological Pharmaceutical Co., Ltd.
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3025 Poster Session

First-in-human study of ALK201, a FGFR2b-targeting antibody-drug conjugate
(ADC) for patients (pts) with advanced solid tumors.

Dan-yun Ruan, Qi Dang, Suxia Luo, Yangiu Zhao, Udit Nindra, Shou Qing Tang, Haiping Jiang, Jian Liu, Andrew Ohyama Parsonson, Michelle Frances Morris, Lin Xie,
Xinjun Liang, Lilin Chen, Rui Meng, Sijuan Ding, Huagiu Shi, Yong Fang, Meredith Pelster, Yongsheng Li, Rui-Hua Xu; Sun Yat-sen University Cancer Center, Guangzhou,
China; Cancer Hospital of Shandong First Medical University, Jinan, China; Henan Cancer Hospital, Zhengzhou, China; Cancer Care Wollongong, Wollongong, Australia;
University Medical Center New Orleans, New Orleans, LA; The First Affiliated Hospital, Zhejiang University, Hangzhou, China; The First Affiliated Hospital of Zhejiang
University School of Medicine, Hangzhou, China; Macquarie University, Sydney, Australia; Sunshine Coast University Private Hospital, Sunshine Coast, Australia; Yunnan
Cancer Hospital, Kunming, China; Inpatient Ward 2 for Abdominal Tumor Medicine/Phase | Clinical Research Ward, Hubei Cancer Hospital, Wuhan, China; The First
Affiliated Hospital of Xiamen University, Xiamen, China; Union Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; The Central
Hospital of Yongzhou, Yongzhou, China; First Affiliated Hospital of Gannan Medical University, Ganzhou, China; Sir Run Run Shaw Hospital, Zhejiang University School of
Medicine, Hangzhou, China; Sarah Cannon Research Institute, Nashville, TN; Chongging University Cancer Hospital, Chongging, China

Background: ALK201 is a novel ADC comprising of an anti-FGFR2b humanized monoclonal
antibody conjugated to topoisomerase I inhibitor Exatecan via a cleavable and highly hydro-
philic linker. ALK201 exhibited potent anti-tumor activities in preclinical studies with a tol-
erable safety profile. Here we report the preliminary results of ALK201 monotherapy for pts with
advanced solid tumors from the first-in-human phase I/II trial (NCT06656390). Methods: This
is an ongoing, multicenter, open-label study being conducted in the US, China, and Australia,
which consists of two parts, dose-escalation (Part A) and dose-expansion (Part B). The Part A
employs the Bayesian optimal interval (BOIN) with backfilling (BF) design to determine the
MTD and recommended doses for Part B. In Part A, pts with advanced solid tumors refractory to
standard therapies were treated with ALK201 at 1.5-9.6 mg/kg Q3W. Part B was dose expansion
at effective doses identified in Part A. The primary endpoint was safety. Secondary endpoints
included efficacy and pharmacokinetics (PK). Results: As of December 31, 2025, 38 pts with
advanced solid tumors were enrolled in Part A and dosed at 1.5 mg/kg (n=4), 3.0 mg/kg (n=3),
4.8 mg/kg (n=5),7.2 mg/kg (n=12), 8.4 mg/kg (n=5) and 9.6 mg/kg (n=9). The median age was
58 years (range 25-74). All pts progressed after receiving a median of 3 prior lines of standard
anti-cancer therapy (range 1-8). 28 (73.7%) were Asian and 10 (26.3%) were White. No dose-
limiting toxicities (DLTs) have been observed at doses up to 9.6 mg/kg. MTD was not reached.
Treatment-related adverse events (TRAEs) occurred in 78.9% pts. The most common TRAEs
(incidence =10%) were nausea (44.7%), anemia (21.1%), vomiting (21.1%), decreased appetite
(13.2%), white blood cell count decreased (13.2%), neutrophil count decreased (10.5%), platelet
count decreased (10.5%), AST increased (10.5%), hypoalbuminemia (10.5%) and fatigue
(10.5%). Grade =3 TRAEs occurred in 23.7% pts and were exclusively reversible hematologic
toxicities. Treatment related ocular adverse events limited to grade 1 in 4 pts (10.5%) with
minimal clinical impact. Among 25 pts who were evaluable for response, 6 achieved a partial
response (PR), 11 achieved stable disease (SD) in best of response. The objective response rate
(ORR) and disease control rate (DCR) were 24% (95% CI: 9.4, 45.1) and 68% (95% CI: 46.5,
85.1), respectively. The ORR and DCR in = 7.2mg/kg groups were 35.7% (5/14) and 100% (14/14),
respectively. PK analysis showed a dose-dependent ADC and total antibody exposure at doses of
1.5-9.6 mg/kg. ALK201 elimination half-life was approximately 6-11 days. Conclusions:
ALK201 demonstrated a favorable safety profile in pts with pretreated advanced solid tumors.
Promising anti-cancer activity was observed at doses of 7.2 mg/kg and above, warranting
further investigation in those effective dose levels. Clinical trial information: NCT06656390.
Research Sponsor: Shanghai Allink Biotherapeutics.
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3026 Poster Session

Trastuzumab deruxtecan (T-DXd) for pretreated patients in China with HER2 IHC 3+
solid tumors: DESTINY-PanTumor03 Part 1 primary analysis.

Yangiao Zhang, Bin Jiang, Jingdong Zhang, Xiaobing Chen, Yuping Sun, Bei Zhang, Rutie Yin, Jun Gao, Wuliang Wang, Junjie Peng, Yongsheng Li, Jian Li, Ke Cao,
Jing Wang, Guiling Li, Ethan Fan, Yalan Yang, Xin Geng, Lingyu Hu, Xiachua Wu; Department of Gastrointestinal Medical Oncology, Harbin Medical University Cancer
Hospital, Harbin, China; Department of Oncology, Shanghai Ninth People’s Hospital Affiliated to Shanghai Jiao Tong University School of Medicine, Shanghai, China;
Department of Gastroenterology, Liaoning Cancer Hospital & Institute, Shenyang, China; Department of Medical Oncology, Affiliated Cancer Hospital of Zhengzhou
University, Henan Cancer Hospital, Zhengzhou, China; Department of Oncology, Shandong Cancer Hospital, Jinan, China; Department of Obstetrics and Gynecology,
Xuzhou Central Hospital, Xuzhou, China; Department of Gynecology and Obstetrics, West China Second Hospital, Sichuan University, Chengdu, China; Department of
Gynecologic Oncology, Jiangxi Cancer Hospital, Nanchang, China; Department of Gynecology and Obstetrics, The Second Affiliated Hospital of Zhengzhou University,
Zhengzhou, China; Department of Colorectal Surgery, Fudan University Shanghai Cancer Center, Shanghai, China; Department of Medical Oncology, Chongqing University
Cancer Hospital, Chongging, China; Department of Gastrointestinal Oncology, Beijing Cancer Hospital, Beijing, China; Department of Oncology, The Third Xiangya Hospital
of Central South University, Changsha, China; Department of Gynecologic Cancer, Hunan Cancer Hospital, Changsha, China; Cancer Center, Union Hospital, Tongji Medical
College, Huazhong University of Science and Technology, Wuhan, China; Clinical Research Division, AstraZeneca, Shanghai, China; Clinical Research Division, AstraZeneca,
Guangzhou, China; Department of Gynecologic Oncology, Fudan University Shanghai Cancer Center, Shanghai, China

Background: Treatment options in China are limited for patients with late-line, HER2-
expressing advanced solid tumors. In Part 1 of DESTINY-PanTumoro2, T-DXd showed clinically
meaningful antitumor activity in HER2-expressing advanced solid tumors, with the greatest
benefit observed in HER2 IHC 3+ tumors. Based in part on these findings, T-DXd has been
approved in multiple countries worldwide, including the US, as treatment for patients with
unresectable or metastatic HER2-positive (IHC 3+) solid tumors who have received prior
treatment and/or have no satisfactory alternative therapies. Following the results from
DESTINY-PanTumor02, DESTINY-PanTumoro3 is evaluating T-DXd in patients in China with
HER2-expressing advanced solid tumors. The primary analysis of Part 1 of DESTINY-
PanTumoro3 is presented here. Methods: DESTINY-PanTumoro03 is an open-label, Phase 2
study (NCT06271837). Part 1 is evaluating T-DXd (5.4 mg/kg IV Q3W) in patients in China with
HER2 IHC 3+ (by central testing), locally advanced, unresectable, or metastatic solid tumors
(excluding breast and gastric cancers) after =1 prior systemic treatment for advanced disease or
without treatment options. The primary endpoint is confirmed objective response rate (ORR) by
independent central review (ICR) per RECIST 1.1. Secondary endpoints include ORR by inves-
tigator assessment (INV) per RECIST 1.1; duration of response (DOR), disease control rate
(DCR), and progression-free survival (PFS) by INV and ICR per RECIST 1.1; overall survival (OS);
and safety. Results: At primary analysis data cutoff (November 28, 2025), 50 patients with
biliary tract (n = 11), colorectal (n = 6), cervical (n = 10), endometrial (n = 7), ovarian (n = 5),
non-small cell lung (n = 7), or other cancers (n = 4) had received T-DXd. Median follow-up
duration was 9.9 (range 1.1-18.3) months. Median number of prior treatment regimens was 2
(range 1-10). By ICR, ORR (95% CI) was 58.0% (43.2, 71.8), median DOR (95% CI) was 15.4 (12.5,
not evaluable [NE]) months, DCR (95% CI) at Week 6 was 88.0% (75.7, 95.5), and median PFS
(95% CI) was 15.7 (7.2, NE) months. By INV, ORR (95% CI) was 56.0% (41.3, 70.0). Median OS
was not reached. Grade =3 drug-related adverse events occurred in 31 (62.0%) patients, and
adjudicated drug-related interstitial lung disease / pneumonitis occurred in 4 (8.0%) patients
(Grade 2 n = 3 [6.0%], Grade 3 n =1 [2.0%]). Conclusions: T-DXd demonstrated durable and
clinically meaningful antitumor activity in pretreated patients in China with HER2 IHC 3+
advanced solid tumors. Safety was generally consistent with the established T-DXd profile.
Results from DESTINY-PanTumoro03 Part 1 support T-DXd as a tumor-agnostic treatment for
patients in China with HER2 IHC 3+ solid tumors. Clinical trial information: NCT06271837.
Research Sponsor: AstraZeneca.
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3027 Poster Session

Extrapulmonary small cell carcinoma treated with conventional or tumor-targeted
topoisomerase | inhibition plus ATR blockade: Clinical outcomes and molecular
correlates.

Chirayu Mohindroo, Nobuyuki Takahashi, Rajesh Kumar, Samantha Nichols, Linda Sciuto, Danielle Pinkiert, Tristan M. Sissung, Elaine Shum, Liza C. Villaruz,
Jonathan W. Riess, Jorge J. Nieva, Hirva Mamdani, William J. Petty, Aman Chauhan, W Douglas Figg Sr., Zhonglin Hao, Anish Thomas; National Cancer Institute, National
Institutes of Health, Bethesda, MD; Department of Medical Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Developmental Therapeutics Branch, Center
for Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, MD; CBIIT, National Cancer Institute, National Institutes of Health, Bethesda, MD;
National Institutes of Health, Bethesda, MD; Clinical Pharmacology Program, National Cancer Institute, National Institutes of Health, Bethesda, MD; New York University
Langone Health, New York, NY; University of Pittsburgh Medical Center (UPMC), Pittsburgh, PA; University of California, Davis Comprehensive Cancer Center, Sacramento,
CA; Norris Comprehensive Cancer Center, University of Southern California, Los Angeles, CA; Department of Hematology and Oncology, Barbara Ann Karmanos Cancer
Institute, Wayne State University School of Medicine, Detroit, MI; Wake Forest University, Winston-Salem, NC; UCSF Helen Diller Family Comprehensive Cancer Center, San
Francisco, CA; University of Kentucky, Lexington, KY

Background: Extrapulmonary Small Cell Carcinoma (EPSCC) is a rare (0.1-0.4% of all cancers),
aggressive neuroendocrine cancer with poor outcomes (Median PFS 2-4 months), no estab-
lished second-line standard, and limited prospective data. We evaluated ATR inhibition with
berzosertib combined with topoisomerase I (TOP1) inhibition with topotecan or sacituzumab
govitecan (SG) and explored molecular correlates of response. Methods: Given the rare nature
of EPSCC, patients were pooled from 3 prospective phase II trials evaluating topotecan or SG
with berzosertib (NCT03896503, NCT02487095, NCT04826341) without intent for direct reg-
imen comparison. Eligible patients had platinum-refractory EPSCC and received treatment at
recommended phase II doses. Endpoints included efficacy and safety, with exploratory mo-
lecular correlates including somatic mutations, copy number alterations, circulating tumor
DNA, tumor RNA sequencing, and pharmacogenomic analyses. Results: Of the 41 patients
enrolled, 34 were evaluable (topotecan+berzosertib, n=20; SG+berzosertib, n=14). ORR based
on RECIST was 10% (95% CI, 2.8—30.1) with topotecan+berzosertib and 21.4% (95% CI,
7.6—47.6) with SG+berzosertib; disease-control rates were 45% and 86%, respectively. Durable
clinical benefit was observed in subsets of patients, with PFS =6.8 months and OS up to
19.7 months in the SG cohort, and OS >18 months in patients treated with topotecan+berzo-
sertib. Patients with prolonged PFS represented multiple primary sites, including bladder,
prostate and laryngeal. Grade 3—-4 hematologic adverse events were more frequent with top-
otecan+berzosertib, whereas gastrointestinal toxicity and alopecia were more common with
SG+berzosertib; no unexpected safety signals were observed. In the SG cohort, UGT1A1 inter-
mediate and poor metabolizers experienced higher rates (90%) of grade 3—4 toxicities than
normal metabolizers (10%). Early ctDNA declines correlated with radiographic response, while
rising ctDNA preceded progression; baseline ctDNA correlated with tumor burden (r = 0.83; P =
0.006). Transcriptomic analyses demonstrated enrichment of E2F-driven and neuroendocrine
lineage programs in responders (NES = 1.64—-1.67; P < 0.001). Conclusions: In relapsed or
refractory EPSCC targeting tumor replication stress through combined ATR and TOP1 pathway
inhibition yielded clinically meaningful activity. Tumor-targeted TOP1 delivery with SG plus
berzosertib achieved disease-control rate and a manageable safety profile. UGT1A1 phenotype
was associated with toxicity in the SG cohort, supporting the relevance of pharmacogenomic-
guided risk stratification. Correlative analyses identified E2F-driven transcriptional programs,
neuroendocrine lineage signatures and early ctDNA suppression as promising biomarkers for
future trials. Clinical trial information: NCT03896503, NCT02487095, NCT04826341. Research
Sponsor: None.
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3028 Poster Session

First-in-human phase I/l study of MRGOO06A, a first-in-class Glypican-3
(GPC3)—-targeted antibody-drug conjugate (ADC), in patients (pts) with advanced
hepatocellular carcinoma (HCC).

Hong Zhao, Xiao-Wu Huang, Zhen Huang, Jiansong Ji, Liyun Zheng, Yinying Lu, Xin Zheng, Yong-Yi Zeng, Jia Luo, Yongchang Zhang, Jun Lu, Ping Du, Wen Zhang, Bo Chen,
Shunda Du, Jian Zhou; National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union
Medical College, Beijing, Beijing, China; Zhongshan Hospital, Fudan University, Shanghai, China; Lishui Municipal Central Hospital, Lishui, China; 302 Military Hospital of
China, Beijing, China; The First Affiliated Hospital of Xi'an Jiaotong University, Xi'an, China; Mengchao Hepatobiliary Hospital of Fujian Medical University, Fuzhou, Fujian,
China; Hunan Cancer Hospital, Changsha, China; Beijing You'an Hospital Affiliated to Capital Medical University, Beijing, China; Department of Oncology, National Cancer
Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; National
Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China;
Peking Union Medical College Hospital, Chinese Academy of Medical Sciences and PUMC, Beijing, China

Background: Pts with advanced HCC face limited treatment options beyond immunotherapy
and anti-angiogenic agents. GPC3, a surface antigen overexpressed in HCC and associated with
poor prognosis, represents a promising therapeutic target due to its tumor-specific expression.
MRGO06A, a potential first-in-class GPC3-targeted ADC, demonstrated potent pre-clinical
anti-tumor activity. Here we report the preliminary safety and efficacy of MRGO0O6A in ad-
vanced HCC with intermediate/high GPC3 expression from a phase I/II trial. Methods:
MRGO006A-001(NCT07093970) is an ongoing first-in-human, open-label, multi-center phase
I/11 study. The phase I study comprises dose escalation (Ia) and dose optimization/expansion
(Ib) stages. The dose-escalation employed an accelerated titration plus 3+3 design. Eligible pts
who had failed standard treatment received MRGOO6A intravenously at 1.6-6.4 mg/kg every
three weeks (Q3W). GPC3 expression was only required for dose expansion cohorts. The primary
endpoints were safety and tolerability. Secondary endpoints included objective response rate
(ORR), disease control rate (DCR), duration of response (DOR), progression-free survival (PFS),
clinical benefit rate (CBR), etc. Results: As of Dec 19, 2025, the maximum administered dose was
established as 6.4 mg/kg Q3W, with = G3 treatment-related adverse event (TRAE) of platelet
count decreased reported in all six pts at this dose level and dose-limiting toxicity (G4 platelet
count decreased) observed in one patient. During dose escalation, tumor response was observed
at 3.2 mg/kg and 4.8 mg/kg. Accordingly, dose optimization in phase Ib proceeded with three
levels (3.2, 4.0, and 4.8 mg/kg Q3W). Twenty-six HCC pts with intermediate or high GPC3
expression were enrolled across three cohorts; 61.5% had BCLC stage C disease; median 2 (range
1-4) prior lines of therapy, and 25 (96.2%) had received immune checkpoint inhibitors and
anti-angiogenic agents. Among 25 efficacy evaluable pts, ORR, DCR and CBR were 23.1%, 68.0%
and 32.0%, respectively. In pts with high GPC3 expression (n=12), ORR, DCR and CBR increased
to 33.3%, 75.0% and 50.0%, respectively; median PFS and DOR were 7.0 and 4.2 months
(median follow-up 5.7 months). Most pts (24 [92.3%]) experienced TRAE of any Grade. TRAEs
of = G3were reported in 11 (42.3%) pts . The most common TRAEs were platelet count decreased
(88.5%), blood bilirubin increased (50.0%), AST increased (46.2%), white blood cell count
decreased (38.5%), and nausea (30.8%). No treatment-related permanent discontinuations or
deaths occurred. Conclusions: MRG0O06A demonstrated manageable safety and promising
anti-tumor activity in heavily pretreated pts with GPC3-expressing advanced HCC. Our findings
support the therapeutic potential of GPC3-directed ADC and merits further clinical investiga-
tions. Clinical trial information: NCT07093970. Research Sponsor: None.
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Consideration of adjusted ideal body weight dosing in BG-C9074 (B7-H4—-targeting
ADC) from pharmacokinetics, efficacy, and safety perspectives.

Hugh Giovinazzo, Ramil Abdrashitov, Yaogeng Wang, Garret Winkler, Shuai Yuan, Saana D'Alonzo, Aleksandra Kozicka, William D. Hanley, Nageshwar Budha, Yen Lin Chia;
BeOne Medicines Ltd, San Carlos, CA; BeOne Medicines Ltd, Gaithersburg, MD; BeOne Medicines Ltd, Shanghai, China; BeOne Medicines Switzerland GmbH, Basel,
Switzerland

Background: B7-H4 is a transmembrane glycoprotein that is upregulated in a variety of solid
tumors. BG-C9074 is an investigational topoisomerase I inhibitor antibody-drug conjugate
(ADC) that targets B7-H4. We present results of the pharmacokinetic (PK) and exposure-
response (ER) analyses supporting the implementation of adjusted ideal body weight (AiBW)-
based dosing in the ongoing phase 1 study. Methods: BG-C9074-101 (NCT06233942) is a first-
in-human, multicenter study designed to assess BG-C9074 as monotherapy and in combina-
tion with other anticancer therapies in patients (pts) with advanced solid tumors. Total body
weight (TBW) and AiBW-based dosing were evaluated at 1-7 mg/kg and 6.5-9 mg/kg, respec-
tively, administered intravenously every 3 weeks. PK samples were collected to measure serum
ADC and plasma free P1021 payload analytes at Cycle 1 and steady state (Cycle 5). A population
PK model, incorporating both ADC and payload, was developed and used to evaluate safety and
efficacy ER relationships. Results: As of October 30, 2025, PK, safety, and efficacy data were
available for 107 pts with advanced solid tumors. TBW dosing of BG-C9074 led to a maximum
tolerated dose < 7 mg/kg. The ADC and free payload exposures increased with BW for TBW
dosing, while ADC clearance moderately increased with BW leading to higher exposure in high
BW patients (Table 1). Higher ADC exposure was associated with an increased incidence of
Grade =3 treatment-related adverse events (TRAEs), predominantly neutropenia. Early dose
modifications and use of granulocyte colony-stimulating factor were more frequent at higher
doses and exposures. Increased and sustained tumor shrinkage observed in pts with ovarian
cancer (OC) with higher ADC exposure. AiBW enabled a higher tolerable dose at 8 mg/kg, by
normalizing ADC and payload exposure across all bodyweight ranges. Conclusions: AiBW
dosing effectively reduced PK variability compared with TBW dosing, providing more consis-
tent exposure across BW. Higher ADC exposure was associated with increased efficacy, but also
with a higher incidence of manageable TRAEs. AiBW optimizes the risk-benefit profiles across
BW. Clinical trial information: NCT06233942. Research Sponsor: BeOne Medicines Ltd.

Underweight Normal Overweight Obese
(<18.5 kg/m?) (18.5-24.9 kg/m?) (25-29.9 kg/m?) (=30 kg/m?)
Simulated Cycle 1 352 464 533 626
Median ADC exposure at 7 mg/kg TBW (ng/mL)
Simulated Cycle 1 411 448 464 481
Median ADC exposure at 7 mg/kg AiBW (ng/mL)
ADC Exposure Tertile 2 3
Grade >3 TRAE 16.2% (6/37)  27.8% (10/36)  37.8% (14/37)
Grade >3 Neutropenia 10.8% (4/37) 19.4% (7/36) 27% (10/37)
Dose modifications 16.2% (6/37) 19.4% (7/36) 27% (10/37)
Median tumor shrinkage in OC at Week 24 Tumor —28.9% —33.3% —48%

Assessment (N=25)
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Phase | study of BL-M05D1, a novel Claudin18.2-directed antibody-drug conjugate
(ADC), in patients with locally advanced or metastatic Claudin18.2—expressing
solid tumors.

Siyuan Cheng, Xinyi Yang, Shugin Ni, Zuoxing Niu, Xuan Jin, Xiaofeng Chen, Yanru Qin, Wenhui Yang, Yinjie Zhang, Sa Xiao, Hai Zhu, Yi Zhu, Lin Shen; Key Laboratory of
Carcinogenesis and Translational Research (Ministry of Education), Department of Gastrointestinal Oncology, Peking University Cancer Hospital & Institute, Beijing, China;
The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou, China; Shandong Cancer Hospital, Jinan, China; Peking University First
Hospital, Beijing, China; Jiangsu Province Hospital, Nanjing, China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Shanxi Cancer Hospital,
Taiyuan, China; Sichuan Cancer Hospital, Chengdu, China; Baili-Bio (Chengdu) Pharmaceutical Co., Ltd., Chengdu, China; Systimmune, Inc., Redmond, WA; State Key
Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Beijing Key Laboratory of Carcinogenesis and Translational Research, Department of
Gastrointestinal Oncology, Peking University Cancer Hospital & Institute, Beijing, China

Background: BL-Mo5D1 is a novel Claudini8.2-directed ADC with a potent topoisomerase I
inhibitor Ed-04. Results for safety and efficacy data from a phase I study on BL-Mo5D1 in
patients (pts) with locally advanced or metastatic (LA/M) Claudin18.2-expressing solid tumors
are presented. Methods: Pts who had LA/M solid tumors enrolled in dose escalation and dose
expansion phase, and treated with BL-Mo05D1 at 0.66, 2.0, 3.0, 4.0 or 5.0mg/kg on Day 1 every
3 weeks (D1 Q3W). Gastric cancer/gastroesophageal junction cancer (GC/GEJ), biliary tract
cancer (BTC), and pancreatic cancer (PanC) patients with Claudin18.2-expressing enrolled in
dose expansion phase were treated at 2.0, 3.0 or 4.0mg/kg D1 Q3W. Results: As of Nov 30, 2025, a
total of 245 pts were enrolled (87 GC/GEJ, 53 BTC, 104 PanC) and 1 other). The most frequent
grade=3 TRAEs were all hematological, including thrombocytopenia (33.9%), neutropenia
(32.7%), leukopenia (31.8%) and anemia (14.3%); non-hematologic TRAEs were relatively
low. One pt at 5.0mg/kg group experienced grade 3 febrile neutropenia as a DLT. No
treatment-related deaths or ILD were reported. In PanC, BL-Mo5D1 has demonstrated a
promising efficacy with an ORR of 35.7% and mPFS of 5.6 mo at 4.0mg/kg in CLDN18.2-
positive pts; in the second line pts, ORR was 50.0% with a mPFS of 5.7 mo. Furthermore, BL-
Mo5D1 has shown promising efficacies in CLDN18.2-positive GC and BTC with an ORR of 39.2%
and 37.9%, and mPFS of 5.4 mo and 5.9 mo, respectively, at 4.0mg/kg. Efficacy results are
summarized below. Conclusions: BL-M05D1 has demonstrated a promising antitumor activity
with a tolerable safety profile in pts with pretreated Claudini8.2-positive PanC, GC, and BTC.
4.omg/kg D1 Q3W was chosen as RP2D. The data support further development of BL-Mo05D1 in
Claudini8.2-positive PanC, GC, and BTC. Phase III studies are in preparation. Clinical trial
information: NCT06349811. Research Sponsor: Baili-Bio (Chengdu) Pharmaceutical Co., Ltd.

PanC CLDN BTC CLDN
PanC CLDN 182+ % GC CLDN GC CLDN 18.2 +* BTC CLDN 182+ %
PanC- 18.2+* 1 Prior Chemo in 18.2+* 1 Prior Chemoin  BTC- 18.2+* 1 Prior Chemo in
Total® 4.0 mg/kg 4.0mg/kg GC-Total* 4.0 mg/kg 4.0 mg/kg Total® 4.0 mg/kg 4.0 mg/kg
N =81 N=28 N=16 N =79 N = 51 N =29 N =40 N=29 N =20
Median prior 2 (1-4)  2(1-3) / 2(4)  1(13) / 103 109 /

LoT (range)
ORR, % (95%Cl) 17.3 (9.8- 357 (18.6- 50.0 (24.7-75.3) 354 392 (25.8- 44.8 (26.4643) 375 37.9(20.7- 45.0 (23.1-68.5)
27.3) 5 53.9) 57.7

5.9) (25.0- (22.7- 7.7)
47.0) 54.2)

DCR, % (95% CI)  74.1 89.3 (71.8- 100 (79.4-100) 88.6 882(76.1- 86.2(68.396.1) 925  93.1 (77.2- 90.0 (68.3-98.8)
(63.1- 97.7) (79.5- 95.6) (79.6- 99.2)
83.2) 94.7) 98.4)

mFU for PFS 2.8 5.5 4.2 44 44 43 2.8 2.7 2.7

(mo)
mPFS (mo) 4.0 5.6 57 4.4 5.4 7.7 6.9 59 59

“Efficacy analysis included all pts who received at least one dose of BL-M05D1 and with at least one post baseline scan.
#PanC CLDN 18.2 +: IHC 2+/3+ = 50%; GC CLDN 18.2 +: IHC 2+/3+ = 40%; BTC CLDN 18.2 +: IHC1+/2+/3+=30%.

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/NCT06349811
http://meetings.asco.org

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3031 Poster Session

HER2-independent antitumor and pharmacodynamic responses to trastuzumab
deruxtecan in patients with advanced solid tumors.

Sarah Shin, Geraldine Helen O'Sullivan Coyne, Jared C. Foster, Elizabeth Katherine Lee, Arjun Mittra, Cora N. Sternberg, Mary Jane Ong, Brooke Augustine,

Jessica Mukherjee, Sarah Miller, Andrea Voth, Deborah Wilsker, Katherine V. Ferry-Galow, Shahanawaz Jiwani, Srikrishna K. Narava, Cheryl Ann Pickett-Gies,

Ralph E. Parchment, Chris Alan Karlovich, James H. Doroshow, Alice P. Chen; Developmental Therapeutics Clinic/Early Clinical Trials Development Program, Division of
Cancer Treatment and Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD; Biometric Research Program, Division of Cancer Treatment and
Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD; Dana-Farber Cancer Institute, Boston, MA; Division of Medical Oncology, The Ohio State
University Comprehensive Cancer Center, Columbus, OH; Weill Cornell Medicine, NewYork-Presbyterian Hospital, New York, NY; Developmental Therapeutics Clinic/Early
Clinical Trials Development Program, Division of Cancer Treatment and Diagnosis (DCTD), National Cancer Institute (NCI), Bethesda, MD; Division of Cancer Treatment and
Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD; Applied/Developmental Research Directorate, Frederick National Laboratory for Cancer
Research, Frederick, MD; Clinical Pharmacodynamic Biomarker Program, Applied/Developmental Research Directorate, Frederick National Laboratory for Cancer
Research, Frederick, MD; Molecular Characterization Laboratory, Frederick National Laboratory for Cancer Research, Frederick, MD; Cancer Therapy Evaluation Program,
Division of Cancer Treatment & Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD; Division of Cancer Treatment and Diagnosis and Center
for Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, MD

Background: Trastuzumab deruxtecan (T-DXd) is a HER2-directed antibody conjugated to
topoisomerase 1 inhibitor, deruxtecan, payload that is an effective treatment strategy across
several tumor types and various HER2 expressions. The relative contributions of each of the
underlying mechanisms driving the broad clinical activity require further elucidation for the
ongoing rational development of this promising agent. To this end, our pilot study
(NCT04294628) evaluates the pharmacodynamics (PD) of T-DXd in patients (pts) with solid
tumors displaying a variety of HER2 expression levels. Methods: This multicenter pilot study
enrolled pts with HER2-expressing advanced solid tumors as defined by HER2 immunohis-
tochemistry (IHC) score of 1+ or greater or ERBB2 amplifications (amp) or mutations (mut).
Baseline HER2 expression was evaluated by Ventana PATHWAY immunohistochemical (IHC)
analysis. T-DXd was administered at 5.4 mg/kg intravenously once every 3 weeks, in 21-day
cycles (C), with mandatory tumor biopsies collected at baseline, post-dose C1, and pre-dose C3.
Blood samples for biomarker analyses were collected throughout the study. PD biomarkers for
topoisomerase 1 (TOP1) target engagement, consequent DNA damage repair (DDR), and tumor
immune microenvironment changes were analyzed. Overall response was also evaluated.
Results: Sixty-one pts received T-DXd. Eligibility HER2 (eHER2) status was determined from
ptrecords: 21 THC 1+, 22 THC 2+, 7 IHC 3+, 8 ERBB2 amp, 3 ERBB2 mut. Of the 41 pts with baseline
biopsies centrally assessed for HER2 (bHER2) by IHC, 13 had bHER2 scores discordant with
eHER?2, including 8 patients who were eHER2 1-2+ but were bHER2 null. No new safety signals
were observed. One pt had a complete response (cervical, bHER2 3+), 14 pts had confirmed
partial responses (PR), including 3 who were bHER2 null (2 ovarian, 1 uterine), and 5 pts had
unconfirmed PR (uPR). Of the 21 paired biopsies assessable for PD response, 15 demonstrated
TOP1 target modulation and 14 of those 15 also demonstrated DDR induction. Substantial tumor
infiltration and activation of CD8+ T cells at baseline and/or following T-DXd administration
occurred in several patients and were particularly prevalent in those with response. In the one
responding patient where lesion-specific analyses were possible, we observed significant
diameter reduction (3.9 ¢m to 1.9 ¢cm) and PD responses in a bHER2 null lesion. Conclusions:
Clinical responses and target modulation were observed in pts irrespective of bHER2 expres-
sion. Lesion-specific analyses provide evidence of antitumor activity and target engagement
even in abHER2-null lesion. Genomic analyses to identify additional molecular determinants of
response or resistance to T-DXd are ongoing. This project was funded in part by the National
Cancer Institute, National Institutes of Health, under Contract No. 75N91019D00024. Clinical
trial information: NCT04294628. Research Sponsor: National Cancer Institute/U.S. National
Institutes of Health.
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First-in-human phase 1 study of TQB6411, an EGFR/c-Met bispecific antibody-drug
conjugate (ADC), in patients with advanced solid tumors.

Shengxiang Ren, Feng Wang, Jia Yu, Qiyu Fang, Lei Wang, Xiangrui Meng, Zhengzheng Shan, Xiaozhen Liu, Aiwu Li, Tao Jiang, Lingyun Ye, Sha Zhao, Yan Wang, Juanjuan Li,
Dacheng Xie, Xungiang Wang, Ding Yu, Yafei Wang, Yong Tang; Shanghai Pulmonary Hospital, School of Medicine, Tongji University, Shanghai, Shanghai, China;
Department of Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, Henan, China; Department of Medical Oncology, Shanghai Pulmonary Hospital,
School of Medicine, Tongji University, Shanghai, Shanghai, China; Department of Medical Oncology, Shanghai Pulmonary Hospital, School of Medicine, Tongji University,
Shanghai, China; Department of Oncology, Shanghai Pulmonary Hospital, Tongji University School of Medicine, Shanghai, China; The First Affiliated Hospital of Zhengzhou
University, Zhengzhou, China; Department of Medical Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Shanghai Pulmonary Hospital,
School of Medicine, Tongji University, Shanghai, China; Chia Tai Tianging Pharmaceutical Group Co., Ltd., Nanjing, China; Chia Tai TianQing Pharmaceutical Group Co., Ltd,
Nanjing, Jiangsu, China

Background: EGFR and c-Met overexpression are common across various solid tumors.
TQB6411 is a novel ADC binding to both EGFR and c-Met with a valency of 1:2 to enhance
the affinity to c-Met. Here we report the preliminary results of this first-in-human phase 1
study of TQB6411(NCT07043751). Methods: Patients (pts) with advanced malignant tumor who
had failed or were intolerant to standard treatment were eligible. TQB6411 was administered
intravenously once every 3 weeks. An accelerated titration design was used for the initial dose
level (0.8 mg/kg), followed by a conventional 3+3 dose escalation design for the remaining dose
levels. The primary endpoints were dose-limiting toxicity (DLT), recommended phase II dose
and safety. Results: As of December 31, 2025, 26 pts were enrolled and received research
treatment (median age [range], 60[33—75] years; 46.2% female). The most common diagnosis
was non-small cell lung cancer (NSCLC, 21 pts), followed by esophageal cancer (EC, 3 pts) and
colorectal cancer (CC, 2 pts). All pts had received at least one previous line of systemic treat-
ment. Dose group assignments were as follows: 1in 0.8mg/kg, 3 in 2.4mg/kg, 13 in 4mg/kg, 6 in
5.3mg/kg, and 3 in 6.6mg/kg. By the data cutoff date of January 9, 2026, the dose had been
escalated to 6.6mg/kg, with no DLT occurring. The median treatment duration was 3 cycles
(rang:1-9). In 22 pts who were followed up for at least 21 days, 19 (86.4%) experienced at least 1
treatment-related adverse event (TRAE). The most common TRAEs included asthenia (54.5%),
infusion reaction (50.0%, decreasing to 38.9% in the =4 mg/kg dose group after prophylaxis
modification), myalgia (27.3%), alopecia (22.7%), and neutrophil count decreased (22.7%). No
interstitial lung disease occurred. Only 4 cases of grade 3 AEs (two of neutrophil count
decreased, one of allergic shock, one of white blood cell count decreased) were observed in
3 pts and were all attributed to TQB6411. No = grade 4 AEs occurred. In the =4 mg/kg dose
group, 8 pts received at least one imaging assessment, 4 achieved a partial response (PR), giving
an objective response rate of 50.0%. The disease control rate was 100%. The details of efficacy
results are shown in the table below. Conclusions: In this ongoing phase 1 study. TQB6411
showed an impressive safety profile, with a lower incidence of higher-grade TRAEs (especially
lower haematological toxicities), and encouraging efficacy, with tumor responses could be
observed even in the relatively lower dose group. Clinical trial information: NCT07043751.
Research Sponsor: None.

4mg/kg (N = 6) 5.3mg/kg (N=2)
PR, n 3 (NSCLC: 2, EC:1) 1(NSCLC)
SD, n 3 (NSCLC) 1 (NSCLC)
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Clinical outcomes in phase 1 study of EBC-129, a first-in-class, anti—N256-
glycosylated CEACAM5 and CEACAMG6 antibody-drug conjugate (ADC), in pa-
tients with gastroesophageal adenocarcinomas.

Wei-Peng Yong, Matthew C. H. Ng, Sunnie S. Kim, Funda Meric-Bernstam, Venkateshan Srirangam Prativadibhayankaram, Inderjeet Singh, Julienne Cometa,
Stephanie Blanchard, Ranjani Nellore, Kunal J. Shah, Yock-Ann Lee, Chek Shik Lim, Bong Hwa Gan, Nurul Rozaini, Nur Quraishah Adanani, Joe Yeong, Veronica Diermayr;
National University Cancer Institute Singapore (NCIS), Singapore, Singapore; National Cancer Centre Singapore, Singapore, Singapore; University of Colorado Hospital,
Aurora, CO; Department of Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; Experimental Drug Development Centre,
Singapore, Singapore; Experimental Drug Development Centre (EDDC), Singapore, Singapore; Experimental Drug Development Centre (EDDC), A*STAR, Singapore,
Singapore; Institute of Molecular and Cell Biology (IMCB), Agency for Science, Technology and Research (A*STAR), Singapore, Singapore

Background: Gastro-oesophageal adenocarcinoma (GEA) is an aggressive malignancy with
limited treatment options. EBC-129 is a first in class MMAE-linked ADC against both, N256-
glycosylated CEACAM5 and 6. Previously reported dose escalation data identified 1.8 and 2.2
mg/kg Q3W as the RP2Ds. Here we report pooled safety and efficacy data of GEA patients
enrolled in dose escalation (DEs) and expansion (DEx) cohorts of the Phase 1 study
(NCT05701527). Methods: This study consisted of DEs and DEx cohorts. Previously treated
patients with histologically confirmed, locally advanced or metastatic GEA with centrally
confirmed immunohistochemistry (IHC) positivity at =20% at 2* and/or 3" on archival samples
were enrolled. Objectives were to evaluate safety, efficacy, PK of EBC-129, administered every
3 weeks. Results: A total of 21 GEA patients were enrolled (4 in DEs and 17 in DEx). Pre-screening
data shows that 57% and 777% are positive in IHC at cut-offs of =20% at 2/3" and =1% at 37,
respectively. Patients received 1.2 (n=1), 1.8 (n=9), 2.0 (n=1) or 2.2 (n=10) mg/kg EBC-129 Q3W.
81% were male; mean age 59.0 years; median 3 (range 1-9) lines of previous treatments with
62% prior taxane treated. At data cut-off (9™ Jan 2026), 3 patients are continuing treatment, 12
patients had radiological progression, 3 had clinical progression, and 3 patients withdrew from
treatment. Among the 17 evaluable patients, the ORR, DCR and median PFS are outlined in the
table below. ORR of 50% was seen in patients with an IHC =50%. 65% of patients had any
tumour shrinkage overall. Infusion related reactions (IRRs) were seen in 43% of patients most
being Grade 1/2 and resolved or reduced with premedication; except for 1 patient who had Grade
3 IRR. The other =3 Grade TRAEs (CTCAE v5) included neutropenia (52.4%), anaemia (14.3%),
WBC count decreased (9.5%), diarrhoea (9.5%); and amylase increase, vomiting, anorexia,
nausea in 1 patient each (4.8%). 4 patients (19.0%) experienced peripheral neuropathy (3 grade
1,1 grade 2). Other than the 1 patient with Grade 3 IRR, no other drug-related discontinuations
occurred in this cohort. Higher antigen expression levels correlated with better response.
Conclusions: EBC-129 shows promising clinical activity in heavily treated GEA patients
with a manageable tolerability profile. Further evaluation in 2L GEA is planned. Clinical trial
information: NCT05701527. Research Sponsor: National Research Foundation.

Efficacy results from EBC-129-01, GEA cohort.

Dose IHC status” ORR* DCR mPFS (wks)
1.8 mg/kg =20% (n=7) 28.5% 85.7% 18.1

1.8 mg/kg =50% (n=4) 50% 100% 292
2.2 mg/kg =20% (n=8) 25.0% 75.0% 101

2.2 mg/kg =50% (n=5) 40% 80% 9.3
Overall (All doses) =20% (n=17)" 29.4% 82.4% 17.86
Overall (All doses) =50% (n=10)" 50% 90% 214

*Centrally confirmed IHC positivity at 2* and/or 3* on archival samples were enrolled; *Includes one
patient with unconfirmed response; #1 patient each at 1.2 mg/kg and 2.0 mg/kg.
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Real-world effectiveness of sacituzumab govitecan (SG) versus trastuzumab
deruxtecan (T-DXd) in HER2-negative (HER2-) metastatic breast cancer (MBC) in
China: A propensity-score—matched study.

Biyun Wang, Mu Li, Yannan Zhao, Gang Li, Mei Yang, Peng Yuan, Die Sang; Department of Medical Oncology, Fudan University Shanghai Cancer Center, Shanghai, China;
Department of Medical Oncology, Fudan University Shanghai Cancer Center, Shanghai, Shanghai, China; Minhang Branch, Fudan University Shanghai Cancer Center,
Shanghai, Shanghai, China; Special Medical Department, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of
Medical Sciences and Peking Union Medical College, Beijing, Beijing, China; Department of Medical Oncology, Beijing Chaoyang District Sanhuan Cancer Hospital, Beijing,
China

Background: SG and T-DXd are both antibody-drug conjugates (ADC) approved in China for
HER2- MBC patients. However, direct real-world comparisons between these two therapies in
HER2- MBC patients in China remain limited. This study aimed to evaluate and compare clinical
outcomes of SG and T-DXd in Chinese patients with HER2- MBC in real-world practice.
Methods: This retrospective study included 306 HER2- MBC patients, with 151 treated with
SG and 155 treated with T-DXd. Separate propensity score matching (PSM) was performed for
the triple-negative (TN) and hormone receptor-positive (HoR+) cohorts, respectively. Match-
ing variables for both cohorts included age, HER2 expression, prior ADC use, number and site of
metastases (liver, brain), and prior lines of therapy. For TN cohort only, DFI, prior taxane and
PD-1/PD-L1 inhibitor use were additionally matched (caliper = 0.1). Clinical outcomes included
real-world progression-free survival (rwPFS), overall survival (0S), objective response rate
(ORR) and disease control rate (DCR). Results: Median follow-up was 13.4 mo (SG-TN), 12.0 mo
(SG-HoR+), 12.4 mo (T-DXd-TN), and 12.0 mo (T-DXd-HoR+). After PSM, 33 TN patients and
28 HoR+HER2- patients were matched in each treatment group. Baseline clinical character-
istics were well-balanced. In TN patients, rwPFS was comparable between SG and T-DXd (5.0 vs
5.7 mo, HR=0.63, P=0.138). The comparable effectiveness of SG and T-DXd was also observed in
both HER2-null (P=0.498) and HER2-low (P=0.250) subgroup. Meanwhile, SG showed a trend
toward improved rwOS (NR vs 13.1 mo, HR=1.75, P=0.216). However, T-DXd demonstrated
significantly higher ORR (18.2% vs 45.5%, P=0.017) and DCR (45.5% vs 75.8%, P=0.012)
compared to SG. In HoR+HER2- patients, T-DXd showed significantly longer rwPFS compared
to SG (9.8 vs 5.5 mo, HR=0.41, P=0.010), especially among those with HER2-low disease (8.4 vs
5.3 mo, HR=0.36, P=0.007); OS data were immature. ORR (14.3% vs 39.3%, P=0.035) and DCR
(42.9% vs 85.7%, P<0.001) favored T-DXd, as well. Subgroup analyses indicated that T-DXd in
those with DFI >12 months prolonged rwPFS than SG (10.2 vs 3.5 mo, HR=0.46, P=0.036). In
HoR+ patients, the median rwPFS was significantly longer in T-DXd group than SG group in the
majority of subgroups. Conclusions: In this real-world PSM analysis, T-DXd showed improved
rwPFS compared with SG in HoR+HER2- MBC patients, while both regimens had generally
comparable effectiveness in TN patients. These findings suggest that treatment selection may
be influenced by hormone receptor status and the duration of DFI. Further prospective studies
are warranted to validate these observations. Research Sponsor: None.
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BC3195, a novel ADC targeting cadherin-3 (CDH3): Preliminary results of a phase |
study in patients with advanced solid malignancies (study BC3195-102).

Madison Conces, Jennifer M. Specht, Alain C. Mita, Eric Keith Rowinsky, Leah Dimascio, Yiwei Wang, Monica M. Mita; Department of Oncology, University Hospitals
Seidman Cancer Center, Case Western Reserve University, Cleveland, OH; University of Washington, Seattle, WA; Early Phase Development Therapy, Hoag Family Cancer
Institute, Newport Beach, CA; Biocity Biopharmaceutics Co. Ltd, Shanghai, China; Hoag Family Cancer Institute, Newport Beach, CA

Background: Cadherin-3 (CDH3), a calcium-dependent adhesion glycoprotein, is overex-
pressed on lung, breast, ovarian, colorectal, pancreatic, head-neck and other malignancies,
but expression on nonmalignant tissue is negligible. CDH3 is essential for cancer cell prolif-
erative signaling and is associated with aggressiveness, invasiveness and poor prognosis.
BC3195 is an antibody-drug conjugate (ADC) comprised of an antibody targeting CDH3, a
cleavable linker and a monomethyl auristatin E (MMAE) payload. Methods: Two phase Ia/Ib
studies of BC3195, whose objectives are to evaluate the safety, pharmacokinetics (PK) and
preliminary antitumor activity of the ADC, are enrolling patients (pts) with advanced solid
malignancies in the US (BC3195-102) and China (BC3195-101). In both studies, BC3195 is
administered as a 1-hour (h) IV infusion every 3 weeks. In BC3195-102, dose escalation
uses a BOIN design with pre-selected dose levels (DLs) of 1.8 and 2.4 mg/kg and an algorithm
to explore lower or intermediate DLs based on safety. Results: As of data cut-off (Dec 30, 2025),
16 pts have been enrolled at DLs of 1.2 (3 pts), 1.5 (3 pts), 1.8 (9 pts), and 2.4 mg/kg (1 pt).
Fourteen (87.5%) pts had received =3 prior treatment. Fatigue (81.3%) and stomatitis (62.5%)
were the main adverse events (AEs). Three pts (18.8%) had Grade =3 AEs, two of which were
Grade 3 stomatitis in the first week post-treatment of Cycle 1 at the 1.8 mg/kg DL of Cohort 1.
The dose of BC3195 was subsequently de-escalated to 1.2 mg/kg and then re-escalated to 2.4
mg/kg along with preventative measures, which included ice chip mouth rinses, dexameth-
asone mouthwash, and B vitamins in the peri-treatment period, and topical steroids for any
skin rash. There was no further stomatitis of Grade 3 severity after implementation of these
measures; 1 pt had a Grade 3 rash in Cycle 2 at 1.5 mg/kg that responded rapidly to oral steroids.
Neither ocular nor neurotoxicity have been noted. Of 16 pts evaluable for tumor response
(RECISTv1.1), 3 partial responses occurred in heavily pretreated pts with HER+ breast cancer,
prostate cancer, and fibrosarcoma, all of whom were treated at the 1.8 mg/kg DL. Preliminary PK
results (1.2-1.8 mg/kg) include med T)y,,x values of 1 h for both ADC and total antibody (TA),
whereas med Ty,ax values for free MMAE range from 65 to 89 h. At 1.8 mg/kg, mean t,,, values
are58h,92h, and 95 hfor the ADC, TA and MMAE, respectively. ADC exposure has been highest
at 1.8 mg/kg, with mean Cy,,x and AUCy,¢; values of 31.8 pg/mL and 1297 pg*h/mL, respectively.
Conclusions: BC3195 has a manageable safety profile, favorable PK characteristics and dem-
onstrated preliminary antitumor activity in several types of heavily pretreated advanced solid
malignancies. Based on shared safety data, enrolment in both BC3195-102 (US) and BC3195-101
(China), which is in dose expansion, is converging on the 2.1 mg/kg DL (NCT06548672). Clinical
trial information: NCT06548672. Research Sponsor: Biocity Biopharmaceutics Co. Ltd.
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XNW27011, a Claudin 18.2(CLDN18.2) targeted antibody-drug conjugate (ADC), in
patients with CLDN18.2-positive gastric/gastroesophageal junction adenocarci-
noma (G/GEJA): A phase 2 study.

Linlin Wang, Tianshu Liu, Zeng-Qing Guo, Jieer Ying, Meili Sun, Qing Wen, Zhenyang Liu, Jingdong Zhang, Ting Deng, Jun Zhao, Lixin Wan, Fangling Ning, Feng Wang,
Jin Xia, Dan Zhao, Dongrun Zhu, Hui Zhao, Hongxia Zheng, Jinming Yu; Affiliated Hospital of Shandong First Medical University, Jinan, China; Zhongshan Hospital, Fudan
University, Shanghai, China; Fujian Cancer Hospital, Fuzhou, China; Zhejiang Cancer Hospital, Hangzhou, China; Central Hospital Affiliated to Shandong First Medical
University, Jinan, China; Department of Gastrointestinal Oncology and Urology, Hunan Cancer Hospital, Changsha, China; Liaoning Cancer Hospital, Shenyang, China;
Tianjin Medical University Cancer Institute & Hospital, Tianjin, China; Changzhi People’s Hospital, Changzhi, China; Nanyang Central Hospital, Nanyang, China; Binzhou
Medical University Hospital, Binzhou, China; Affiliated Hospital of Binzhou Medical University, Binzhou, China; Anyang Cancer Hospital, Anyang, Henan, China; Evopoint
Biosciences Co., Ltd., Suzhou, China; Evopoint Biosciences Co., Ltd., Chengdu, China

Background: The prognosis of G/GEJA remains poor, especially in late line patients (pts). mPFS
for G/GEJA pts who received = 2 prior lines of standard therapy is 1.6 - 2.6 months (mos).
XNW27011 is a novel antibody-drug conjugate (ADC) targeting CLDN18.2, a promising ther-
apeutic target that is aberrantly expressed in patients with G/GEJA. Methods: This phase 2 study
aims to evaluate the efficacy and safety of XNW27011. Adult pt with advanced solid tumors who
has failed standard therapy or is intolerable to available standard therapy/without available
standard therapy, and with CLDN18.2 expression in =5% tumor cells (TC) with IHC
staining =2+ (IHC=2+, TC=5%, EPR19202) were enrolled, including G/GEJA pts. All patients
had measurable disease (RECIST v1.1) and ECOG 0-1. Patients received XNW27011 at 2.4-4.8 mg/
kg Q3W. Endpoints included ORR for efficacy, TRAE events for safety and PK parameters.
Results: As of Dec 29, 2025, a total of 86 eligible G/GEJA pts were enrolled at 2.4-4.8 mg/kg.
IHC=2+, TC=20% was chosen as the CLDN18.2 expression criteria for further development of
XNW27011. Here, we report the results in G/GEJA pts with CLDN18.2 expression of IHC=2+,
TC=20%. Safety: 71 enrolled pts had CLDN18.2 expression of IHC=2+, TC=20%. The median
age was 57.0 years, 87.3% of the pts had received =2 lines of systemic therapy, 85.9% of the pts
had received immune checkpoint inhibitors. The common TRAEs (=20%) included anemia,
nausea, white blood cell count decreased, decreased appetite, neutrophil count decreased,
vomiting, weight loss, hypoalbuminemia, asthenia, platelet count decreased, lymphocyte
count decreased and hypokalemia. Efficacy: At 3.0 mg/kg, 26 patients were evaluable for
efficacy, with 23 and 3 pts had received =2 and 1 prior lines of systemic therapy, respectively.
The median follow-up(mFU) was 11.3 mos, cORR and cDCR were 65.4% and 84.6%, respec-
tively. mPFS was 5.7 mos and mOS was 11.7 mos. Among the 23 pts who had =2 prior lines of
therapy, the mPFS was 6.8 mos and mOS was 11.9 mos, with the mFU of 11.5 mos. Notably, one
patient previously treated with CLDN18.2-targeted therapy still demonstrated durable clinical
benefit, with PFS of 11.3 mos and still remains on treatment as of data cutoff date. Pharma-
cokinetics: At doses from 0.6 - 6.0 mg/kg in pts with solid tumors including G/GEJA, XNW27011
exposure (Cnax and AUC,_..) increased in an approximately dose proportional manner with a
half-life of 5~7 days. Across all dose levels, circulating blood payload concentrations were low
with 3.3% ADA positive rate. Conclusions: XNW27011 demonstrated promising anti-tumor
activity and a manageable safety profile in CLDN18.2-positive G/GEJA. A pivotal phase 3 study
evaluating XNW27011 as a =3 line therapy in G/GEJA pts is currently ongoing. Clinical trial
information: NCT06792435. Research Sponsor: Evopoint Biosciences Co., Ltd.
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First-in-human study of DM002, an anti-MUC1/HER3 bispecific antibody-drug
conjugate, in patients with advanced solid tumors.

Xian Jun Yu, Jian Zhang, Udit Nindra, Joe Wei, Siqing Fu, Ganessan Kichenadasse, Guiling Li, Zhisong He, Jundong Li, Yuanming Shen, Xiaohua Wu; Fudan University
Shanghai Cancer Center, Shanghai, China; Cancer Care Wollongong, Wollongong, Australia; Scientia Clinical Research, Randwick, Australia; The University of Texas MD
Anderson Cancer Center, Houston, TX; Southern Oncology Clinical Research Unit, Bedford Park, SA, Australia; Union Hospital, Tongji Medical College, Huazhong University
of Science and Technology, Wuhan, China; The First Hospital of Peking University, Beijing, China; Sun Yat-sen University Cancer Center, Guangzhou, China; Women's
Hospital School of Medicine Zhejiang University, Hangzhou, China

Background: DMoo02 is a bispecific ADC (BsADC) conjugated to BLD1102, a linker/payload
system composed of a linker and a DNA topoisomerase I inhibitor (BCPT02), targeting MUC1
and HER3 with an average DAR value of 8. MUC1 and HER3 are highly co-expressed in several
types of solid tumors, for which DM002 has demonstrated robust anti-tumor activity in PDX/
CDX models. Methods: This is a First-in-human dose-escalation study (NCT06751329). Pa-
tients (pts) with advanced solid tumors received DM002 by IV administration from 1 to 6.0 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 v 1.1. 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 28
Dec 2025, a total of 29 pts from China, United states of America and Australia were enrolled and
received =1 dose of DM002 across 5 dose cohorts. Median age was 61 years (range 45-80).
Baseline ECOG scores were 0 (n=8), 1 (n=21) with all pts progressed after an average of 2.5
(range 1-5) prior lines of available standard therapy. There were three dose-limiting toxicities
observed in 2 patients at 6.0 mg/kg. The MTD is 4.5mg/kg. Nineteen pts (65.5%) experienced
treatment-related adverse events (TRAEs), mainly manifested as hematological toxicity and
gastrointestinal reactions. the most common TRAEs (=15%) including: nausea (37.9%), neu-
tropenia (37.9%), thrombocytopenia (34.5%), anemia (31%), vomiting (27.6%), leukopenia
(20.7%), hyponatremia (20.7%), diarrhea (17.2%), alanine aminotransferase increased
(17.2%), hypoalbuminemia (17.2%). Most TRAEs were Grade 1-2 and Grade =3 TRAEs reported
in 12 pts (9 neutropenia, 5 leukopenia, 4 thrombocytopenia, 3 anemia, 2 lymphocytopenia,
hyponatremia and febrile neutropenia, 1 aspartate aminotransferase increased, blood bilirubin
increased, monocyte count decreased, myelosuppression, hypocalcemia, malaise and infec-
tion). No ILD was observed. Among 15 pts having imaging tumor assessment by RECIST v1.1,
there were 3 PRs, including 1 pt with prostate cancer and 1pt with ovarian cancer at 3.0 mg/kg,
and 1 pt with pancreatic cancer at 4.5 mg/kg, and 8 pts with stable disease (SD). In the 3.0/4.5/
6.0 mg/kg dose groups, a total of 8 pancreatic pts underwent imaging tumor assessment, with 1
pt achieving PR, and 5 pts achieving stable disease (SD). Conclusions: DMo002 is safe and
tolerable up to 4.5 mg/kg dose level. In pancreatic cancer, prostate cancer and ovarian cancer,
DMoo02 has demonstrated an encouraging efficacy with a manageable safety profile. The
putative RDEs are 3.0 and 3.5 mg/kg which will be further evaluated in phase II trials. Clinical
trial information: NCT06751329. Research Sponsor: None.
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A phase 1b/2 study of JK06, a 5T4-targeted antibody-drug conjugate (ADC), in
patients with unresectable locally advanced or metastatic cancer.

Omar Saavedra, Fabricio Racca, Valentina Boni, Emiliano Calvo, Brant Delafontaine, Sylvie Rottey, Bernd Dekeyser, Hans Prenen, Maria de Miguel, Valentina Gambardella,
Lionel A. D'Hondt, Vladimir Galvao, Jonathan P. McNally, Jennifer Lindelien, Alice Drumheller, Jijun Dong, Samuel Murphy, Shalabh Singhal, Naimish Pandya, Nuria Kotecki;
New Experimental Therapeutics (NEXT), Hospital Universitario Quironsalud, Barcelona, Spain; NEXT Oncology Barcelona, Hospital Universitario Quirénsalud, Barcelona,
Spain; NEXT Oncology Madrid, University Hospital Quironsalud, Madrid, Spain; START Madrid-CIOCC, Centro Integral Oncolégico Clara Campal, Madrid, Spain; Universitair
Ziekenhuis Ghent, Ghent, Belgium; Department of Medical Oncology, Ghent University Hospital, Ghent, Belgium; University Hospital Antwerp, Antwerp, Belgium; University
Hospital Gasthuisberg, Leuven, Belgium; START Madrid - CIOCC, Madrid, Spain; Department of Medical Oncology, INCLIVA Biomedical Research Institute, University of
Valencia, CIBERONC, Instituto de Salud Carlos IlI, Valencia, Spain; CHU UCL Namur, Yvoir, Belgium; Vall d'Hebron Institute of Oncology (VHIO), Barcelona, Spain; Salubris
Biotherapeutics, Inc., Gathershurg, MD; Salubris Biotherapeutics, Gaithersburg, MD; Salubris Biotherapeutics, Inc., Gaithersburg, MD; Université libre de Bruxelles (ULB),
Hopital Universitaire de Bruxelles (H.U.B), Institut Jules Bordet, Bruxelles, Belgium

Background: 5T4, a Type I transmembrane glycoprotein, is over expressed in a broad spectrum
of solid tumors. It modulates the CXCR4 & WNT signaling pathways contributing to epithelial to
mesenchymal transition contributing to metastatic progression & correlates with poor clinical
outcomes among a range of cancers, such as NSCLC, CRC & ovarian. JK06 is a tetravalent,
biparatopic DAR2 MMAE ADC targeting 5T4, providing picomolar affinity & enhanced inter-
nalization to compensate for generally lower 5T/ expression levels & poor intrinsic internal-
ization kinetics. Methods: Pts with advanced relapsed/refractory solid tumors, unselected for
5T/ expression, receive IV JKo6 monotherapy once every 3 wks. Dose escalation has been
completed, and the study is currently enrolling multiple tumor-specific cohort expansions with
randomization across two doses of JK06 to identify an RP2D in NSCLC & breast cancer. Fresh &
archival tumor biopsies are being collected for retrospective correlation of 5T/ expression to
efficacy & safety. Responses are assessed every 9 wks per RECIST v1.1. Exploratory evaluations
of changes in quality of life after JKo6 treatment are included in cohort expansions. Results: To
date, 80 refractory metastatic solid tumor pts (n = 39 in dose esc; n = 41 in cohort expansions)
have been treated, median age of 60 yrs, >70% treated with = 3 prior lines of therapy,
including >75% of treated pts with prior taxane exposure. Treatment has been well-
tolerated with predominantly low-grade treatment-related adverse events (TRAEs) (Gr 1 &
2), such as fatigue (35%), alopecia (18%), decreased appetite (18%), dry eye (10%) & peripheral
sensory neuropathy (PSN) (9%). Among 70 pts have sustained JKo6-related Gr 3 adverse events
(AEs): fatigue, malaise, gait disturbance, keratitis, vomiting, corneal ulcer, & PSN, that re-
solved, with two continuing treatment with dose reduction; no Gr 4 JKo6-related AEs have been
observed to date. Four pts underwent dose reductions, and five additional pts were discontinued
due to TRAEs. Among 19 response-evaluable NSCLC pts to date, a 32% ORR has been observed,
with 1 confirmed complete response (cCR), 4 confirmed partial responses (cPR) (one with CNS
response) & 1 with unconfirmed partial responses (uPR), with the longest continuing therapy
for 51 wks. Responses have been observed in adenomatous, squamous & EGFR mutant NSCLC
pts. One of seven evaluable breast cancer pts (14% ORR) achieved a cPR and remained on
treatment for >27 wks. Conclusions: To date, JKo6 demonstrates promising emerging clinical
activity in refractory NSCLC & breast cancer at multiple dose levels while being well tolerated
without significant drug-related toxicities. Updated safety & clinical activity data from both
dose escalation & expansion cohorts, including the initial assessment of dose randomization,
will be presented. Clinical trial information: NCT06667960. Research Sponsor: None.
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Efficacy and safety of XNW27011, a Claudin-18.2 targeted (CLDN18.2) ADC, in
advanced pancreatic ductal adenocarcinoma: A phase 2 study.

Linlin Wang, Tianshu Liu, Zeng-Qing Guo, Jieer Ying, Jingdong Zhang, Jufeng Wang, Ninggang Zhang, Xin Wang, Gang Wang, Xianglin Yuan, Yonggiang Li, Ting Deng,
Qifeng Shi, Dan Zhao, Tao Wang, Juan Luo, Hui Zhao, Hongxia Zheng, Jinming Yu; Affiliated Hospital of Shandong First Medical University, Jinan, China; Zhongshan
Hospital, Fudan University, Shanghai, China; Fujian Cancer Hospital, Fuzhou, China; Zhejiang Cancer Hospital, Hangzhou, China; Liaoning Cancer Hospital, Shenyang,
China; Henan Cancer Hospital, Zhengzhou, China; Shanxi Province Cancer Hospital, Taiyuan, China; Shanxi Provencial Cancer Hospital, Taiyuan, China; The First Affiliated
Hospital of University of Science and Technology of China, Hefei, China; Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan,
China; Guangxi Medical University Affiliated Cancer Hospital, Nanning, China; Tianjin Medical University Cancer Institute & Hospital, Tianjin, China; Evopoint Biosciences
Co., Ltd., Chengdu, China; Evopoint Biosciences Co., Ltd., Suzhou, China

Background: Pancreatic ductal adenocarcinoma (PDAC) is an aggressive malignancy with a
historically poor prognosis, the median overall survival (mOS) for PDAC patients (pts) who
received = 1 prior lines of standard treatments is only 6.2 to 7.4 months(mos). XNW27011 is a
novel and potent Topoisomerase inhibitor (TOP1i)-based ADC targeting CLDN18.2. In preclin-
ical studies, XNW27011 demonstrated antitumor activities in PDAC, supporting its progression
into clinical development. Here, we report results of XNW27011 in pts with PDAC. Methods: The
objectives of this phase 2 study were to evaluate the efficacy and safety of XNW27011 in PDAC,
and to optimize doses for subsequent confirmatory trials. Pts with PDAC expressing CLDN18.2
(defined as =5% tumor cells with =2+ IHC staining) who had received prior systemic therapy
were treated with XNW27011 at doses from 2.4 - 4.8 mg/kg, Q3W. The primary endpoint was
ORR, secondary endpoints included TRAEs for safety, DCR, PFS, OS, and PK parameters.
Results: As of Dec 29, 2025, a total of 48 pts had been enrolled with majority of them being
enrolled in 3.0 mg/kg group. Among the 48 pts, the ECOG PS was 0 or 1, the median age was 59.0
years. 18 pts (37.5%) had received 1 prior line of systemic therapy. 22 pts (45.8%) had been
treated with TOP1i. Efficacy: A total of 30 PDAC pts in the 3.0 mg/kg dose group were evaluable
for efficacy. The ORR and DCR was 26.7% and 83.3%, respectively. mPFS and mOS was 4.1 and
10.0 mos, respectively. Among the 13 pts who had received only one prior line of therapy, the
ORR was 46.2% and the DCR was 100.0%, mPFS was 4.4 mos, OS was not mature yet. However,
the current mOS was 10.1 mos with the median follow-up of 8.1 mos. Detailed efficacy data are
presented in the table. Among the pts who were previously treated with TOP1i, the median
follow-up was 7.9 mos, the mPFS and mOS were 5.2 and 10.0 mos, respectively. Safety: Among
the 48 PDAC pts, the incidence of treatment-related adverse events (TRAES) was100.0%. The
incidence of Grade =3 TRAEs and serious TRAEs were 77.1% and 58.3%, respectively. 35.4% and
6.3% of the TRAESs led to dose reduction and discontinuation, respectively. The most common
TRAEs included nausea (77.1%), vomiting (64.6%), decreased appetite (64.6%) and anemia
(62.5%). Pharmacokinetics: At doses of 0.6-6.0 mg/kg in patients with solid tumors including
PDAC, the XNW27011 exposure (Cnax and AUC,_..) increased in an approximately dose pro-
portional manner with a half-life of 5~7 days. Across all dose levels, circulating payload blood
concentrations were low with 3.3% ADA positive rate. Conclusions: XNW27011 showed a
manageable safety profile and encouraging survival outcome in pts with PDAC expressing
CLDN 18.2, supporting its further clinical development as a promising therapeutic option for
patients with PDAC expressing CLDN 18.2. Clinical trial information: NCT06792435. Research
Sponsor: Evopoint Biosciences Co., Ltd.
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Safety, efficacy, and pharmacokinetics of XNW28012, a tissue factor antibody-drug
conjugate (ADC) with topoisomerase 1 inhibitor (TOP1i) payload, in patients with
advanced solid tumors: Results from a phase I/1l study.

Miaoyan Wei, Si Shi, Jian Zhang, Jialin Li, Nan Du, Zhongtao Zhang, Qiaofei Liu, Haiping Jiang, Jie Tang, Fangling Ning, Yongsheng Li, Qiong Yang, Honglin Hu, Meili Sun,
Zuoxing Niu, Meijie Le, Hongxia Zheng, Jin Xu, Xiaohua Wu, Xianjun Yu; Fudan University Shanghai Cancer Center, Shanghai, China; Beijing Friendship Hospital, Capital
Medical University, Beijing, China; Peking Union Hospital, Chinese Academy of Medical Sciences, Beijing, China; The First Affiliated Hospital, Zhejiang University School of
Medicine, Hangzhou, China; Hunan Cancer Hospital, Changsha, China; Binzhou Medical College Affiliated Hospital, Binzhou, China; Chongqing University Cancer Hospital,
Chonggqing, China; Sun Yat-sen Memorial Hospital, Sun Yat-sen University, Guangzhou, China; Sichuan Provincial People’s Hospital, Chengdu, China; Central Hospital
Affiliated to Shandong First Medical University, Jinan, China; Shangdong Cancer Hospital, Jinan, China; Evopoint Biosciences Co., Ltd., Suzhou, China

Background: Tissue factor (TF) is overexpressed in a broad range of solid tumors including
pancreatic ductal adenocarcinoma (PDAC). XNW28012 is the first TF ADC with a novel TOP1i
payload. Here we report the safety and PK of XNW28012 in patients (pts) with solid tumors, and
the efficacy in PDAC from a Phase I/II study. Methods: Eligible pts who failed standard therapy
received XNW28012 Q3W. TF expression was not required for enrollment. The primary end-
points for dose escalation and expansion were safety and ORR, respectively. BOIN design was
used for dose escalation. Eligible pts with PDAC and other solid tumors were enrolled at 2.0 and
2.4, mg/kg for dose expansion. Results: As of Nov. 21, 2025, 313 pts were enrolled (escalation: 16;
expansion: 297), with median age of 56.3 yrs; 77.0% of ECOG 1; and 56.9% received =2 lines of
prior systemic therapy. TEAEs in =20% pts were anemia (62.0%), stomatitis (60.1%), nausea
(49.5%), WBC count decreased (47.0%), appetite decreased (43.1%), neutrophil count de-
creased (39.9%), vomiting (39.6%), asthenia (35.5%), weight decreased (30.7%), conjuncti-
vitis (29.4%), rash (28.1%), hypokalemia (23.3%), hyponatremia (21.4%), and
hypoalbuminemia (21.1%). =Grade 3 TEAEs in =5% pts were stomatitis (17.6%), neutrophil
count decreased (14.4%), WBC count decreased (12.8%), anemia (11.5%), and lymphocyte count
decreased (8.3%). Dose interruption, reduction and discontinuation due to TEAE occurred in
60.7%, 22.0%, and 3.8% of the pts, respectively. Grade 3 conjunctivitis was reported in 2.9% pts
across the doses. Most common bleeding AE was epistaxis (12.1%), all grade 1/2.1 pt at 3.6 mg/
kg experienced DLT (grade 4 neutropenia, grade 3 stomatitis). 16 pts were enrolled in dose
escalation from 0.6 to 3.6 mg/kg. ORR and DCR were 46.7% and 100%, respectively in 15
evaluable pts including PDAC, ovarian cancer, cervical cancer, and head and neck squamous cell
carcinoma. In dose expansion, 45 and 48 PDAC pts were efficacy evaluable at 2.0 and 2.4 mg/kg,
with a median follow up of 4.4 m and 6.0 m, respectively. Efficacy data in PDAC pts in dose
expansion were summarized in the Table. PK data showed dose proportionality and very low
payload exposure in the system indicating stable linker. Conclusions: XNW28012
demonstrated a manageable safety profile in heavily treated advanced solid tumor pts and
promising anti-tumor activity in PDAC patients. The data support further development of
XNW28012 in a broad range of solid tumors including PDAC. Clinical trial information:
NCT06799637. Research Sponsor: Evopoint Biosciences Co., Ltd.

2.0 mg/kg, 1L 2.0 mg/kg, 2L+ 2.4 mg/kg, 1L 2.4 mg/kg, 2L+

Prior line (N=25) (N=20) (N=21) (N=27)
ORR, n (%) 7 (28.0%) 3 (15.0%) 10 (47.6%) 7 (25.9%)
DCR, n (%) 23(92.0%) 18(90.0%) 19 (90.5%) 23 (85.2%)
mPFS, (months) 4.2 4.5 6.4 5.2
moOS, (months) NC 10.7 14.6 9.0
KM OS rate at 9m (%) 64.5% 51.6% 54.2% 50.5%
KM OS rate at 12m (%) NC NC 54.2% 22.9%

NC: Not Calculated.
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Non-invasive MRD monitoring and profiling of clonal evolution by ctDNA in patients
with advanced cancers treated within molecular tumor boards.

Lavanya Ranganathan, Julia Kiihn, Thomas Pauli, Patrick Metzger, Christof Winter, Holger Siiltmann, Inge Tinhofer, Florent Mouliere, Nikolas von Bubnoff, Anna Lena lllert,
Alexandra Nieters, Tilman Brummer, Anne Schultheis, Silke Lassmann, Cornelius Miething, Heiko Becker, Martin Werner, Melanie Boerries, Justus Duyster, Florian Scherer,
The DKTK EXLIQUID Consortium; German Cancer Consortium (DKTK), Partner Site Freiburg, a partnership between DKFZ and Medical Center - University of Freiburg,
Freiburg, Germany; Department of Medicine |, Medical Center-University of Freiburg, Faculty of Medicine, Freiburg, Germany; Institute of Medical Bioinformatics and
Systems Medicine, Medical Center — University of Freiburg, Freiburg, Germany; Institute of Medical Bioinformatics and Systems Medicine, Medical Center - University of
Freiburg, Faculty of Medicine, University of Freiburg, Freiburg, Germany; Institute of Clinical Chemistry and Pathobiochemistry, TUM University Hospital, Technical
University of Munich, Munich, Germany; DKFZ Heidelberg, Heidelberg, Germany; Department of Radiooncology and Radiotherapy, Charité University Hospital, Berlin,
Germany; Cancer Research UK National Biomarker Center, Manchester, United Kingdom; Department of Hematology and Oncology, University Medical Center Schleswig-
Holstein (UKSH)-Campus Luebeck, Luebeck, Germany; Center for Personalized Medicine (ZPM) Technical University of Munich (TUM) and Department of Medicine IIl, TUM
University Hospital, Technical University of Munich (TUM) and German Cancer Consortium (DKTK), Munich Partner Site, Munich, Germany; Center for Chronic
Immunodeficiency at Center for Translational Cell Research, Medical Center - University of Freiburg, Freiburg, Germany; Institute of Molecular Medicine and Cell Research,
Centre of Biochemistry and Molecular Cell Research (ZBMZ), Albert-Ludwigs- Universitat Freiburg, Freiburg, Germany; Institute for Surgical Pathology, Medical Center-
University of Freiburg, Faculty of Medicine, Freiburg, Germany; Department of Medicine I, Medical Center- University of Freiburg, Faculty of Medicine, Freiburg, Germany;
Institute for Surgical Pathology, Medical Center-University of Freiburg, Faculty of Medicine, University of Freiburg, Freiburg, Germany; Institute of Medical Bioinformatics
and Systems Medicine, Medical Center-University of Freiburg and German Cancer Consortium (DKTK), Partner site Freiburg, a partnership between DKFZ and Medical
Center - University of Freiburg, Freiburg, Germany; Department of Medicine I, Medical Center- University of Freiburg, Faculty of Medicine and German Cancer Consortium
(DKTK), Partner Site Freiburg, a partnership between DKFZ and Medical Center - University of Freiburg, Freiburg, Germany

Background: Profiling of targetable genetic alterations within molecular tumor boards (MTB)
guides for personalized treatment selection in patients with advanced cancers. During therapy,
response is typically assessed by CT scans or MRI, which often have suboptimal sensitivity and
specificity. Circulating tumor DNA (ctDNA) from blood plasma has emerged as a promising
biomarker for noninvasive profiling of tumor mutational landscapes and disease monitoring.
Here, we applied a pan-cancer next-generation sequencing (NGS) technology to assess the role
of ctDNA for comprehensive tumor genotyping, early response prediction, and characterization
clonal heterogeneity in patients receiving MTB recommended therapies. Methods: We devel-
oped and applied a custom targeted NGS approach (EXTARGET), which covers 266 genes
across a 540 kb genomic region, to 157 plasma samples obtained at distinct milestones from
57 patients with diverse solid cancers. Plasma samples from healthy individuals (n= 24) were
used to determine the specificity of our technology. Results: We identified variants in 96% of
baseline plasma samples by ctDNA profiling, with a median of 7 mutations per patient (range: 1-
41). Most frequently mutated genes included KRAS (35%), BRAF (24%), ERBB2 (22%) and TP53
(22%). Targetable tumor variants that led to treatment recommendations within the MTB were
found non-invasively in 69% of patients. Longitudinal monitoring of baseline ctDNA variants
in on-treatment samples, obtained early during therapy (n= 21), revealed that ctDNA dynamics
were predictive of disease progression and preceded radiological/clinical progression in 8/19
(42%) patients. All patients with increasing ctDNA levels early during treatment showed
radiologic disease progression in subsequent CT scans. On the other hand, an early decrease
of ctDNA levels was associated with durable disease control in most patients and significantly
favorable progression-free survival (p= 0.008; HR = 0.1, 95%CI: 0.02-0.6). Next, we explored
temporal clonal heterogeneity in plasma samples collected from 16 patients with disease
progression following MTB-recommended therapies. We observed substantial clonal evolution
over time, with all samples harboring at least one emerging variant. Among these emerging
alterations, 19% were classified as ‘oncogenic’ and 5% were identified as potentially targetable.
Conclusions: We here developed an NGS-based technology for ctDNA profiling in heavily
pretreated patients receiving MTB-recommended therapies. Non-invasive genotyping from
plasma robustly identifies targetable aberrations and allows comprehensive tumor genotyping.
Monitoring of ctDNA during treatment and at disease progression facilitates early prediction of
treatment response and profiling of temporal clonal heterogeneity that could enable subse-
quent treatment selection. Research Sponsor: German Cancer Consortium (DKTK).
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Performance of a tissue-free, molecular residual disease assay in colorectal, breast,
and lung cancers from circulating tumor DNA.

Princy Parsana, Garima Kushwaha, Tzu-Chun Chen, Nathan Liang, Amanda Kennedy, Veronica Rodriguez, Jie Zhang, Irfete S. Fetahu, Boris Gutman, Ehsan Haghshenas,
Raihanul Bari Tanvir, Nure Tasnina, Adham A. Jurdi, Bree Mitchell, Ehsan Tabari, Joshua Babiarz, Johannes Reiter, Trupti Kawli, Matthew Rabinowitz, Alexey Aleshin;
Natera, Inc., Austin, TX

Background: The Latitude test is a methylation-based, tissue-free molecular residual disease
(MRD) test. In this study, we describe the improved performance of the assay in colorectal
cancer (CRC) and its performance in an expanded set of indications including breast and lung
cancer. Methods: The methylation-based, tissue-free ctDNA assay uses next-generation se-
quencing to query differentially methylated genomic regions in patients with CRC, breast, and
lung cancer compared to cancer-free individuals in order to classify plasma samples as MRD
positive (MRD+) or MRD negative (MRD-). Performance was evaluated in patients with cancer:
CRC (N = 214), breast (N = 153), and lung (N = 148) with known ctDNA-positive results from
Signatera (tumor-informed ctDNA testing) across a range of variant allele frequency (VAF)
ranges, and cancer-free individuals (training set N = 531, validation set N = 200). Performance
metrics, such as percent positive agreement (PPA) and specificity, were evaluated using cross
validation in the cancer and cancer-free cohorts, respectively. Results: Among 214 CRC patients
(VAF range: 0.003%-4.5%), PPA was 95.94% and specificity among all 200 cancer-free indi-
viduals was 99.50%. Among 153 breast cancer patients (VAF range: 0.002%-7.8%), PPA was
91.81%, which was maintained across subtypes, including HR+ (94.75%, N = 40), HER2+
(94.45%, N = 20), and triple-negative (87.94%, N = 29). Among the 164 cancer-free females,
specificity of the breast tissue-free assay was 98.18%. Among 148 lung cancer patients (VAF
range: 0.003%-5.8%), PPA was 92.63%, maintained across subtypes, including non-small cell
lung cancer (92.54%, N = 112) and small cell lung cancer (95.23%, N = 25). Among all 200
cancer-free individuals, specificity of the lung tissue-free assay was 99.50%. Conclusions:
These data demonstrate a high concordance between the Latitude tissue-free MRD assay and a
clinically validated tumor-informed ctDNA assay across CRC, breast, and lung cancers, sup-
porting the use of methylation-based biomarkers for informing prognosis and patient man-
agement. Research Sponsor: None.
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Extracellular matrix-derived liquid biopsy for predicting response in patients with
biliary tract cancer treated with nivolumab with or without ipilimumab combined
with stereotactic body radiotherapy: Insights from the CheckPAC trial.

Martin Birkmose Rasmussen, Inna Markovna Chen, Julia S. Johansen, Susann Theile, Alice Markussen, Troels Dreier Christensen, Morten Asser Karsdal,

Nicholas Willumsen; Nordic Bioscience, Copenhagen, Denmark; Department of Oncology, Copenhagen University Hospital - Herlev and Gentofte, Herlev, Denmark;
Department of Oncology, Herlev and Gentofte Hospital, Herlev, Copenhagen, Denmark; Herlev and Gentofte Hospital, Department of Oncology, Herlev, Denmark;
Copenhagen University Hospital, Herlev, Denmark; Nordic Bioscience, Herlev, Denmark

Background: Biliary tract cancer (BTC) is a rare malignancy with limited treatment options and
poor prognosis. Although combined chemotherapy and immune checkpoint inhibitors are
first-line treatment for advanced BTC, durable response is uncommon. Current immunother-
apy biomarkers, such as PD-L1 expression, have limited utility and treatment response bio-
markers are urgently needed. BTC is characterized by a fibrotic extracellular matrix, where
widespread tumor fibrosis has been linked to immunosuppression and treatment resistance. In
this study, we used Nordic ProteinFingerPrint Technology to evaluate the pharmacodynamic
and predictive value of the FDA supported fibrosis biomarker NordicPRO-C3 (type III collagen
pro-peptide) and the T-cell infiltration biomarker NordicC4G (granzyme B degraded type IV
collagen) in patients with metastatic BTC treated with nivolumab with or without ipilimumab
plus stereotactic body radiotherapy (SBRT). Methods: PRO-C3 (NordicPRO-C3) and C4G
(NordicC4G) were measured at baseline and 60 days after treatment initiation in serum from
61 patients with BTC from the CheckPAC trial (NCT02866383). Patients received SBRT com-
bined with nivolumab (n = 19) or nivolumab/ipilimumab (n = 42). The primary endpoint was
clinical benefit rate (CBR; CR+PR+SD vs. PD) assessed by RECIST 1.1. Biomarker levels at
baseline and biomarker changes during therapy were evaluated relative to response using
Fisher’s exact test; overall survival (OS) was assessed using uni- and multivariate Cox regres-
sion. Results: CBR was 0% in patients with high baseline PRO-C3 (243 ng/mL) versus 31% in
patients with low PRO-C3 (p < 0.05). High PRO-C3 was associated with poor OS after adjusting
for CA19-9, performance status, and modified Glasgow Prognostic Score (HR = 3.1, 95% CI 1.5~
6.6, p = 0.004). Longitudinally, C4G increased significantly at day 60 in patients with clinical
benefit (p < 0.001). CBR was 44% in patients with increased C4G versus 0% in those with
decreased C4G (p = 0.007), and increased C4G was associated with improved OS (p = 0.01). All
patients with clinical benefit had both increased C4G and low PRO-C3 at day 60. Among patients
without clinical benefit, patients with increased C4G and low PRO-C3 and showed a trend
towards improved OS (Median OS 8.3 months vs. 3.6 months, p = 0.08). Conclusions: High pre-
treatment tumor fibrosis, quantified by elevated serum PRO-C3, is associated with poor re-
sponse and OS in patients with BTC treated with SBRT plus immunotherapy. Changes in PRO-C3
and the T-cell infiltration biomarker C4G reflect pharmacodynamic changes, with increased
C4G linked to improved outcome, particularly in patients with low PRO-C3. Together, these
biomarkers may help to predict treatment response and guide clinical decision-making in BTC.
Research Sponsor: None.
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Prognostic impact of MRD positivity at ultra-sensitive ctDNA levels using a WGS-
based personalized assay: A pan-cancer analysis from MONSTAR-SCREEN-3.

Tadayoshi Hashimoto, Shin Kobayashi, Eiji Oki, Hiroji Iwata, Hidemichi Watari, Takahiro Kinoshita, Norio Nonomura, Naoto Gotohda, Kazuto Matsuura, Takeo Fujita,
Shintaro Iwata, Kenjiro Namikawa, Shingo Sakashita, Takao Fujisawa, Yoshiaki Nakamura, Hideaki Bando, Jeff Jasper, Katherine Taber, Dale Muzzey, Takayuki Yoshino;
National Cancer Center Hospital East, Kashiwa, Japan; Department of Hepatobiliary and Pancreatic Surgery, National Cancer Center Hospital East, Kashiwa, Japan;
Department of Advanced Medicine and Innovative Technology, Kyushu University Hospital, Fukuoka, Japan; Nagoya City University Graduate School of Medical Sciences
Medical School, Nagoya, Japan; Department of Obstetrics and Gynecology, Hokkaido University Graduate School of Medicine, Sapporo, Japan; Department of Gastric
Surgery, National Cancer Center Hospital East, Tokyo, Japan; Department of Urology, The University of Osaka, Graduate School of Medicine, Suita, Osaka, Japan;
Department of Head and Neck Surgery, National Cancer Center Hospital East, Kashiwa, Japan; Department of Esophageal Surgery, National Cancer Center Hospital East,
Kashiwa, Japan; Department of Musculoskeletal Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Dermatologic Oncology, National Cancer Center
Hospital, Tokyo, Japan; Division of Pathology, Exploratory Oncology Research and Clinical Trial Center, National Cancer Center, Kashiwa, Japan; Department of Head and
Neck Medical Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa,
Japan; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Myriad Genetics, Inc., Salt Lake City, UT

Background: While circulating tumor DNA (ctDNA) demonstrates promise as a molecular
residual disease (MRD) biomarker, its clinical implementation has been primarily limited to
tumors with favorable ctDNA shedding characteristics. The MONSTAR-SCREEN-3 evaluates a
whole-genome sequencing (WGS)-based MRD assay to assess MRD positivity at ultra-sensitive
level beyond conventional WES-based MRD, including traditionally low-shedding tumors.
Methods: MONSTAR-SCREEN-3 is a prospective multicenter study targeting 1,100 patients
with solid tumors undergoing curative-intent treatment. Personalized panels were constructed
using Precise MRD (Myriad Genetics), incorporating up to 1,000 tumor-specific alterations
identified through WGS of matched tumor tissue. Serial plasma samples were collected at
baseline, post-neoadjuvant treatment (NAT) (when applicable), 1-month (1M) post-surgery,
every 3 months in year 1, and every 6 months thereafter up to 2 years. Assay performance was
evaluated across multiple cancer types for ctDNA detection and recurrence monitoring. Results:
Between May 2024 and November 2025, 1,088 patients across over 20 cancer types were
enrolled, including colorectal (n=250), breast (n=156), cervical (n=95), gastric (n=88), and
pancreatic (n=69) cancers. Treatment strategies included upfront surgery (n=704), NAT
(n=296), and definitive chemoradiotherapy (n=96). Median follow-up was 5.3 months (range,
0—18.1). Baseline ctDNA detection was achieved in 96.2% (684/711), with 16.4% at ultra-
sensitive levels (tumor fraction <100 parts per million [ppm]). Post-operative MRD positivity
was 26.4% (163/617) at 1M and 23.8% (120/504) at 3M, with 46.0% and 41.7% detected at ultra-
sensitive levels, respectively. Among 91 patients who received NAT and underwent pathological
assessment, post-NAT MRD status demonstrated a sensitivity of 74.3% (55/74) and a spec-
ificity of 100% (17/17) for predicting pathological complete response (P<0.01). Among patients
with available survival data, post-1M MRD positivity was associated with significantly worse
disease-free survival (DFS) compared with MRD negativity (HR, 16.9; 95% CI, 8.2—34.8; P <
0.001). Furthermore, post-1M MRD positivity at levels below 100 ppm was associated with
significantly inferior DFS compared with MRD negativity (HR, 8.2; 95% CI, 3.4—19.4; P < 0.001),
whereas post-1M MRD positivity at levels =100 ppm was associated with significantly worse
DFS compared with MRD positivity below 100 ppm (HR, 3.4; 95% CI, 1.7—-6.7; P < 0.001).
Conclusions: The WGS-based MRD assay demonstrated high baseline detection sensitivity and
robust ultra-sensitive detection across diverse cancer types. Our findings show that post-1M
MRD positivity below 100 ppm at ultra-sensitive level is prognostic for recurrence risk. Updated
molecular and clinical outcome data will be presented. Clinical trial information:
UMIN000053975. Research Sponsor: SCRUM-Japan Funds (https://www.scrum-japan.ncc.-
go.jp/index.html); Myriad Genetics.
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Comprehensive genomic profiling of matched ctDNA and tissue from patients with
four common cancers enrolled to the NCI-MATCH trial.

Rini Pauly, Biswajit Das, Chris Alan Karlovich, Li Chen, Amanda Peach, Vishnuprabha Rahul Kannan, Eric Greenbank, Jennifer S. LoCoco, Ting-Chia Chang,

James H. Doroshow, Lisa Meier McShane, Alice P. Chen, Lyndsay N. Harris, Keith Flaherty, Peter J. O'Dwyer, Stanley R. Hamilton, Traci L. Pawlowski, Sorena Rahmanian,
Yuri Kotliarov; Molecular Characterization Laboratory, Frederick National Laboratory for Cancer Research, Frederick, MD; Frederick National Laboratory For Cancer
Research, Frederick, MD; lllumina, Inc., San Diego, CA; Division of Cancer Treatment and Diagnosis National Cancer Institute, National Institutes of Health, Bethesda, MD;
National Cancer Institute, National Institutes of Health, Bethesda, MD; Developmental Therapeutics Clinic, Division of Cancer Treatment and Diagnosis, National Cancer
Institute, National Institutes of Health, Bethesda, MD; Division of Cancer Treatment and Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD;
Massachusetts General Hospital, Boston, MA; University of Pennsylvania Department of Medicine, Philadelphia, PA; City of Hope Comprehensive Cancer Center, Duarte, CA;
lllumina, San Diego, CA; National Institutes of Health, Rockville, MD

Background: In the NCI-MATCH trial (NCT02465060), tumor tissue from 5,954 patients with
advanced cancers underwent next-generation sequencing using the Oncomine Comprehensive
Assay v2 (OCAv2) to determine eligibility. Most tumors lacked a qualifying mutation of interest
(MOTI) for assignment. Plasma from 1,301 patients with common cancers — [colorectal (COAD-
READ), breast (BREAST), non—small cell lung (NSCLC), and prostate (PRAD) (OncoTree codes
are shown in parentheses)] was analyzed to characterize circulating tumor DNA (ctDNA) and
assess its utility for detecting clinically relevant MOIs. Methods: Cell-free DNA was extracted
from plasma collected in Streck tubes at enrollment. ctDNA profiling was performed using the
NCI ctDNA Research v2 assay (523 genes) on the [llumina NovaSeq 6000. Matched tumor tissue
was analyzed using OCAv2 (143 genes). Positive percent agreement (PPA) was calculated using
tissue as the reference. Blood-based microsatellite instability (bMSI) was assessed across
~2,400 loci, with bMSI-high (bMSI-H) defined as sum Jensen-Shannon Distance
(sumJSD) =0.2. Blood-based tumor mutation burden (bTMB) was defined as total SNVs and
indels per Mb. Results: Of 1,301 patients, 1,148 (88%) yielded evaluable ctDNA results (COAD-
READ, n=487; BREAST, n=367; NSCLC, n=220; PRAD, n=74). Overall PPA with matched tissue
was 90.3%. Discordant samples had significantly lower median tumor fraction by maximum
somatic allele frequency (MSAF; 0.39%) than concordant samples (12.04%). Median MSAF by
histology was 14% (COADREAD), 7% (BREAST), 8% (NSCLC), and 5% (PRAD). Clinically rel-
evant fusions detected exclusively in ctDNA included RET (1% NSCLC), EML4::ALK (2% NSCLC),
FGFR2 (1% COADREAD; 2% BREAST), and NTRK1 (<1% COADREAD and BREAST), correspond-
ing to actionable NCI-MATCH arms [FGFR2/3 - arm K (erdafitinib), ALK - arm F (crizotinib),
NTRK - arm Z1E (larotrectinib)]. Actionable ctDNA-only mutations in PRAD included ATM and
MLH1. Twenty-eight cases were bMSI-H (MSAF =0.02; sumJSD =0.2), of which 13 were
mismatch repair-deficient by tissue testing (MLH1/MSH2 nuclear stain-negative). bMSI-H
was most frequent in COADREAD (7%). Ten cases (seven COADREAD, two NSCLC, one PRAD)
were MMR-proficient by tissue but bMSI-H by ctDNA. Twenty-four cases had high bTMB (=20
mut/Mb; MSAF =0.02), all of which were also bMSI-H. Conclusions: ctDNA - tissue concor-
dance NCI-MATCH in these four cancer histologies was high (90.3%), supporting liquid biopsy
as a practical alternative when tissue is unavailable. Detection of ctDNA-only alterations
highlights tumor heterogeneity in advanced cancers and identifies additional therapeutic
opportunities. Research Sponsor: National Cancer Institute/U.S. National Institutes of Health.
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Incremental clinical yield of serial large NGS panel liquid biopsies in routine care:
Analysis of the STING study.

Camille Mazza, Mihaela Aldea, Joana M. Ribeiro, Filippo Gustavo Dall'Olio, Francesco Facchinetti, Kaissa Ouali, Cedric Pobel, Madona Sakkal, Antoine Hollebecque,

Simon Lemaire, Yohann Loriot, Benjamin Besse, Ludovic Lacroix, Etienne Rouleau, Jean-Charles Soria, Fabrice Barlesi, Fabrice Andre, Christophe Massard, Antoine Italiano;
Institut de Cancérologie Godinot, Reims, France; Gustave Roussy and Paris-Saclay University, Villejuif, France; Gustave Roussy, Villejuif, NA, France; DITEP, Gustave
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Roussy Cancer Campus, Villejuif, France; Medical Biology and Pathology Department, Paris-Saclay University, Gustave Roussy, Villejuif, France; Amgen, Washington, DC;
Gustave Roussy, Drug Development Department (DITEP), Villejuif, France

Background: Plasma ctDNA profiling is increasingly repeated over the disease course to capture
tumor evolution and newly targetable alterations. However, the incremental clinical yield of
serial ctDNA profiling in routine practice remains incompletely characterized. Methods: This
analysis was conducted within the prospective STING study (ClinicalTrials.gov identifier:
NCT04932525), a program that aims to identify actionable molecular targets in patients with
advanced solid tumors. Eligible patients were adults with advanced solid tumors and provided
written informed consent for molecular analyses. Circulating tumor DNA (ctDNA) profiling was
performed using an FDA-approved hybrid-capture next-generation sequencing assay, en-
abling to analyze over 300 genes, and assessment of tumor mutational burden (TMB) and
microsatellite instability (MSI) from plasma samples. All molecular results were reviewed
during a weekly institutional Molecular Tumor Board to assess clinical relevance and thera-
peutic implications. For the present study, patients with =2 FMI liquid biopsies were included.
The earliest ctDNA test was defined as baseline (BL1), and the second earliest as BL2. Actionable
alterations were classified according to the ESMO Scale for Clinical Actionability of Molecular
Targets (ESCAT). The primary objective was to determine the proportion of patients in whom
repeat ctDNA testing identified new actionable alterations not detected at BL1, and their ESCAT
tier distribution. Results: Among 1,565 patients (3,494 liquid biopsies), the median number of
tests per patient was 2 (range 2—6). The most common tumors were lung (26.4%), breast
(13.1%), prostate (10.9%), colorectal (CRC) (8.0%), pancreas (6.7%), and thyroid (4.1%). The
median BL1-BL2 interval was 313.5 days (range 2-2,279). At BL1, 470 patients (30.0%)
harbored =1 actionable alteration (ESCAT I-III); excluding TMB-high, 23.9%. Repeat testing
identified =1 new actionable alteration in 316 patients (20.2%); excluding TMB-high, 10.7%.
Notably, 227 patients (14.5%) converted from no actionable alteration at BL1 to =1 actionable
alteration on later testing (8.1% excluding TMB-high). Newly detected actionable alterations
were distributed as ESCAT II (54.3%), ESCAT I (26.1%), and ESCAT III (19.7%); 93 patients
(5.9%) gained at least one new ESCAT I alteration. The yield of new actionable alterations varied
by tumor type (~29% CRC, 25.9% breast, 23.5% lung, 14.6% prostate). Conclusions: In a large
real-world cohort, serial ctDNA testing provided clinically meaningful incremental detection of
actionable alterations in ~1 in 5 patients, including new ESCAT I findings in ~6%. These data
support serial ctDNA profiling to capture evolving tumor genomics and expand therapeutic
opportunities. Prospective studies should define optimal timing and confirm downstream
clinical impact. Research Sponsor: None.
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Cell-free DNA (cfDNA) methylation-based multi-cancer early detection (MCED)
assay to enable subtyping of lung cancer, breast cancer, and non-Hodgkin lym-
phoma (NHL).
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People’s Hospital, Beijing, China; The Department of Breast Surgery, Second Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; Peking University
People’s Hospital, Peking University Institute of Hematology, Beijing, China; Department of Thoracic Surgery, Liaoning Provincial Cancer Hospital, Shenyang, China; Breast
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Background: Given that distinct pathological and molecular subtypes of most cancers corre-
spond to different treatment strategies, accurate cancer subtyping is clinically critical. Cur-
rently, pathological and molecular subtyping relies primarily on tissue biopsy—a procedure
that is not always clinically feasible. Additionally, tumor heterogeneity may compromise the
accuracy of subtyping via this approach. Prior studies have shown that cfDNA methylation-
based detection is tissue-independent and outperforms mutation-based assays in cancer
subtyping. Here, we employed a previously developed targeted methylation MCED assay to
further classify the subtypes of lung cancer, breast cancer, and NHL. Methods: Pretreatment
blood samples from lung cancer, breast cancer, and NHL patients enrolled in a MCED study were
analyzed via the targeted methylation assay. Only samples with detected circulating tumor DNA
(ctDNA) were included. The training cohort comprised lung cancer (n=529: 227 adenocarci-
nomas, 191 squamous cell carcinomas, 111 small cell carcinomas), breast cancer (n=359: 92
triple-negative breast cancers [TNBC], 267 non-TNBC cases), and NHL (n=157: 145 B-cell
lymphomas, 12 T-/NK-cell lymphomas). The validation cohort included lung cancer (n=194: 87
adenocarcinomas, 82 squamous cell carcinomas, 25 small cell carcinomas), breast cancer
(n=87: 26 TNBC, 61 non-TNBC cases), and NHL (n=60: 48 B-cell lymphomas, 12 T-/NK-
cell lymphomas). cfDNA methylation profiles were analyzed to further classify the subtypes of
these three malignancies. Results: In the validation cohort, the lung cancer classification model
exhibited high overall accuracy 91.8% (178/194), with subtype-specific accuracies of 94.3%
(82/87) for adenocarcinoma, 89.0% (73/82) for squamous cell carcinoma, and 92.0% (23/25)
for small cell carcinoma. The breast cancer model achieved an overall accuracy of 80.5% (70/
87), including 65.4% (17/26) for TNBC and 86.9% (53/61) for non-TNBC. For NHL, the model
yielded an overall accuracy of 96.7% (58/60), with 97.9% (47/48) for B-cell lymphoma and
91.7% (11/12) for T-/NK-cell lymphoma. Conclusions: The cfDNA methylation-based MCED
assay facilitates accurate subtype prediction for common malignancies without the need for
invasive tissue biopsy procedures. This assay achieves high accuracy in lung cancer and NHL,
whereas relatively lower accuracy is observed for breast cancer, particularly TNBC, owing to its
reliance on molecular subtyping. Future studies will validate this assay in larger cohorts and
extend its utility to a broader spectrum of cancer types. Research Sponsor: Shanghai Xiaohe
Medical Laboratory Co. Ltd.
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Correlation of presurgical circulating tumor DNA (ctDNA) levels with pathologic (p)
stage and lymph node (LN) burden in localized colon cancer.

Masahito Kotaka, Hideaki Bando, Yoshiaki Nakamura, Daisuke Kotani, Saori Mishima, Koji Ando, Yuefan Huang, Tony Tin, Charuta C. Palsuledesai, Robert William Lentz,
Adham A. Jurdi, Hiroya Taniguchi, Jun Watanabe, Takeshi Kato, Yusuke Suwa, Keiji Hirata, Naoya Akazawa, Takayuki Yoshino, Eiji Oki; Sano Hospital Gastrointestinal
Cancer Center, Kobe, Japan; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Surgery
and Science, Graduate School of Medical Sciences, Kyushu University, Fukuoka, Japan; Natera, Inc., Austin, TX; Natera, Inc, San Carlos, CA; Natera, Inc., San Carlos, CA;
Department of Clinical Oncology, Aichi Cancer Center Hospital, Nagoya, Japan; Department of Colorectal Surgery, Kansai Medical University, Hirakata, Japan; Department
of Surgery, NHO Osaka National Hospital, Osaka, Japan; Department of Surgery, Gastroenterological Center, Yokohama City University Medical Center, Yokohama, Japan;
Department of Surgery, School of Medicine, University of Occupational and Environmental Health, Kitakyushu, Japan; Department of Gastroenterological Surgery, Sendai
City Medical Center Sendai Open Hospital, Sendai, Japan

Background: Accurate preoperative staging is vital for tailoring neoadjuvant therapy (NAT) in
localized colon cancer. However, clinical staging often diverges from pathological findings due
to limitations of imaging modalities in assessing pathologic LN (pLN) involvement and inter-
observer variability. This study evaluated the association between presurgical ctDNA levels,
microsatellite instability (MSI) status, and pLN burden across pStages I-III in colon cancer.
Methods: This retrospective study included patients (pts) with pStage I-III colon cancer from
the GALAXY study with available presurgical ctDNA levels (mean tumor molecules/mL; MTM/
mL) assessed by a personalized tumor-informed assay (Signatera, Natera, Inc). Key exclusions
included receipt of NAT, inconsistent pLN classification, pNic disease, and missing MSI status.
Conditional inference tree modeling was used to hierarchically evaluate clinicopathologic and
molecular risk factors for their association with presurgical ctDNA levels. Results: Of the 3,473
pts (14.4%, 43.1% and 42.5% with pStage I, II and III, respectively) included, 90.2% had
microsatellite stable (MSS) tumors. The conditional inference tree partitioned the cohort into
five subgroups of distinct presurgical ctDNA level distributions defined by pStage, pLN burden,
and MSI status, and demonstrated the pStage to be the strongest determinant of presurgical
ctDNA levels. pStage I pts had uniformly low MTM/mL. In contrast, pStage II-III pts had higher
and more variable MTM/mL levels, which were stratified by pLN burden and further differ-
entiated by MSI status within each nodal category. Presurgical ctDNA levels were significantly
higher in pLN-positive vs pLN-negative pts (median 2.52 vs 1.23 MTM/mL, p <0.0001) and in
pStage IIB-III vs pStage I-1IA pts (median 2.64 vs 1 MTM/mL, p <0.0001). While presurgical
ctDNA levels did not differ significantly based on MSI status alone, within both MSS and MSI-H
subgroups, they were significantly higher in pLN-positive pts vs pLN-negative pts (MSI-H:
median 4.40 vs 1.19 MTM/mL; MSS: median 2.41 vs 1.25 MTM/mL). Similar results were
observed when grouped based on pStage I/II vs III. Specifically among pLN-positive pts,
presurgical ctDNA levels increased with higher pLN burden (MSI-H: median 15.13 vs 3.75
MTM/mL for =4 vs 1-3 LN, p=0.049; MSS: median 3.70 vs 1.96 MTM/mL for =4 vs 1-3 LN,
P<0.0001). Conclusions: Presurgical ctDNA levels reflect a hierarchical interplay of pathologic
stage, lymph node burden, and MSI status rather than any single clinicopathologic factor. High
presurgical ctDNA levels reliably correlated with pStage and pLN positivity in localized colon
cancer, supporting the development of models incorporating presurgical ctDNA quantification
to better select pts for NAT and their evaluation in prospective trials. Clinical trial information:
000039205. Research Sponsor: None.
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Clinical utility of liquid KRAS-mutation screening in advanced pancreatic cancer
patients referred for early-phase trials.

Erick F. Saldanha, Kennedy Clement, Lindsay Carlsson, Jennifer J. Knox, Robert C. Grant, Xin Wang, Erica Sophia Tsang, Anna Spreafico, Albiruni Ryan Abdul Razak,
Abdulazeez Salawu, Elena Elimova, Philippe Bedard, Tong Zhang, Harriet Feilotter, Lillian L. Siu; Divison of Medical Oncology and Hematology, Princess Margaret Cancer
Centre, University of Toronto, Toronto, ON, Canada; Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre, Toronto, ON, Canada; Princess
Margaret Cancer Centre, University Health Network, Toronto, ON, Canada; Division of Medical Oncology and Hematology, Princess Margaret Cancer Centre, University
Health Network, University of Toronto, Toronto, ON, Canada; Division of Medical Oncology, Princess Margaret Cancer Centre, University Health Network, Toronto, ON,
Canada; Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON, Canada; Princess Margaret Cancer Centre, Toronto, ON, Canada;
Princess Margaret Cancer Centre — University Health Network, University of Toronto, Toronto, ON, Canada; Ontario Cancer Institute, Princess Margaret Cancer Centre,
Toronto, ON, Canada; Department of Laboratory Medicine & Pathobiology, Princess Margaret Cancer Centre, Toronto, ON, Canada; Princess Margaret Cancer Centre,
University Health Network, University of Toronto, Princess Margaret Cancer Consortium, Marathon of Hope Cancer Centres Network, Toronto, ON, Canada

Background: Approximately 90% of pancreatic ductal adenocarcinomas (PDAC) harbor a KRAS
mutation. Clinical trials targeting oncogenic KRAS mutations, including mutant-specific, pan-
KRAS/-RAS inhibitors, have shown promising activity. As tissue next-generation sequencing
(NGS) is a multi-step process that can affect turnaround time (TAT), a liquid biopsy (LB)
approach is of interest. We investigated the clinical utility of LB testing for common KRAS
variants to facilitate matching pts with PDAC to early phase trials. Methods: In this single-
center, prospective enrollment/retrospective analysis study, we included pts with locally ad-
vanced (LA) or metastatic PDAC seen at Princess Margaret Cancer Centre (PM) phase I clinical
trials and gastrointestinal (GI) cancer clinics between Jan 2025 - Jan 2026. Medical records were
reviewed to collect clinicopathologic characteristics and treatment data. Plasma ddPCR
assessed /4 KRAS codon 12 variants (G12C/D/R/V) at the CAP-CLIA-accredited Advanced Mo-
lecular Diagnostics Laboratory at PM. TATs for KRAS ddPCR vs tissue NGS were compared using
the Wilcoxon signed-rank test. Results: Of 98 pts with LA/metastatic PDAC, the median age was
67 years, 59% were male, and 67 pts were ECOG 1 (88%). 84 pts had disease stage IV (86%), 43
(44%) pts were chemotherapy-naive, and 33 (34%) pts had 1 prior L of therapy. Median number
of metastatic sites was 2 (range [r] 1-5), and median CA19-9 was 343 (IQR 35-1767). KRAS G12
mts were detected by ddPCR in 38% (37/98) of pts: G12D (46%), G12V (46%), G12R (5%), G12C
(2.7%). The median ddPCR VAF was 4.8% (r: 0.4 - 42.2), median TAT of 5 days (r: 1 - 8). Among
pts with KRAS detected by ddPCR, 4 (11%) were enrolled in phase I trials targeting KRAS. Tissue
NGS was performed in 40 pts (41%), KRAS was detected in 90% (36 pts), with a median VAF of
45% (r: 5-90), and median TAT of 54 days (r: 10-92; p<0.0001 compared to ddPCR TAT).
Reported KRAS variants: G12D (50%), G12V (19.4%), G12R (19.4%), Q61H (8.3%), G12C (2.8%).
Co-mts in TP53 were seen in 22/36 pts (61%). Concordance between ddPCR and tumor NGS
metrics are shown in Table 1. Median NGS VAF of concordant vs discordant cases: 48% vs 21%
(p=0.047). Conclusions: Plasma-based KRAS screening using ddPCR was significantly faster
than tissue NGS in advanced PDAC. A liquid-first strategy can accelerate matching pts to RAS-
targeted trials, but intense competition for trial allocations limits access to these agents. ddPCR
has excellent specificity and PPV across KRAS variants but limited sensitivity, thus serves as a
rapid rule-in assay. Tissue NGS remains relevant, especially in ddPCR negative pts, and to
assess co-mutations. Research Sponsor: None.

NGS
N=36 pts ddPCR(+/-) (+/-) Sens Spec PPV NPV Concordance Discordance
G12C 1/35 1/35 100% 100% 100% 100% 100% 0%
G12D 11/25 18/18 61% 100% 100% 2% 81% 19%
G12R 1/35 7729 14% 100% 100% 83% 84% 16%
Gl2v 5/31 6/ 30 83% 100% 100% 97% 97% 3%
All 4 19/17 32/4 59% 100% 100% 24% 64% 36%

variants
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ctDNA kinetics throughout first-line Al and palbociclib using a tumor-informed
structural variant-based ctDNA assay: Retrospective analysis of PADA-1 samples.

Luc Cabel, Veronique D’hondt, Thomas Bachelot, Patrick Soulie, Chantal Bernard-Marty, Pascal Boucher, Clara Guyonneau, Anne Pradines, Volundur Hafstad,

Celine Callens, Sofia Birkealv, Miguel Alcaide Torres, Jennifer Yen, Karen Howarth, Frederique Berger, Francois Clement Bidard; Institut Curie, Paris and Saint-Cloud,
France; Institut du Cancer de Montpellier (ICM), Montpellier, France; Medical Oncology Department, Centre Léon Bérard, Lyon, France; ICO Paul Papin, Angers, France;
Clinique Pasteur ONCOSUD, Toulouse, France; R&D Unicancer, French Breast Cancer Intergroup, Paris, France; Claudius Regaud Institute, Toulouse, France; SAGA
Diagnostics, Morrisville, NC; Department of Genetics, Institut Curie and PSL University, Paris, France; SAGA Diagnostics, Lund, Sweden; Institut Curie, Biostatistics Unit,
Paris, France; Institut Curie, Paris, France

Background: With standard assays (Limit of Detection [LoD95] at or >100 PPM), most patients
with ER+/HER2- mBC show ctDNA "clearance" within a few weeks after initiating first- line
AT+CDK4/6i, with ctDNA becoming detectable again only at or shortly before progression. To
gain a more comprehensive view of ctDNA kinetics in response to therapy, we analyzed serial
plasma samples from PADA-1 using a tumor-informed assay with a 100-1,000-fold higher
sensitivity (LoD95 <10PPM). Methods: PADA-1 allowed the collection of plasma at baseline and
every two months during first-line Al+palbociclib (PAL). A total of 489 serial plasma samples
from 45 patients in PADA-1 were analyzed using an ultrasensitive structural variant-based
ctDNA assay. WGS was performed on tumor material from archival primary or metastatic
biopsies, and personalized multiplex dPCR assays tracking up to 16 somatic structural variants
were used for ctDNA monitoring. Results: At baseline, before AI+PAL start, ctDNA was detected
in N=40/41 evaluable patients (98%). ctDNA remained detectable in 381/489 (78%) samples
during therapy. ctDNA was persistently detectable and quantifiable (i.e. detected at all time-
points) throughout first-line therapy in most initially positive patients (24/40, 60%). With this
ultra-sensitive assay, we report, for the first time, that ctDNA follows a recurrent kinetic
pattern: (1) a steep decrease during the first 6 months of treatment, (2) a nadir reached at
6—12 months, and (3) a continuous increase until radiological disease progression (or discon-
tinuation of follow-up). In some patients (15/40, 38%), ctDNA became undetectable at some
point during therapy despite the high sensitivity of the assay, with sustained ctDNA clearance
associated with no risk of impending tumor progression. Conclusions: Serial analyses with a
highly sensitive ctDNA test uncover the molecular trajectory of tumor response to first line
AI+PAL. The presence of an early ctDNA nadir, followed with a later slow and continuous
increase of ctDNA, prior to radiological progression, highlights the dynamic nature of ER+
HER2- mBC response to therapy. This approach can complement imaging-based disease
monitoring, extends the clinical utility of ctDNA monitoring beyond individual mutations,
and opens new perspectives of therapeutic interventions and treatment adaptation. Clinical
trial information: NCT03079011. Research Sponsor: Pfizer; SAGA Diagnostics.
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Tumor-of-origin prediction using methylation signals from plasma cell-free DNA
(cfDNA): Real-world experience in Asia and the Middle East (AME).

Ankur Bahl, Nitesh Rohatgi, Nir Peled, Amit Rauthan, Minsuk Kwon, Hye Ryun Kim, Shaheenah S. Dawood, Surasit Issarachai Saleh, Chang Gon Kim, Hyunwook Kim,
Miah Hiang Tay, Sutima Luangdilok, Talia Golan, Hung-Chih Hsu, Chun-Hui Claire Lee, Nippun Sandhir; Fortis Memorial Research Institute Gurugram, Gurugram, India;
Oncology Department, Shaare Zedek Medical Center, Jerusalem, Israel; Manipal Hospital, Bangalore, India; Division of Hematology-Oncology, Department of Medicine,
Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; 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; Mediclinic City Hospital, Dubai, United Arab
Emirates; Bumrungrad International Hospital, Bangkok, Thailand; Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea;
Division of Medical Oncology, Department of Internal Medicine, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Oncocare Cancer Center,
Singapore, Singapore; Sheba Medical Center, Ramat Gan, Israel; College of Medicine, Chang Gung University, Taoyuan, and Division of Hematology-Oncology Linkou Chang
Gung Memorial Hospital, Taoyuan City, Taiwan; National Cheng Kung University Hospital, Tainan, Taiwan; Guardant Health AMEA, Singapore, Singapore

Background: Accurate identification of tumor tissue of origin (TOO) is essential for guiding
treatment decisions in advanced cancers; however, tissue biopsies may be limited by acces-
sibility, sample adequacy, or diagnostic delays. Plasma cfDNA-based methylation profiling
provides a non-invasive approach for TOO determination and has demonstrated high agree-
ment with clinicopathologic diagnoses in prior studies. However, real-world data from AME
remains limited. We evaluated the real-world performance of a methylation-based TOO clas-
sifier using plasma cfDNA in this population. Methods: We retrospectively analyzed plasma
cfDNA samples from patients with advanced solid tumors tested across AME using the Guar-
dant360 Liquid assay through December 2025. The assay interrogates epigenomic signals
from >19,000 methylated regions. The TOO classifier assigns a ranked cancer signal of origin
(CSO) based on tumor-specific methylation patterns, reporting a primary CSO prediction and,
when confidence is intermediate, a secondary CSO prediction. CSO confidence is quantified
algorithmically based on methylation signal strength and classification certainty. Only samples
with medium (50-80%) or high (>80%) confidence predictions were included. All tests were
ordered as part of routine clinical care, and available clinicopathologic diagnoses (CPD) served
as the reference standard. Results: Among 1,782 cfDNA-profiled samples, 1,230 (69%) yielded a
CSO prediction with medium or high confidence. The primary CSO prediction matched CPD in
85% of cases overall, increasing to 91% when secondary CSO predictions were included.
Tumor-type—specific accuracy varied, with the highest performance observed for colorectal,
breast, and prostate cancers (94% each). Agreement with CPD was lower for gastroesophageal
(72%) and kidney cancers (68%). Among 114 cancer of unknown primary (CUP) cases, a
suspected clinical diagnosis was available for 48. Medium- or high-confidence CSO predictions
were generated in 42 (87%). CSO predictions aligned with subsequent clinicopathologic con-
sensus or confirmatory biopsy in 35 (83%), spanning 13 tumor types, most commonly lung
cancer (24%). Therapy response evaluation was available for 12 patients, with partial response
in 9 (75%) and stable disease in 3 (25%). Conclusions: In this real-world AME cohort, the TOO
classifier identified probable tumor tissue of origin in most advanced cancer patients. CSO
predictions showed high agreement with CPD across multiple tumor types. This approach
demonstrated potential value in resolving CUP cases, with the predicted origin confirmed in
83% of evaluable patients. These findings support the clinical feasibility of methylation-based
tumor-of-origin testing in AME and warrant further studies to evaluate its impact on clinical
decision-making. Research Sponsor: Guardant Health Pte. Ltd., Singapore.
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Tissue-free minimal residual disease evaluation and clinical utility in early breast
cancer: A real-world study.

Tanmayi Pai, Jiemin Liao, Derek Dustin, Keelia Clemens, Saranya Chumsri; Winship Cancer Institute of Emory University, Atlanta, GA; Guardant Health, Redwood City, CA;
Mayo Clinic Florida, Jacksonville, FL

Background: Minimal residual disease (MRD) detected using circulating tumor DNA (ctDNA) is
associated with increased breast cancer (BC) relapse risk in patients (pts) with early BC after
curative-intent surgery. However, the clinical utility of ctDNA-based MRD testing for post-
surgical surveillance and risk stratification remains incompletely defined. We used real-world
data to evaluate the performance of Guardant Reveal, a tissue-free epigenomic assay for MRD
detection, and the clinical significance of a positive MRD test (+MRD) in pts with resected early
BC. Methods: Data of pts with resected stage I-IIIA BC in the Guardant InfinityAI Data Library
who underwent Guardant Reveal testing between February 2023 and September 2025 was
analyzed. Pts with =1 post-surgical MRD were included if they had either no distant metastatic
BC recurrence with =1 year of follow up after the last MRD test or a documented distant
metastatic BC postoperatively; pts with a new non-breast primary malignancy were excluded.
Sensitivity was assessed by site of distant metastasis and interval from MRD test to recurrence;
nodal recurrences were excluded due to claims data limitations. Specificity was assessed using
all tests from pts without recurrence and =1 year of follow up after the last post-treatment MRD
test. Claims data were used to infer treatment changes following +MRD. Results: A total of 822
pts was analyzed. 114 pts with real-world clinico-genomics data were evaluable for sensitivity
and 708 for specificity. One-year sensitivity for distant metastatic recurrence was 71%, and was
highest for bone-only (97%, 35/36 cases) or lung (89%, 8/9 cases) recurrences and lowest for
brain-only recurrences (33%, 1/4 cases). Sensitivity within 12 months of recurrence was higher
in hormone receptor-positive (HR+)/HER2-negative BC (79%) and stage IIIA BC (81%) and for
multiple-organ versus single-organ metastasis (83% versus 69%). Sample-level specificity
was 94%. Following +MRD, 41 pts did not initiate or switch systemic therapy; 29 had distant BC
recurrence, including 24 within 90 days after +MRD. Twenty pts switched therapy within
90 days of +MRD; 19 recurred, including 17 within 90 days after + MRD. Among 10 pts with post-
recurrence MRD testing, only 3 had +MRD. Conclusions: In a real-world cohort of pts with
resected early-stage BC, a tissue-free epigenomic ctDNA MRD assay demonstrated high spec-
ificity and clinically meaningful sensitivity for distant metastatic recurrence, particularly for
bone-only and lung metastases and in pts with HR+ BC. These findings support ctDNA-based
MRD testing as a noninvasive tool for postsurgical surveillance and risk stratification in early
BC. Research Sponsor: None.
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Early ctDNA dynamics assessed by a personalized whole-genome sequencing-
based assay as a predictor of outcomes with immune checkpoint blockade in
advanced melanoma.
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University, Gustave Roussy, Villejuif, France; Natera, Inc., Austin, TX; Gustave Roussy Cancer Center and Paris Saclay University, Villejuif, France

Background: Circulating tumor DNA (ctDNA) is an emerging biomarker for assessing treatment
outcomes and monitoring disease recurrence in melanoma. However, evidence supporting its
clinical utility at very early on-treatment timepoints remains limited. We evaluated whether
ctDNA dynamics relative to a single cycle of immune checkpoint blockade (ICB) are associated
with treatment outcomes in patients (pts) with advanced melanoma. Methods: In this pro-
spective, single-center cohort, pts with unresectable stage III or IV melanoma were enrolled.
Treatment included anti-PD1 monotherapy (n=22, 40%) or anti-PDi+anti-CTLA-4 therapy
(n=33, 60.0%). ctDNA analysis was performed using a personalized, tumor-informed assay
(Signatera Genome, Natera, Inc.) designed from WGS of matched tumor and normal pairs.
ctDNA (reported in mean tumor molecules per mL, MTM/mL) was subsequently tracked in the
pts’ longitudinal blood samples, which were collected at baseline (T0) and prior to cycle 2 (T1;
3-4 weeks after ICB initiation). ctDNA dynamics were categorized as favorable (ctDNA clearance
at T1 or >10-fold decrease from To to T1) or unfavorable (rising ctDNA or <10-fold decrease
from To to T1). Associations between these categories and progression-free survival (PFS) and
overall survival (OS) were assessed using Kaplan-Meier estimates and Cox proportional haz-
ards models. Results: A total of 55 pts with unresectable stage III (n=12, 21.8%) or stage IV
(n=43, 78.2%) melanoma were included. Median follow-up was 36.43 months (mo) (range,
31.47-41.39). ctDNA-positivity was 83.6% (46/55) at baseline and 80.0% (44/55) at T1. Table 1
summarizes survival outcomes per ctDNA profile. Pts with an unfavorable profile (UP) of ctDNA
dynamics experienced worse PFS and OS in contrast to those with a favorable profile (FP).
Median PFS was 2.1 mo in the UP group versus 28.8 mo in the FP group; median OS was 19.3 vs
37.8 mo, respectively. All pts (n=21, 100%) with progressive disease had an UP, including 52.3%
(11/21) with rising ctDNA and 47.7% (10/21) with <10-fold decrease. Median ctDNA levels at T1
were also higher in pts without objective response compared with responders (56.69 vs 0.38
MTM/mL; p<o0.001). Conclusions: ctDNA dynamics assessed by a personalized WGS-based
assay after a single cycle of ICB were strongly associated with response and survival outcomes in
advanced melanoma. These findings support the evaluation of treatment-adaptation strategies
based on early ctDNA dynamics in pts receiving immunotherapy. Research Sponsor: None.

PFS HR 0S HR
median (95%Cl)  median (95%Cl)
ctDNA profile PFS (mo) 6-mo PFS  12-mo PFS p-value 0S (mo) 6-mo OS 12-mo 0S p-value
Favorable 28.8  100% (24/24) 91.7% (22/24) Reference  37.8 100% (24/24) 100% (24/24) Reference
N=24
Unfavorable 2.1 22.6% (7/31) 22.6% (7/31) 5.29 19.3  80.6% (25/31) 67.7% (21/31)  9.96
N=31 (2.39-11.75) (2.66-37.37)
p<0.001 p<0.001
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A population tumor kinetics analysis for early-cycle ctDNA-guided therapy deci-
sions in DLBCL.

Kunhee Kim, Adam C. Palmer; University of Connecticut School of Medicine, Hartford, CT; The University of North Carolina at Chapel Hill, Chapel Hill, NC

Background: Early circulating tumor DNA (ctDNA) kinetics may be instrumental in identifying
patients with DLBCL who can safely discontinue therapy after three cycles, as well as those who
are less likely to benefit from completing the full six cycles. However, the optimal timing for
ctDNA measurement, added value of early cycle data, and influence of assay sensitivity remain
uncertain. Through population tumor kinetics (pop-TK) modeling of Pola-R-CHP (Pomeroy
et al., Blood Cancer Discovery, 2025), we evaluated how adding data from cycles 1 and 2
enhances risk stratification beyond the assessment conducted after cycle 3. Methods: A 5-
drug pop-TK model calibrated to Pola-R-CHP single-agent sensitivity distributions and clin-
ical outcomes simulated tumor cell populations and patient-level parameters. Predicted re-
sidual disease after each cycle was mapped to ctDNA titers under assays of varying detection
thresholds, representing conventional ctDNA, high-sensitivity ctDNA, and PET. We evaluated
(1) ctDNA negativity at cycle three only, (2) adding cycles 1 and 2 for prediction, and (3) using
cycles 1 and 2 to identify non-responders. For detection thresholds, representative values were
selected to reflect overall trends. Results: Among ctDNA-negative patients at cycle 3 (n=557),
stopping therapy at cycle 3 led to a recurrence rate of 0.172, while completing six cycles
eliminated all recurrences. Adding ctDNA from cycles 1 and 2 separated cycle 3-negative
patients into a high-risk group with much higher recurrence (90/121; 0.744) and a low-risk
group with very low relapse risk (6/436; 0.014). Across assay sensitivities, high-sensitivity
ctDNA reduced recurrence after cycle 3 cessation to 0.093 (43/464), whereas PET-level sen-
sitivity showed a higher recurrence rate (0.288; 171/593), and adding data from cycles 1 and 2
consistently improved sensitivity. Early-cycle ctDNA (C1, C2) stratified patients into a high-risk
non-responder group (5-year PFS 0.009), who can benefit from transferring treatment plans,
and a low-risk group with favorable outcomes (5-year PFS 0.961). Conclusions: Pop-TK
modeling suggests that although most patients with cycle 3 ctDNA negativity do not relapse
when treatment is continued through cycle 6, some patients may still experience relapse that
might not have occurred if treatment had been completed through cycle 6. Adding early cycles
produces a large low-risk subgroup, supporting safer de-escalation, while still identifying
patients who will consistently relapse if therapy is stopped early. Higher assay sensitivity
reduces false negatives, but early-cycle ctDNA remains very informative. Furthermore, early
cycle ctDNA enables identification of non-responding patients before completion of therapy.
These findings support the addition of early cycle ctDNA into response-adapted de-escalation
and early treatment switching in trials for DLBCL treated with Pola-R-CHP. Research Sponsor:
None.
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Multi-omics discovery and clinical validation of COL1A2 alternative splicing iso-
forms as liquid biopsy markers for metastasis surveillance in osteosarcoma.

Jungiang Yin, Yu Xu, Weihai Liu, Zhigiang Zhao, Xiaoguang Li, Yiwei Fu, Lifeng Yin; Department of Musculoskeletal Oncology Center, The First Affiliated Hospital, Sun Yat-
sen University, Guangzhou, China; Department of Musculoskeletal Oncology, The First Affiliated Hospital of Sun Yat-sen University, Guangzhou, China

Background: Osteosarcoma (OS) is characterized by early metastatic dissemination, yet the
lack of sensitive and tumor-specific tools for real-time surveillance remains a major barrier to
improving patient outcomes. Methods: We performed an integrative multi-omics analysis of
42/ OS patients, incorporating whole-exome sequencing, bulk RNA sequencing, short-read
single-cell RNA sequencing, and single-cell long-read transcriptomics to resolve isoform-
level AS alterations at single-cell resolution. Candidate isoforms were evaluated across plasma
and peripheral blood datasets from 346 healthy controls to assess tumor specificity. Trans-
lational utility was tested in a prospective clinical trial (ChiCTR2400079438), comparing
COL1A2 isoform—based circulating tumor cells (CTCs) detection with conventional VIM/
TWIST1-based CTC assays and tumor-informed circulating tumor DNA (ctDNA) profiling.
Results: OS exhibited widespread alternative splicing dysregulation across both tumor and
stromal compartments, with extensive isoform remodeling revealed by single-cell long-read
transcriptomics. Two metastasis-associated COL1A2 isoforms were detected in 98% of OS
tumor cells but were entirely absent in healthy controls, demonstrating high tumor specificity.
COL1A2 isoform—based CTCs detection significantly outperformed VIM- or TWIST1-based
assays for predicting metastasis (AUC 0.833 vs. 0.531, P < 0.01) and achieved accuracy com-
parable to circulating tumor DNA (ctDNA) assays (AUC 0.833 vs. 0.861, P = 0.78). Notably,
COL1A2 isoform—based CTCs detected metastatic progression 5.11 months earlier than con-
ventional imaging, approximately two months earlier than ctDNA. Longitudinal analyses
further revealed frequent loss of primary tumor—derived mutations during metastatic evolu-
tion, limiting the sensitivity of tumor-informed ctDNA assays, whereas COL1A2 isoform—based
CTC detection remained robust. Conclusions: Collectively, this study provides the first sys-
tematic comparison of CTCs- and ctDNA-based surveillance strategies in OS and establishes
COL1A2 isoform-based CTCs detection as a sensitive, specific, and mutation-agnostic liquid
biopsy strategy. Clinical trial information: ChiCTR2400079438. Research Sponsor: None.
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Integrating tumor mutation profiles, preoperative circulating tumor DNA (ctDNA),
and clinical features to a predicting model for early peritoneal recurrence in stage lI-
lll gastric cancer following curative gastrectomy.

Quang Thong Dang, Viet Hai Nguyen, Dat Quang Tran, Doan Thuy Duy Nguyen, Anh Vu Tuan Nguyen, Duy Phuoc Tran, Nguyen Lam Vuong, Long Vo Duy; Department of
Gastrointestinal Surgery, University Medical Center, University of Medicine and Pharmacy at Ho Chi Minh City, Ho Chi Minh, Viet Nam

Background: Peritoneal recurrence is the common failure pattern after curative gastrectomy
and is most consequential within the first 2 years. Early risk identification can alter treatment
strategy. Conventional clinicopathologic models are inadequate for individualized early de-
tection. Tumor-informed circulating tumor DNA (ctDNA) enables detection of minimal residual
disease (MRD) and may help refine risk stratification. Methods: We conducted a prospective
cohort study of 134 patients with stage II-III gastric adenocarcinoma undergoing curative-
intent gastrectomy (MRD cohort). Clinicopathologic variables, tumor mutation profiles, and
ctDNA metrics were integrated to train and internally validate machine-learning models using
logistic regression, random forest, and XGBoost for the primary endpoint of peritoneal re-
currence within 12 months and 24 months after surgery. External validation was performed
using the Yang et al. dataset. Results: Among 134 MRD patients with complete molecular and
clinical data, 19 (14.2%) and 35 (26.1%) developed peritoneal recurrence within 12 months and
24 months, respectively. ctDNA positivity and higher max variant allele frequency (max VAF)
were strong predictors of early peritoneal relapse, with additional contributions from path-
ologic stage and preoperative CEA, PI3K—AKT or EMT pathway genes. Across algorithms,
ctDNA-integrated models consistently outperformed clinical-only baselines, with XGBoost
showing the best overall discrimination on cross-validation. Findings generalized on external
validation with the Yang et al. dataset, supporting model transportability. Conclusions: Inte-
grating tumor-informed ctDNA with clinical and genomic features enables actionable predic-
tion of early peritoneal recurrence after curative gastrectomy. This tool can trigger strategy
modification of either stricter follow-up, adjuvant therapy intensification, or consideration of
neoadjuvant approaches, in selected high-risk patients. Multicenter validation and prospective
utility studies are warranted. Clinical trial information: NCT05029869. Research Sponsor:
None.
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A prospective study of tumor-informed ctDNA minimal residual disease detection in
bone and soft tissue sarcomas.

Jungiang Yin, Yiwei Fu, Weihai Liu, Zhigiang Zhao, Xi Tang, Xiaoguang Li; Department of Musculoskeletal Oncology Center, The First Affiliated Hospital, Sun Yat-sen
University, Guangzhou, China; Department of Musculoskeletal Oncology, The First Affiliated Hospital of Sun Yat-sen University, Guangzhou, China

Background: The high recurrence and metastasis rates lead to poor survival of patients with
sarcoma. Conventional imaging often detects relapse at a relatively late stage. In our previous
study, circulating tumor DNA (ctDNA)-based minimal residual disease (MRD) detection dem-
onstrated strong prognostic value in osteosarcoma, enabling earlier detection of recurrence
compared with radiographic surveillance. However, whether this approach is applicable to soft
tissue sarcomas and the broader sarcoma population remains unclear. Methods: Between
August 2020 and March 2024, patients with sarcoma were prospectively enrolled at a single
center. Tumor-informed MRD assays were designed using whole-exome sequencing of paired
tumor—normal samples. Longitudinal postoperative plasma samples were collected for ctDNA
analysis. Survival outcomes were assessed using Kaplan—Meier analysis with log-rank tests.
Multivariable Cox proportional hazards regression was performed adjusting for age, sex, tumor
necrosis score, and histologic subtype (osteosarcoma vs non-osteosarcoma). Results: A total of
121 patients were included, comprising 74 bone-origin sarcomas (72 osteosarcomas) and 47
soft tissue sarcomas; 77 patients were male and 44 were female. With a median follow-up of
21.7 months, postoperative ctDNA positivity was strongly associated with inferior survival.
Median relapse-free survival was 6 months in ctDNA-positive patients versus 43 months in
ctDNA-negative patients (P < 0.001). This prognostic separation remained significant across
early (=1 month), intermediate (1-6 months), and late (>6 months) postoperative time
windows. In multivariable Cox analysis, postoperative ctDNA status remained an independent
prognostic factor (HR = 5.20, 95% CI: 2.07—13.08; P < 0.001). In 19 patients, ctDNA positivity
preceded radiographic evidence of recurrence, with a mean lead time of approximately
3 months. Notably, 56 patients with persistently negative postoperative ctDNA experienced
no recurrence or metastasis during follow-up. Conclusions: Tumor-informed ctDNA-based
MRD detection is applicable to a broad range of sarcoma subtypes and provides robust prog-
nostic information following surgery. These findings support the role of ctDNA as an early
biomarker for disease recurrence in sarcoma. Clinical trial information: ChiCTR2400083045.
Research Sponsor: None.
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Leveraging a hybrid tumor-informed and tumor-agnostic ctDNA assay for optimal
ctDNA-MRD detection: A real-world study in Southeast Asia.

Anh Nguyen, Ngoc Nguyen, Tu Nguyen, Le-Tho T. Vo, Lan N. Tu; Medical Genetics Institute, Ho Chi Minh, Viet Nam

Background: While tumor-informed ctDNA assays are the gold standard for minimal residual
disease (MRD) detection, their utility is frequently limited by suboptimal tissue quality and
quantity. This study evaluated a hybrid strategy combining personalized tumor-informed
mutations and a tumor-agnostic hotspot panel to improve ctDNA-MRD detection in a real-
world patient cohort. Methods: We retrospectively analyzed 1015 blood samples of 577 patients
diagnosed with stage I-IV lung (n=222), colorectal (n=172), and breast (n=143) cancers. The
hybrid assay (K-4CARE, Gene Solutions) integrated patient-specific variants with a cancer-
specific tumor-agnostic hotspot panel (K-4CARE, Gene Solutions). ctDNA status was corre-
lated with clinical outcomes in 200 early-stage patients (median follow-up >6 months) and 59
metastatic-stage patients. Results: The hybrid approach significantly outperformed the
tumor-informed method, increasing pre-treatment ctDNA detection rates by 33.3—-48.8% in
cases with suboptimal tissue quality. In the early stage, post-operative ctDNA was detected in
93.5% (29/31) of the patients having recurrence, with the median lead time of 8.4 months; while
97.6% (165/169) of those with no recurrence had negative results. ctDNA positivity was an
independent prognostic factor (p<0.001) that increased recurrence risk in lung (HR=145.4; 95%
CI: 37.4-564.5), colorectal (HR=173.6; 95% CI: 19.7->300.0), and breast (HR=147.8; 95% CI:
26.3->500.0) cancers. In the metastatic stage, at 12 weeks after therapy initiation, 85.3% (29/
34) of the molecular responders, who had ctDNA cleared or reduced by >50% of baseline VAF
level, achieved clinical partial response or stable disease; while 88.0% (22/25) of the molecular
non-responders had confirmed progressive disease. Notably, the tumor-agnostic hotspot
panel helped identify new and resistance mutations, including EGFR T790M in lung
(20.0%), ESR1 Y537N (7.1%), ESR1 Y538G (3.6%), ESR1 P535H (1.8%) in breast (12.5%), and
KRAS G12D in colorectal (25.0%) cancers. Conclusions: This hybrid approach improved sen-
sitivity to detect ctDNA-MRD, and the capability to identify emergent resistance mutations
provides expanded clinical utility for longitudinal monitoring. Research Sponsor: Gene Solu-
tions JSC, Ho Chi Minh city, Vietnam.
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Cell-free DNA fragmentomics as an enabler of tumor-of-origin classification using a
commercial targeted cfDNA panel.

Kyle Helzer, Saira Khwaja, Benjamin Davies, Shuang Zhao; Department of Human Oncology, University of Wisconsin-Madison, Madison, WI; Tempus Al, Chicago, IL;
University of Wisconsin Carbone Cancer Center, Madison, WI

Background: Analysis of cell-free DNA (cfDNA) fragmentation patterns (“fragmentomics”)
has emerged as a powerful approach for cancer detection and classification, but most prior
studies rely on whole-genome or research-grade sequencing. The feasibility and performance
of fragmentomics using commercial targeted cfDNA next-generation sequencing (NGS) panels
used in routine clinical care remain unclear. We evaluated whether fragmentomics metrics
derived from the Tempus xF targeted cancer exon panel could accurately classify tumor type.
Methods: We analyzed cfDNA sequencing data from 1,950 patients across 10 cancer types
sequenced on the Tempus xF clinical NGS panel (105 genes), split a priori into training (n=1,455)
and validation (n=495) cohorts. Exon-level fragmentomics features were extracted, including
fragment size distributions, Shannon entropy, normalized read depth, proportions of short
fragments, fragment size bins, motif diversity, and chromatin-context—specific entropy met-
rics. Elastic-net regression models were trained to classify tumor type using 10-fold cross-
validation, with area under the receiver-operating characteristic curve (AUROC) as the primary
endpoint. Model performance was independently evaluated in the validation cohort, including
stratification by circulating tumor DNA (ctDNA) fraction. Results: In cross-validation of the
training cohort, a combined fragmentomics model achieved a median AUROC of 0.790 across
cancer types. In independent validation, the combined model maintained robust performance
with a median AUROC of 0.794. Prostate, breast, and ovarian cancers demonstrated the highest
discrimination (validation AUROCs up to 0.952 and 0.936 for prostate and breast cancer,
respectively). Performance improved substantially in samples with higher tumor burden:
among validation samples with ctDNA fraction =10% (85.2% of cases), the median AUROC
increased to 0.815 compared with 0.719 in low ctDNA samples. Conclusions: Fragmentomics
analysis applied to an existing commercial targeted cfDNA panel enables accurate tumor-of-
origin classification without additional sequencing or assays. These findings demonstrate a
scalable strategy to extend the diagnostic capabilities of routine clinical cfDNA testing and
support the integration of fragmentomics into real-world liquid biopsy workflows, particularly
in patients with sufficient ctDNA fraction. Research Sponsor: None,
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Ultrasensitive tumor-informed ctDNA MRD detection to identify metastatic relapse
and as predictor of recurrence-free survival following resection of early-stage
NSCLC.

Fernando Pikabea Diaz, David M. Kurtz, Jeffrey Gregg, Zachary Coyne, Sameena Khan, Jamie Feng, Thomas K. Waddell, Kazuhiro Yasufuku, Laura Donahoe, Andrew Pierre,
Shaf Keshavjee, Jonathan Yeung, Marcelo Cypel, Marc De Perrot, Elliot Wakeam, Mary R. Rabey, Lisa W. Le, Sierra Love Stowell, Maximilian Diehn, Natasha B. Leighl;
Division of Medical Oncology, Princess Margaret Cancer Centre/University Health Network, Toronto, ON, Canada; Natera, Inc., Austin, TX; Natera, Inc, Austin, TX; Division of
Thoracic Surgery, University Health Network, University of Toronto, Toronto, ON, Canada; Division of Thoracic Surgery, University Health Network, Toronto, ON, Canada;
Department of Biostatistics, University Health Network, Toronto, ON, Canada; Department of Radiation Oncology, Stanford University, Stanford, CA; Princess Margaret
Cancer Centre/University Health Network, Toronto, ON, Canada

Background: After curative-intent resection of non-small cell lung cancer (NSCLC), patients
remain at risk for metastatic relapse and development of second primary malignancies. Cir-
culating tumor DNA (ctDNA) molecular residual disease (MRD) detection has prognostic value,
but sensitivity in early-stage disease has been limited. We evaluated an ultrasensitive tumor-
informed whole-genome sequencing (WGS) assay that leverages phased variants (PVs) for
longitudinal MRD detection in a cohort from the ctDNA Lung DETECT study (NCT05254782).
Methods: Patients with clinical stage I NSCLC treated with upfront surgery were enrolled at
Princess Margaret Cancer Centre/University Health Network. Resected tumor tissue underwent
WGS to generate personalized tumor-informed assays tracking up to 5000 somatic variants,
including prioritized PVs prioritized (CLARITY, Foresight Diagnostics). Plasma samples (pre-
operative, 3-6 weeks post-operative landmark, 6 months, 12 months, and at recurrence) were
analyzed retrospectively with labs blinded to outcomes. Endpoints were MRD detection, re-
currence free survival (RFS), MRD clearance patterns. Results: Of 128 clinical stage I patients
with banked samples, 121 (95%) had sufficient tumor for WGS. Pathologic stage distribution
AJCC 8th Ed. was stage o/I/II/III/IV (n=1/86/22/1). Among 121 patients, 16 (13%) experienced
distant recurrence and 15 (12%) developed second primary malignancies: lung, breast, ovarian,
prostate and sarcoma. MRD detection at pre-operative (HR 5.6, p=0.002) and post-operative
landmark (HR 4.2, p=0.002) was significantly associated with RFS. MRD+ at 12 months post-
resection demonstrated stronger prognostic value, as 97% (91/94) MRD-negative patients
remained recurrence free compared to 15% (2/13) MRD+ patients (HR 48.3, p<0.0001). We
assessed MRD clearance between post-op landmark and later samples in patients who received
adjuvant therapy. In total, 34 received adjuvant therapy; of these, 10 were MRD+ post-
operatively with at least 1 subsequent sample. MRD clearance during or after adjuvant therapy
was significantly associated with improved RFS (p=0.019). Patients with MRD clearance at any
time after adjuvant therapy had 0% recurrence (0/4), while 83% (5/6) patients who failed to
clear MRD despite adjuvant therapy had recurrence. In recurrence, MRD was detected in 94%
(15/16) prior to or at recurrence. Only 1 MRD-negative patient recurred, >2 years after the last
assessed sample. Conclusions: Ultrasensitive tumor-informed ctDNA MRD detection identifies
patients at high risk for metastatic relapse following NSCLC resection, including pathologic
Stage I, and may provide substantial lead time over conventional imaging. Clearance of post-
surgical MRD with adjuvant therapy may inform post-resection surveillance and future studies
of adjuvant therapy. Clinical trial information: NCT05254782. Research Sponsor: Princess
Margaret Cancer Foundation; Ontario Institute for Cancer Research.
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cfDNA sequencing as a cutting-edge technology to identify pathogenic germline
variants from 8353 patients with advanced tumors at the Gustave Roussy Institute.

Hela Sassi, Arnaud Bayle, Benjamin Verret, Cristina Smolenschi, Antoine Hollebecque, Mihaela Aldea, Marie Morfouace, Michael Degaud, Voreak Suybeng, Eric Angevin,
Veronica Goldbarg, Cecile Badoual, Fabrice Andre, Fabrice Barlesi, Ludovic Lacroix, Olivier Caron, Damien Vasseur, Antoine Italiano, Etienne Rouleau, Molecular Tumor
Board Contributors; Medical Biology and Pathology Department, Paris-Saclay University, Gustave Roussy, Villejuif, France; Gustave Roussy and Paris-Saclay University,
Villejuif, France; Gustave Roussy and Paris Cité University, Villejuif, France

Background: Large cfDNA panels used for somatic profiling can incidentally reveal pathogenic
variants of potential germline origin, with implications for patient management and hereditary
cancer risk assessment. Methods: Between December 18", 2020 and July 2279, 2025, a weekly
molecular tumor board reviewed cfDNA sequencing data from 8353 patients with advanced
solid tumors treated at Gustave Roussy using the FoundationOne Liquid CDx panel, within the
prospective STING trial (NCT04932525). We evaluated the yield, clinical relevance, and con-
firmatory outcomes of an MTB-governed workflow to flag putative germline pathogenic
variants (PGPVs) from routine cfDNA profiling in advanced cancers. Across the 324 covered
genes, we selected a list of 31 known hereditary cancer genes and 7 emerging candidates.
Patients without prior germline confirmation were referred for genetic counseling and con-
firmatory testing on an independent sample. Turnaround times were compared with the
conventional germline pathway. Results: Among 8,353 patients (mean age 62 years), 445
(5.3%) carried 471 PGPVs, including 23 patients with more than 2 variants. The most frequently
implicated genes were BRCA2 (n=101), MUTYH (n=81) and BRCA1 (n=62). Overall, 54.6% of
PGPVs were incidental findings (257/471); among incidental findings, 51.0% were clinically
actionable (131/257), corresponding to 27.8% of all PGPVs (131/471). Germline status was
confirmed in 172 patients (86 known prior to cfDNA profiling and 86 confirmed following
cfDNA-guided referrals, including 60 incidental findings of which 52 were actionable; 14
variants (11 patients) were not confirmed and 6 were pending. For variants first flagged through
cfDNA, the mean interval from liquid biopsy prescription to confirmatory germline report was
2 months, compared with 6 months through the conventional pathway. In evaluable paired
cases, cfDNA showed high diagnostic performance for identifying germline findings (sensi-
tivity 98.3%, specificity 97.4%). Conclusions: In an advanced pan-cancer real-world cohort, an
MTB-governed cfDNA workflow identified PGPVs in 5% of patients, with over half representing
incidental findings and 28% of all PGPVs being actionable. cfDNA profiling can accelerate
referral and confirmation of hereditary cancer risk when coupled with expert interpretation and
confirmatory germline testing, while acknowledging limitations for certain alterations.
Research Sponsor: None.
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ESR1 mutation longitudinal dynamics in RWD cohort of HR+/HER2— metastatic
breast cancer patients treated with standard-of-care hormonal therapy.

Malvika Pillai, Neelima Vidula, Halla Nimeiri, Chithra Sangli, Victoria L. Chiou, Adam Brufsky; Tempus Al, Chicago, IL; Massachusetts General Hospital, Harvard Medical
School, Boston, MA; Robert H. Lurie Comprehensive Cancer Center of Northwestern University, Chicago, IL; Tempus Al, Inc., Chicago, IL; Magee-Womens Hospital and
UPMC Hillman Cancer Center, University of Pittsburgh Medical Center, Pittsburgh, PA

Background: ESR1 mutations (ESRim) are known drivers of resistance to aromatase inhibitors.
While ESR1m has been linked to worse survival outcomes, clonal complexity over time has not
been well-evaluated in a real-world context. Here we characterized longitudinal dynamics of
ESRim, including rare point mutation emergence and polyclonality in hormone receptor-
positive/HER2-negative metastatic breast cancer (HR+/HER2- mBC) patients (pts) treated
with aromatase inhibitor (AI) plus CDK4/6 inhibitor (CDK4/6i). Methods: We identified a cohort
for longitudinal analysis from the Tempus real-world database (RWD). Eligible pts had HR+/
HER2- mBC (diagnosed before 01/2023), received AI+CDK4/6i therapy in mBC, and had com-
prehensive genomic profiling from tissue/liquid biopsy (Tempus xT/Tempus xF) within 2 yrs of
treatment, with =1 on-treatment xF tests. We analyzed ESR1 clonal dynamics, starting from
first ESR1m detection in a subset of pts who had multiple xF tests. Polyclonality was also
assessed, defined as presence of at least 2 distinct ESR1im in a sample. Results: Of 301 HR+/
HER2- mBC pts on AI+CDK4/6i therapy, 102 (33.9%) developed an ESRi1m. In the ESRim group,
72 pts (70.6%) had 2+ on-treatment liquid biopsies (Tempus xF/xF+), comprising the final
cohort for observation. At ESR1im detection, 64.8% pts had a single detectable ESR1m, most
commonly D538G (31.9%) and Y537S (12.5%). In contrast, 34.7% had polyclonal mutations
(19.7% with 2 distinct mutations; 15.3% with 3+). Recurrent detection of D538G (52.8%), Y537S
(20.8%), and Y537N (16.7%) was noted in repeat xF testing. Detection of additional ESRim
(26.4%) over time confirmed known common mutations such as Y537N (8.3%), D538G (5.6%),
and Y537S (5.6%). However, longitudinal testing also found rare mutations such as V422del and
H524L. Mutational dynamics shifts were also revealed by longitudinal testing. In 36.1% pts, a
previously detected ESRim was no longer found, often in those who initiated a SERD. D538G
(5.6%) and Y537N (4.2%) were the most commonly lost mutations. Recurrent and new ESRim
detection occurred in pts who continued AI+CDK4/6i (44.4%). Many pts showed a combination
of these dynamics. Conclusions: Multimodal RWD analyses demonstrate valuable clinical
insights on ESRim patterns detected from longitudinal molecular surveillance testing in
HR+/HER2- mBC pts treated with AI+CDK4/6i. We observed shifting dynamics in ESRim
burden, including detection of rare mutations and polyclonality. These findings show the value
of monitoring ESRim longitudinally over disease course and prompt further research into
clinical impacts of clonal dynamics. Research Sponsor: None.
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Quantitative assessment of tumor shedding using Al-derived radiographic tumor
burden and quantified liquid biopsy in advanced gastrointestinal cancers.

Abdul Qahar K. Yasinzai, Derek Li, llyas Sahin, Doga Kahramangil, Pravalika Manda, Lee D. McDaniel, Maegan Cremer, Gahyun Gim, George P. Kim, Sherise C. Rogers,
Brian Hemendra Ramnaraign, Matthew Gordon Varga, Meghan Ferrall-Fairbanks, Bruno Hochhegger, Kyle B. See, Ji-Hyun Lee, Thomas J. George; University of Florida/UF
Health Cancer Institute, Gainesville, FL; BillionToOne, Inc., Menlo Park, CA; University of Florida Health Cancer Institute, Gainesville, FL

Background: Radiographic imaging remains the clinical standard for assessing cancer treat-
ment response; however, it lacks sensitivity to detect early biological shifts and spatially
heterogeneous tumor behavior. Methylated circulating tumor DNA (mctDNA) provides a com-
plementary molecular measure of disease burden, yet the quantitative relationship between
radiographic tumor burden and DNA shedding remains poorly characterized. In this cohort
study, we evaluated whether early changes in shed rate predict progression-free survival (PFS)
and overall survival (OS) in patients with advanced gastrointestinal (GI) cancers. Methods:
Patients with advanced GI malignancies receiving systemic therapies underwent paired lon-
gitudinal radiographic and liquid biopsy assessments. Radiographic tumor burden was quan-
tified (OSCAR AI platform). Tumor contours were independently blinded reviewed by two
radiologists. Up to 15 target lesions per organ were selected, and the total tumor burden
was calculated analogous to longitudinal RECIST assessment. Tumor Methylation Score
(TMS) from the Northstar Response assay quantified mctDNA. Tumor shed rate (TSR) was
defined as the ratio of TMS to the Al-derived radiographic tumor volume and calculated at
baseline and at the first on-treatment landmark using the closest-paired CT scan and blood
drawn within 120 days. Fold-change in TSR from baseline was compared with PFS and OS.
Undetectable tumor volume cases were excluded. Results: Forty patients were evaluable, with
both baseline and landmark timepoints available within the 120-day window. TSR ranged from
amin of 0 methylated molecules per mm? (m4) to a max of 1.0 m4 with a median of 0.06 m4. TSR
significantly differed between tumor types (p=0.013, ANOVA), with CRC having the highest
median shed rate (0.13 m4) and EGA and pancreatic having the lowest median shed rates (0 m4).
TMS was significantly associated with tumor volume at baseline (Rsq=0.15,p=0.01, Deming)
and on-treatment (Rsq=0.6, p<0.001, Deming). An increased TSR was associated with OS
(HR=5.8, 95% CI 1.7-19.2, <0.01) and PFS (HR=3.5, 1.4-8.6, <0.01). Conclusions: TSR
represents a novel, multidimensional integration of Al-driven volumetrics and liquid biopsy.
Our findings suggest that an increasing shed rate is a predictor of PFS and OS, potentially
serving as a lead-time indicator of tumor-host homeostatic decompensation. Future analysis
will determine if TSR captures critical transitions in tumor biology that precede and perhaps
drive radiographically detectable progression. Research Sponsor: U.S. National Institutes of
Health; UF Health Cancer Institute; Florida state appropriations provided in Fla. Stat. § 381.915;
BillionToOne.
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Breast cancer screening is heating up: A novel thermophysics-based Al modality for
screening subjects with BIRADS 4 or 5 mammograms.

Nedal Darwish, Jessica Arconti Fleming, Carlos Gutierrez, Isaac Perez-Raya, Satish Kandlikar, Atharva Vijay Sundge, Pradyumna D. Phatak, Donnette Dabydeen; Rochester
General Health System, Rochester, NY; Rochester General Hospital, Rochester, NY; BiRed Imaging, Inc., Rochester, NY; Rochester Regional Health, Rochester, NY

Background: Although mammography is an effective cancer detection modality, limited spec-
ificity at population scale leads to unnecessary biopsies, highlighting a need for adjunctive
approaches. Cancer exhibits increased metabolic activity, leading to temperature differentials
when compared with benign tissue. In this study, ultra-high sensitivity infrared imaging (IRI)
was utilized with a novel thermophysics-based Al neural network to leverage temperature
differentials for cancer screening. Methods: This prospective validation pilot study enrolled 14
patients with BI-RADS 4 or 5 breast lesions on diagnostic imaging prior to biopsy. IRI and
optical images were acquired using an infrared imaging device at angular intervals, encoding
the breast surface. Thermal and optical data were processed using a 3D reconstruction algo-
rithm to generate breast surface thermal-spatial point-clouds, encoding temperature values at
corresponding locations. Tumor presence or absence was predicted using an Al physics-
informed neural network (PINN) that solves inverse bioheat transfer equations to identify
heat sources associated with increased metabolic activity and blood perfusion. The PINN result
was then compared to diagnostic mammography and to histologic findings on pathology.
Results: 14 patients aged 42-83 years were included in a prespecified salient interim analysis
approved by the study committee to assess feasibility. Histologic outcomes ranging from
normal breast tissue to benign and premalignant/malignant conditions as outlined in Table 1.
The PINN accurately predicted the presence and location of all premalignant/malignant lesions,
including all incidences of IDC (n=3), DCIS (n=3), and ADH (n=2). Histologically benign lesions
(n=6) were not detected by the PINN as a heat source. The mean size error for the PINN was
1.3 cm compared to size on pathology. Conclusions: Infrared imaging combined with a
thermophysics-based AI neural network was able to localize and detect premalignant/
malignant breast lesions with 100% sensitivity and specificity. Our findings suggest that IRI
adjunctive screening may have the potential to both accurately detect breast cancer and
minimize unnecessary biopsies. Research Sponsor: None.

Comparison of PINN assessment with histological outcome.

PINN Histologic
Number of Breast PINN Diameter Histologic Diameter
Patients Tissue Type Assessment (cm) Assessment (cm)
2 SF + 12,22 ADH 2.1,3.0
3 SF + 1.1,1.4,1.4 DCIS 2.1,20,28
3 SF + 1.0,1.2,1.6 IDC 0.5, 3.0, 5.0
1 SF - Fibrosis
1 SF - Cystic Fluid
1 SF - Fibrocystic
1 SF - Fibroadenoma
1 SF - Duct Ectasia
1 HD - Normal Breast

Breast tissue density classifications: scattered fibro-glandular (SF), heterogeneously dense (HD). His-
tology subtypes: invasive ductal carcinoma (IDC), ductal carcinoma in situ (DCIS), atypical ductal hy-
perplasia (ADH). PINN=physics-informed neural network.
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®8Ga-NODAGA-SNA014 whole-body PET imaging to detect Claudin18.2—positive
pancreatic cancer lesions.

Jihui Hao, Yongjie Xie, Zhao Yang, Xingkai Wang, Ziyun Liu, Dong Dai, Jun Yu; Department of Pancreatic Cancer, Tianjin Medical University Cancer Institute & Hospital,
National Clinical Research Center for Cancer, Key Laboratory of Cancer Prevention and Therapy, Tianjin Medical University, Tianjin, China; Tianjin Medical University Cancer
Institute & Hospital, Tianjin, China; Tianjin Medical University Cancer Institute and Hospital, Tianjin, China; Tianjin Cancer Hospital Airport Hospital, Tianjin, China

Background: ®®Ga-labeled nanobody (°®Ga-NODAGA-SNA014) is a PET radiotracer based on a
single-domain antibody. We conducted a first-in-human (FIH) evaluation of ®®Ga-NODAGA-
SNAO014 to characterize in vivo biodistribution, metabolism, radiation dosimetry, and safety,
and to explore its ability to noninvasively quantify Claudin-18.2 (CLDN18.2) expression in
patients with gastrointestinal cancers. Methods: 68Ga-NODAGA-SNA014 was synthesized and
first assessed preclinically in human pancreatic cancer cell lines and xenograft mouse models to
evaluate affinity, specificity, and pharmacokinetics. We then performed a translational pilot
study in 15 patients with pancreatic cancer imaged on a total-body (panoramic) PET/CT system.
Whole-body biodistribution, organ dosimetry, and the association between lesion uptake and
CLDN18.2 expression were analyzed and compared with ®F-FDG, where available. Results:
68Ga-NODAGA-SNA014 was produced reliably with favorable radiochemical characteristics. In
preclinical studies, the tracer exhibited rapid blood clearance, high affinity for CLDN18.2, and
specific uptake in CLDN18.2-positive cells and xenografts. In patients, physiologic uptake was
highest in the stomach and kidneys, with mild uptake in the pancreas. Lesion uptake varied by
CLDN18.2 expression level, and °®Ga-NODAGA-SNA014 demonstrated more precise differen-
tiation of CLDN18.2-high versus CLDN18.2-low lesions than *®F-FDG. Conclusions: PET uptake
(SUV) of ®®Ga-NODAGA-SNA01/ correlated with CLDN18.2 expression, supporting its potential
as a noninvasive companion diagnostic to guide and optimize CLDN18.2-targeted therapies.
Research Sponsor: None.
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Comprehensive profiling and clinical utility of CSF-derived cell-free DNA/RNA for
evaluation of solid and hematologic malignancies affecting the central nervous
system.

Ryan Gimple, Renee Morecroft, Maher Albitar, Omar H. Butt; Washington University in Saint Louis School of Medicine, St. Louis, MO; HCA FL Orange Park Hospital, Orange
Park, FL; Genomic Testing Cooperative, Lake Forest, CA; Washington University School of Medicine, St. Louis, MO

Background: Diagnosis and risk stratification of brain lesions is challenging when tissue biopsy
is contraindicated due to anatomic or clinical factors. Cerebrospinal fluid (CSF)—based liquid
biopsy using cell-free DNA (cfDNA) and RNA (cfRNA) offers a minimally invasive approach to
detect neoplastic disease and inform management. We evaluated the clinical utility of a com-
mercially available cfDNA/cfRNA next-generation sequencing assay applied to CSF specimens
from patients with CNS lesions of uncertain etiology. Methods: Between 2023 and 2025, cfDNA,
cfRNA, and CSF cell pellet RNA profiling using next generation sequencing (NGS) was per-
formed on CSF samples from 1,559 patients, including 1,209 evaluated for suspected primary or
secondary solid CNS malignancies and 350 evaluated for CNS involvement by hematologic
malignancies. The assay interrogated single-nucleotide variants, insertions/deletions, copy
number alterations, gene fusions, lymphocyte clonality, and tumor mutational burden. The
depth of sequencing was between 25,000x and 30,000x for cfDNA. For quality control purposes,
more than 80 million reads were required for accepting RNA results, while the required
percentage of spliced RNA reads was above 20%. Clinical utility and actionability was further
assessed in a single-institution cohort of 90 patients by correlating cfDNA/cfRNA results with
cytology, flow cytometry, tissue biopsy, and clinical decision-making. Results: Among patients
evaluated for solid malignancies in the entire cohort, the most common alterations involved
TP53, KMT2C, PIK3CA, EGFR, and DNMT3A, while hematologic cases frequently harbored
PIM1, TP53, MYD88, CD79B, TET2, and DNMT3A alterations. In the institutional cohort (me-
dian age 57 years), neoplastic cfDNA was detected in 40/90 samples, with recurrent alterations
mirroring those of the larger panel. cfDNA profiling demonstrated 100% sensitivity for neo-
plastic DNA detection compared with current standard-of-care cytology and flow cytometry
and identified neoplastic DNA in 37% of cytology-negative and 42% of flow-negative cases.
Concordance with contemporaneous tissue biopsy yielded a positive predictive value of 89%,
with a sensitivity of 68%, reflecting reduced detection in intraparenchymal lesions with limited
CSF exposure. cfDNA results directly influenced treatment decisions in patients evaluated for
new intracranial malignancy and for CNS metastasis or recurrence. Conclusions: CSF cfDNA/
cfRNA profiling significantly enhanced diagnostic yield in CNS lesions of uncertain etiology,
particularly when conventional cytology is negative, or biopsy is infeasible, while also providing
actionable molecular information to guide therapy. Research Sponsor: None.
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Application of long-read sequencing to resolve cryptic genomic instability across
cancer types.

Josh Vo, Yi-Mi Wu, Rui Wang, Tiffany Pham, Sophie Yeung, Mingyu Park, Guo Ci Teo, Lakshmi Priya Kunju, Xuhong Cao, Dan Robinson, Arul Chinnaiyan; Michigan Center for
Translational Pathology, Department of Pathology, University of Michigan, Ann Arbor, MI; University of Michigan, Ann Arbor, MI; Michigan Center for Translational
Pathology, University of Michigan, Ann Arbor, Ml

Background: Computational mutational signatures can identify tumors with homologous
recombination deficiency (HRD), mismatch repair deficiency (MMRD), and focal tandem du-
plication (FTD) phenotypes, nominating patients for PARP inhibitors or immune checkpoint
blockade. However, many signature-positive cases lack identifiable causative alterations by
conventional sequencing, forcing patients toward empiric therapy or clinical trial enrollment
without molecular confirmation. We evaluated whether long-read nanopore sequencing could
provide definitive molecular diagnoses to guide evidence-based treatment selection. Methods:
We analyzed 768 patients with advanced prostate (n=505), breast (n=246), and ovarian (n=17)
cancers enrolled in the MiOncoSeq precision oncology program. Computational signature
analysis identified cases with HRD, MMRD, or FTD phenotypes. Cases unresolved by standard
short-read sequencing underwent long-read nanopore sequencing with integrated structural
variant detection, methylation profiling, and haplotype phasing. Results: Signature analysis
identified 164 cases (21.3%) with genomic instability phenotypes. Short-read sequencing
resolved 118/164 cases (71.9%), leaving 46 patients without molecular confirmation. Long-
read sequencing achieved mechanistic resolution in 32/46 cases (69.6%), with complete
resolution of MMRD (5/5,100%) and FTD (7/7,100%). Secondary signature analysis reclassified
11/14 unresolved HRD cases as non-classical, likely reflecting alternative DNA repair defects or
replication stress, refining diagnostic yield to 86.9% (20/23) for credible HRD. Cryptic mech-
anisms included promoter hypermethylation (BRCA1, MLH1, RAD51C), balanced structural
rearrangements (CDK12, PMS2), and deep intronic splice variants (PALB2, BARD1). Long-
read sequencing also uncovered 3 previously undetected pathogenic germline variants (BARD1,
BRIP1, PALB2) with direct implications for hereditary cancer risk assessment and family
screening. Combined analysis identified actionable findings enabling targeted therapy selection
in 19.5% of patients. Conclusions: Long-read sequencing provides definitive molecular diag-
noses for patients with signature-positive tumors, enables evidence-based therapy selection
over empiric treatment, and uncovers cryptic germline variants informing hereditary cancer
risk. Research Sponsor: National Cancer Institute.
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CLERAD-PROBE: Dosimetric analysis of 1-124 PET—guided remnant radioiodine
ablation in differentiated thyroid carcinoma.

Kerstin Michalski, Manuel Weber, Rudolf Werner, Peter Schneider, Johannes Biko, Heribert HAtnscheid, Marieke Heinrich, Nicolas Schlegel, Constantin Lapa,
Wofgang P. Fendler, Ken Herrmann, Andreas Buck; Department of Nuclear Medicine, University Hospital Wuerzburg, Wuerzburg, Germany; Department of Nuclear
Medicine, University Hospital Essen, Essen, Germany, Essen, Germany; Department of Nuclear Medicine, LMU University Hospital, Munich, Germany; Department of
Nuclear Medicine, University Hospital Wiirzburg, Wiirzburg, Germany; Department of General, Visceral, Transplantation, Vascular, and Pediatric Surgery, University
Hospital Wuerzburg, Wuerzburg, Germany; Department of Nuclear Medicine, University Hospital Augsburg, Augsburg, Germany; Department of Nuclear Medicine,
University of Duisburg-Essen and German Cancer Consortium (DKTK), University Hospital Essen, Essen, Germany; Department of Nuclear Medicine, University of Duisburg-
Essen and German Cancer Consortium (DKTK)-University Hospital Essen, Essen, Germany; Department of Nuclear Medicine, University Hospital Wuerzburg, Wiirzburg,
Germany

Background: The role of adjuvant radioiodine therapy (RIT) in differentiated thyroid carcinoma
(DTC) remains controversial due to a lack of long-term data from randomized controlled trials.
Consequently, international guidelines diverge; while some advocate broad application, others
prioritize a restrictive, risk-adapted approach. The CLERAD-PROBE trial aims to bridge this gap
by comparing both strategies regarding blood dose — as an established surrogate for secondary
malignancy risk — and oncological outcomes. Methods: CLERAD-PROBE is a prospective,
randomized, bicentric study (NCT01704586) in adult DTC patients, excluding those with
unifocal papillary microcarcinomas = 10 mm limited to the thyroid. Following thyroidectomy,
patients in Arm 1 underwent I-124 PET for staging and dosimetry. Adjuvant RIT was admin-
istered if one or multiple of the following risk factors were present: incomplete surgical
resection, tumor size >4cm or extrathyroidal extent, lymph node metastases and age = 45
years, distant metastases, and/or iodine-avid lesions on I-124 PET. In Arm 2, adjuvant RIT was
generally performed. Follow-up was performed every 4—6 months using thyroglobulin mea-
surements and cervical ultrasound. The primary endpoint was the mean blood dose after
complete remission or 18 months. Secondary endpoints included progression- and
recurrence-free survival at 3 and 10 years. Results: The primary endpoint was evaluable in
315 patients, enrolled from May 2015 to May 2021 (148 in Arm 1, 167 in Arm 2). Study arms were
matched with regards to histology, age, and tumor/nodal stage, though Arm 1 had significantly
fewer men (22% vs. 34%, p = 0.02). I-124 PET identified lymph node metastases in 49 patients
and distant metastases in 13 patients. RIT was performed in 68 of 148 (46%) patients in Arm 1.
Of these, 13 patients with low-risk carcinoma underwent RIT because of new metastases found
on I-124 PET. The mean absorbed blood doses (252 mGy vs 447 mGy, range: 4 - 3217 mGy vs. 48
- 2520 mGy; p < 0.001) and administered I-131-activities (2.3 GBq vs. 4.9 GBq; range: 0 — 18.6
GBq vs. 1.0 — 26.2 GBqg; p < 0.001) were lower in Arm 1. Conclusions: I-124 PET identifies
persistent, iodine-avid disease in patients who would not routinely receive adjuvant RIT
pursuant to ATA Guidelines, while enabling individualized selection in the others to minimize
secondary malignancy risk. The impact on long term oncological outcomes has yet to be
determined. Three years follow-up analyses evaluating recurrence rates and overall oncological
safety are currently in progress and will be presented at the congress. Clinical trial information:
NCT01704586. Research Sponsor: German Cancer Aid; 110751.

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/NCT01704586
http://meetings.asco.org

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3069 Poster Session

IPREDICT: Phase Il study of CD8 PET in patients with immunoresponsive solid
tumors—Imaging characteristics and correlation with RECIST response.

Kim Allyson Margolin, Kristin Schmiedehausen, Yulia Gavrilov, David Hays, Erik Aarntzen, Jeffrey Y.C. Wong, Rachel Pearson, Delphine L. Chen, Andrew Mark Scott,
Harm Westdorp, Sumanta Kumar Pal, Evan Hall, Michael Ferris, William Le, lan Wilson, Anna M. Wu; Providence Saint John's Cancer Institute, Santa Monica, CA; ImaginAb,
Calabasas, CA; Bioforum Group, Central District, Israel; CARTI, Little Rock, AR; Radboud University, Nijmegen, Netherlands; Department of Radiation Oncology, City of Hope
National Medical Center, Duarte, CA; Northern Centre for Cancer Care (NCCC), Newcastle-upon-Tyne, United Kingdom; Fred Hutch Cancer Center, Seattle, WA; Austin
Health, Heidelberg, Australia; Radboud University Nijmegen Medical Center, Nijmegen, Netherlands; Department of Medical Oncology & Therapeutics Research, City of
Hope Comprehensive Cancer Center, Duarte, CA; Fred Hutchinson Cancer Research Center, Seattle, WA; City of Hope National Medical Center, Duarte, CA

Background: CD8 T cells mediate antitumor effects of immune checkpoint blockade (ICB); their
histologically-determined abundance prior to or during therapy (Rx) appears to correlate with
ICB response in melanoma (MEL) and other solid tumors. We performed this Phase IIb study to
assess CD8 targeted PET imaging with 89Zr-crefmirlimab berdoxam prior to and during ICB Rx
to study its potential as a marker for Rx selection, enhancement or even replacement of existing
tumor measurement systems, and correlation of clinical outcomes. Methods: 70 patients (pts)
with MEL or Merkel cell cancer (MCC) (27), renal cell cancer (RCC) (35) or lung cancer (NSCLC)
(8) who were eligible for first or second-line single- or double-agent ICB or ICB plus an oral
kinase inhibitor (TKI) were enrolled. 89Zr-crefmirlimab berdoxam (1 mCi,1.5 mg protein), was
administered intravenously =<2 weeks prior to cycle 1 of ICB Rx, followed by a PET/CT scan 24
(+/-3) hours later (baseline, BL). The 2nd tracer injection and associated PET/CT scan occurred
-6 weeks after ICB Rx initiation, prior to cycle 3 (on treatment, OT). Standard of Care imaging
and RECIST 1.1 were used to assess response to Rx. Results: All 70 pts were evaluable for safety
analysis; none experienced an SAE related to imaging agent. 65 pts (21 MEL, 2 MCC, 34 RCC and
8 NSCLC) were included in the primary endpoint analysis of correlating CD8 PET scans with best
confirmed overall response (BOR) by RECIST 1.1. MEL and MCC pts received single (6/23) or
double ICB (17/23), RCC pts received single ICB with/without TKI (21/34) or dual ICB (13/34), and
all NSLCL pts received single ICB. In the RCC cohort, multiple CD8 PET metrics showed
statistically significant association with either individual BOR or Binary Response at BL, OT
or as delta, including: Tumor Standard Uptake Value (SUV), Lymph Node (LN) SUV, relative
percentage of CD8 negative or positive lesions and normal organ SUV. Normalization to
reference organs improved the correlation with BOR for the combined cohorts and for the
MEL/MCC cohort. Depending on clinical objectives, different classification rules to predict BOR
were applied, prioritizing specificity for non-responders and sensitivity for responders (Table).
These results were cohort-dependent, as each cohort exhibited a distinct distribution of SUVs.
Conclusions: PET imaging can quantitate CD8 T cells with sufficient specificity and sensitivity
to support further study in selection of pts for Rx regimens and assessing early response to
therapy. Clinical trial information: NCT05013099. Research Sponsor: Imaginab.

Prediction of BOR by CD8 PET.

Cohort Response Parameter Timepoint AUC 95% CI Sensitivity Specificity
MEL + MCC CR+PR vs SD+PD  Spleen SUVmean BL 0.67 0.44,0.90 87.5 60.0
MEL + MCC CR+PR vs SD+PD Tumor SUVmax normal.  Delta 0.70 0.46,0.95 85.7 64.3

to thyroid
RCC CR+PR vs SD+PD Hottest LN SUVmax OT 0.840.651.00 714 90.9
RCC CR vs PR+SD+PD % CD8 negative lesions Delta 0.96 0.87,1.00 100.0 92.3
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Cell-free DNA methylation profile—based fusion epigenotyping to enhance ALK
fusion detection in NSCLC patients.

Laura Tung, Anton Valouev, Justin Odegaard, Lauren Lawrence, Nicole Zhang, Martina Lefterova, Tingting Jiang, Sheila R. Solomon, Priyanka Lakkaraju, Darya . Chudova,
Scott Newman; Guardant Health, Palo Alto, CA; Guardant Health, Redwood City, CA

Background: Short read lengths in next-generation sequencing and targeted panel probe
design pose challenges to fusion detection by impairing the resolution of complex genomic
rearrangements and the accurate mapping of intronic breakpoints. To address these limita-
tions, we developed a cell-free DNA (cfDNA) methylation-based fusion epigenotyping method
that leverages fusion-associated tumor epigenetic signatures to complement genomic-based
methods and increase the fusion detection sensitivity of our liquid biopsy. We validated EML4 -
ALK fusion detection by this algorithm in non-small cell lung cancer (NSCLC) using paired
clinical tumor tissue and cfDNA samples. Methods: We trained a binary classifier to discrim-
inate EML/-ALK fusion-positive from fusion-negative NSCLC using cfDNA methylation signal
and genomic molecule support. To validate the epigenotyping classifier, an independent cohort
of 577 clinical NSCLC samples was selected with paired tumor tissue and Guardant360 Liquid
(Guardant Health, Palo Alto, CA) cfDNA for each patient (with epigenomic tumor fraction >
0.03%). The cohort included 94 tissue-confirmed fusion-positive samples (78 cfDNA genomic
positives and 16 cfDNA genomic false negatives) with EML4-ALK detected in tumor tissue, and
483 tissue-confirmed fusion-negative samples (ALK fusion negative in both tissue and paired
cfDNA). The epigenotyping classifier predictions in cfDNA were evaluated against tissue-based
orthogonal truth. Results: Among tissue-confirmed fusion-positive samples, tissue-liquid
assessment showed a high positive percent agreement (PPA) / sensitivity of 89.36% (84/94), as
well as 100% concordance with genomic caller positives (78/78). The rate of rescued fusions by
the epigenotyping classifier from genomic false negative liquid cases was 38% (6/16). Among
tissue-confirmed fusion-negative samples, tissue-liquid assessment showed a high negative
percent agreement (NPA) / specificity of 99.38% (480/483). The false positive rate (FPR) of high
confidence calls (probability exceeding a 99.7% specificity threshold or with partial genomic
evidence) was 0.0% (0/483). Conclusions: cfDNA methylation-based fusion epigenotyping
substantially increased detection of actionable ALK fusions while maintaining high specificity,
as demonstrated by tissue-liquid concordance. The results of this approach showed the clinical
value of giving NSCLC patients an increased likelihood to receive more effective, less toxic ALK
inhibitor therapy, while the minimized FPR helps ensure appropriately matched treatment
decisions. Research Sponsor: Guardant Health.
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Multicenter clinical study of ['2FJAIF-HER2-BCH PET/CT as a molecular pathology
tool for linear quantification of HER2 expression levels in breast cancer.

Xiaoyi Guo, Xu Liang, Hua Zhu, Guohong Song, Zhi Yang; NMPA Key Laboratory for Research and Evaluation of Radiopharmaceuticals, Department of Nuclear Medicine,
Peking University Cancer Hospital & Institute, Beijing, Beijing, China; Department of Breast Oncology, Key Laboratory of Carcinogenesis and Translational Research
(Ministry of Education/Beijing), Peking University Cancer Hospital and Institute, Beijing, China; Beijing Cancer Hospital, Beijing, China; Department of Nuclear Medicine, Key

Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing), Beijing Cancer Hospital, Beijing, China

Background: Determining the human epidermal growth factor receptor 2 (HER2) status is
essential in metastatic breast cancer (MBC) management. To establish the clinical validity of
[*8F]AIF-HER2-BCH PET/CT (HER2-PET), we assessed the diagnostic accuracy of qualitative
and quantitative HER2-PET assessment to predict HER2 expression by immunohistochemistry
(IHC), including HER2-negative and -low breast cancer. Methods: This prospective multicen-
ter trial enrolled treatment-naive patients with newly diagnosed, non-rapidly progressive
breast cancer across all molecular subtypes. Paired HER2 PET and [*®F]FDG PET/CT (FDG-PET)
scans were acquired within a standardized 7-day. Tumor uptake was quantified using max-
imum standardized uptake value (SUVmax) and target-to-background ratios (TBR), and an-
alyzed via general linear mixed models. Results: Between 2020 to June 2025, 240 patients were
analyzed. Comparative analysis revealed superior diagnostic performance of whole-body
HER2-PET versus FDG-PET for malignant lesion detection: sensitivity (97.6% vs 89.9%),
specificity (83.9% vs 77.4%%), and overall accuracy (96.4% vs 88.9%). Quantitative HER2-PET
analysis revealed significantly different SUVmax values across HER2 expression categories
(median [IQR]: HER2-positive 13.1 [9.2-20.7] vs HER2-low 7.3 [5.1-8.9] vs HER2-negative 3.2
[2.7-4.5]; P<0.001), demonstrating strong correlation with IHC/FISH-defined HER2 status. In
contrast, FDG-PET uptake showed no association with HER2 status (P=0.5). Among 10 dis-
cordant cases between HER2-PET and standard IHC/FISH: eight (80%) represented confirmed
biological heterogeneity, with differing HER2 status across metastatic sites; two (20%) IHC 1+
cases exhibited PET-positive/FISH-amplified patterns, suggesting potential IHC false-
negative results. Conclusions: [*8F]AIF-HER2-BCH PET/CT provides comprehensive HER2
profiling beyond single-biopsy IHC, offering new therapeutic insights for HER2-low/negative
metastatic breast cancer through whole-body molecular visualization. Clinical trial informa-
tion: NCT04547309. Research Sponsor: None.

Diagnostic performance of Al'®F-HER2-BCH PET/CT and '®F-FDG PET/CT, in the detection of primary and
metastatic lesions in the evaluable imaging core population (N participant=240, N Biopsy-proven
lesion=359).

HER2 PET FDG PET Difference® P Value*

Participants

True positive 207 199 - -
True negative 26 22 - -
False positive 2 4 - -
False negative 5 15 - -
Sensitivity 97.6% (94.7 t0 99.1) 93.0% (88.6 t0 95.9) 4.65% (0.32 t0 8.98)  0.036*
Specificity 92.8% (77.9 t0 99.0) 84.6% (66.4 to 94.7) 8.24% (-6.8 t0 23.3)  0.342

(

Negative predictive value 83.9% (67.2 to 93.7) 59.5% (43.3 to 74.1 24.4 (6.8 to 42) 0.009**

)
)

Positive predictive value 99.0% (96.6 to 99.9) 98.0% (95.2 to 99.4) 1.0 (-1.1t0 3.1) 0.398
)

Accuracy 97.1% (94.2 t0 98.7) 92.1% (87.8t095.2) 5.0 (1.3t08.7)  0.008**
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FAPI-CUP: A prospective cohort study of patients with cancer of unknown primary
(CUP) to evaluate a novel radiotracer, fibroblast activated protein (FAPI), targeting
cancer-associated fibroblasts for primary site detection.

Tharani Sivakumaran, Timothy J. Akhurst, Grace Kong, Anthony Cardin, Su-Faye Lee, Leanne Pasanen, Mathias Bressel, Peter Roselt, Sidney Levy, Zhen Siow, lan M. Collins,
Mark Andrew Warren, Hui Li Wong, David Bowtell, Richard Tothill, Rodney John Hicks, Linda R. Mileshkin; Department of Medical Oncology, Peter MacCallum Cancer Centre
and Sir Peter MacCallum Department of Oncology, University of Melbourne, Melbourne, Australia; Molecular Imaging and Therapeutic Nuclear Medicine, Peter MacCallum
Cancer Centre; and Sir Peter MacCallum Department of Oncology, University of Melbourne, Melbourne, VIC, Australia; Molecular Imaging and Therapeutic Nuclear Medicine,
Cancer Imaging; and Sir Peter MacCallum Department of Oncology, University of Melbourne, Melbourne, VIC, Australia; Molecular Imaging and Therapeutic Nuclear
Medicine, Cancer Imaging, Melbourne, VIC, Australia; Centre for Biostatistics and Clinical Trials, Peter MacCallum Cancer Centre; and Sir Peter MacCallum Department of
Oncology, University of Melbourne, Melbourne, VIC, Australia; Department of Medical Oncology, Eastern Health, Box Hill VIC Australia; and Monash University, Eastern
Health Clinical School, Box Hill VIC Australia, Melbourne, VIC, Australia; South West Healthcare, Warrnambool, VIC, Australia; Bendigo Health Oncology Department,
Bendigo, Australia; Department of Medical Oncology, Peter MacCallum Cancer Centre, Melbourne VIC Australia and; Sir Peter MacCallum Department of Oncology,
University of Melbourne VIC, Australia, Melbourne, VIC, Australia; Peter MacCallum Cancer Center and Sir Peter MacCallum Department of Oncology, University of
Melbourne, Melbourne, Australia; Sir Peter MacCallum Department of Oncology and Collaborative Centre for Genomic Cancer Medicine, The University of Melbourne and
Department of Clinical Pathology, The University of Melbourne, Melbourne, Australia; Melbourne Theranostic Innovation Centre; The University of Melbourne Department of
Medicine, St Vincent's Hospital, Melbourne, VIC, Australia; Department of Medical Oncology, Peter MacCallum Cancer Centre and; Sir Peter MacCallum Department of
Oncology, the University of Melbourne, Melbourne, VIC, Australia

Background: Cancer of unknown primary (CUP) represents a heterogeneous group of meta-
static tumours for which standardised diagnostic work-up fails to identify the site of origin at
diagnosis. ®F-FDG-PET/CT aids in identifying a putative primary site in ~30-50% of CUP
patient (pts); however, has limited sensitivity for detecting cancers with high stromal content.
Fibroblast activation protein (FAP) is a type II transmembrane serine protease and highly
expressed by cancer-associated fibroblasts abundant in desmoplastic tumours such as CUP.
68Ga-FAPI-46 is a FAP-targeting PET tracer but has not been directly compared to ¥F-FDG-
PET/CT in CUP. Aims: We aimed to determine if the addition of °Ga-FAPI-46 detects more
primary sites compared with ¥F-FDG-PET/CT and CT CAP (standard of care; SoC) in CUP pts
and if there is an association between the level of FAPI avidity and response to systemic
treatment. Methods: A prospective cohort study recruiting CUP pts across four sites in Aus-
tralia. Key inclusion criteria: 1) pts considered CUP after diagnostic work-up, pathological
review and gender appropriate tests; 2) adequate haematologic and organ function; 3) not
commenced current line of systemic treatment (exception palliative radiotherapy for symptom
control); 4) ECOG = 2 and life expectancy > 3months. 5) <1 prior line of systemic treatment. Pts
undergo SoC imaging (CT CAP, ®F-FDG-PET/CT) and 68Ga-FAPI-46 PET/CT scan which are
reviewed at a multidisciplinary meeting to determine primary site. Clinicopathological review
and genomic analysis (if available) were used to determine final primary site. Pts start systemic
treatment and have SoC follow-up with data regarding RECIST 1.1 response, survival outcome
and further lines of treatment for 12 months. Results: At interim analysis 60 pts were recruited
from 03/2022 to 06/2025. Median age was 68 years [30-83] with 89% being ECOG 0-1and 80%
classified as having an unfavourable CUP subtype. A primary site was detected in 37/60 (62%)
and 33/60 (55%) pts with %®Ga-FAPI-46 PET/CT and SoC and SoC alone, respectively. Chol-
angiocarcinoma (9/37; 24%) and lung (7/37; 19%) were the commonest primary sites detected.
46/60 (77%) pts commenced systemic treatment with a best overall response rate of 9/38
(24%) in RECIST evaluable pts. There was no association between RECIST response and
baseline FAPI avidity for either average SUVmax top 3 lesions (p=0.653) or highest SUVmax
(p=0.416). Conclusions: °8Ga-FAPI-46 PET/CT in addition to SoC detected a primary site in
more patients compared to SoC imaging alone. There was no association between RECIST
response and baseline FAPI avidity. Clinical trial information: NCT05263700. Research Spon-
sor: MRFF.
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Integrated imaging cytology profiling system for rapid point-of-care molecular
diagnosis of leptomeningeal metastasis in breast cancer.

Hyungsoon Im, Moonhyun Choi, Mi Ho Jeong, Cesar Martin Castro, Byeongju Kang, In Hee Lee, Jeeyeon Lee, Yee Soo Chae, Soo Jung Lee; Center for Systems Biology,
Massachusetts General Hospital; Department of Radiology, Massachusetts General Hospital, Boston, MA; Center for Systems Biology, Massachusetts General Hospital,
Boston, MA; Massachusetts General Hospital, Harvard Medical School, Reading, MA; Department of Surgey, Kyungpook National University Chilgok Hospital, School of
Medicine, Kyungpook National University, Daegu, South Korea; Department of Oncology/Hematology, Kyungpook National University Chilgok Hospital, School of Medicine,
Kyungpook National University, Daegu, South Korea; Department of Surgery, School of Medicine, Kyungpook National University, Kyungpook National University Chilgok
Hospital, Daegu, South Korea; Department of Oncology/Hematology, Kyungpook National University Chilgok Hospital, Kyungpook National University School of Medicine,
Kyungpook, South Korea

Background: Leptomeningeal metastasis (LM) from breast cancer has a poor prognosis (me-
dian survival ~4 months). Early and accurate diagnosis and phenotyping enable timely ther-
apeutic intervention, particularly with emerging targeted agents such as antibody-drug
conjugates (ADCs), to improve clinical outcomes. Yet, MRI and CSF cytology often lack sen-
sitivity. We developed iSCOPE, an integrated imaging cytology platform that rapidly enriches
and detects tumor cells in CSF via single-cell immunomolecular profiling. Methods: Breast
cancer patients with neurological symptoms and/or suspicion for LM were enrolled in the study
(IRB: KNUCH 2020-08-015). CSF (5—10 mL) was obtained by lumbar puncture for iSCOPE
testing, and the rest was for conventional cytology examination. iSCOPE (integrated single-cell
on-chip point-of-care evaluation) enriches large epithelial cells from unprocessed CSF at
single-cell capture sites in a microfluidic chip while smaller blood cells pass through. Captured
cells are then immunolabeled with QUAD markers (a four-marker combination overexpressed
in breast cancer), as well as HER2 and ER/PR, for phenotyping. Automatic quantitative fluo-
rescence imaging using a miniaturized imager reports the total cells, QUAD-positive cells, and
their phenotypes in 1 hour. iSCOPE was validated using FNA cytology samples and then applied
to CSF samples. Results were compared with conventional CSF cytology. Results: In the val-
idation study using FNA cytology samples, iSCOPE demonstrated excellent breast cancer
detection accuracy based on QUAD-positive cell counts (area under the curve/AUC = 0.995),
and receptor phenotyping showed concordance with clinical pathology (AUC > 0.9). In CSF
testing, iSCOPE correctly discriminated between LM (n = 7) and control CSF samples from
patients with normal pressure hydrocephalus (n = 5). In serially collected CSF testing due to
inconclusive diagnoses, iSCOPE detected LM in two cases, a few months earlier than conven-
tional cytology when a suspicious finding was initially made (Table 1). Conclusions: This study
demonstrates the clinical feasibility of iSCOPE for CSF-based diagnosis of LM in breast cancer.
iSCOPE addresses current challenges in cytology analysis by incorporating a microfluidic chip to
enrich for scant, suspicious cells and by using immunomolecular profiling to detect tumor cells.
The CSF study results highlight the potential clinical use of iSCOPE for detecting LM in a point-
of-care setting. Research Sponsor: National Institute of General Medical Sciences (NIGMS);
R01GM138778; National Cancer Institute; R33CA281794; Korea Health Technology R&D Project
through the Korea Health Industry Development Institute (KHIDI); HR - 2022 - KH130591.

CSF analysis for LM diagnosis.

LM diagnosis LM diagnosis
ID Primary subtype LM diagnosis (MRI) (Cytology) (iISCOPE)
S1 TNBC 2/8/2025 2/10/2025 2/10/2025
S2 HR+ HER2- Negative 2/18/2025 Suspicious
S3 HR+ HER2- 4/2/2025 3/31/2025 8/14/2024
S4 HR+ HER2- 2/28/2025 (suspicious) 8/28/2025 2/17/2025
S5 TNBC 12/26/2025 Negative Negative

(suspicious)
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Diagnostic performance, safety, and biodistribution of [*®Ga]Ga-OncoACP3 for PET
imaging in prostate cancer: A phase | clinical trial.

Cristiano Pini, Fabrizia Gelardi, Martina Sollini, Rachele Di Donato, Lidija Antunovic, Anna Piai, Rita Petrelli, Mariagrazia Minotti, Giorgio Gandaglia, Alberto Briganti,
Francesco Montorsi, Jacqueline Mock, Samuele Cazzamalli, Sebastian Oehler, Andrea Ciamarone, Francesca Migliorini, Dario Neri, Margarita Kirienko, Paola Anna Erba,
Arturo Chiti; Vita-Salute San Raffaele University, Milan, Italy; IRCCS San Raffaele Hospital, Milan, Italy; IRCCS Ospedale San Raffaele, Milan, Italy; Philochem AG, Otelfingen,
Switzerland; Fondazione IRCCS Istituto Nazionale dei Tumori di Milano, Milan, Italy; ASST Papa Giovanni XXIII Hospital, Bergamo, Italy

Background: Acid Phosphatase 3 (ACP3) is an emerging promising theranostic target in
prostate cancer (PCa), expressed on PCa cells across most primary and metastatic lesions.
ACP3 shows higher, more homogeneous expression than PSMA in low- and high-ISUP-grade
tumours and in metastases, while not being expressed in healthy organs such as salivary glands,
kidneys, and gastrointestinal tract. We present data from a multicentre, prospective phase I
clinical trial investigating safety, dosimetry, pharmacokinetics, and diagnostic performance of
[°8Ga]Ga-OncoACP3, a high-affinity ligand of ACP3 discovered from DNA-Encoded Chemical
Libraries, in PCa. Methods: Twenty patients with a confirmed diagnosis of PCa were planned for
enrolment in the study in two cohorts: Cohort A, 5 patients with primary tumour only; Cohort B,
15 patients with or without metastatic disease. Each patient received a single intravenous
injection of [°®GalGa-OncoACP3. PET/CT acquisitions were performed at 0, 10, 60 and 120
minutes after the injection with multiple blood and urine samples collections for pharmaco-
kinetic and dosimetric analysis. Adverse events were recorded and graded according to CTCAE
v5.0. [®®GalGa-OncoACP3 PET findings were compared with PSMA PET (performed by all
patients, according to clinical practice) and, when available, with follow-up data and histo-
pathological findings. Results: All 20 patients completed [°8Ga]Ga-OncoACP3 PET imaging: 8
for initial staging, 10 for biochemical relapse, and 2 for advanced disease evaluation. No adverse
events occurred. The tracer showed mixed hepatobiliary/renal excretion, with no uptake in
salivary glands. PET-positive lesions showed rapid and selective tumour uptake shortly after
injection, with increasing signal intensity at 60 and 120 minutes. All confirmed PSMA-positive
lesions were evident at [®8Ga]Ga-OncoACP3 PET, in most cases with a higher tumour-to-
background compared to PSMA PET. In three cases, [°8Ga]Ga-OncoACP3 PET detected addi-
tional PCa lesions, all confirmed by follow-up data or histopathology. No area of unspecific
bone uptake at PSMA PET was evident at [°®Ga]Ga-OncoACP3. Conclusions: [%®Ga]Ga-
OncoACP3 has an excellent safety profile and favourable pharmacokinetics, as well as promising
tumour-targeting properties in PCa. [°®GalGa-OncoACP3 may outperform current PSMA-
targeting modalities across the whole natural history of the disease, and particularly in
theranostic applications. Clinical trial information: NCT06840535. Research Sponsor: Philogen
S.p.A.
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Diagnostic performance, safety, and biodistribution of [°®Ga]Ga-OncoCAIX for PET/
CT imaging: A first-in-human phase | clinical trial in clear cell renal cell carcinoma.

Fabrizia Gelardi, Martina Sollini, Cristiano Pini, Lidija Antunovic, Elena Busnardo, Alessandro Larcher, Umberto Capitanio, Roberto Bertini, Alberto Briganti, Andrea Salonia,
Francesco Montorsi, Rita Petrelli, Alessia Tudda, Jacqueline Mock, Samuele Cazzamalli, Sebastian Oehler, Marco Muller, Dario Neri, Paola Anna Erba, Arturo Chiti; IRCCS
Ospedale San Raffaele, Milano, Italy; Vita-Salute San Raffaele University, Milan, Italy; IRCCS San Raffaele Hospital, Milan, Italy; IRCCS Ospedale San Raffaele, Milan, Italy;
Philochem AG, Otelfingen, Switzerland; University of Milano-Bicocca, Milano, Italy

Background: Conventional imaging techniques are routinely used in clear cell renal cell car-
cinoma (ccRCC). However, their ability to accurately characterise tumour biology and stage the
disease remains limited. An attractive target for theranostic applications is represented by
carbonic anhydrase IX (CAIX), which is overexpressed in ccRCC. [®#*Ga]Ga-OncoCAIX is a novel
small-molecule radiopharmaceutical for positron emission tomography (PET) imaging. The
compound has been discovered by DNA-Encoded Chemical Libraries and designed to selectively
bind to CAIX, allowing for tumour-specific uptake and favourable biodistribution in preclinical
models. This multicentre, prospective, phase I study provides the first-in-human assessment
of [#Ga]Ga-OncoCAIX PET/CT in patients with kidney lesions. Methods: Twenty patients with
suspected primary or recurrent ccRCC based on conventional imaging were planned for enrol-
ment in the study. Each patient received a single intravenous injection of [#*Ga]Ga-OncoCAIX.
PET/CT acquisitions were performed at 0, 10, 60 and 120 minutes after the injection with
multiple blood and urine samples collections for pharmacokinetic and dosimetric analysis.
Adverse events were recorded and graded according to CTCAE v5.0. Where available, PET
findings were correlated with histopathology. Results: Twenty patients were included. Seven-
teen patients were evaluated for incidentally detected renal masses, and three for suspected
recurrence identified on CT or MRI. [*®Ga]Ga-OncoCAIX was well tolerated, with no drug-
related AEs reported. The tracer demonstrated mixed renal and hepatic clearance, favourable
biodistribution, and low background activity in healthy tissues, including the kidneys. Phys-
iological uptake was mainly observed in the gastrointestinal tract, particularly the stomach.
PET-positive lesions showed rapid and selective tumour uptake shortly after injection, with
increasing signal intensity at 60 and 120 minutes. Eight patients had positive PET findings,
eleven scans were negative and one patient presented a lesion with mild tracer uptake. Available
histopathological confirmation showed concordance with PET results, including three PET-
positive ccRCCs, three PET-negative oncocytomas, and one PET-negative chromophobe RCC;
the one lesion with mild tracer uptake corresponded to a papillary RCC with mild CAIX
expression on histology. Dosimetric analyses are ongoing. Conclusions: [*Ga]Ga-OncoCAIX
shows an excellent safety profile and favourable biodistribution, as well as promising tumour-
targeting properties in ccRCC lesions. These preliminary findings support its potential role for
the detection and characterisation of ccRCC. Complete data on histopathology will confirm the
diagnostic accuracy and potential clinical utility in patients with suspected ccRCC. Clinical trial
information: NCT06840548. Research Sponsor: Philogen S.p.a.
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Molecular characteristics and outcomes of a real-world cohort of carcinoma of
unknown primary determined by tissue-of-origin assays.

Nisha Ramamurthy, Hansa Doppalapudi, Seyon Chung, Karan Jatwani, Prashanth Ashok Kumar, Victoria Atchison, Sunil Adige, Sonal Paul, Pavani Chalasani; George
Washington University School of Medicine and Health Sciences, Washington, DC; George Washington University, Washington, DC; George Washington University Medical
Faculty Associates, Washington, DC; George Washington University Hospital, Washington, DC

Background: Carcinoma of unknown primary (CUP) increasingly intersects with precision
oncology as molecular profiling becomes integrated into diagnostic algorithms. However,
published CUP cohorts and guideline-based series remain anchored to clinical and pathologic
criteria and do not characterize patients whose tissue-of-origin (TOO) predictions remain low
probability despite comprehensive molecular analysis. This population—where molecular data
fail to resolve lineage—is poorly described. We evaluated clinical, molecular, and outcome
features of CUP defined as < 90% probability for all predicted lineages. Methods: A retrospec-
tive chart review of TOO tests ordered at a single academic center between 2021-2025 was
conducted. Demographics, pathology, molecular features including Tumor Mutational Burden
(TMB), mutational profiles, predicted lineages, and treatments were abstracted from the TOO
report and electronic health record. Survival status was assessed as of 12/31/2025. Results:
Among 132 patients evaluated for CUP, 50 met the study definition (TOO probability <90% for a
single lineage). Median age was 66 years, 56% were female and 76% were Black. Predicted
lineages spanned gastrointestinal, pancreaticobiliary, lung, breast, melanoma, and genitouri-
nary tissues, reflecting heterogeneity and lack of dominant lineage signal. Many tumors
demonstrated overlapping immunophenotypes consistent with molecular ambiguity. High
TMB (=10 mut/Mb) was reported in 16% with PD-L1 positive in 4%, limiting eligibility for
tissue-agnostic immunotherapy. Most patients received empiric systemic therapy rather than
site-directed or molecularly targeted regimens. Targetable alterations reported included BRAF,
KRAS, HER2, ATM, CHEK2, and PIK3CA. TOO primary site predictions were in concordance with
final pathology in only 22 cases (44%). At last follow-up, 29 patients (57%) were deceased.
Conclusions: This study characterizes a precision-oncology—relevant subset of CUP in which
molecular classifiers fail to assign high-confidence lineage, a population not represented in
prior CUP publications. Tumors in this cohort showed broad predicted lineages across multiple
organ systems with low rates of high TMB, reflecting substantial molecular heterogeneity.
Many displayed nondistinct histology with overlapping immunophenotypes, consistent with
diagnostic ambiguity. Concordance between predicted TOO and final pathology was limited,
underscoring the challenges of relying solely on molecular classifiers. Actionable targets and
markers for immunotherapy were infrequent, and most patients received empiric chemother-
apy. Outcomes were poor, underscoring the unmet need for improved integrative molecular
approaches and novel precision-oncology strategies in CUP subsets that remain unresolved
despite comprehensive molecular assessment. Research Sponsor: None.
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Analytical validation of a plasma-based cfDNA NGS assay (Guardant360 Liquid
CDx) for comprehensive solid tumor profiling.

Brett Kennedy, Xianxian Liu, Jessica Kurata, Ankit Jambusaria, Krishnalekha Datta, Karen Ryall, Nageswara Alla, Raghu Chandramohan, Gowtham Jayakumaran,
Claire Olson, Pooja Bhat, Paul Spurgeon, Sophie Weiss, Priyanka Lakkaraju, Kevin Doubleday, Tianran Jia, Sammy Rantisi, Soni Shukla, Darya I. Chudova; Guardant Health,
Palo Alto, CA; Guardant Health, Redwood City, CA

Background: NGS-based profiling of circulating cell-free DNA (cfDNA) enables accurate and
sensitive tumor genotyping from blood. Guardant360 Liquid CDx is intended as a companion
diagnostic for comprehensive tumor mutation profiling across >700 genes in patients with
malignant neoplasms. Analytical performance was evaluated per FDA IVD standards and
guidelines across five variant classes: single-nucleotide variants (SNVs), insertions/
deletions (indels), gene rearrangements, gene amplifications (CNA), and copy-number losses
(CNLs) — with emphasis on accuracy, precision, specificity (limit of blank [LoB]), and limit of
detection (LoD). Methods: Analytical Validation tested >4000 samples from nearly 2,000
unique patients across 29 cancer types, as well as contrived materials. Concordance was
evaluated against FDA-approved Guardant360 CDx and an externally developed ctDNA assay,
where applicable. Primary endpoints were positive percent agreement (PPA) and negative
percent agreement (NPA) by variant class and category (clinically significant vs panel-
wide). LoD was established at both low and high input levels. No minimum cfDNA ng input
cutoff was required; low-input performance was evaluated at minimum molecule coverage (QC
threshold). Precision was assessed across workflow components and blood collection tube
(BCT) lots. Specificity was assessed using healthy donor cfDNA sequenced with multiple
replicates at high input. Results: Clinical samples demonstrated a high QC pass rate of
99.1%. Clinically significant variants showed high concordance: SNV PPA 94.9% with NPA
99.86%, and indel PPA 96.24% with NPA 99.98%. Panel-wide specificity was near-perfect
(SNV NPA 99.99966%; indel NPA 99.99991%). Rearrangements achieved PPA 94.6/4% and NPA
99.76%; CNA PPA 91.67% and NPA 99.97% ; CNL PPA 100% and NPA 97.56%. High-input LoD
was established in silico and confirmed with clinical samples: 0.2% mutant allele frequency
(MAF) for all clinically relevant SNVs, indels and most rearrangements, with selected variant
LoD as low as 0.1% (KRAS G12C). At the minimum input, panel-wide LoD was 1.0% for clinically
relevant SNVs and 0.9% for indels; 0.5-1.6% for rearrangements, 2.3-2.4 copies for CNAs, and
22.7% tumor fraction for CNL. Precision studies showed =98.6% agreement across conditions
at near-LoD variant levels; within-lot and between-lot BCT precision yielded >97% analytical
positive/negative agreement (targeted variants =1x LoD). In LoB, no false positive variants
were detected in any healthy donor replicates (0% FPR per sample and per variant), validating
in-silico CHIP detection methods. Conclusions: The assay demonstrates high accuracy, pre-
cision and specificity across all reportable variant classes, with LoD at or below 0.2% MAF for
key variant types. These data support its use for comprehensive, pan-cancer tumor genomic
profiling in routine oncology practice. Research Sponsor: None.
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Farnesyl transferase inhibitor (FTI) darlifarnib (KO-2806) in combination with
adagrasib in KRAS G12C mutated (mut) advanced solid tumors: Preliminary results
from the FIT-001 phase 1 first-in-human trial.

Andrea Zivi, David S. Hong, Manish R. Patel, Jacob Stephen Thomas, Justine Yang Bruce, Sanjay Goel, Glenn J. Hanna, Jacques Medioni, Stefania Salvagni,
Susanna Varkey Ulahannan, Andrew Hendifar, Douglas Earl Laux, Guzman Alonso, Aurore Vozy, Ramon Yarza, Tuan Anh Tran, Jenchun Kuan, Binaifer Balsara, Jabed Seraj,
Vanesa Gregorc; Centro Ricerche Cliniche di Verona, Verona, Italy; Department of Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center,
Houston, TX; Florida Cancer Specialists/Sarah Cannon Research Institute, Sarasota, FL; Division of Medical Oncology, Department of Medicine, University of Southern
California Norris Comprehensive Cancer Center, Los Angeles, CA; University of Wisconsin Carbone Cancer Center, Madison, WI; Rutgers Cancer Institute, New Brunswick,
NJ; Center for Head & Neck Oncology, Dana-Farber Cancer Institute, Boston, MA; Hopital Européen Georges-Pompidou, Paris Cité University, Paris, France; IRCCS Azienda
Ospedaliero Universitaria di Bologna, Bologna, Italy; The University of Oklahoma Stephenson Cancer Center/SCRI, Oklahoma City, OK; Cedars-Sinai Medical Center, Los
Angeles, CA; Division of Hematology, Oncology and Blood & Marrow Transplantation, University of lowa Hospitals and Clinics, lowa City, IA; Hospital Universitari Vall
d'Hebron, Barcelona, Spain; Department of Medical Oncology, AP-HP Sorbonne Université, Institut Universitaire du Cancer, Pitié Salpétriére Hospital, Paris, France;
Hospital Universitario HM Sanchinarro, START Madrid — CIOCC, Madrid, Spain; Kura Oncology, Inc., San Diego, CA; Candiolo Cancer Institute FPO — IRCCS Candiolo, (T0),
Candiolo, Italy

Background: Clinical response to RAS inhibitors (RASi) is often limited by inherent/adaptive
resistance mediated by persistent mTORC1 signaling. RHEB is a farnesylation-dependent
protein required for mTORC1 activation. Darlifarnib, a potent next-generation FTI, selectively
inhibits mTORC1 pathway activation and demonstrates synergistic antitumor activity in com-
bination with the KRAS G12C inhibitor adagrasib (ada) in preclinical models, supporting po-
tential to improve clinical activity in KRAS G12C mut tumors. Methods: FIT-001 (NCT06026410)
is an ongoing, multicenter, open-label Phi dose escalation/expansion study of darlifarnib in
advanced solid tumors. Darlifarnib 3, 5 or 8 mg QD D1—-7, D15—-21 + ada 400 mg BID in 28d cycles
was evaluated in heavily pretreated pts with KRAS G12C mut NSCLC, PDAC or CRC. Primary
objectives: safety/tolerability; key secondary objective: antitumor activity. Results: Dose es-
calation resulted in candidate darlifarnib doses of 3 and 5 mg. As of 15 Dec 2025, 30 pts (median
age 61y; 63% male; 83% White; 93% baseline [BL] Karnofsky performance status 80—100%)
received =1 darlifarnib 3 (n=15) or 5 mg (n=15) + ada dose. Primary tumor types: 30% NSCLC,
20% PDAC, 50% CRC. Pts were heavily pretreated: 43% had =3 prior systemic therapies; 40%
had prior KRASi. Both darlifarnib 3 and 5 mg + ada were well tolerated; most common (=30%)
any-grade (Gr) treatment-emergent AEs (TEAEs): 63% diarrhea, 57% nausea, 50% anemia,
£43% vomiting, 40% neutropenia, 40% thrombocytopenia. Most common (=15%) Gr =3 TEAEs:
30% neutropenia, 17% anemia. 1 dose limiting toxicity occurred (anemia, darlifarnib 5 mg +
ada). Most common treatment (trx) discontinuation reason was progressive disease (n=10).
With a median follow-up of 23 wks, 13 pts remained on trx. Preliminary results from 25
response-evaluable pts (=1 darlifarnib dose + post BL scan) included confirmed + unconfirmed
responses. Antitumor activity was observed in all tumor types. Across darlifarnib 3 and 5 mg +
ada dose levels, ORRs (95% CI) were 67% (22.3—95.7) for NSCLC, 60% (14.7—94.7) for PDAC,
14% (1.8—42.8) for CRC (Table); DCRs (CR+PR+SD): 83% (35.9—-99.6) for NSCLC, 100%
(47.8—100) for PDAC, 71% (41.9—91.6) for CRC. Updated data across all doses to be presented.
Conclusions: Darlifarnib 3 and 5 mg + ada were well tolerated with encouraging antitumor
activity in heavily pretreated KRAS G12C mut NSCLC, PDAC and CRC. These preliminary data
support further investigation of darlifarnib + KRASi, such as ada, to address mTORC1-mediated
resistance and potentially improve clinical outcomes for pts. Clinical trial information:
NCT06026410. Research Sponsor: Kura Oncology, Inc.; Bristol Myers Squibb.

n (%) Darli 3 mg + ada Darli 5 mg + ada Total
NSCLC 3 3 6
ORR® 1(33) 3 (100) 4 (67)
DCR 2 (67) 3 (100) 5 (83)
PDAC 2 3 5
ORR® 2 (100) 1(33)° 3 (60)°
DCR 2 (100) 3 (100) 5 (100)
CRC 6 8 14
ORR? 0 2 (25) 2 (14)
DCR 3 (50) 7 (88) 10 (71)

aConfirmed+unconfirmed responses.
51 uPR post datacut.
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A phase 2 multi-center pharmacodynamic study of the fatty acid synthase (FASN)
inhibitor TVB-2640 in advanced KRAS-mutant non—small cell lung cancer.

Arthi Sridhar, Jennifer Leddon, Ang Gao, Kelly Kyle, Chul Ahn, Sawsan Rashdan, Sheena Bhalla, Pier Paolo Scaglioni, David E. Gerber; Harold C. Simmons Cancer Institute,
UT Southwestern Medical Center, Dallas, TX; University of Cincinnati Medical Center, Cincinnati, OH; 0'Donnell School of Public Health, UT Southwestern Medical Center,
Dallas, TX; UT Southwestern Medical Center, Dallas, TX; University of Cincinnati Department of Internal Medicine, Cincinnati, OH; Harold C. Simmons Comprehensive
Cancer Center, UT Southwestern Medical Center, Dallas, TX

Background: Preclinical and translational studies demonstrate that KRAS-mutant NSCLC has a
unique metabolic dependence on de novo fatty acid synthesis, mediated by fatty acid synthase
(FASN) and downstream lipid metabolism pathways that support saturated fatty acid produc-
tion, enabling rapid tumor growth, survival, and resistance to lipid peroxidation. TVB-2640 is
an orally bioavailable and selective FASN inhibitor that blocks the p-ketoacyl reductase step of
fatty acid synthesis and has demonstrated antitumor activity in KRAS mutant NSCLC models.
Methods: This single-arm trial (NCT03808558) enrolled patients with previously treated,
advanced KRAS mutant NSCLC. Eligible patients had progressed on prior platinum-based
chemotherapy (100%) and immune checkpoint inhibition (95%), had measurable disease by
RECIST v1.1, ECOG performance status 0—1, and adequate organ function. One patient had
received prior KRAS directed therapy. TVB-2640 100 mg/m? (equivalent to two to four 50-mg
tablets) was administered orally once daily in continuous 28-day cycles. Exploratory correlative
analyses included "'C-acetate PET, plasma lipidomics, sebaceous lipid profiling, and quality-
of-life measures. Results: Among 18 enrolled patients, the median age was 69 years, 12 (67%)
were male, 14 (78%) were white and 13 (72%) had a history of smoking. Median number of prior
lines of therapy was 4. The most common KRAS mutations were G12V (44%), G12C (17%), and
G12D (17%). No patients had a radiographic response, 7 (39%) had stable disease, 9 (50%) had
disease progression, and 2 (11%) were non-evaluable. Five patients (28%) had radiographic
shrinkage of target lesions but did not achieve partial response due to the magnitude of decrease
(n = 3) or progression of non-target lesions (n = 2). Median progression-free survival was
1.8 months (95% CI, 1.7-1.8 months). Overall, 84% of patients had adverse events (AE). Most
common AEs were xerostomia (50%), dry skin (44%), and fatigue (39%). Most common
grade = 3 AEs (44%) were fatigue, dermatological toxicities, xerostomia, ocular toxicities
and anemia (11% each). Conclusions: Single-agent FASN inhibition with TVB-2640 in heavily
pretreated KRAS mutant NSCLC did not meet the primary endpoint of response. Since FASN is a
downstream effector of mutant KRAS, combination regimens with KRAS inhibitors can be
considered as a future approach in NSCLC. Ongoing correlative studies may further inform the
use of this agent. Despite not meeting its primary endpoint, this clinical trial highlights a novel
therapy targeting energy metabolism in lung cancer. Clinical trial information: NCT03808558.
Research Sponsor: Gateway Foundation for funding the clinical trial; Sagimet for provision of
product/material.
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Pan-cancer landscape and real-world management of BRAF non-V600E and
MAP2K1 alterations: Analysis from the WAYFIND-R registry.

Esranur Aydin, Ebru Karakog, Alina Melisa Manea, Ashkan Adibi, Eyliil ﬁzgu, Sevval Nur Bilgig, Unal Metin Tokat, Siireyya Bozkurt, Mutlu Demiray; Istinye University,
Istanbul, Turkey; Medicana Health Group, Istanbul, Turkey

Background: While targeted therapies have revolutionized the management of BRAF V600E-
mutant tumors, non-V600E BRAF and MAP2K1 alterations remain a clinical ''gray zone." These
variants represent a functionally diverse group of drivers with no established treatment
guidelines, often leading to heterogeneous care and suboptimal outcomes. We used the mul-
tinational WAYFIND-R registry to map the prevalence and functional landscape of these rare
alterations and to evaluate real-world treatment patterns. Methods: We retrospectively ana-
lyzed 4,774 patients with solid tumors from the multinational WAYFIND-R registry
(NCT04529122). Patients with BRAF and MAP2K1 alterations identified via Next-Generation
Sequencing (NGS) were included. Variants were categorized by functional class (Class I-III).
Clinical characteristics, co-mutation profiles, and treatment sequences were analyzed to
correlate molecular features with management strategies and outcomes. Results: Rare alter-
ations were identified in 38 (0.8%) patients, predominantly in colorectal (29%), lung (13%),
and melanoma (13%) cancers. Genomic analysis revealed a complex landscape. Among BRAF-
altered patients (n=30), while Class I (V600E/K) accounted for 63.3% (n=19), the remaining
36.7% comprised non-V600E variants distributed between functional Class II (20.0%) (e.g.,
G469A, L597S) and Class III (13.3%) (e.g., D594N, G466R). MAP2K1 alterations (n=9) were
distributed across RAF-dependent Class I (44.4%), RAF-regulated Class II (44.4%), and RAF-
independent Class III (11.1%) variants (e.g., E102_I103del). Treatment patterns were highly
inconsistent. While first-line therapy typically consisted of standard chemotherapy or anti-
PD-1monotherapy, there was no consensus for subsequent lines. This lack of targeted approach
correlated with poor outcomes in lung and colorectal cohorts. However, in contrast to unse-
lected treatments, we observed durable responses with biology-guided MEK inhibitor plus
Immunotherapy combinations in two index cases. A patient with MAP2K1 Class III
(E102_I103del) NSCLC achieved a near-complete metabolic response with cobimetinib +
nivolumab. Similarly, a BRAF Class II (G469A) NSCLC patient achieved a complete metabolic
and molecular response (confirmed by ctDNA clearance) with trametinib + pembrolizumab.
Conclusions: This analysis confirms that >35% of BRAF-altered patients (nonV600 mutants)
and all MAP2K1-altered patients in real-world settings currently lack standardized treatment
protocols. The observed clinical heterogeneity highlights a significant unmet need. Our findings
suggest that integrating functional subclassification into clinical decision-making and utiliz-
ing targeted combinations is necessary and may offer a viable strategy. Clinical trial informa-
tion: NCT04529122. Research Sponsor: F. Hoffmann-La Roche Ltd.
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First data disclosure from the first-in-human phase 1/2 trial of SMP-3124LP, the
first investigational pegylated liposome CHK1 inhibitor, in patients with selected
advanced solid tumors.

Timothy A. Yap, Kenichi Harano, Cathy Eng, Vivek Subbiah, Margaret E. Gatti-Mays, Justin Tyler Moyers, Ryusuke Murakami, Jian Li, Shuichi lino, Priya Robson,
Linwen Zhang, Jinchan Qu, Vishnu Peddagali, Eric lan Shar, Jatin J. Shah, Gerald Steven Falchook; The University of Texas MD Anderson Cancer Center, Houston, TX;
National Cancer Center Hospital East, Kashiwa, Japan; Vanderbilt Ingram Cancer Center, Nashville, TN; Sarah Cannon Research Institute, Nashville, TN; The Ohio State
University - James Comprehensive Cancer Center, Columbus, OH; The Angeles Clinic and Research Institute, A Cedars-Sinai Affiliate, Los Angeles, CA; Department of
Gynecology and Obstetrics, Graduate School of Medicine and Faculty of Medicine, Kyoto University, Kyoto, Japan; Sumitomo Pharma America, Inc., Marlborough, MA;
Sarah Cannon Research Institute at HealthONE, Denver, CO

Background: Checkpoint kinase 1 (CHK1) is a critical in the DNA damage response pathway and
an important target for anticancer therapy. However, clinical development of CHK1 inhibitors
has been limited by myelosuppression and a narrow therapeutic window. The use of liposomal
technology potentially widens the therapeutic window by lowering rates of hematologic tox-
icities minimizing drug exposure to healthy tissues and maximizing delivery to tumors. SMP-
3124 is a structurally distinct CHK1-selective inhibitor designed to be optimally delivered in a
PEGylated liposome formulation. SMP-3124LP is being developed for malignancies with high
replication stress. Methods: This ongoing Phase 1/2 study evaluated the safety, tolerability, PK,
and preliminary antitumor activity of SMP-3124LP given intravenously (NCT06526819). The
dose escalation included patients (pts) with selected advanced solid tumors. Results: As of 28
Nov 2025, 42 pts were enrolled at 20, 40, 60, and 90 mg/m?> every 2 weeks. 23 pts (55%) had =4
prior lines of therapy. No dose-limiting toxicities (DLTs) were observed at 20 or 40 mg/m?>. A
DLT of Grade (G) 4 thrombocytopenia was noted at 60 mg/m? and one pt had 2 DLTs of
reversible G4 thrombocytopenia and G3 febrile neutropenia at 90 mg/m?> Most common
treatment-related adverse events (=20%) were neutropenia (45%), infusion-related reactions
(IRR, 38%), thrombocytopenia (36%), anemia (24%) and leukopenia (21%). Treatment-related
G3/4 neutropenia was 33%, G3/4 thrombocytopenia and G3 anemia were 9.5% each. Cytopenias
were generally transient and none led to treatment discontinuation. All IRRs were G1/2 and
manageable with premedications, supportive care, and/or slower infusion rates. Dose-
proportional increases in Cpnax (4.3-fold) and AUC (6.0-fold) were observed from 20 to
90 mg/m? with low volume of distribution (1.99 to 2.68 L) and a geometric mean half-life
of 23 to 31 hours. As of 13 Jan 2026, disease control rate (DCR) was 49%, with 5 RECIST vi1.1
partial responses (PR) + 12 RECIST v1.1 stable disease (SD) out of 35 efficacy evaluable patients.
Among the PRs, 2 platinum-resistant ovarian cancer (PROC, one with prior PARPi), 2 anal SCC,
and 1 colorectal cancer with FBXW?7 mutation. 2 other advanced PROC pts had SD with tumor
shrinkage 20% or more (one with -88% CA125 response). The anal SCC and rectal cancer pts all
received =4 prior lines of therapy. Duration of response has not been reached. Conclusions:
SMP-3124LP was generally well tolerated and had a manageable safety profile. The liposomal
formulation appears to reduce the incidence of cytopenias compared to historical data with
non-liposomal CHK1 inhibitors. Dose-proportional increases in PK were observed. Promising
signals of antitumor activity were observed with 5 RECIST v1.1 PRs and 49% DCR in pts with
heavily pretreated cancers. Clinical trial information: NCT06526819. Research Sponsor: Sumi-
tomo Pharma America, Inc.
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Real-world characterization of SEZ6, a transmembrane protein expressed in various
solid tumors.

Afshin Dowlati, Grace K. Dy, Andrew Scott Paulson, Dayana Delgado, Lennart Langouche, David Lennon, Ashwini B. Pai, Kathy Keegan, David Dornan, Michael J. Demeure;
University Hospitals Seidman Cancer Center and Case Western Reserve University, Cleveland, OH; Roswell Park Comprehensive Cancer Center, Buffalo, NY; Texas
Oncology-Baylor Charles A. Sammons Cancer Center, Dallas, TX; Tempus Al, Chicago, IL; Whitehawk Therapeutics, Morristown, NJ; Hoag Memorial Hospital Presbyterian,
and Translational Genomics Research Institute, Newport Beach, CA

Background: Seizure-related homolog 6 (SEZ6) is a transmembrane protein involved in neu-
ronal development that is downregulated in normal adult tissues outside the central nervous
system (CNS). It is overexpressed in various solid tumors such as small cell lung cancer (SCLC),
neuroendocrine neoplasms (NENs), and CNS tumors, with strong correlations between mRNA
and protein expression. In SCLC, limited data suggest that SEZ6 expression is greater in
molecular subtypes with neuroendocrine (NE)-high gene signatures (i.e., SCLC-A and
SCLC-N) than in non-NE subtypes (i.e., SCLC-P). However, SEZ6 expression in tumor tissues
remains poorly understood and existing data are limited by small sample sizes. This study
aimed to characterize SEZ6 expression in a large patient population, across multiple tumor
types. Methods: Pan-tumor data from a real-world database (Tempus Al, Inc.) were analyzed
for SEZ6 mRNA expression in 37,645 samples, with a focus on lung, brain, and NE tumor types.
In SCLC, SEZ6 expression was compared between SCLC-A, -N, -P, and -I samples via hierar-
chical clustering. Gene expression was reported as log,(transcripts per million [TPM]+1).
Results: Across the 37,645 samples analyzed, tumor types with the highest median (log,[SEZ6
TPM+1]) expression were astrocytoma (5.8; n=354), glioma (5.8; n=502), NENSs (5.7; n=2794),
and glioblastoma (5.6, n=2833). Among NENS, the highest SEZ6 expression was seen in prostate
neuroendocrine carcinoma (NEC) (6.6; n=176), SCLC (6.5; n=2018), and bladder small cell NEC
(6.5; n=139). Median SEZ6 expression was 3—45-fold higher than other biomarkers of interest
in SCLC (B7-H3, 3-fold; DLL3, 3-fold; CD274 [PD-L1], 28-fold; PDCD1 [PD-1], 45-fold). In SCLC
samples, median SEZ6 expression was stable across primary (6.4) and metastatic (6.5) tumors
and stage II to IV disease (6.6—6.5). Among SCLC molecular subtypes, median SEZ6 expression
was lower in non-NE SCLC-P tumors (3.8; n=85) than in SCLC-I (6.0; n=175), or in NE-high
SCLC-N (6.7; n=339) and SCLC-A (7.3; n=224) tumors. SEZ6 expression was 6 —7-fold higher in
prostate NEC than in non-NE metastatic prostate adenocarcinoma (castration resistant, 6-
fold; castration sensitive, 7-fold). Conclusions: SEZ6 is highly expressed in SCLC and tumors of
NE origin, particularly prostate and bladder NEC. In SCLC, SEZ6 expression is higher than other
targets of antibody—drug conjugates (ADCs) approved or in development for SCLC, supporting
SEZ6 as a promising therapeutic target. SEZ6 expression is highest in SCLC-A and SCLC-N
molecular subtypes. High SEZ6 expression is also seen in SCLC-I, a subtype associated with
platinum resistance, suggesting SEZ6 may be a potential therapeutic target in certain patients
with platinum-refractory SCLC. Taken together, these results suggest cross-indication appli-
cability of targeting SEZ6, highlighting its potential as a multi-tumor ADC target warranting
further investigation. Research Sponsor: Whitehawk Therapeutics.
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Convenience vs. complexity: Adoption of subcutaneous PD-(L)1s in lung cancer in
EU4+UK.

Federico Gallo, Elsa Ng; Ipsos Insight, New York, NY; Ipsos Insight, Kuala Lumpur, Malaysia

Background: Subcutaneous (SC) PD-(L)1 formulations represent a significant step towards
simplifying treatment administration by reducing treatment time, compared to intravenous
(IV) preparations. To date, the EMA has approved three SC PD-(L)1s: atezolizumab, nivolumab,
and pembrolizumab. Here, we evaluate how the availability of SC formulation is affecting
physicians’ prescribing behaviour, the drivers of the switch from IVto SC, and potential barriers
affecting decisions in the treatment of lung cancer in EU4+UK. Methods: The Ipsos’ Global
Oncology Monitor is a physician-reported syndicated patient record database. This analysis
comprises 2,537 cancer-treating physicians in EU4+UK, screened for seniority and caseload,
submitting data on 36,383 lung cancer patients, online, from January 2024 to November 2025.
Physicians who treated lung cancers also completed a perceptual questionnaire on SC PD-(L)1
usage in lung cancer. Responses were collected from 150 physicians in EU4+UK, online, from
October to December 2025. Results: Adoption of SC PD-(L)1 in lung cancer in EU4+UK is at 6%
in the 3 months ending November 2025 compared to 94% of the IV format. We observed that SC
PD-(L)1was more likely used as monotherapy while the IV formulation in combination therapy
(Table 1). Among patients receiving the IV version, 13% have a planned switch to SC, 71% do not,
while 16% remained classified as the physician being undecided. Of those who would switch/
undecided, the switch was estimated to happen after a mean of 4.5 cycles on the IV formulation.
Conclusions: In this study, the uptake of SC PD-(L)1 reflects its clear benefit in reducing
treatment time; however, the IV formulation remains dominant, suggesting physician hesi-
tancy toward the SC format. While shorter administration time is beneficial, it does not yet
outweigh concerns regarding patient comfort. Crucially, SC usage is notably lower in combi-
nation therapies compared to monotherapy. This suggests that when IV chemotherapy is
required, the convenience of an SC add-on is diminished. Furthermore, the perception that
SC offers ‘no additional value’ over the established IV contributes to this inertia. To drive
adoption and improve patient experience, manufacturers must address administration-related
discomfort and effectively communicate the comparative efficacy and workflow benefits of the
SC formulation, particularly for patients who have yet to switch. Further investigation to assess
any country differences and patient point of view will be beneficial. Research Sponsor: None.

Usage of PD-(L)1 by formulation.

Subcutaneous Intravenous
n=123 n=1,914
Monotherapy 2% A%
Combination 28% 59%
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Targeting cancer stem cells with a novel virus-like drug conjugate.

Stevie Fawcett, Rhonda Kines, Binwu Tang, Lalage Wakefield, Jill Hopkins, John T. Schiller; CCR, National Cancer Institute, National Institutes of Health, Bethesda, MD;
Aura Biosciences, Cambridge, MA

Background: Belzupacap sarotalocan (bel-sar) is a novel virus like-drug conjugate in clinical
stage development for multiple solid tumors. The virus-like particle component of the drug is
derived from the papillomavirus and specifically binds to heparan sulfate proteoglycans
(HSPGs) and chondroitin sulfate proteoglycans (CSPGs) with unique sulfation modifications
on the surface of cancer cells. Upon activation with near-infrared light, cell associated bel-sar
causes immediate cell death and induces an anti-tumor immune response, with a single
administration leading to elimination of solid tumors accompanied by long-term protective
immunity in a number of animal tumor models. Cancer stem cells (CSCs) represent a distinct
subpopulation of tumor cells that possess stem-like characteristics, including self-renewal.
These cells are thought to drive disease persistence and are intrinsically more resistant to
conventional cancer treatment, such as chemotherapy, radiotherapy, and immunotherapy.
CSC-mediated resistance remains a major obstacle to achieving durable clinical responses and
the elimination of this cell population is hypothesized to be essential for long-lasting tumor
control. Methods: We developed and characterized a panel of human-derived CSC models
(bladder, breast, oropharyngeal, prostate cancers, glioblastoma, uveal melanoma) using a
SOREG6 lentivirus reporter in which stem-like transcription factors SOX2 and OCT4 drive
GFP expression to identify CSC subpopulations. Bel-sar binding and potency was compared
between CSC and the more differentiated non-cancer stem cells (nCSC) populations. Addi-
tionally, chemotherapy resistant tumor lines were established from the CSC panel and were
similarly tested for bel-sar targeting and cytotoxicity. Results: CSC populations were validated
by SOX2/0CT4 co-expression, CSC surface marker expression (CD24, CD44, EpCAM-1, CXCR4),
ALDH activity, and tumorsphere formation. Bel-sar was capable of binding CSCs with equal or
enhanced efficiency as compared to nCSCs through cell surface HSPGs and CSPGs as demon-
strated by heparin and chondroitin sulfate inhibition. Additionally, bel-sar was able to kill CSCs
and nCSCs with equal efficiency in vitro. Following chemotherapy-induced enrichment of CSCs,
bel-sar maintained its therapeutic effect on chemotherapy-resistant CSC populations, rein-
forcing previous data demonstrating complete responses in animal models. Conclusions: This
study highlights bel-sar’s distinctive capacity to target and eradicate CSCs across diverse tumor
types. These results support bel-sar’s clinical development for local tumor control and suggest
bel-sar treatment may be effective against recurring or chemotherapy-resistant tumors.
Research Sponsor: Aura Biosciences; National Cancer Insitute.
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Targeting TP53 pathologic variants for cancer immunotherapy using a self-
replicating mRNA vaccine strategy.

Changgan Chen, Chenshen Huang, Yuwei Wu, Zelin Hou, Feihong Liang, Jiajing Lin, Peidong You, Shenzhe Lin, Yaxin Zhang, Haoliang Zhang, Joao Conde, Heguang Huang,
Minggui Pan, Yu Pan; Fujian Medical University Union Hospital, Fuzhou, China; Fujian Medical University, Fuzhou, China; Shandong University, Jinan, China; Universidade
NOVA de Lishoa, Lishon, Portugal; Stanford Cancer Institute, Palo Alto, CA

Background: TP53 pathogenic variants (PVs) are highly prevalent in human malignancies as a
whole and especially in patients with pancreatic ductal adenocarcinoma (PDAC). Approximately
80% of TP53 PVs are missense mutations that may be targeted for cancer therapy. Methods: We
have developed a self-replicating mRNA (srRNA) vaccine (TMG-mut TP53 stRNA SA-LNP)
encoding concatenated p53 mutant peptides encompassing 14 hotspot TP53 missense muta-
tions in PDAC, encapsulated in sialic acid (SA)-modified lipid nanoparticles (LNPs). These 14
hotspot TP53 PVs were selected by examining four public available datasets and from our
previous studies. Results: TMG-mut TP53 srRNA SA-LNPs incorporated Venezuelan equine
encephalitis virus replicase which enabled higher and prolonged in vivo protein expression
compared to conventional mRNA construct. Encapsulation with SA-modified LNPs led to
significantly better efficiency in targeting dendritic cells (DCs) in vitro and in vivo compared
to conventional LNPs. We used in vitro (cell lines) and in vivo assays (PDX and human engineered
mouse genetic models) to test the efficacy of our RNA vaccine. We validated the detection of
TP53 neoantigen by mass spectrometry generated by our srRNA vaccine. We then tested its
anti-tumor immunity by itself alone and in combination with anti-PD1 inhibition using mul-
tiple cell lines and PDX that carry different TP53 PV (R175H and R273H). TMG-mut TP53 StRNA
SA-LNP stimulated potent and specific anti-tumor CD8" T cell responses in in vitro and in vivo
assays using autologous DCs, T cells and cancer cells from multiple PDAC patients. Using both
Panco2 syngeneic PDAC cell line and patient-derived PDAC xenografts (PDX), we show that
TMG-mut TP53 stRNA SA-LNP stimulated potent and specific anti-tumor immunity against
PDAC tumors that harbor different corresponding p53 PVs. Panco2-TP53%75" tumor-bearing
transgenic mice expressing human HLA-A*02:01 treated with TMG-mut TP53 srRNA SA-LNP
showed significantly suppressed tumor growth and prolonged survival with increased tumor
infiltration of activated CD8" T cells as well as increased production of cytokines including type
II interferon, TNFalpha, and other biomarkers. We also show our vaccine stimulates increased
tumor cell apoptosis. In addition, TMG-mut TP53 stRNA SA-LNP dramatically enhanced the
anti-tumor immunity of anti-PD1 by synergistically suppressing tumor growth and prolonging
the survival of tumor-bearing mice in both low and high-tumor burden animal model.
Conclusions: Our results demonstrate for the first time that missense p53 PVs are valid targets
for developing novel cancer immunotherapy using srRNA vaccine approach enhanced by
SA-LNPs encapsulation. Our data potentially opens a new approach for developing mRNA
vaccine-based immunotherapy for a large population of cancer patients as TP53 PVs are highly
prevalent in nearly every type of malignant tumors. Research Sponsor: None.
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TSY-310, a novel bispecific EGFRxXROR1 ADC: Assessment of antitumor activity in
heterogeneous breast tumors through enhanced internalization and bystander
cytotoxicity.

Kuo-Ming Yu, Erick Co, Chiara Saladino, Jennifer Thom, Aaron Cranston, Mark Wappett, Timothy Harrison, Graham Cotton; Formosa Pharmaceuticals, Inc., Taipei, Taiwan;
Almac Discovery, Belfast, United Kingdom; Almac Discovery, Edinburgh, United Kingdom; Almac Discovery, Craigavon, United Kingdom

Background: Epidermal growth factor receptor (EGFR) is a clinically validated target and is
highly expressed in various solid tumors, including triple-negative breast cancer (TNBC).
Clinical efficacy of EGFR-directed therapies in TNBC, however, is often limited by intratumoral
heterogeneity, acquired resistance, and mutations conferring insensitivity to tyrosine kinase
inhibitors. TSY-310 is a novel bispecific EGFRXROR1 nanobody-Fc fusion antibody—drug
conjugate (BsADC) designed to address these challenges by simultaneously targeting EGFR
and receptor tyrosine kinase-like orphan receptor 1 (ROR1). TSY-310 carries an average of 3.6
molecules of monomethyl auristatin E (MMAE) via a protease-cleavable valine-citrulline
linker, enabling potent and tumor-selective cytotoxicity, and induces strong tumor regression
across multiple NSCLC PDX models representing a range of EGFR and ROR1 expression levels.
Methods: Cytotoxicity was evaluated in cell lines with distinct EGFR/ROR1 expression profiles.
Bystander killing was assessed in co-culture systems of antigen-positive and antigen-negative
cells. Cellular internalization and trafficking were analyzed by immunofluorescence micros-
copy. In vivo efficacy and bystander activity are investigated in xenograft models with het-
erogeneous antigen expression. Results: TSY-310 exhibited sub-nanomolar cytotoxicity (ICs, =
0.45 nM) against MDA-MB-468 (ROR1*/EGFR*) TNBC cells in correlation with dual receptor
expression levels, and demonstrated robust bystander killing, eliminating neighboring
antigen-negative A427-Luc and MDA-MB-453-Luc cells through MMAE diffusion in co-
culture systems. Rapid internalization of TSY-310 was observed in dual-positive MDA-MB-
468 cells within 6 hours, consistent with enhanced cytotoxic activity. In a EGFR*/ROR1* HBCx-
28 TNBC PDX model, it achieved complete and sustained tumor regressions in all treated mice
(5/5) and demonstrated superior efficacy compared with the monospecific ROR1-directed ADC
on a payload-equivalent basis. In vivo studies to assess bystander activity and efficacy in
heterogeneous tumor models are ongoing. Conclusions: These findings highlight TSY-310
as a first-in-class bispecific ADC capable of overcoming tumor heterogeneity through dual
binding and bystander killing, supporting its potential as an effective therapeutic agent for
heterogeneous solid tumors such as TNBC, where existing EGFR-targeted therapies have
shown limited benefit. Research Sponsor: Formosa Pharmaceuticals, Inc.
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Influence of genetic ancestry on UV mutational signatures linked to immunotherapy
response in melanoma, beyond TMB.

Kevin Magnaye, Brady Gilg, Lauren R. Dickman, Rosemary N. Plagens, Dekker Deacon, Isaac Brownell, Luis G. Carvajal-Carmona, Sheri L. Holmen, Sophia Shalhout,
Andrew Elliott, Jennifer R. Klemp, Joanne Xiu, Jenny Yawei Yang, Milan Radovich, Matthew James Oberley, James Hamrick, David Spetzler, George W. Sledge Jr.,
Srilakshmi M. Raj, Farah R. Abdulla; Caris Life Sciences, Irving, TX; Caris Life Sciences, Phoenix, AZ; Huntsman Cancer Institute at The University of Utah, Salt Lake City, UT,;
United States National Institutes of Health, Bethesda, MD; Department of Biochemistry and Molecular Medicine, School of Medicine, University of California, Davis, Davis,
CA; Massachusetts General Hospital, Boston, MA; Department of Genetics, Albert Einstein College of Medicine, Bronx, NY

Background: Melanoma is a UV-driven malignancy with substantial biological heterogeneity,
yet genomic profiling efforts have historically underrepresented diverse ancestral back-
grounds, limiting insights into population-level differences in tumor biology and treatment
response. Methods: In this retrospective study, a supervised machine learning framework was
developed to infer genetic ancestry across 483,454 tumors profiled by tumor-only whole-
exome sequencing (WES) at Caris Life Sciences (Phoenix, AZ), using 36,962 ancestry-
informative variants derived from globally diverse Genome Aggregation Database (gnomAD)
reference individuals (n=4,150). Survival outcomes inferred from claims data were evaluated
using Cox proportional hazard ratios (HR) with 95% confidence intervals (CI) and log-rank p-
values. Associations between features were evaluated using standard statistical tests and
regression models. Results: We applied this framework to cutaneous melanoma (N=8,872).
The UVB-related COSMIC mutational signatures SBS7a and SBS7b were markedly enriched in
tumors from patients (pts) of European (EUR) ancestry (93.2% and 75.6%, respectively) but
were uncommon in African ancestry tumors (6.9% and 5.2%). Within EUR ancestry pts, higher
EUR ancestry fraction was associated with higher SBS7a and SBS7b prevalence (p=9.0x10"*and
1.5x107%), consistent with known differences in pigmentation biology and melanoma etiology.
Among 3,587 melanoma pts treated with first-line immune checkpoint inhibitors (ICI), SBS7a
positivity was strongly associated with improved overall survival (OS HR [95% CI] = 0.55
[0.46-0.66]) and time to next treatment (TTNT HR=0.58 [0.49—0.69]; all p<0.001), out-
performing tumor mutational burden (TMB) as a prognostic biomarker. SBS7a+ remained
prognostic in a multivariable Cox analysis accounting for TMB, age, sex, and the first two
ancestry principal components. Furthermore, both SBS7a+ TMB-high and SBS7a+ TMB-low
tumors demonstrated superior outcomes compared to SBS7a— TMB-low tumors (OS HR=0.49
[0.41-0.60] and 0.62 [0.51-0.74], respectively; all p<0.001). Similar patterns were observed in
cutaneous squamous cell carcinoma. To assess specificity for UV-driven biology, we evaluated
two non-sun-exposed malignancies: uveal melanoma and renal cell carcinoma (RCC). SBS7a
was virtually absent in uveal melanoma and RCC (6.7% and 6.9%, respectively, among EUR
ancestry pts) and did not stratify ICI outcomes in either cancer. These negative controls suggest
that SBS7a does not arise without UV exposure and is not a general immunotherapy biomarker.
Conclusions: These findings establish a scalable genetic ancestry framework, reveal ancestry-
linked differences in melanoma mutagenesis, and demonstrate that SBS7a provides clinically
meaningful, TMB-independent prognostic information specific to UV-driven tumors. Research
Sponsor: None.
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A phase 1, first-in-human study of OP-3136, a novel oral selective KAT6A/B in-
hibitor, as monotherapy in advanced solid tumors and in combination with endo-
crine therapy in ER+, HER2— advanced breast cancer (ABC): Preliminary results.

Amita Patnaik, Manish R. Sharma, William Bennion McKean, Rohit Joshi, Antonio Giordano, Shou-Ching Tang, Lixian Sun, Morena Shaw, James Lau, Manish R. Patel;
START Center for Cancer Research, San Antonio, TX; The START Center for Cancer Research — Midwest, Grand Rapids, MI; The START Center for Cancer Research,
Mountain Region, West Valley City, UT; Cancer Research SA, Adelaide, SA, Australia; Dana-Farber Cancer Institute, Boston, MA; Louisiana State University Health Sciences
Center, New Orleans, LA; Olema Oncology, San Francisco, CA; Florida Cancer Specialists/Sarah Cannon Research Institute, Sarasota, FL

Background: Histone lysine acetyltransferases (KATs) control oncogenic transcription and are
frequently dysregulated in cancer. OP-3136 is a potent, selective, oral small-molecule inhibitor
of KAT6A/B with preclinical antitumor activity, including in combination with endocrine
therapy (ET) (Palanisamy et al, 2024). This phase 1 study evaluates the safety, tolerability,
pharmacokinetics (PK), and preliminary antitumor activity of OP-3136 as monotherapy in
advanced solid tumors and in combination with fulvestrant or palazestrant (a novel oral
complete estrogen receptor antagonist [CERAN] and selective estrogen receptor degrader
[SERD]) in ER+, HER2— ABC (NCT06784193). Methods: Patients (pts) with ABC, metastatic
castration-resistant prostate cancer (mCRPC), or non-small cell lung cancer (mNSCLC) re-
ceived OP-3136 once daily (QD) as monotherapy (no limit on prior lines of therapy), and a
separate cohort of ABC pts received OP-3136 + fulvestrant in a phase 1 study using a Bayesian
Optimal Interval dose-escalation. Results: As of 26 November 2025, 32 pts ABC, n=23; mCRPC,
n=8; and mNSCLC, n=1) received OP-3136 (monotherapy, n=25; in combination with fulves-
trant, n=7) across doses of 2—45 mg QD. All ABC pts received prior endocrine therapy and CDK4/
6 inhibitors, all mCRPC pts received prior androgen receptor—targeted therapy. The median
(min — max) of prior anticancer systemic therapy lines was 3 for ABC (1-5) and 5 (1-8) for
mCRPC pts. The median time on treatment was approximately 2 months (max 47 months). In
the monotherapy cohort, treatment-related adverse events (TRAEs) were mostly grade (G)1—2.
The most common (=25%) TRAEs included dysgeusia (72%; G2, 24%), anemia (40%; G3, 8%),
fatigue (32%; G2, 16%), and neutropenia (28%; G3, 20%). In the combination cohort, TRAEs
were predominantly G1—2 with one G3 neutropenia and leukopenia. No dose-limiting toxicities
(DLTs), G4-5 TRAEs or treatment discontinuations due to TRAEs were reported. Across
monotherapy dose levels, among 14 pts with measurable disease, reduction of target lesions
occurred in 64% (9/14) and 2 pts (1 with ABC and 1 with mCRPC) had partial responses
(unconfirmed). Among 17 pts with evaluable disease,10 had stable disease. PK analyses showed
dose-proportional exposure of OP-3136 with rapid absorption and sustained systemic exposure
over the dosing interval supporting QD administration. Conclusions: OP-3136 demonstrated a
manageable safety profile and favorable PK, both as monotherapy and in combination with
fulvestrant. Preliminary evidence of antitumor activity in ER+ HER2- ABC and mCRPC was
observed in these heavily pretreated pts. Dose escalation and enrollment in combination with
fulvestrant or palazestrant are ongoing and updated data will be presented. Clinical trial
information: NCT06784193. Research Sponsor: Olema Oncology.
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A phase 1a/b study of RGT-61159, an oral MYB splicing modulator, in patients with
advanced adenoid cystic carcinoma and colorectal cancer.

Alan Loh Ho, Enrique Sanz Garcia, Renata Ferrarotto, Paul Swiecicki, Alex Spira, John Frederick Hilton, Zujun Li, Cristina P. Rodriguez, Douglas Adkins, Hualin Simon Xi,
Patricia Soulard, Travis Wager, Shiva Memari, Shireen Vali, Katherine LaRoque Jameson, Ivan Barrera, Jacqueline M. Walling, Glenn J. Hanna; Solid Tumor Oncology
Division, Head and Neck Service, Memorial Sloan Kettering Cancer Center, New York, NY; Princess Margaret Cancer Centre, University Health Network, University of
Toronto, Toronto, ON, Canada; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Internal Medicine, Division of Hematology/Oncology,
University of Michigan Rogel Cancer Center, Ann Arbor, MI; NEXT Oncology Virginia, Fairfax, VA; Department of Medicine, Ottawa Hospital Cancer Centre, Ottawa, ON,
Canada; NYU Langone Medical Center, New York, NY; Division of Hematology and Oncology, University of Washington, Seattle, WA; Siteman Cancer Center, Washington
University, St. Louis, MO; Rgenta Therapeutics, Woburn, MA; Consulting JW, LLC, Hillshorough, CA; Precision For Medicine, Flemington, NJ; Dana-Farber Cancer Institute,
Harvard Medical School, Boston, MA

Background: MYB is a master regulator of cell proliferation, self-renewal, and differentiation
processes and its aberrant expression is found in multiple forms of human cancer including
adenoid cystic carcinoma (ACC), acute myeloid leukemia, T-cell acute lymphoblastic leukemia,
colorectal cancer (CRC), small cell lung cancer, and breast cancer. RGT-61159 is an orally
available small molecule designed to selectively modulate splicing of the oncogenic transcrip-
tion factor MYB, resulting in downregulation of MYB protein levels and tumor cell death.
Methods: This ongoing Phase 1a/b, multi-center, open-label clinical trial evaluates RGT-61159
in patients (pts) with advanced, relapsed or refractory ACC or CRC. Pts with ACC must have
disease progression within 12 months of study entry. The study employs a 3+3 dose-escalation
design with daily oral dosing in 21-day cycles, starting at 6 mg and escalating using a Fibonacci
scheme. Primary objectives are to assess safety and tolerability and determine the recom-
mended Phase 2 dose (RP2D). Secondary objectives include characterization of pharmacoki-
netics (PK), pharmacodynamics (PD), and preliminary anti-tumor activity. Results: As of 22
December 2025, 44 pts (86% ACC, 14% CRC) were treated across 8 dose levels (6—144 mg). In
pts with ACC, median age was 61 years (range: 33—77) and median prior lines of therapy was 1
(range: 0-6); 47% were female. In pts with CRC, median age was 63 years (range: 44—72) and
median prior lines of therapy was 5.5 (range: 4-8); 50% were female. Dose-limiting toxicities
(DLTs) occurred in three pts: G3 nausea and muscle weakness, G3 fatigue, and missed doses due
to G2 atrial flutter. Treatment-emergent adverse events (TEAEs) observed in =20% of pts were
diarrhea, nausea, fatigue, dyspnea, and anemia. One G3 vasculitis (144 mg) and dose-related
inflammatory edema events (G2 at 108/144 mg; G1 at lower doses) occurred; none were
protocol-defined DLTs. Overall, RGT-61159 was well tolerated at or below the provisional
RP2D of 84mg. 19 pts remain on treatment, including 9 pts (all with ACC) treated from 24 to
60mg who have been on study for more than 6 months with durable stable disease. In 35
evaluable pts, 18 have had tumor regressions with one partial response (RECIST v1.1) observed
in a pt with ACC treated at 60mg. After the data cut, another pt with ACC treated at 84mg also
achieved a partial response. Dose-dependent, robust knockdown of MYB in the peripheral blood
was observed (up to 75% at 84mg). Plasma exposure increased approximately dose-propor-
tionally with low to moderate variability. Conclusions: RGT-61159 is well tolerated at doses at
or below the provisional RP2D. Robust peripheral knockdown of MYB was observed in a dose-
dependent fashion at clinically relevant doses. Clinical activity manifested as prolonged stable
disease and a partial responses primarily in pt with ACC. Clinical trial information:
NCT06462183. Research Sponsor: Rgenta Therapeutics.
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Genomic landscape of ERBB3 alterations in 5,416 metastatic solid tumors: Real-
world evidence regarding biomarker-agnostic ADC strategies.

Minsuk Kwon, Yunjin Go, Ji Eun Shin, Sung Hee Lim, Jung Yong Hong, Jeeyun Lee, Se Hoon Park, Joon Oh Park, Young Suk Park, Seung Tae Kim; Division of Hematology-
Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Samsung Medical Center, Seoul, South
Korea; Division of Hematology-Oncology, Department of Medicine, Sungkyunkwan University School of Medicine, Samsung Medical Center, Seoul, South Korea; Samsung
Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Division of Hematology-Oncology, Department of Medicine, Samsung Medical Center,
Seoul, South Korea; Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Korea, Republic of; Samsung Medical Center, Sungkyunkwan University
School of Medicine, Gangnam-Gu, South Korea

Background: While ERBB2 (HER?2) is a well-established therapeutic target, the clinical sig-
nificance and genomic landscape of ERBB3 (HER3) across diverse solid tumors are less defined.
As HER3 emerges as a critical mediator of resistance and a target for novel antibody-drug
conjugates (ADCs), characterizing its genomic alterations in a real-world setting is essential to
refine therapeutic positioning. Methods: We analyzed clinical next-generation sequencing
(NGS) data (Illumina TSO 500 or Oncomine Comprehensive Assay Plus) from 5,416 patients
with metastatic solid tumors at a single tertiary center (Samsung Medical Center) between 2019
and 2025. ERBB3 alterations were categorized into mutations (SNVs/indels, VAF =2%) and
amplifications (copy number [CN] =4). Results: ERBB3 alterations were identified in 12.9%
(697/5,416) of patients. The prevalence was overwhelmingly driven by mutations (12.3%),
while amplifications were rare (0.6%). The highest mutation frequencies were observed in:
Urothelial carcinoma, 18.2%; Malignancy of unknown origin, 16.3%; and Biliary tract cancer,
15.7%. The most frequent variants were K498I (Domain IV) and R1127H (C-terminal tail).
Known oncogenic hotspots (V104, A232V, G284R, E928G) were present but not dominant.
Notably, the ERBB3-mutated cohort exhibited high co-mutation rates with canonical drivers:
TP53 (66%), APC (35%), and KRAS (31%). In common GI cancers, ERBB3 mutations frequently
co-occurred with APC and KRAS, suggesting they often act as ""passenger" or secondary events
rather than primary drivers. High-level amplifications (CN =8) were rare (<0.1%) and appeared
in isolated cases across various histologies. Conclusions: ERBB3 alterations are relatively
common (12.9%) in metastatic solid tumors but are characterized by a diverse mutational
landscape rather than focal amplifications. The high frequency of co-occurring canonical
drivers suggests that HER3 primarily functions as a resistance hub or facilitator in these
tumors. These real-world data provide a strong genomic rationale for biomarker-agnostic
ADC strategies (targeting HER3 protein expression) rather than mutation-specific approaches
in most ERBB3-altered solid tumors. Research Sponsor: None.
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Phase Ib expansion and dose optimization study of CX-5461 in patients with solid
tumours enriched for DNA-repair deficiencies.

Ana Veneziani, Stephanie Lheureux, Hyo S. Han, Sagar D. Sardesai, Geoffrey Ira Shapiro, Lee S. Rosen, Diane M. Provencher, Sarah E. Taylor, David W. Cescon,
Layla Mahmud, Yasmin Masalha, Rodrigo Sanchez-Bayona, Pamela Denisse Soberanis Pina, Paula Sliwo, Min-Chun Chen, Xiang Y. Ye, Ping-Yen Huang, Valerie Bowering,
Amit M. Oza; Princess Margaret Cancer Centre, Toronto, ON, Canada; Princess Margaret Cancer Centre, University Health Network, University of Toronto, Toronto, ON,
Canada; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; The Ohio State University - James Comprehensive Cancer Center, Columbus, OH; Dana-Farber
Cancer Institute, Boston, MA; UCLA Division of Hematology-Oncology, Santa Monica, CA; Centre Hospitalier de 'Université de Montréal (CHUM)-Notre Dame, Montreal, QC,
Canada; Department of Obstetrics, Gynecology and Reproductive Services, University of Pittsburgh Medical Center, Pittsburgh, PA; Princess Margaret Cancer Centre/UHN,
Toronto, ON, Canada; Ozmosis Research Inc., Toronto, Canada; Hospital 12 de Octubre, Madrid, Spain; Multicare Cancer Institute, Tacoma, WA; Department of Biostatistics,
Princess Margaret Cancer Centre, Toronto, ON, Canada; Senhwa Biosciences, Inc., San Diego, CA; Princess Margaret, University Health Network, Toronto, ON, Canada;
Princess Margaret Cancer Centre, University Health Network, Toronto, ON, Canada

Background: G-quadruplexes (G4) are guanine-rich DNA/RNA structures that contribute to
DNA damage and genomic instability. Pidnarulex (CX-5461) is a first-in-class G4 stabilizer that
induces synthetic lethality in Homologous Recombination-deficient (HRD) cells. Previous
phase 1 study showed safety and preliminary activity. Here we report dose optimization for
recommended phase 2 dose (RP2D) of CX-5461 and confirm safety. Methods: CX-5461 was
administered intravenously on Days 1 and 8 of a 28-day cycle at 2 dose levels (250 and 325 mg/
m?2) in patients (pts) with advanced pancreatic adenocarcinoma (PA), breast cancer (BC), or
ovarian cancer (OC). The main cohort (Arms A: 250 mg/m?2 & B: 325 mg/m?2) included pts with
HRD or DNA damage response (DDR) alterations and has completed accrual. An exploratory
cohort (Arms C: 250 mg/m? & D: 325 mg/m?) of OC pts with BRCA or other HRD genes enrolled
simultaneously. Primary objective is to determine RP2D of CX-5461 using Relative Dose In-
tensity (RDI). Secondary objectives are safety, tolerability and efficacy. Results: 54 pts were
treated and evaluable for toxicity (Arm A = 18, Arm B = 18, Arm C = 10, Arm D = 8). Patients’
characteristics and efficacy results are detailed in table 1. The median number of prior lines of
treatment were 6 (1-14). The median number of CX-5461 cycles received were 2 (1-30) and
weeks on treatment were 8 (4-120). Grade =3 Treatment-Related Adverse Events (TRAES)
occurred in 12 pts (22%), including proteinuria, thrombocytopenia, and fatigue; 6 (11%) were
AEs of special interest: 1(2%) palmar-plantar erythrodysesthesia, 4 (7%) photosensitivity, and
1 (2%) phototoxic drug eruption. Among 29 response-evaluable pts in main cohort, 1 had PR
(3%) and 10 had SD (34%),median duration 16 weeks (wks) (8-84). In evaluable OC (n=29), 2
had PR (7%), 13 SD (44%), median duration 16 wks (8-84). OC pts with BRCA mutations (n=25)
had 2 PR (8%) and 11 SD (44%); all had prior PARPi exposure. 3/ 5 non-BRCA HRD had SD (60%).
Prolonged clinical benefit was observed in 4 pts with treatment durations of 14 (OC, gBRCA1), 17
(OC, gBRCA2), 21 (0OC, sBRCA1) and 30 cycles (PA, gPALB2). RDI was 91% in Arm A and 88% in
Arm B. RDI and clinical data support 250 mg/m? as the RP2D. Conclusions: CX-5461 was
tolerable and showed evidence of durable disease control in heavily pretreated pts, enriched for
HRD/DDR alterations and post exposure to PARPi. The 250 mg/m? dose is established as the
RP2D based on clinical data and RDI. Correlative studies are ongoing. Clinical trial information:
NCT04890613. Research Sponsor: None.

Arm A (N=18) Arm B (N=18) Arm C (N=10) Arm D (N=8)

Tumor Type BC 7 (39%) 2 (11%) - -
oc 5 (28%) 9(50%)  10(100%) 8 (100%)
PC 6 (33%) 7 (39%) - -
Molecular alterations gBRCA1/2 12 (67%) 9 (50%) 3 (30%) 3 (38%)
SBRCA1 0 (0%) 1(6%) 6 (60%) 3 (38%)
Other 6 (34%) 8 (44%) 1 (10%) 2 (25%)
Efficac)y (evaluable pts PR 1/13 (8%) 0 (0%) 0 (0%) 1/7 (14%)
only
SD 4/13 (31%) 6/16 (38%) 5/9 (56%)  3/7 (43%)

Disease control ~ 5/13 (39%) 6/16 (38%)  5/9 (56%)  4/7 (57%)
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/NCT04890613
http://meetings.asco.org

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3092 Poster Session

Topoisomerase 1 and DNA damage: Pharmacodynamic responses and mechanism
of trastuzumab deruxtecan in HER2- expressing advanced solid tumors.

Deborah Wilsker, Sarah Shin, Geraldine Helen 0'Sullivan Coyne, Angie B. Dull, Huanlian Chen, Stephanie Runkle, Katherine V. Ferry-Galow, Elizabeth Katherine Lee,
Arjun Mittra, Cora N. Sternberg, Cheryl Ann Pickett-Gies, Alice P. Chen, James H. Doroshow, Ralph E. Parchment; National Cancer Institute Frederick National Laboratory
for Cancer Research, Frederick, MD; Division of Cancer Treatment and Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD; Developmental
Therapeutics Clinic, Division of Cancer Treatment and Diagnosis, National Cancer Institute, Bethesda, MD; Clinical Pharmacodynamic Biomarker Program, Applied/
Developmental Research Directorate, Frederick National Laboratory for Cancer Research, Frederick, MD; Dana-Farber Cancer Institute, Boston, MA; Ohio State University,
Clumbus, OH; Weill Cornell Medicine, NewYork-Presbyterian Hospital, New York, NY; Cancer Therapy Evaluation Program, Division of Cancer Treatment & Diagnosis,
National Cancer Institute, National Institutes of Health, Bethesda, MD; Developmental Therapeutics Clinic/Early Clinical Trials Development Program, Division of Cancer
Treatment and Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD

Background: Trastuzumab deruxtecan (T-DXd) consists of deruxtecan, a novel topoisomerase
1 (TOP1) inhibitor, covalently bound via a lysosomal protease-cleavable linker to the human
epidermal growth factor receptor 2 (HER2)-targeting antibody, trastuzumab. The mecha-
nism(s) underlying the clinical activity seen in multiple tumor types across various HER2 levels
is of ongoing, active interest. To investigate the T-DXd mechanism of action, we developed a
pilot clinical trial of T-DXd with a detailed pharmacodynamic analysis from TOP1 target
engagement to downstream effects of DNA damage in patients with HER2-expressing (IHC
1-3+, HER2 amplified, or HER2 mutated) advanced solid tumors (NCT04294628). Methods:
Based on preclinical studies modeling the trial, research tumor biopsies from consenting
patients were collected at three time points: pre-treatment, post-dose Cycle 1 (48-96 hours)
and pre-dose Cycle 3. The biopsies were evaluated for TOP1 inhibition, induction of stabilized
TOPi1covalent complexes (TOPicc) and induction of downstream DNA damage repair (DDR)
markers (RAD51, pNBS1, RPA32) using validated, quantitative multiplex immunofluorescence
assays on fixed tumor sections with image analysis methodology. In addition, a retrospective
analysis of Schlafen 11 expression in baseline biopsies was performed to determine its predictive
value of tumor responses to T-DXd. Results: Twenty-one biopsy pairs (pre-treatment and C1,
4,8-96h post-dose 1) were evaluable for TOP1 molecular response and downstream DDR marker
induction. TOP1 target modulation was detected in 15 (71%) of the on-treatment biopsies and
markers of DDR were induced in 18 (86%) biopsy pairs. TOP1 target inhibition, robust induction
of downstream DNA damage response including stalled replication fork progression, and DNA
breaks were observed in HER2-amplified/2+/3+ tumors, and in HER2 1+ tumors. Conclusions:
Our results confirm the intended TOP1 molecular mechanism of action of T-DXd in HER2-
amplified/2+/3+ and importantly extend that finding to HER2 1+ tumors, resulting in DNA
damage in nearly all cases. Pharmacodynamic biomarker studies are poised to yield important
insights into the molecular effects of T-DXd in solid tumors. Research Sponsor: This project
was funded in part by the National Cancer Institute, National Institutes of Health, under
Contract No. 75N91019D00024.
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Chemotherapy as a shaper of immune communication in the triple-negative breast
cancer microenvironment.

David Otohinoyi, Sravya Sri Kuchipudi, Archa Rajesh, Precious Idogun, Ruby Gupta, Chindo Hicks; Louisiana State University Health Sciences Center at Ochsner University
Hospital & Clinics, Department of Internal Medicine, Lafayette, LA; Hematology and Oncology, Corewell Health, Michigan, Michigan, MI; Bioinformatics and Computational
Genomics, Department of Genetics, Louisiana State University Health Sciences Center, New Orleans, LA

Background: Triple-negative breast cancer (TNBC) is a highly immunogenic disease and
exhibits among the highest levels of immune infiltration compared with other breast cancer
subtypes. These characteristics, coupled with the lack of effective targeted therapies, have
made TNBC a key candidate for immunotherapy in selected clinical settings. While chemo-
therapy remains a mainstay of treatment, its immunomodulatory effects on the tumor immune
microenvironment (TIME) remain poorly understood. This study computationally models
immune cell to immune cell communication using Single-cell RNA sequencing data to identify
immune driver cells and their interactions, and how they are altered by chemotherapy in TNBC.
Methods: Single-cell RNA sequencing data of over 200,000 tumor cells from TNBC patients’
tumor samples were obtained from the Gene Expression Omnibus database. They were analyzed
to comprehensively characterize the TIME before and after chemotherapy. We also considered
healthy breast tissue to establish immune pathways unique to TNBC pathogenesis. We
employed unsupervised clustering analysis, reciprocal principal component analysis with an-
notation from the NIH Center of Immunology for immune cell identifiers. Communication
probability, interaction strength, and pathway information flow were computed, and differ-
ential signaling was evaluated using Wilcoxon rank-sum tests (p < 0.05). Multiple hypothesis
testing was also accounted for by Bonferroni-adjusted p-values to control false positives.
Results: Immune activity within the TIME was minimal in healthy breast tissue, highlighting
signaling pathways specific to TNBC pathogenesis. In contrast, there was an increased immune
response in tumors after chemotherapy. Pathways with the highest communication activity
included MHC-I/1I, CCL, MIF, and CD99 signaling. Notably, CD86 signaling, which correlates
with PD-L1 expression, and CD45 signaling were significantly activated after chemotherapy in
TNBC. Additionally, CD23 signaling, associated with antitumor immunity, was enhanced fol-
lowing chemotherapy. Natural killer cells emerged as the key immune cell type mediating
outgoing signals through annexin, IL16, CX3C, and CD99 pathways, which were largely inactive
before treatment. Conclusions: Our findings demonstrate that chemotherapy reprograms the
TIME in TNBC by enhancing intercellular communication among immune cells and upregulat-
ing pro-immune signaling pathways. This remodeling of the TIME suggests potential targets
for novel immunotherapeutic discoveries and immune-checkpoint modulation in TNBC.
Research Sponsor: None.
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Sex-associated differences in osimertinib pharmacokinetics among Asian patients
with non-small cell lung cancer.

Sylvia Chen, Wan Ling Ling Tan, Daniel Ang, Sze Sing Lee, Daniel Shao-Weng Tan, Darren Wan Teck Lim, Mei-Kim Ang, Amit Jain, Gillianne Lai, Balram Chowbay; Clinical
Pharmacology Laboratory, National Cancer Centre Singapore, Singapore, Singapore; National Cancer Centre Singapore, Singapore, Singapore; National Cancer Centre,
Singapore, Singapore; National Cancer Centre Singapore and Duke-NUS Medical School, Singapore, Singapore; Division of Medical Oncology, National Cancer Centre
Singapore, Singapore, Singapore

Background: Osimertinib is an oral, third-generation tyrosine kinase inhibitor (TKI) used in
the treatment of epidermal growth factor receptor (EGFR) T790M-positive non-small cell lung
cancers (NSCLC). However, therein lies a high interindividual variability in osimertinib trough
concentrations at steady state, which may in turn affect clinical outcomes. The study aimed to
evaluate factors influencing osimertinib exposure and their potential impact on treatment
response. Methods: This was a prospective single-institution study of Asian NSCLC patients
receiving once daily 80mg osimertinib. Plasma concentrations of osimertinib and its metab-
olites, AZ5104 and AZ7550 were quantified at steady state using a validated LC-MS/MS method.
Pharmacogenetic analysis was conducted using commercially available Tagman SNP genotyp-
ing assays. Results: A total of 177 Asian patients with Stage I-IV NSCLC tumors were enrolled.
Median age was 65 (35-84) years old. Majority of patients were Chinese (90%), female (59%)
and non-smokers (82%). Exon 19 deletions were present in 45% of patients. Subgroup analysis
of 72 patients with available pharmacokinetic data showed no significant genotypic-
phenotypic associations between CYP3A5*3, ABCB1 1236C>T, ABCB1 3435C>T, ABCB1
2677G>T/A and ABCG2 421C>A and osimertinib pharmacokinetics parameters. Sex was signif-
icantly associated with trough osimertinib levels and clearance, with females exhibiting 28%
higher osimertinib levels and lower clearance compared with males (P=0.0098). Similar trends
were observed with AZ5104 and AZ7550 and osimertinib clearance (P<0.001). No significant
differences in overall survival and progression-free survival were observed between sexes.
Analysis of best overall response showed that males were more likely to PD compared with
females (OR=1.88, 95% CI; 0.54- 6.3) but this was not statistically significant (P = 0.489).
Conclusions: Our study showed that sex influences osimertinib pharmacokinetics, with fe-
males showing higher trough levels and lower clearance. These differences did not, however,
translate into significant differences in survival or treatment response between males and
females. Research Sponsor: NCC Research Fund; NCCRF-YR2017-JAN-PG2.
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NeoRay phase lla results: A study of ['"’LulLu-NeoB (*”“Lu-NeoB) in pts with
advanced solid tumors overexpressing gastrin-releasing peptide receptor (GRPR).

Erik Mittra, Lilja B. Solnes, Loic Djaileb, Astrid Aplonia Maria Van Der Veldt, Jordi Rodon Ahnert, Jeffrey Y.C. Wong, Andrei lagaru, Maria Vieito Villar, Ravi Patel,
Michael C. Heinrich, Simon Pacey, Steven P. Rowe, Tessa Brabander, Sanjit Tewari, Christopher T. Chen, Ines Lorenzo, Aida Sabate-Llobera, Daniela Baldoni, Yongmin Liu,
Luigi Aloj; Oregon Health & Science University, Portland, OR; Johns Hopkins University School of Medicine, Baltimore, MD; CHU Grenoble Alpes, Grenoble, France; Erasmus
Medical Center, Rotterdam, Netherlands; The University of Texas MD Anderson Cancer Center, Houston, TX; City of Hope National Cancer Center, Duarte, CA; Division of
Nuclear Medicine and Molecular Imaging, Department of Radiology, Stanford University, Stanford, CA; Vall d'Hebron Institute of Oncology, Barcelona, Spain; University of
Pittsburgh School of Medicine, Pittsburgh, PA; Portland VA Health Care System and Oregon Health & Science University, Portland, OR; University of Cambridge, Cambridge,
United Kingdom; UT Southwestern Medical Center, Dallas, TX; Stanford University School of Medicine, Stanford, CA; Novartis Oncology Global Drug Development, Madrid,
Spain; Novartis Farmacéutica S.A., Barcelona, Spain; Novartis Pharma AG., Basel, Switzerland; Novartis Pharma Co., Ltd., Beijing, China

Background: GRPR is overexpressed in many solid tumors. NeoB binds to GRPR with high
affinity and can be radiolabeled for theranostics. NeoRay is the first-in-human study of *77Lu-
NeoB in pts with advanced solid tumors overexpressing GRPR. Phase (Ph) I reported favorable
organ dosimetry and safety, and a recommended Ph II dosage (RP2D) of 9.25 GBq. Here, we
report the Ph IIa primary analysis. Methods: This Ph IIa, open-label, multicenter, dosage
expansion study enrolled 5 adult cohorts with confirmed [°®GalGa-NeoB tumor uptake: A)
HR+/HER2- breast cancer; B) prostate cancer (PCa); C) gastrointestinal stromal tumor (GIST);
D) impaired renal function; and E) pts eligible for Cohorts A—C who also received sacubitril/
valsartan (49/51 mg) at Cycle 1 to assess drug-drug interaction (DDI). There was no formal
sample size calculation; the target was ~12 pts in Cohorts A—C, =6 pts in D, and ~3 pts in E.
77Lu-NeoB 9.25 GBq was to be administered every 6 wks for <9 cycles, except in DDI Cohort E
(5.55 GBq in Cycle 1, then 9.25 GBq). Primary endpoints (descriptive statistics) were individual
response (centrally assessed by RECIST v1.1) in Cohorts A—C, and *7’Lu-NeoB PK and dosimetry
in Cohort E. Secondary endpoints included safety/tolerability and QoL. Results: Overall, 18 pts
(An=4;Bn=7;Cn=2;Dn=2;En=3)received treatment (median age 65 y; 56% male). Median
(range) ""7Lu-NeoB exposure was 9 (6—60) wks; median (range) cumulative activity admin-
istered was 12.1 (5.7—81.4) GBq. At data cutoff (7 Jan 2025), 4 pts (Bn = 2; Cn = 2) had completed
treatment (=3 cycles); 1 pt (GIST) received 9 cycles. Of 10 pts with centrally assessed post-
baseline response data, 1 had partial response (PCa), 5 had stable disease (of whom 2 had stable
disease =20 wks [GIST]), and 4 had progressive disease. Adverse events (AEs) occurred in 17
(94%) pts (serious AEs in 3 [17%] pts; Gr =3 AEs in 6 [33%] pts). Treatment-related AEs
(TRAESs) occurred in 7 (39%) pts (all non-serious; Gr =3 in 2 [11%] pts). The most common
TRAEs were fatigue (n = 5, 28%), anemia (n = 2, 11% [Gr =3 in 1 pt, 6%]), and bone pain (n = 2,
11%). One pt died of hepatic failure related to disease progression (not a TRAE). No AEs led to
dosage reductions/interruptions/discontinuations. Dosimetry evaluated in 12 pts showed fa-
vorable biodistribution, similar to Ph I. Projected cumulative absorbed doses in target organs
were below EBRT limits; lesion absorbed doses were generally consistent across cohorts. Mean
+ SD EORTC QLQ-C30 global health scores in Cohorts A—C were 70 + 22 at baseline (n = 12) and
73 = 16 at Cycle 2 (n = 4), suggesting stable QoL. Conclusions: NeoRay Ph IIa data at the *77Lu-
NeoB RP2D (9.25 GBq) reinforce Ph I dosimetry and safety results and support further clinical
evaluation. Most AEs were mild/moderate and no new safety signals were identified. Despite the
limited sample size, preliminary signs of antitumor activity were observed. Clinical trial in-
formation: NCT03872778. Research Sponsor: Novartis Pharmaceuticals.
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ETCTN 10302: A randomized phase Il trial of radium-223 dichloride in combination
with paclitaxel in patients with bone metastatic breast cancer.

Jyoti Malhotra, Carmen Calfa, Oluwatimilehin Okunowo, Paul Henry Frankel, Ritesh Parajuli, Shane R. Stecklein, Sachin R. Jhawar, Katherine Cox Ansley, Adam Brufsky,
Hadeel Assad, Patrick Michael Dillon, Gini F. Fleming, Nancy Chan, Scott Glaser, Lorraine Cheryl Pelosof, Charles Kunos, Alexey Valeryevich Danilov, Salma K. Jabbour; City
of Hope Comprehensive Cancer Center, Duarte, CA; Sylvester Comprehensive Cancer Center, University of Miami Miller School of Medicine, Miami, FL; University of
California Irvine Division of Hematology and Oncology, Chao Family Comprehensive Cancer Center, Irvine, CA; University of Kansas Cancer Center, Kansas City, KS;
Department of Radiation Oncology, The Ohio State University Wexner Medical Center, Columbus, OH; Wake Forest University School of Medicine, Winston-Salem, NC;
UPMC Hillman Cancer Center, University of Pittsburgh Cancer Institute, Pittsburgh, PA; Barbara Ann Karmanos Cancer Institute, Detroit, MI; University of Virginia,
Charlottesville, VA; The University of Chicago Department of Internal Medicine Section of Hematology/Oncology, Chicago, IL; NYU Langone Health, New York, NY; National
Cancer Institute, Cancer Therapy Evaluation Program, Rockville, MD; University of Miami, Miami, FL; Rutgers Cancer Institute, New Brunswick, NJ

Background: Radium-223 dichloride is an alpha particle emitting radiopharmaceutical that
mimics calcium and localizes bone metastases inducing double-strand DNA breaks. Tumor
cells in M-phase cell cycle arrest from paclitaxel are highly sensitive to alpha-emitting
radionuclides. ETCTN 10302 tested the hypothesis that addition of radium-223 to paclitaxel
will improve outcomes for bone-dominant metastatic breast cancer. Methods: ETCTN 10302
was a randomized, two-arm, multicenter, open-label phase II trial. Patients (pts) were ran-
domized to receive either radium-223 (1.49 microcurie/kg iv day 1 x 6 doses) and paclitaxel (80
mg/kg iv on days 1,8 and 15) of each 28-day cycle (Arm A) or paclitaxel alone (Arm B). Inclusion
criteria included HER2-negative metastatic breast cancer with =2 bone lesions and limited
visceral metastases (five or less and =/ cm in size). Primary endpoint was median progression-
free survival (PFS). Exploratory analyses included whole exome sequencing and serum alkaline
phosphatase dynamics. Results: 70 pts were randomized from August 2020 to May 2024.
Median age was 58.5 years, 100% were female, 60% were non-Hispanic whites, 14% had triple
negative breast cancer, 37% had bone only disease. In the intent-to-treat analysis (37 Arm A, 33
Arm B), there was no significant difference in median PFS (5.8 vs 5.6 months; HR 0.92 p=0.80)
but there was a numeric improvement in median OS in radium-223 plus paclitaxel arm (20.2 vs
16.6 months; HR 0.74 p=0.40). Overall response rate (ORR) was 5% in Arm A vs 9% in Arm B.
There was no difference in median OS and PFS when analysis was limited to efficacy evaluable
pts who completed at least one cycle (37 Arm A, 24 Arm B). Common treatment-related adverse
events (TRAE) with the combination of radium-223 plus paclitaxel vs paclitaxel were anemia
(78% vs 54%), neutropenia (76% vs 45%), fatigue (49% vs 50%), nausea/vomiting (46% vs
21%), diarrhea (32% vs 25%), peripheral sensory neuropathy (33% vs 30%) and increased ALT
(22% vs 4%). Most common =grade 3 TRAE was neutropenia in Arm A (43% vs 8% in Arm B).
Treatment discontinuation rate due to TRAE was 3%. Conclusions: Combination of radium-223
and paclitaxel can be administered safely as most adverse events observed were grade 1 to 2
except for higher incidence of = grade 3 neutropenia. The trial did not meet the primary PFS
endpoint but there was a numerical improvement observed in median OS with the combination.
Clinical trial information: NCT04090398. Research Sponsor: None.
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AKY-2519, a novel B7-H3-targeted radioconjugate, and its biodistribution profile in
patients with mCRPC.

Michael Sathekge, Julius Mugisha, Joseph Kabunda, Keamogetswe Ramonaheng, Milani Qebetu, Kaluzi Banda, Pryaska Goorhoo, Sandile M. Sibiya, Sipho Mdanda,
Honest Ndlovu, Kgomotso Mokoala, Cindy Davis, Liani Smith, Yonwaba Mzizi, Haofei Tiffany Wang, Janet K. Horton, Akos Gabor Czibere, Ken Herrmann; Nuclear Medicine
Research Infrastructure, Pretoria, Gauteng, South Africa; Nuclear Medicine Research Infrastructure, Pretoria, South Africa; Aktis Oncology, Boston, MA; University of
Essen, Essen, Germany

Background: AKY-2519 is a 6.1 kDa B7-H3 (CD276) targeting miniprotein with an N-terminal
short polyethylene glycol linker and dodecane tetraacetic acid chelator designed to deliver
actinium (Ac)-225 for the treatment of patients with metastatic castration-resistant prostate
cancer (mCRPC) and other solid tumors. Miniproteins are a novel radioconjugate therapy (RCT)
format affording high affinity, selectivity, deep tumor penetration and internalization pro-
longing tumor retention and rapid plasma clearance limiting exposure to normal tissues. B7-H3
is highly expressed in multiple solid tumor cancers and absent in normal tissues such as salivary
glands. These properties render B7-H3 a promising target specifically for Ac-225 delivering
RCT in mCRPC. We evaluated biodistribution and tumor uptake of AKY-2519 relative to PSMA-
11 and assessed estimated radiation doses to tumors and normal tissues in 16 mCRPC patients.
Methods: Sixteen mCRPC patients were imaged with [%8Ga]Ga-AKY-2519 and [%®Ga]Ga-
PSMA-11 PET/CTSs to assess biodistribution and tumor uptake by SUV. Patients then received
low dose ["""Lu]Lu-AKY-2519 (~0.37-0.56 GBq) followed by SPECT/CT at 3, 24, and 144 hours
post-injection for normal tissue and tumor dosimetry analyses. SPECT images were recon-
structed with MIM SPECTRA Recon Software and mean human absorbed dose coefficients (Gy/
GBq) were generated with MIM SurePlan MRT. To assess tumor doses, representative lesions
including nodal, skeletal and primary disease sites were analyzed across multiple patients.
Results: No AEs were reported throughout the imaging assessment. PET and SPECT/CTs
showed robust tumor uptake with prolonged retention. High lesion concordance was observed
between AKY-2519 and PSMA-11 supporting B7-H3 as a novel target in mCRPC and further
suggesting co-expression of B7-H3 and PSMA. No accumulation of AKY-2519 was noted in
normal tissues with initial activity in the liver rapidly clearing out. Of the normal tissues of
interest including kidneys, salivary glands, liver and bone marrow, the mean absorbed doses
were below established clinical thresholds when scaled up to a full therapeutic treatment
course. The predicted absorbed tumor doses were within expected therapeutic ranges and
exceeded normal tissue exposures indicative of a potentially favorable risk-benefit profile for
[**5Ac]Ac-AKY-2519. Conclusions: These are the first clinical data showing concordance be-
tween PSMA and B7-H3 on PET-CT imaging in a substantial cohort of patients supporting B7-
H3 as anovel target in mCRPC. The normal tissue to tumor dose ratios observed with AKY-2519
suggest a wide therapeutic window as an Ac-225 delivering therapeutic. The low predicted dose
to salivary glands supports its use as an actinium delivering RCT for mCRPC, with dosing under
IND expected to start in 2H-2026. Research Sponsor: None.
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First-in-human PET/CT imaging with 68Ga-AKY-2519, a B7-H3 targeted mini-
protein radioconjugate, to demonstrate tumor uptake and normal tissue exposure
across various advanced solid tumors.

Josephine Enste, Boris A. Hadaschik, Viktor Griinwald, Francesco Barbato, Stefan Kasper, Hubertus Hautzel, David Kersting, Wolfgang Peter Fendler, Ken Herrmann,
Akos Gabor Czibere; Department of Nuclear Medicine, University of Duisburg-Essen, and German Cancer Consortium (DKTK), University Hospital Essen, Essen, Germany;
Department of Urology, University of Duisburg-Essen, Essen, Germany; Clinic for Medical Oncology and Clinic for Urology, University Hospital Essen, West German Cancer
Centre, Essen, Germany; Department of Nuclear Medicine, University of Duisburg-Essen and German Cancer Consortium (DKTK), University Hospital Essen, Essen,
Germany; University Hospital Essen, Essen, Germany; West German Cancer Center, Department of Nuclear Medicine, University Hospital Essen, Essen, Germany;
Department of Nuclear Medicine, University of Duisburg-Essen and German Cancer Consortium (DKTK)-University Hospital Essen, Essen, Germany; Clinic for Nuclear
Medicine and German Cancer Consortium, University Hospital Essen, Essen, Germany; Aktis Oncology, Boston, MA

Background: 68Ga-AKY-2519 is a miniprotein radioconjugate developed by Aktis Oncology
that targets B7-H3 (CD276) which is overexpressed in several malignancies and is linked with
aggressive histology and poor outcomes. AKY-2519 is a high-affinity binder to B7-H3 that
internalizes into tumor cells upon binding and thereby maximizes tumor retention. AKY-2519
is also designed to clear rapidly through the kidneys to minimize exposure to normal tissues. To
identify potential utility for clinical development of 225Ac-AKY-2519 across various tumor
types, here we report the first-in-human evaluation of 68Ga-AKY-2519 using positron emis-
sion tomography (PET) in patients with solid tumors. Methods: In this prospective, observa-
tional study, 18 patients with advanced solid tumors, including prostate cancer (n=7), colorectal
cancer (n=4), SCLC (n=3) and NSCLC (n=1) underwent PET/CT imaging following intravenous
administration of 68Ga-AKY-2519. Safety, normal tissue distribution and tumor uptake were
assessed. Imaging findings were correlated with known disease sites in PSMA and FDG ref-
erence PET/CTs as well as available clinical and pathological data. Results: 68Ga-AKY-2519 was
well tolerated with no adverse events. PET/CT imaging demonstrated favorable tumor uptake,
rapid blood pool clearance and low uptake in normal tissues. 68Ga-AKY-2519 uptake (SUVmax)
in normal tissues at 120 min post injection (p.i.) was noted in the liver (median 22.9
[interquartile range (IQR) [20.9-30.8]), spleen (7.3 [6.4-11.4]), salivary glands (7.3 [6.4-
11.4]), adrenal glands (17.5 [15.9-19.8]) and kidneys (7.3 [6.4-11.4]). No significant bone marrow
uptake was noted (median SUVmax 4.1 [3.3-5.1] at 120 min p.i.). High and consistent tumor
uptake was observed across various tumor types. The largest cohort was patients with met-
astatic prostate cancer (n=7), in which the highest 68Ga-AKY-2519 uptake was in bone me-
tastases (median SUVmax 40.4 (120 min p.i.), SUVpeak 25, SUVmean 16.1), followed by lymph
node metastases (SUVmax 13.8 (120 min p.i.), SUVpeak 6.5, SUVmean 5.1) and visceral metas-
tases (SUVmax 31.0 (120min p.i.), SUVpeak 22.2, SUVmean 18.7). Conclusions: 68Ga-AKY-2519
PET/CT imaging of various malignancies was safe and demonstrated high tumor-to-
background uptake and cancerous lesion detection at 120 min p.i. Normal tissue uptake was
low, and robust tumor uptake was noted in patients across different solid tumors indicating
therapeutic potential. These data warrant further clinical development of 225Ac-AKY-2519.
Research Sponsor: None.
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Final results of a first-in-human study of the MC1R-targeting radiopharmaceutical
2253ctinium MTI-201 (**°Ac-MTI-201) in metastatic uveal melanoma (mUM).

Nikhil 1. Khushalani, Ghassan El-Haddad, Mikalai Budzevich, Michael J. Schell, Jiannong Li, Eduardo G. Moros, Christopher Tichacek, William R. Gibbons,

Rebecca E. Rogers, Michael L. Nickels, Inayaa Johnson, Zeynep Eroglu, Lilit Karapetyan, Andrew Scott Brohl, Joseph Markowitz, Ahmad Tarhini, Karen Hayes,

Lori Hazlehurst, Mark McLaughlin, David L. Morse; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; Washington University School of Medicine, St. Louis,
MO; Modulation Therapeutics, Morgantown, WV

Background: Prognosis in mUM is poor with limited efficacy of currently available therapies.
The melanocortin-1 receptor (MC1R) is an attractive target for radiopharmaceutical therapy
given high expression in UM. 2*>Ac-MTI-201 is a novel alpha particle emitting MC1R bound
radiopharmaceutical with high biostability, affinity, and MC1R-specific cytotoxicity with de-
fined dosimetry and pharmacokinetics in pre-clinical studies. Methods: In this first-in-human
study (NCT05496686) of a single IV dose of >*>Ac-MTI-201, we enrolled mUM patients (pts)
who had disease progression on at least 1 prior therapy. Pts had adequate organ and functional
status; prior radiotherapy to >25% of bone marrow was exclusionary. The primary objective
was safety and toxicity of 22>Ac-MTI-201 with secondary endpoints of pharmacokinetics (PK)
and clearance of 2*>Ac-MTI-201, response rate, progression-free survival (PFS), and overall
survival (0S). Up to 12 dose levels [from 4.7 microcurie (nCi) to 1327 wCi] for 22>Ac-MTI-201
were planned per a modified continual re-assessment method (CRM) with a cohort size of one
based on dose limiting toxicity (DLT) assessment within 28 days of drug administration using
CTCAE v5.0. Response was assessed by RECIST 1.1. Results: Sixteen pts (8 male, 8 female),
median age 63 years (43, 84) have been treated. Median number of prior systemic regimens was
2(0,4), 8 pts had prior liver directed treatment. Dose of >>>Ac-MTI-201 was escalated to level 6
(152 p.Ci) when one DLT (G4 thrombocytopenia and G4 neutropenia) was observed requiring
de-escalation per CRM. A second DLT (G4 neutropenia) at level 5 (76 wCi) required expansions
at levels 4 (38 1.Ci; n=5) and 5 (n=6) where all remaining pts were treated without further DLT
with 1 pt currently pending final DLT assessment. Adverse events (AEs) were mostly G1-2
including leucopenia, lymphopenia, neutropenia, thrombocytopenia, anemia, nausea, fatigue
and 1 AST. Reversible myelosuppression [lymphopenia (7), neutropenia (5), thrombocytopenia
(2)] was the most common > G3 AE. No non-hematological DLT was seen. Best response was
stable disease (4/15; 27%); seen at dose levels 4 and 5. The median PFS was 2.30 months (95%
CI: 1.84, 3.65); 6-month PFS was 0.07 (95% CI: 0.0, 0.26) and 12-month OS was 0.39 (95% CI:
0.13, 0.64). Median distribution phase half-life (n=15) was 6.19 minutes followed by a slower
median elimination phase half-life of 74.06 minutes with significant positive correlation
between fast and slow half-lives (Spearman = 0.696, p= 0.0039), independent of dose level.
Conclusions: Single dose administration of **>Ac-MTI-201 with dose escalation to 76 pCi
appears safe and feasible in mUM. Disease stability in this difficult to treat population is
encouraging and a multi-dose study of >*>Ac-MTI-201 in mUM is planned pending final pt DLT
assessment. >*>Ac-MTI-201 has Orphan Drug designation for mUM. Clinical trial information:
NCT05496686. Research Sponsor: National Cancer Institute/U.S. National Institutes of Health;
HHSN261201700035C; Modulation Therapeutics.
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First-in-class DIO3 inhibitor as a novel treatment strategy in ovarian cancer.

Sarit Batsir, Dotan Moskovich, Osnat Ashur-Fabian; Dio Tree Ltd, Nazerath, Israel

Background: Ovarian cancer carries high mortality, driven in part by platinum resistance and a
scarcity of actionable therapeutic targets. Thyroid hormone signaling via triiodothyronine (T3)
exerts tumor-suppressive effects, including inhibition of proliferative and DNA-damage stress
pathways. Iodothyronine deiodinase type 3 (DIO3) is a clinically expressed T3-inactivating
enzyme associated with aggressive disease biology, therapeutic resistance, and poor patient
outcomes. DioTree Ltd is the first biotech company that developed ITYR-DBRMD, a first-in-
class small-molecule DIO3 inhibitor for cancer treatment. Methods: DIO3 target engagement
was evaluated using enzymatic mimic assays, intracellular T3 quantification (ELISA), and
cellular thermal shift assays (CETSA). Pharmacokinetics (PK) were characterized across clin-
ically relevant delivery routes (IV, IP, SC) with development of a dedicated bioanalytical
quantification method. Antitumor efficacy was tested in nude mice bearing homologous
recombination-proficient (HRP), carboplatin-resistant ovarian cancer xenografts. Mice re-
ceived vehicle, ITYR-DBRMD, carboplatin, or their combination for three weeks. Tumor growth
inhibition (TGI) and safety were assessed. Results: ITYR-DBRMD achieved selective and du-
rable inhibition of DIO3 activity with direct cellular binding confirmation, robust increases in
intracellular T3 levels, and consistent PK exposure across all administration routes tested.
Monotherapy TGI was 43% for carboplatin and 50% for ITYR-DBRMD. Combination therapy
produced a clinically meaningful efficacy increase, reaching 68% TGI, with no observed
treatment-related toxicity or weight loss, supporting a favorable therapeutic index.
Albumin-based tumor delivery and drug retention in tumors was established. Conclusions:
These data support advancement of ITYR-DBRMD toward early-phase clinical testing, with
potential application in ovarian cancer patients, a population lacking targeted therapeutic
options. Research Sponsor: Israel Innovation Authority and NGT Incubator.
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EIK1003, a PARP1-selective inhibitor, in combination with paclitaxel (PTX): Initial
combination and updated monotherapy results from a phase 1/2 study EIK1003-
001 in advanced solid tumors.

Martin Hojgaard, Jian Zhang, Joohyuk Sohn, Bernard Doger, Antonio Gonzalez-Martin, Gerald Steven Falchook, Luis de la Cruz-Merino Sr., Christina Teng,

Jorge Bartolome Arcilla, Gilles Freyer, Victoria Sanchez, Kaissa Ouali, Wen Xu, Yanhua Xu, Anil Kolur, Yayan Zhang, Yawei Zhang, Viola Chen, Ramon Yarza; Rigshospitalet,
Copenhagen, Denmark; Fudan University Shanghai Cancer Center, Shanghai, China; Yonsei Cancer Center, Seoul, South Korea; START Madrid Fundacion Jiménez Diaz,
Madrid, Spain; Cancer Center Clinica Universidad de Navarra, Madrid, Spain; Sarah Cannon Research Institute at HealthONE, Denver, CO; Universidad de Sevilla - Hospital
Universitario Virgen Macarena, Seville, Spain; Scientia Clinical Research, Randwick, NSW, Australia; Hospital Clinico San Carlos, Madrid, Spain; Hospices Civils de Lyon
(hcl) - Centre Hospitalier Lyon Sud, Lyon, France; Vall d'Hebron Institute of Oncology, Barcelona, Spain; Institut Gustave Roussy, Villejuif, France; Princess Alexandra
Hospital and the University of Queensland, Brisbane, QLD, Australia; Impact Therapeutics, Inc., Shanghai, China; Eikon Therapeutics, Inc., Jersey City, NJ; START-CIOCC,
HM Sanchinarro Hospital, Madrid, Spain

Background: Non-selective PARP inhibitors (PARPi) demonstrate efficacy in HRR-mutant
tumors but cause myelosuppression, potentially mediated by PARP2 inhibition. Overlapping
hematologic toxicities have limited PARPi combinations with chemotherapy, restricting their
use largely to the maintenance setting. EIK1003 is a potent and selective PARP1 inhibitor that
may enable chemotherapy combinations previously not feasible. Here we report the first
clinical data for EIK1003 + PTX and updated results for EIK1003 monotherapy. Methods: Cohort
1C evaluated EIK1003 QD (dose level [DL] 1 to 4) + PTX 80 mg/m? QW (Days 1, 8, 15 of 21-day
cycles) in patients (pts) with platinum-resistant recurrent ovarian cancer (OC) and HER2(-)
breast cancer (BC). Cohort 1A evaluated EIK1003 monotherapy (10 to 160 mg QD). BOIN dose
escalation design was used. Primary endpoints were safety and tolerability; secondary end-
points were PK and antitumor activity. Results: As of 21-Nov-2025 safety data cutoff, 51
patients were treated in Cohort 1C; 30 remain on treatment. Median age was 59 years (range
25-81), ECOG PS 0/1(54.9%/43.1%), and 62% pts received = 4 prior lines of therapy. One DLT of
febrile neutropenia was reported at DL4. Gr = 3 TEAEs occurred in 62.7% pts and were mainly
hematologic (Table 1). All pts with Gr = 3 anemia had baseline anemia. TEAEs led to dose
reduction in 10 pts and discontinuation in 8 pts. No deaths occurred due to TEAEs. The ORR was
23.1% (1 CR, 8 PR), with responses in OC (n=5) and BC (n=4). EIK1003 PK in combination was
consistent with monotherapy, with target concentrations achieved at all dose levels. In Cohort
1A, 65 pts were treated. Gr = 3 TEAEs were 43.1%, with anemia and neutropenia being most
common (Table 1). 3/6 pts with Gr = 3 anemia had baseline anemia. ORR was 14.3% overall, and
31.3% (5/16) in PARP-naive pts. Median DOR in confirmed responders was > 6 mos in both
cohorts (Table 1). Safety, PK/PD, and preliminary efficacy supported advancement of two doses
into Part 2 dose optimization. Conclusions: EIK1003 + PTX demonstrated a tolerable safety
profile in a heavily pre-treated population, with hematologic toxicities comparable to historical
PTX use (eg, KN-B96, ESMO 2025). These findings represent the first clinical evidence that
PARP1-selective inhibitors can be safely combined with chemotherapy. Extended follow-up of
EIK1003 monotherapy confirms durable tolerability with antitumor activity. Clinical trial in-
formation: NCT06253130. Research Sponsor: None.

Safety and efficacy summary.

Cohort 1C (EIK1003 + PTX) Cohort 1A (EIK1003 monotherapy)

Safety N = 51 N =65

Gr > 3 TEAES, % (n) 62.7 (32) 43.1 (28)

Neutropenia 43.1 (22) 7.7 (5)

Anemia 15.7 (8) 9.2 (6)

Efficacy* N =39 N =49

ORR per RECIST 1.1, % (n) 23.1 (9) 14.3 (7)

DCR (CR+PR+SD), % (n) 74.4 (29) 38.8 (19)

DOR, median (range), mos 6.4+ (4.4+,7.7) 6.2+ (4.2+, 10.4+)

“Efficacy evaluable population as of 17-Dec-2025.
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Tucatinib + subcutaneous (SC) trastuzumab (Tuc + Trast SC) in patients (pts) with
solid tumors with ERBB2 alterations (alts): Results from the targeted agent and
profiling utilization registry (TAPUR) study.

Tareq Al Baghdadi, Michael Rothe, Elizabeth Garrett-Mayer, Funda Meric-Bernstam, Kathryn Finch Mileham, Roozbeh Mohajer, Chukwuemeka Ikpeazu Sr., Mehmet Akce,
Andrew Gregory, Laura LaNiel Tenner, Raymond Couric Wadlow, Olatunji B. Alese, Stephanie Ann Dublis, David Michael Gill, Jared David Acoba, Abigail Gregory,
Dominique C. Hinshaw, Gina N. Grantham, Susan Halabi, Richard L. Schilsky; Michigan Cancer Research Consortium, IHA Hematology Oncology, Ypsilanti, MI; ASCO,
Alexandria, VA; The University of Texas MD Anderson Cancer Center, Houston, TX; Atrium Health Levine Cancer Institute, Wake Forest University School of Medicine,
Charlotte, NC; Sutter Cancer Research Consortium, Palo Alto, CA; University of Miami/Sylvester Comprehensive Cancer Center, Miami, FL; 0'Neal Comprehensive Cancer
Center, The University of Alabama at Birmingham Heersink School of Medicine, Birmingham, AL; Advocate Aurora Healthcare, Milwaukee, WI; University of Nebraska
Medical Center, Omaha, NE; Inova Schar Cancer Institute, Fairfax, VA; Emory University Winship Cancer Institute, Atlanta, GA; CWH Lemmen Holton, Wyoming, MI;
Intermountain Health, Murray, UT; The Queen’s Medical Center, Honolulu, HI; Duke University Medical Center, Durham, NC

Background: TAPUR is a phase II basket study evaluating the antitumor activity of commer-
cially available targeted agents in pts with advanced cancers with specific genomic alts.
Combined results of four cohorts of pts with solid tumors with ERBB2 alts treated with Tuc
+ Trast SC are reported. Methods: Eligible pts had measurable disease, ECOG performance
status (PS) 0-2, adequate organ function, and no standard treatment (tx) options. Genomic
testing was done in CLIA-certified, CAP-accredited labs. Dosing was 300 mg of Tuc given orally
twice daily, 600 mg of Trast and 10,000 units of hyaluronidase SC every 3 weeks (wks), until
disease progression. Primary endpoint was disease control (DC) per investigator definition as
complete (CR) or partial (PR) response or stable disease (SD) of at least 16 wks duration (SD16+)
per RECIST v.1.1. The hypothesized null DC rate of 15% was rejected if the lower limit of a1-sided
90% CI was >15%. Inferences were based on a beta-binomial model, which accounts for tumor
type variance. Secondary endpoints were progression-free survival (PFS), overall survival (OS),
objective response (OR), duration of response, duration of SD (DOSD), and safety. Results: 78
pts (histology-pooled [n=40], lung [n=16], biliary tract [n=11], uterus [n=11]) with 21 tumor
types with ERBB2 alts (ERBB2 amplification [amp], n=38; mutation [mut], n=32; mut and amp,
n=6; overexpression [OE], n=2) were enrolled. All cohorts were combined for analysis. 3 pts
were not evaluable. Table shows demographics and outcomes. 1 CR (urothelial carcinoma [UC],
ERBB2 mut), 6 PR (uterus [2], esophagus [1], lung, neuroendocrine [1], ovary [1], UC [1]; ERBB2
amp [5], mut [1]) and 18 SD16+ (10 tumor types; ERBB2 amp [7], mut [10], OE [1]) were observed
for a DC rate of 33% (1-sided 90% CI, 27 to 100) and an OR rate of 9% (95% CI, 4 to 18). The null
hypothesis was rejected. Duration of CR in 1 pt was 87 wks. Median (med) duration of PR was 12
wks (range, 6-72). Med DOSD in pts with SD16+ was 28 wks (range, 12-57). 20 pts (26%) had =1
grade 3 tx-related AE or SAE. All were consistent with tx label except back pain, cardiac troponin
increase, chronic kidney disease, heart failure, hypomagnesemia, hypophosphatemia, peri-
cardial and pleural effusion, peripheral motor and sensory neuropathy, sinus tachycardia,
systemic inflammatory response syndrome and UTI. Conclusions: Tuc + Trast SC demonstrated
antitumor activity in pts with advanced solid tumors with ERBB2 alts, warranting additional
study. Clinical trial information: NCT02693535. Research Sponsor: Genentech; Pfizer, Seagen
(now a wholly owned subsidiary of Pfizer Inc.); AstraZeneca, Bayer, Boehringer Ingelheim,
Bristol Myers Squibb, Eli Lilly and Company, Merck, Taiho Oncology.

Demographics (N=78) and efficacy outcomes (n=75).
Med age, years (range) 67 (39, 88)
ECOG PS, No. (%)
0

29 (37)
1 44 (56)
2 5 (6)
Prior systemic regimens, No. (%)
0-2 43 (55)
>3 35 (45)
DC (OR plus SD16+) rate, % (1-sided 90% Cl), p-value 33 (27, 100)
OR rate, % (95% CI) 9(4,18)
Med PFS, wks (95% CI) 10 (8, 16)
Med 0S, wks (95% CI) 44 (30, 55)
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Phase Il basket trial of brigatinib for ALK fusion—positive solid tumors: ALLBREAK
trial (WJOG15221M).

Tomoki Sakakida, Toshiki Masuishi, Takuma Onoe, Keigo Komine, Kan Yonemori, Takao Fujisawa, Kentaro Tokumo, Kazuaki Harada, Satoshi Hamauchi, Taito Esaki,
Yukihiko Hiroshima, Satomi Watanabe, Hiroyuki Takeda, Masako Asayama, Waki Hosoda, Hiroya Taniguchi, Hidetoshi Hayashi, Kei Muro; Department of Clinical Oncology,
Aichi Cancer Center Hospital, Nagoya, Japan; Department of Medical Oncology, Hyogo Cancer Center, Akashi-Shi, Japan; Department of Medical Oncology, Tohoku
University Hospital, Sendai, Japan; Department of Medical Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Head and Neck Medical Oncology/
Translational Research Support Office/Translational Research Sample Management Office, National Cancer Center East Hospital, Kashiwa, Japan; Department of Clinical
Oncology, Hiroshima University Hospital, Hiroshima, Japan; Department of Cancer Center, Hokkaido University Hospital, Sapporo, Japan; Division of Gastrointestinal
Oncology, Shizuoka Cancer Center, Nagaizumi-Cho, Japan; Department of Gastrointestinal and Medical Oncology, NHO Kyushu Cancer Center, Fukuoka, Japan; Division of
Advanced Cancer Therapeutics, Kanagawa Cancer Center Research Institute, Yokohama, Japan; Department of Medical Oncology, Kindai University Faculty of Medicine,
Sakai, Japan; Department of Clinical Oncology, St. Marianna University School of Medicine, Kawasaki, Japan; Department of Gastroenterology, Saitama Cancer Center,
Kitaadachi-Gun, Saitama, Japan; Department of Pathology and Molecular Diagnostics, Aichi Cancer Center Hospital, Nagoya, Japan; Department of Medical Oncology,
Kindai University Faculty of Medicine, Osaka-Sayama, Japan

Background: ALK fusions occur in approximately 0.2% of solid tumors other than non-small
cell lung cancer (NSCLC) and are associated with poor outcomes. Prospective evidence for ALK
tyrosine kinase inhibitors in this rare condition is limited. Methods: This phase II basket trial
evaluated brigatinib (90 mg once daily for 7 days, then 180 mg once daily) using a decentralized
clinical trial platform. Eligible patients had advanced solid tumors other than NSCLC with ALK
fusions detected in tumor tissue or circulating tumor DNA (ctDNA). The initial planned sample
size was 14, with an objective response rate (ORR) of 50% considered promising and 12%
unacceptable (one-sided « = 0.025; B = 0.09). Enrollment was expanded to 28 patients due to
rapid accrual. ctDNA analyses were performed at baseline, cycle 2, and progressive disease (PD).
Results: Twenty-eight patients from ten hospitals were enrolled from May 2022 to March 2025;
one was excluded from the full analysis set (FAS) due to clinical deterioration before treatment
initiation. The FAS (n = 27) included patients with biliary tract cancer (BTC), colorectal cancer
(CRC), thyroid cancer (TC), inflammatory myofibroblastic tumor (IMT'), or other solid tumors
(n =7, 5, 3, 3, and 9, respectively). ECOG PS was 0 or 1 (18/9). The number of prior lines of
therapy was 0—2 and =3 in 20 and seven patients, respectively. ALK fusions were detected by
next-generation sequencing (NGS) or fluorescence in situ hybridization (22/5). Among NGS-
detected cases, fusion partners included EML4 (n = 8), STRN (n = 2), and others (including
CEP44, HOOK1, TPM3, and RRBP1; n = 12). The confirmed ORR in the FAS was 63.0% (95%CI,
42.4,—80.6), with ORRs of 57% in BTC, 60% in CRC, and 67% each in TC, IMT, and other tumors.
For the first 14 patients enrolled as per initial study design, the ORR was 57.1% (95% CI,
28.9—82.3%). In the FAS, the disease control rate was 92.6%, and the median progression-free
survival, duration of response, and overall survival were 9.7, 14.4, and 19.5 months, respec-
tively. At data cutoff, 11 patients remained on treatment. ORR varied with fusion partner: 38%
for EML4, 100% for STRN, and 75% for other partners. ORR was comparable between patients
with and without baseline ctDNA detection of ALK fusions (67% vs. 64%). At PD, acquired ALK
mutations (G1202R, E1028K, and L1502L) were detected in 23% (3/13) of patients; alterations in
EGFR, KRAS, or MET were observed in 23% (3/13) of patients. The most common grade 3—-4
adverse events were increased creatine phosphokinase (11%) and hypertension (11%). Inter-
stitial lung disease occurred in 7% of patients (grade 1 only; no grade 3—-4). No treatment-
related deaths occurred. Conclusions: Brigatinib shows a high, durable response rate and
manageable toxicity in non-NSCLC ALK fusion—positive solid tumors, supporting its use
as a tumor-agnostic therapeutic agent in this rare molecular subset. Clinical trial information:
jRCT2041210148. Research Sponsor: Takeda.
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Zongertinib combined with T-DXd in HER2-positive metastatic gastric, gastro-
esophageal junction, or esophageal carcinoma (mGEAC): First results from a phase
Ib/Il dose-escalation trial.

Izuma Nakayama, Bernard Gaston Doger de Spéville, David Berz, Silvia Foti, Ting Deng, Daniel Acosta, Xian Wang, Ivan Victoria, Gustavo Borghesi, Chengxue Zhong,
Anke Baum, Patrizia Sini, Sila Aykut Yazgili, Damijan Erzen, Kohei Shitara; National Cancer Center Hospital East, Kashiwa, Chiba, Japan; START Madrid-FJD, Hospital
Fundacion Jimenez Diaz, Madrid, Spain; Valkyrie Clinical Trials, Inc., Los Angeles, CA; IRCCS San Raffaele, Milan, Italy; Tianjin Medical University Cancer Institute and
Hospital, National Clinical Research Center for Cancer, Tianjin, China; Vall d'Hebron University Hospital, VHIO, Barcelona, Spain; Sir Run Run Shaw Hospital, Zhejiang
University School of Medicine, Hangzhou, China; Hospital Clinic Barcelona, IDIBAPS, Barcelona, Spain; Boehringer Ingelheim International GmbH, Ingelheim Am Rhein,
Germany; Boehringer Ingelheim Pharmaceuticals, Inc., Ridgefield, CT; Boehringer Ingelheim RCV GmbH & Co. KG, Vienna, Austria; Boehringer Ingelheim Pharma GmbH &
Co. KG, Ingelheim Am Rhein, Germany; Boehringer Ingelheim International GmbH, Biberach an Der Riss, Germany; National Cancer Center Hospital East, Kashiwa, Japan

Background: Zongertinib, an irreversible TKI, selectively inhibits HER2 while sparing wild-
type EGFR, thereby minimizing associated toxicities. Beamion BCGC-1 (NCT06324357) is an
ongoing Phase Ib/II multicohort trial investigating zongertinib, as monotherapy or combined
with other agents, in HER2-positive metastatic breast cancer, metastatic colorectal cancer, and
mGEAC. Here, we report the first data from Cohort C (Phase Ib), in which patients (pts) with
HER2-positive mGEAC received zongertinib combined with T-DXd, as well as supporting
preclinical data. Methods: Preclinical activity of zongertinib plus T-DXd was assessed in
xenograft mouse models of HER2-positive gastric cancer. In Cohort C, pts with
histologically/cytologically confirmed, unresectable, HER2-positive mGEAC were enrolled.
Pts had documented HER2-positive disease (overexpression/amplification) and disease pro-
gression following HER2-directed treatment. Pts received escalating doses of zongertinib
once-daily plus a fixed dose of T-DXd (6.4 mg/kg) every three weeks. Dose escalation was
guided by a BLRM with overdose control. Pts remained on treatment until any protocol-defined
stopping criterion occurred. The primary endpoint was the occurrence of DLTs during the MTD
evaluation period. Secondary endpoints included further safety assessments and objective
response (investigator-assessed; RECIST vi.1). Results: In mouse models, the addition of
zongertinib to T-DXd led to increased antitumor activity. In Beamion BCGC-1, as of November
4, 2025, 19 pts had been enrolled to Cohort C and received zongertinib 60 mg (n=4), 120 mg
(n=9), 240 mg (n=4), or 300 mg (n=2). Median age was 63 years, 74% male, 74%/26% ECOG PS
0/1. All pts had received prior trastuzumab-based therapy. Treatment-emergent adverse events
(TEAEs; any grade [G]/G=3) were reported in 17/9 (89%)/47%) pts. AEs related to zongertinib
(any G/G=3) were reported in 13/2 (68%/11%) pts. There were no zongertinib-related G4/5 AEs.
The most-common TEAEs (any G/G=3) were nausea (53%/0%), decreased appetite (47%/5%),
and diarrhea (47%/0%). One pt each had G1 pneumonitis and interstitial lung disease; both
recovered. AEs leading to zongertinib dose reduction/discontinuation were reported in 1/2 pts.
AEs leading to T-DXd dose reduction/discontinuation were reported in 8/1 pts. The first
confirmed responses to zongertinib combined with T-DXd were observed across the different
zongertinib dose levels (60 mg: 1 CR, 2 PR; 120 mg: 2 PR, 5 SD; 240 mg: 1 PR, 1 SD). Conclusions:
No new safety signals were observed for zongertinib in combination with T-DXd; further dose
escalation is ongoing. Encouraging clinical activity was observed in pretreated pts with HER2-
positive mGEAC who had disease progression following prior trastuzumab-based therapy.
Clinical trial information: NCT06324357. Research Sponsor: Boehringer Ingelheim.

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/NCT06324357
http://meetings.asco.org

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3107 Poster Session

Early results from the first-in-human phase 1 study of WEE1 inhibitor APR-1051 in
patients with advanced solid tumors (ACESOT-1051).

Shiraj Sen, David Sommerhalder, Anthony W. Tolcher, Crystal Miller, David D. Stenehjem, Michael Carleton, Philippe Pultar, Timothy A. Yap; NEXT Oncology Dallas, Dallas,
TX; NEXT Oncology, San Antonio, TX; NEXT Oncology San Antonio, San Antonio, TX; Aprea Therapeutics, Doylestown, PA; College of Pharmacy, University of Minnesota,
Duluth, MN; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: WEE1 tyrosine kinase regulates cell cycle checkpoints (G1-S, G2-M) and DNA
damage responses. Inhibiting WEE1 can force premature mitotic entry and subsequent apo-
ptosis. APR-1051 is a highly potent, orally bioavailable WEE1 inhibitor (WEE1i) with in vivo anti-
proliferative activity. Low off-target inhibition of APR-1051 on PLK kinases (PLK1, PLK2, PLK3)
differentiates it from other WEE1i’s and may confer improved safety. Methods: This open-label
dose escalation (BOIN) and dose selection optimization study is evaluating APR-1051 using a
once-daily (QD) regimen. The study is currently enrolling at 220 mg at three US sites
(NCT06260514). Primary study objectives are to characterize the safety, dose-limiting toxicity
(DLT), maximum tolerated dose/maximum administered dose, and recommended phase 2 dose
of APR-1051. Secondary objectives include evaluating APR-1051 pharmacokinetic properties
and preliminary efficacy (RECIST v1.1; PCWG3 criteria for mCRPC). Key inclusion criteria are
age = 18 years with advanced solid tumor and cancer-associated gene alterations, prior
standard-of-care systemic treatment, and ECOG PS 0 or 1. Key exclusion criteria are prior
WEEI1i use, CNS metastases/unstable involvement, secondary malignancies requiring therapy,
and concomitant moderate/strong inhibitors/inducers of CYP3A4/5, MDR1, or BCRP. Results:
As of January 16, 2026, 22 patients (median age 62 years [range: 40—86]; have been enrolled up
to the 220 mg dose level. Most (n=13, 59%) cases were colorectal cancers (colon [n=9, 41%],
rectal [n=4, 18%]) followed by uterine (n=3, 14%), pancreatic (n=2, 9%), and breast, gastric,
oropharyngeal, and soft tissue cancer (each n=1, 5%). The median prior lines of treatments was
3. Any grade adverse event (AE) was report in 21 (95%) patients. Treatment-related AEs were
reported in 12 (55%) patients; 10 (45%) patients had non-serious gastrointestinal events.
Twelve (55%) patients had 18 unique serious AEs, including one death on treatment unrelated
to APR-1051and one DLT of grade 3 elevated liver enzymes (AST, ALT) probably related to APR-
1051 (n=1, 5%). Antitumor activity was observed in one (5%) patient with uterine serous
carcinoma treated with APR-1051 150 mg who had an unconfirmed partial response—50%
reduction in target lesion size (RECIST v1.1) and > 90% reduction in CA-125 tumor marker—at
per protocol 8-week assessment. Five (23%) patients had stable disease: oropharyngeal cancer
(APR-1051 70 mg [n=1, 5%]); colon, rectal, uterine cancer (100 mg [n=3, 14%]); colon cancer
(150 mg [n=1, 5%]). A dose proportional increase in exposure was observed. Conclusions: In the
ongoing trial, continuous, oral APR-1051 QD has a manageable safety profile with preliminary
signals of antitumor activity in patients with pretreated advanced solid tumors. Clinical trial
information: NCT06260514. Research Sponsor: Aprea Therapeutics.
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Zidesamtinib efficacy and safety in patients with advanced ROS7-positive solid
tumors other than NSCLC in the ARROS-1 study.

Benjamin J. Solomon, Sanjay Popat, Enriqueta Felip, Alexander E. Drilon, Benjamin Besse, Kiichiro Ninomiya, Hidetoshi Hayashi, Tatsuya Yoshida, Dwight Hall Owen,
Ramon Yarza, Ryo Ariyasu, Hiroaki Akamatsu, Marina Chiara Garassino, Christina S. Baik, Manoj Samant, Bo Zhang, Vivek Upadhyay, Juergen Wolf; Peter MacCallum
Cancer Centre, Melbourne, VIC, Australia; Lung Unit, Royal Marsden Hospital, London, United Kingdom; Vall d'Hebron University Hospital, Vall d'Hebron Institute of
Oncology, Barcelona, Spain; Memorial Sloan Kettering Cancer Center and Weill Cornell Medical Center, New York, NY; Paris-Saclay University, Gustave Roussy, Villejuif,
France; Okayama University Hospital, Okayama, Japan; Kindai University Hospital, Osaka, Japan; National Cancer Center Hospital, Tokyo, Japan; Ohio State University,
Columbus, OH; START Madrid, Madrid, Spain; Japanese Foundation for Cancer Research, Tokyo, Japan; Wakayama Medical University Hospital, Wakayama, Japan;
University of Chicago, Chicago, IL; University of Washington, Hutchinson Cancer Center, Seattle, WA; Nuvalent, Inc., Cambridge, MA; Center for Integrated Oncology,
University Hospital, KoIn, Germany

Background: ROS1 fusions are oncogenic drivers in various cancers. Multiple ROS1 tyrosine
kinase inhibitors (TKIs) are available for ROS1+ non-small cell lung cancer (NSCLC); however,
there are limited data on the activity of these agents in patients with other ROS1+ tumors. In
patients with advanced ROS1+ NSCLC (TKI pretreated and TKI-naive), zidesamtinib has dem-
onstrated encouraging clinical activity, including in patients with CNS disease and/or ROS1
G2032R mutation, and a safety profile consistent with its highly ROS1-selective, TRK-sparing
design. Here we report the first data on the activity of zidesamtinib in patients with other ROS1+
solid tumors. Methods: The global Phase 1/2 ARROS-1 study (NCT05118789) includes a cohort of
patients with advanced/metastatic ROS1+ solid tumors other than NSCLC, whose disease has
progressed on any prior therapy. Key endpoints are objective response rate (ORR, RECIST v1.1 by
BICR), duration of response (DOR), and safety. Data cut: 22 September 2025. Results: 15
efficacy-evaluable patients with ROS1+ solid tumors (10 non-NSCLC tumor types) received
zidesamtinib. Patients received a median of 2 prior anticancer therapies (range 1-6): 60% were
ROS1 TKI-naive, 40% were ROS1 TKI pre-treated (range 1-2), 73% had prior chemotherapy
(range 1-4). ORR was 40% (6/15, including 1 PR pending confirmation), with no disease
progression by BICR among responders (DOR range 3.9+ — 22.8+ months). Responses were
observed across multiple tumor types, including cholangiocarcinoma, colorectal, gastric, in-
flammatory myofibroblastic tumor, ovarian, and pancreatic. 2 ROS1 TKI pre-treated patients
had ROS1 resistance mutations (G2032R and F2004I/F2004V) at baseline and both achieved a
PR (1 pending confirmation). Treatment-related adverse events (TRAESs) in =15% of patients
were increased alanine aminotransferase, increased blood creatine phosphokinase, and dys-
geusia (n=3 patients each). No patients discontinued due to TRAEs; 1 pt dose-reduced due to
TRAE. Conclusions: Zidesamtinib demonstrated encouraging activity in patients with diverse
ROS1+ solid tumors, including those refractory to standard-of-care therapies. Safety was
consistent with its ROS1-selective, TRK-sparing design. Enrollment is ongoing. Clinical trial
information: NCT05118789. Research Sponsor: Nuvalent, Inc.
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First-in-human phase 1/2 study of ETX-19477, an oral, potent, and selective PARG
inhibitor, in patients with advanced solid tumors (ERADICS).

Ezra Rosen, Pooja Prem Advani, Kalyan Banda, Felipe Batalini, Michael Cecchini, Nancy Chan, William Bennion McKean, Alexander I. Spira, Siddhartha Yadav,
Timothy A. Yap, Kevin Kayvan Zarrabi, Sanjay K. Trehan, Daniel McCormick, Gretchen Bain, John P. Holleran, Ryan Stansfield, Angelina M. Santini, James M. Veal,
Jeffrey Stafford, Richard T. Penson; Memorial Sloan Kettering Cancer Center, New York, NY; Department of Medical Oncology, Mayo Clinic Florida, Jacksonville, FL;
University of Washington, Seattle, WA; Mayo Clinic Arizona, Phoenix, AZ; Yale University, New Haven, CT; Perlmutter Cancer Center, NYU Langone Health, New York, NY;
Utah Cancer Specialists, START Mountain Region, West Valley City, UT; NEXT Oncology - Virginia Cancer Specialists, Fairfax, VA; Mayo Clinic Rochester, Rochester, MN;
The University of Texas MD Anderson Cancer Center, Houston, TX; Thomas Jefferson University, Philadelphia, PA; 858 Therapeutics, San Diego, CA; Massachusetts General
Hospital Cancer Center, Boston, MA

Background: Poly(ADP-ribose) glycohydrolase (PARG) is an enzyme that catalyzes the removal
of poly-ADP-ribose (PAR) chains from proteins during DNA damage repair. PARG inhibition
leads to selective cell death in tumors with underlying replication fork defects, including
BRCAm tumors, through a mechanism distinct from PARP inhibition. ETX-19477 is an oral,
potent, and selective PARG inhibitor that shows robust preclinical activity in mouse models of
ovarian, breast, and gastric cancers. Methods: ERADICS is an open-label, multicenter, Phase 1/2
study, consisting of two parts, dose escalation and dose expansion. A Bayesian Optimal Interval
Design was used to enroll patients (pts) into dose escalation cohorts, with enrichment for pts
with BRCAm high grade serous ovarian (HGSOC) and breast cancers. The primary objective is to
assess safety/tolerability of ETX-19477 and define the maximum tolerated dose (MTD) and
recommended Phase 2 dose(s). Secondary and exploratory objectives include pharmacokinet-
ics, pharmacodynamics, and preliminary anti-tumor activity per RECIST vi1.1. ETX-19477 is
given orally once or twice daily in 21-day cycles. Results: As of Jan 6 2026, 45 pts were enrolled
into the study across 11 dose levels (range: 80-750 mg QD, 190-350 mg BID). Tumor types
included ovarian (n=24, BRCAm: 18), breast (n=8, BRCAm: 7), endometrial (n=6, BRCAm: 0),
colorectal (CRC, n=3, BRCAm: 1), and other (n=4, BRCAm: 0) cancers. Treatment-related AEs
(TRAESs; any grade) occurring in >20% of pts were nausea (53%), vomiting (38%), and fatigue
(24%). The only Gr3 TRAE occurring in >5% of pts was neutropenia (16%). There was one Gr4
TRAE of neutropenia in 1 pt (2%) and no Gr5 TRAEs. ETX-19477 exposure is dose proportional,
and the BID regimen achieves >85% PARG inhibition throughout the dosing interval in ablood-
based PAR accumulation pharmacodynamic assay. As of the data cutoff, dose escalation is
ongoing at 350 mg BID (MTD has not been defined) and dose expansion is ongoing at 200-
300 mg BID. Among BRCAm, HGSOC pts enrolled at BID dose levels, there were 7 evaluable pts
with a median of 4 prior lines of therapy (range 2—11): 2 pts achieved a partial response (PR,
29%) and 3 pts achieved stable disease (SD, 43%). Both pts with PRs were platinum-resistant
and received prior PARP inhibitor treatment. 1 pt with BRCAm CRC remains on active therapy
(250 mg BID) with SD for 7 months. Conclusions: ETX-19477 was well tolerated and showed
anti-tumor activity in heavily pretreated pts with BRCAm, platinum-resistant HGSOC during
dose escalation. These findings provide the first clinical proof-of-concept of PARG inhibition in
HGSOC. ETX-19477 is being further evaluated in the dose expansion phase of the study. Clinical
trial information: NCT06395519. Research Sponsor: 858 Therapeutics.
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Final analysis of KOMET (NCT04924608), a phase 3 study of selumetinib in adults
with NF1-PN.

Alice P. Chen, Maria Daniela D'Agostino, Yemima Berman, Angela Swampillai, Renata Colombo Bonadio, Yoshimasa Nobeyama, Jan Styczynski, Maélla Severino-Freire,
Marina Dorofeeva, Silverio Perrotta, Martin Schuhmann, Sergii Derkach, Idoia Herrero, Rosa Lamarca, Randolph de la Rosa, Nereida Llorente, Million Arefayene,
Pierre Wolkenstein; Developmental Therapeutics Clinic, Division of Cancer Treatment and Diagnosis, National Cancer Institute, National Institutes of Health, Bethesda, MD;
Division of Medical Genetics, Department of Specialized Medicine, McGill University Health Center, Montreal, Canada; Clinical Genetics Department, Kolling Institute,
NorthStar, Northern Sydney Local District, St. Leonards; University of Sydney, Sydney, Australia; Guy's and St Thomas' NHS Foundation Trust, London, United Kingdom;
Instituto D'Or de Pesquisa e Ensino (IDOR), Sdo Paulo, Brazil; Department of Dermatology, The Jikei University School of Medicine, Tokyo, Japan; Department of Pediatric
Hematology and Oncology, Jurasz University Hospital; Collegium Medicum, Bydgoszcz, Poland; Service de Dermatologie CHU Toulouse, Toulouse, France; Veltischev
Research and Clinical Institute for Pediatrics and Pediatric Surgery of the Pirogov Russian National Research Medical University, Moscow, Russian Federation; Department
of Woman, Child and General and Specialized Surgery, University of Campania L. Vanvitelli, Naples, Italy; Division of Pediatric Neurosurgery, Department of Neurosurgery,
University Hospital of Tuebingen, Eberhard Karls University of Tuebingen, Tuebingen, Germany; Rare Oncology, Alexion, AstraZeneca Rare Disease, Barcelona, Spain;
Quantitative Sciences, Alexion, AstraZeneca Rare Disease, Barcelona, Spain; Global Clinical Development, Alexion, AstraZeneca Rare Disease, Gaithersburg, MD; Global
Patient Safety, Alexion, AstraZeneca Rare Disease, Barcelona, Spain; Department of Non-Clinical and Clinical Pharmacology, Alexion, AstraZeneca Rare Disease, Boston,
MA; Department of Dermatology, National Referral Center for Neurofibromatoses (CERENEF), Henri-Mondor Hospital, Assistance Publique — Hopitaux de Paris, Université
Paris-Est Créteil (AP-HP), Université Paris-Est Créteil (UPEC), Créteil, France

Background: In 2025 the EMA and FDA expanded the approval of selumetinib (SELU; ARRY-
142886, AZD6244) to adults with neurofibromatosis type 1 (NF1) and symptomatic, inoperable
plexiform neurofibromas (PN). We report the final exploratory analysis of SELU efficacy and
safety from the Phase 3, randomized, double-blind, placebo (PBO)-controlled KOMET trial.
Methods: Adults (=18 yrs) with NF1-PN were randomized 1:1 to 28-day cycles of oral SELU
25 mg/m? BID or PBO with crossover to SELU at the end of Cycle (C) 12 or earlier if radiological
progression was confirmed by independent central review (ICR). The single-arm objective
response rate (ORR) by use of volumetric MRI analysis per ICR REINS and safety were explor-
atory endpoints at final DCO (last participant (pt) completed C24; 17 Mar 2025)). Pharmaco-
kinetics (PK) data were collected at steady state C1, Day (D) 8. A planned sample of 73 pts per arm
with a 2-sided 5% alpha Fisher’s exact test had >99% power to detect the difference between a
SELU ORR of 20% and PBO ORR of 0%. Results: Overall, 145 pts (SELU: 71; PBO: 74) were
randomized; 66 pts in the PBO group crossed over to SELU treatment for the open-label period
(SELU period). In the SELU period, 137 pts were treated; 96 pts (66.2%) (SELU: 45, PBO/SELU:
51) completed the study and were judged by the investigators at DCO to have clinical benefit at
study completion and, consequently, continued receiving SELU during the post-trial access
program. Median actual exposure to SELU during the SELU period was 554 days and maximum
exposure to SELU treatment was 1156 days. The median relative dose intensity of SELU treat-
ment was 99.5%. The ORR in the SELU group (N = 71) was 23.9% (95% CI; 14.6, 35.5). Of the 17
pts who achieved objective response, 10 (58.8%) remained in response for =12 months while 5
pts (29.4%) had not yet reached 12 months follow-up from onset of response. Median duration
of response was not reached in the SELU group by final analysis. During the SELU period (N =
137), 51 pts (37.2%) had a maximum AE severity of =Grade 3 (most frequent were known SELU
AEs); =1 AEs, possibly related to SELU, were experienced by 127 pts (92.7%); of these, 31 pts
(22.6%) had =Grade 3 AEs. Serious AEs (SAEs) were experienced by 24 pts (17.5%); 6 pts (4.4%)
had SAEs possibly related to SELU. AEs of special interest were experienced by 85 pts (62.0%);
increased blood creatine phosphokinase (43.1%), increased ALT/AST (13.9% each), and pe-
ripheral edema (13.1%) were the most frequent (=10% of pts). AEs were manageable; the AE-
related discontinuation rate for the trial was 9.5%. At C1 D8, 64 pts who received SELU were
included in the PK Analysis Set. Median tmax Was 1.5 h and geometric mean AUC,-12) Was
2986 h x ng/mL for SELU. Conclusions: In the first international, randomized, PBO-controlled
trial in adults with NF1-PN, SELU achieved a sustained and durable, clinically meaningful
reduction in PN volume per ICR REiNS. No new safety concerns were identified and AEs were
manageable. Clinical trial information: NCT04924608. Research Sponsor: AstraZeneca as part
of an alliance between AstraZeneca and Merck Sharp & Dohme LLC, a subsidiary of Merck & Co.,
Inc., Rahway, NJ, USA (MSD).
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First-in-human trial of the TEAD inhibitor ODM-212 in patients with advanced solid
tumors (TEADES).

Johann S. De Bono, Yohann Loriot, Jon Zugazagoitia, Antoine Italiano, Katriina Johanna Jalkanen, Panu Jaakkola, Julia Lostes, David Vicente, Farshid Dayyani,
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The Institute of Cancer Research and The Royal Marsden NHS Foundation Trust, Sutton, United Kingdom; Institut Gustave Roussy, Université Paris-Saclay, Villejuif, France;
Hospital Universitario 12 de Octubre, Instituto de Investigacion Hospital 12 de Octubre, Madrid, Spain; University of Bordeaux, Bordeaux, France; Helsinki University
Hospital, Helsinki, Finland; Turku University Hospital (Finland), Turku, Finland; Medical Oncology, Hospital Universitari Vall d"Hebron and Vall d"Hebron Institute of
Oncology (VHIO), Barcelona, Spain; Hospital Universitario Virgen Macarena, Medical Oncology Unit, Seville, Spain; Chao Family Comprehensive Cancer Center, University of
California Irvine, Irvine, CA; Weston Park Cancer Centre, Sheffield Teaching Hospitals NHS Trust & University of Sheffield, Sheffield, United Kingdom; Memorial Sloan
Kettering Cancer Center, New York, NY; Oulu University Hospital, University of Oulu and MRC Oulu, Ouly, Finland; Institute Bergonie Cancer Center, Bordeaux, France;
Oncology Institute of Southern Switzerland (10SI), Ente Ospedaliero Cantonale (EOC), Bellinzona, Switzerland; The Institute of Cancer Research and the Royal Marsden NHS
Foundation Trust, London, United Kingdom; Orion Pharma, Turku, Finland; Orion Pharma, Nottingham, United Kingdom; Orion Corporation, Orion Pharma, Espoo, Finland

Background: The Hippo pathway is implicated in multiple human cancers including meso-
thelioma and epithelioid hemangioendothelioma (EHE). When Hippo signalling is inactive,
Yes-associated protein 1 (YAP1) and WW-domain-containing transcription regulator 1 (TAZ)
locate to the nucleus, activating TEA domain family member (TEAD) transcription factors
(TEAD1-4) to impact transcription and key oncogenic cellular processes. ODM-212 is a small
molecule oral pan-TEAD inhibitor with in vitro and in vivo antitumour activity in solid tumours.
Methods: TEADES is a multi-site, open-label, first-in-human trial of ODM-212 enrolling
patients =18 years of age with various types of advanced, metastatic solid tumours where
the Hippo pathway is implicated, with or without relevant genetic alterations. The study
followed a Bayesian optimal interval (BOIN) design with a dose escalation with backfill cohorts,
followed by expansion in tumour types of interest. Main objectives were safety (including dose-
limiting toxicity (DLT)), preliminary efficacy and pharmacokinetics. ODM-212 was adminis-
tered orally, once or twice daily, in a continuous 4-week cycle. Results: Between 7 November
2023 and 5 January 2026, 76 patients (mesothelioma 29, EHE 15, other 32) of mean age 62.1
years and all ECOG 0-1received ODM-212 at doses between 20-320 mg/day, with 44 continuing
on treatment at time of data cut-off. Previous treatment included checkpoint inhibitors (N=38),
chemotherapy (N=59) or both (N=36). The longest exposure at data cut-off was 18-months.
ODM-212 was well tolerated. No DLTs were reported and the maximum tolerated dose (MTD)
was not identified. The most frequent treatment-related adverse event (TRAE) was proteinuria
(19.7%), which was reversible and resulted in treatment adjustment in 6 (7.9%) patients. Other
common TRAE’s were increased lipase (15.8%) and nausea (10.5%). Grade =3 TRAE’s occurred
in 6.6% patients (anemia and increases in amylase, lipase, alanine aminotransferase and
aspartate aminotransferase). Treatment responses by RECIST 1.1 were observed across multiple
doses (ORR 7/45 = 15.6%), predominantly in patients with mesothelioma (ORR 27.8% in 18
evaluable patients, disease control rate (DCR) 77.8%) and EHE (ORR 22.2% in 9 evaluable
patients, DCR 100%). ODM-212 demonstrated a predictable pharmacokinetic profile, with
steady state achieved by 15 days and mean elimination half-life of 1-2 days, supporting once
or twice daily dosing. Conclusions: ODM-212 administration to extensively treated patients
with advanced cancer was well tolerated and resulted in some promising tumour responses
(particularly in mesothelioma and EHE). The phase 2 portion of TEADES is currently enrolling
patients. Clinical trial information: NCT06725758. Research Sponsor: Orion Pharma.

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/NCT06725758
http://meetings.asco.org

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3112 Poster Session

HRS-5041, an androgen receptor degrader, in metastatic castration-resistant
prostate cancer: A phase 1, multicenter, first-in-human study.

Wei Xue, Chaochao Liang, Jiahua Pan, Bojun Dong, Liang Dong, Yingying Du, Sheng Tai, Haitao Niu, Yu Cao, Bin Fu, Lixin Hua, Shuanbao Yu, Shusuan Jiang, Bnagmin Han,
Jun Xiao, Aili Zhang, Qinggui Meng, Yiwen Wu, Yike Wang, Wenliang Wang; Shanghai Jiao Tong University School of Medicine Renji Hospital, Shanghai, China; The First
Affiliated Hospital of Anhui Medical University, Hefei, China; Affiliated Hospital of Qingdao University, Qingdao, China; The First Affiliated Hospital of Nanchang University,
Nanchang, China; The First Affiliated Hospital of Nanjing Medical University, Nanjing, Jiangsu, China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou,
China; Hunan Cancer Hospital, Changsha, China; Shanghai General Hospital, Shanghai, China; Anhui Provincial Hospital, Hefei, China; The Fourth Hospital of Hebei Medical
University, Shijiazhuang, China; Guangxi Medical University Cancer Hospital, Nanning, China; Jiangsu Hengrui Pharmaceuticals Co., Ltd., Shanghai, China

Background: ADT plus NHA have been approved for PC of different stages. However, patients
(pts) inevitably develop drug resistance, and AR mutations are a common cause of this resis-
tance. HRS-5041 is a novel, oral, highly effective AR degrader that specifically targets the AR
wild type (AR WT) and clinically relevant AR LBD mutants. We conducted a phase 1 trial to assess
HRS-5041 in NHA-resistant mCRPC. Methods: Pts with mCRPC who had progressed on =1 NHA
and =1 taxane chemo (unless refused or not indicated to chemo) were eligible. Pts orally
received HRS-5041 at 30—540 mg QD or 240-300 mg BID during dose-escalation (DE),
followed by dose or indication expansion at 180-360 mg QD or 240-300 mg BID. 240 mg
BID and 360 mg QD were selected for dose optimization. The primary endpoints were DLT,
MTD, and RP2D. Results: As of Dec. 12, 2025, 156 pts were enrolled, including 77 with AR-LBD
mutation and 79 with AR-LBD WT. During DE, no DLT occurred. MTD was not reached. TRAEs
were reported in 133 (85.3%) pts; the most common were anemia (38.5%), decreased appetite
(25.6%), and diarrhea (24.4%). Grade =3 TRAEs and serious TRAEs occurred in 20 (12.8%) and 4
(2.6%) pts. No TRAEs led to death. Among all evaluable pts, rate of PSA reduction =50% was 0
for 1 pt at 30 mg QD, 0 for 4 pts at 90 mg QD, 17.4% for 23 pts at 180 mg QD, 32.1% for 53 pts at
360 mg QD, 40.0% for 5 pts at 540 mg QD, 35.7% for 56 pts at 240 mg BID, and 11.1% for 9 pts at
300 mg BID. Data by AR-LBD status for expanded doses are shown in table. Both 360mg QD and
240mg BID groups showed excellent PSA response rates and rPFSs, regardless of AR-LBD
status. Among pts with AR-LBD mutations, the 240 mg BID group showed a superior rate of PSA
reduction =50% and a higher 8-month rPFS rate than the 360 mg QD group. Notably, 2 patients
in the 240 mg BID group achieved CR, including 1 with liver metastases. Conclusions: HRS-5041
showed tolerable safety and promising antitumor activity in pretreated mCRPC. A phase 3 study
is currently underway in mCRPC pts with AR-LBD mutation, with a recommended dose of
240mg BID. Clinical trial information: NCT05942001. Research Sponsor: None.

Efficacy outcomes.

Dose 180 mg QD 180 mg QD 360 mg QD 360 mg QD 240 mg BID 240 mg BID
AR-LBD status AR-LBD mutation AR-LBD WT AR-LBD mutation AR-LBD WT AR-LBD mutation AR-LBD WT
PSA reduction >30%" 5 (50.0) 1(7.7) 15 (48.4) 8 (36.4) 17 (54.8) 7 (28.0)
PSA reduction 50%" 3 (30.0) 1(7.7) 10 (32.3) 7(31.8 15 (48.4) 5 (20.0)
PFS, mo® NR (2.2-NR) 5.8 (2.1-8.6) 11.0 (5.5-NR) 13.8 (8.2-NR) 11.0 (8.2-NR) NR (3.5-NR)
8-month rPFS rate’ 53.3 (17.7-79.6)  32.6 (5.8-64.3) 58.1 (35.6-75.2) 82.9 (55.7-94.2)  85.3 (60.2-95.1)  71.2 (46.4-86.0)
ORR* 2 (66.7) 0 0 0 3 (42.9) 1(11.1)

Data are n (%) or median (95% Cl).

“Assessed in pts who had at least one post-baseline PSA assessment or who discontinued treatment due to death/clinical progression without
post-baseline PSA assessment; N was 10, 13, 31, 22, 31, and 25.

*Assessed in full analysis set; N was 10, 14, 32, 23, 33, and 25.

*#Assessed in pts with baseline target lesions; N was 3, 4,10, 5,7, and 9.
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Safety and efficacy of ifebemtinib (IN10018) combined with garsorasib (D-1553) in
KRAS®'2¢ mutant solid tumors from a phase Ib/Il study: 2-year follow-up from
single-arm of non-small-cell lung cancer (NSCLC).

Yanling Wang, XingYa Li, Rongbo Lin, Ying Liu, Yongzhong Luo, Yuan Yuan, Huaqiu Shi, Tangfeng Lv, Yiping Zhang, Liming Zhu, Yinxin Zhu, Zaigi Wang, Zhengbo Song;
Zhejiang Cancer Hospital, Hangzhou, China; Department 2 of Medical Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Department of
Gastrointestinal Oncology, Fujian Provincial Cancer Hospital, Fuzhou, China; Department of Gastroenterology, Henan Cancer Hospital, Affiliated Cancer Hospital of
Zhengzhou University, Zhengzhou, China; Thoracic Medicine Department I, Hunan Cancer Hospital, Changsha, China; Xuzhou Central Hospital, Xuzhou, China; First
Affiliated Hospital of Gannan Medical University, Ganzhou, China; Affiliated Jinling Hospital, Medical School of Nanjing University, Nanjing, China; InxMed (Shanghai) Co.,
Ltd, Shanghai, China; Phase I Clinical Trial Ward, Zhejiang Cancer Hospital, Hangzhou, China

Background: Studies have shown that combining RAS inhibitors (RASi) with appropriate
partners may enhance efficacy. Ifebemtinib (ifebe) is a potent and selective oral focal adhesion
kinase (FAK) inhibitor demonstrating synergy with RASi. D-1553 is a KRAS®2C inhibitor ap-
proved in China for KRAS®*2°—mutant NSCLC. We previously reported encouraging antitumor
activity with ifebe plus D-1553. Here we present updated 2-year efficacy and safety results,
including exploratory TP53 subgroup analyses. Methods: This is a phase Ib/II, open-label study
to evaluate the safety, tolerability, pharmacokinetics, and antitumor activity of D-1553 in
combination with ifebe in patients with locally advanced or metastatic NSCLC harboring
KRAS®2C mutations regardless of PD-L1 expression. Patients received ifebe 100 mg once daily
(QD) plus D-1553 600 mg twice daily (BID). Results: As of January 4, 2026, 33 treatment-naive
NSCLC patients (81.8% stage IV) were enrolled; median follow-up was 24.9 months (Range:
1.05, 31.77). The objective response rate (ORR) was 90.3% (95% CI: 74.2, 98.0) and disease
control rate (DCR) was 96.8% (95% CI: 83.3, 99.9). The median progression free survival (PFS)
was 22.14 months (95% CI: 9.63, NE) with the 12- and 24-month PFS rates were 67.9% and
£40.0%, respectively. The median duration of response (DOR) was 19.38 months (95% CI: 12.85,
NE). The 24-month overall survival (OS) rate was 69.7%, and mOS was not reached (95% CI:
27.76, NE). TP53 wild-type patients (n=17) showed more favorable outcomes, with higher ORR
(94.1% vs. 81.8%), unreached mPFS (vs. 14.2 months), and unreached mOS (vs. 17.7 months)
compared with TP53-mutant patients (n=13). The safety profile of ifebe plus D-1553 was
generally comparable to that of each single agent. SAEs were reported in 33.3% of patients,
with 18.2% experiencing ifebe-related SAEs. Most TRAEs were grade 1-2; grade =3 TRAEs
occurred in 24.2% of patients, including one grade 4 event. No treatment-related deaths or
discontinuations were reported. Conclusions: Ifebe plus D-1553 exhibited robust, durable
antitumor activity and a favorable safety profile in treatment-naive KRASS*2°~-mutant NSCLC
patients regardless of PD-L1 expression. Notably, TP53-wild-type KRAS®'2¢ tumors typically
show poor responsiveness and short durability to ICI therapies, likely due to reduced PD-L1
expression and lower tumor mutational burden. The superior outcomes in TP53 wild-type
patients suggest this combination may address an unmet need in this distinct population.
Further studies are needed to validate these findings and define the regimen’s optimal role in
the evolving treatment landscape. Clinical trial information: NCT06166836; NCT05379946.
Research Sponsor: None.
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First-in-human phase I/1l study of a highly selective FGFR2 inhibitor 3HP-2827 in
patients with advanced solid tumors harboring FGFR2 alterations.

Jiajia Yuan, Jia Fan, Tianshu Liu, Xianglin Yuan, Haitao Zhao, Zhengbo Song, Ning Li, Yanhong Gu, Yangiao Zhang, Beicheng Sun, Yingying Du, Li Enxiao, Yi He, Lin Shen;
Department of Gastrointestinal Oncology, Peking University Cancer Hospital, Beijing, China; Department of Hepatobiliary Surgery and Liver Transplantation, Zhongshan
Hospital, Fudan University, Shanghai, China; Department of Oncology, Zhongshan Hospital, Fudan University, Shanghai, China; Oncology, Tongji Hospital, Wuhan, China;
Department of Hepatic Surgery, Peking Union Medical College Hospital, Beijing, China; Phase I Clinical Trial Ward, Zhejiang Cancer Hospital, Hangzhou, China; Department
of Gastroenterology, Henan Cancer Hospital, Zhengzhou, China; Department of Oncology, Jiangsu Province Hospital, Nanjing, China; Department of Gastroenterology,
Harbin Medical University Cancer Hospital, Harbin, China; Hepatobiliary, Pancreatic and Transplant Surgery Ward 2, The First Affiliated Hospital Anhui Medical University,
Hefei, China; Medical Oncology Ward 3, The First Affiliated Hospital Anhui Medical University, Hefei, China; Medical Oncology, The First Affiliated Hospital of Xi'an Jiao
Tong University, Xi'an, China; Department of Gastroenterology and Urology Il, Hunan Cancer Hospital, Changsha, China

Background: Molecular profiling of cholangiocarcinoma (CCA) is highly recommended to guide
access to targeted therapies such as FGFR2 inhibitors. 3HP-2827 is a highly selective and potent
FGFR2 inhibitor targeting FGFR2 alterations. Here we report the findings of 3HP-2827 in
advanced solid tumors harboring FGFR2 alterations. Methods: This is a phase I/II study to
evaluate the safety, tolerability, PK, and preliminary efficacy of 3HP-2827 in pts with advanced
solid tumors harboring FGFR2 alterations. Pts failed to standard therapy with/without prior
pan-FGFR inhibitor (FGFRi) are eligible for enrollment. Bayesian Optimal Interval (BOIN) and
back filling design were employed in the dose-escalation stage of phase I, followed with the
expansion stage. Treatment-related adverse events (TRAEs), PK, and anti-tumor activity
(RECIST v1.1) were assessed. Results: As of Jan 8, 2026, a total of 52 pts (46 with CCA, 6 with
others) were enrolled from 12 centers, received 3HP-2827 at doses of 60-180 mg once daily
(QD), including 42 with FGFR2 fusion/rearrangement (f/r), 6 with FGFR2 mutation. 19 pts
(36.5%) had prior FGFRi. No dose-limiting toxicities (DLTs) were observed at the dose levels of
60mg, 120 mg, 180 mg QD. 3HP-2827 had favorable PK with doses=120 mg QD providing FGFR2
occupancy > 90%. The most common TRAEs were FGFR2 on-target toxicities including dry
mouth (69.2%, G3 1.9%), nail toxicity (67.3%, G3 3.8%), stomatitis (50%, G3 3.8%), dry eyes
(26.9%, G3 1.9%), PPE (19.2%, G3 3.8%). 12 pts (23.1%) experienced at least one G3/G4 TRAE
and no G5 TRAEs occurred. 7 pts (13.5%) experienced at least one serious adverse event, 4
(7.7%) of them were considered related to 3HP-2827. No discontinued treatment or death due
to TRAEs. Anti-tumor activities were observed from 60 mg QD. Among 15 CCA pts (FGFR2 {/r,
FGFRi-naive) who had at least one post-treatment tumor assessment, objective response rate
(ORR) was 80% (95% CI: 51.9, 95.7), and disease control rate (DCR) was 100% (95% CI: 78.2,
100). The ORR and DCR in 15 CCA pts (FGFR2 f/r, FGFRi-refractory) was 26.7% (95% CI: 7.8,
55.1) and 86.7% (95% CI: 59.5, 98.3). The ORR and DCR in 4 advanced solid tumor pts (FGFR2
mutation, FGFRi-naive) was 75% (95% CI: 19.4, 99.4) and 100% (95% CI: 39.8, 100).
Conclusions: 3HP-2827 was found to be safe and tolerable, with encouraging anti-tumor
activity observed in pts with FGFR2 alterations. Further clinical efficacy will be explored in the
expansion stage and phase II stage. Clinical trial information: NCT06378593. Research Sponsor:
None.
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A first-in-human phase I/1l study evaluating CTS3497, an MTA-cooperative PRMT5
inhibitor, in advanced or metastatic MTAP-deficient solid tumors.

Dan Liu, Jifang Gong, Bihui Li, Jun Yao, Wenyao Li, Funan Liu, Lu Xie, Yanru Qin, Yongchang Zhang, Zhentao Li, Jing Yang, Shuning Xing, Haiping Wu, Lin Shen; Key
Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing), Department of Early Drug Development Centre, Peking University Cancer Hospital
& Institute, Beijing, China; State Key Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Beijing Key Laboratory of Carcinogenesis and
Translational Research, Department of Gastrointestinal Oncology, Peking University Cancer Hospital & Institute, Beijing, China; The Second Affiliated Hospital of Guilin
Medical University, Guilin, China; Department of Oncology, The First Affiliated Hospital of Henan University of Science & Technology, Luoyang, China; The First Affiliated
Hospital of Henan University of Science and Technology, Luoyang, China; The First Hospital of China Medical University, Shenyang, Liaoning, China; Musculoskeletal Tumor
Center, Peking University People’s Hospital, Beijing, Beijing, China; Department of Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China;
Hunan Cancer Hospital, Changsha, China; CytosinLab Therapeutics Co., Ltd., Shanghai, China; CytosinLab Therapeutics Co., Ltd., Hangzhou, Zhejiang, China; Department of
Gastrointestinal Oncology, Peking University Cancer Hospital & Institute, Beijing, China

Background: Protein arginine methyltransferase 5 (PRMT5) methylates multiple protein sub-
strates with a variety of biological functions known to be dysregulated in cancer. CTS3497 is an
orally available, brain-penetrable, MTA (methylthioadenosine) -cooperative PRMT5 inhibitor
that preferentially targets the MTA-bound PRMT5 in MTAP (MTA phosphorylase) -deficient
tumors and potently inhibits tumor growth in various preclinical models. Here we present
clinical data from an ongoing Phase I/II study of CTS3497 in solid tumors (NCT06971523).
Methods: Eligible pts with homozygous MTAP deletion (by next generation sequencing), or
MTAP protein loss (by immunohistochemistry [IHC]) and advanced solid tumors in the dose-
escalation stage received 50, 200, 300, 400 mg BID of CTS3497 orally, while pts in the dose-
expansion stage were treated with 200, 300 or 400 mg BID until disease progression or
intolerable toxicity. Efficacy, safety, PK, PD and biomarker profiles were evaluated. Results:
Asof 22 Jan 2026, 41 patients received =1 dose of CTS3497 treatment. No DLT was observed, and
MTD was not reached; CTS3497 was well-tolerated. Most common (=20%) treatment-related
adverse events (TRAEs) were anemia (34%), white blood cell count decreased (32%), platelet
count decreased (27%) and neutrophil count decreased (22%). The most common Grade =3
TRAE (occurring in =5% of patients) was platelet count decreased. No central nervous system
(CNS) effects were reported. Among 21 centrally-confirmed MTAP-deficient, efficacy-
evaluable patients, including 9 gastrointestinal (GI) cancers (ampullary cancer, biliary tract
carcinoma, esophageal squamous cell carcinoma, gastric cancer and pancreatic ductal adeno-
carcinoma), 5 non-small cell lung cancer (NSCLC), 1 urothelial carcinoma and 6 rare cancers,
the objective response rate (ORR) was 43%, and the disease control rate (DCR) was 91%. In GI
cancers, the ORR and DCR were 56% and 89%. In NSCLC, the ORR and DCR were 60% and 80%.
The exposures (Cmax, AUC0-24h) of CTS3497 increased in a linear, dose-proportional manner.
The pharmacodynamic (PD) marker, plasma symmetric dimethylarginine (SDMA) level,
showed a significant decrease. Conclusions: CTS3497 demonstrated a favorable safety profile
and promising efficacy in heavily pretreated pts with MTAP-deficient advanced solid tumors,
including GI cancers, NSCLC. Clinical trial information: NCT06971523. Research Sponsor:
Cytosinlab Therapeutics Co., Ltd.
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Efficacy of targeting replication stress in neuroblastoma.

Poster Session

Carla Sofia Sampaio, Eric Wu, Richard Kolodner, Jean Yin Jen Wang, Peter E. Zage; University of California San Diego, La Jolla, CA; University of California San Diego,

School of Medicine, La Jolla, CA

Background: Children with high-risk and relapsed neuroblastoma (NB) need improved ther-
apies, and recurrent cytogenetic abnormalities, such as MYCN oncogene amplification, repre-
sent candidate therapeutic targets. MYCN amplification and increased MYCN expression drive
deregulated hyper-transcription that leads to development and growth of NB tumors, and
MYCN amplifications, which can be found both within the linear genome on homogenously
staining regions (HSR) and on circular extrachromosomal DNA (ecDNA), are associated with
significantly worse survival rates for children with NB. MYCN overexpression has been linked to
an increase in replication stress (RS), and RS and subsequent genome instability are important
drivers of tumor initiation and progression. Flap Endonuclease 1 (FEN1), a non-essential DNA
replication enzyme, was identified as a synthetic lethal target in BRCA1/2-deficient cancers via
induction of RS. Recent success of targeting RS-elevated cancers with replication enzyme
inhibitors opens a new avenue to target MYCN-amplified NB. Methods: Associations of gene
expression with patient survival and prognostic features were performed on available neuro-
blastoma tumor databases using the R2 Genomics Analysis and Visualization Platform. The
efficacy of FEN1 inhibition was assessed using live cell imaging and cell viability assays,
comparing results in MYCN-amplified to -nonamplified NB cells and in NB cells with inducible
MYCN expression and repression. Mechanisms of cell death and impacts on replication stress in
cells treated with FEN1 inhibitors were evaluated by Western blots. Results: We have found that
FEN1 expression levels are associated with NB patient outcomes and with features of high-risk
disease, including tumor stage and MYCN amplification. FEN1 inhibition was effective against
NB cells and was significantly more effective in HSR-MYCN-amplified NB cells, but not ecDNA-
MYCN amplified NB cells, with reduced cell growth and viability. Increased MYCN expression
also led to increased sensitivity to FEN1 inhibition, and reduced MYCN expression reduced
sensitivity. FEN1 inhibition led to the induction of apoptosis but not necroptosis in NB cells and
responses to FEN1 inhibition were associated with markers of replication stress, including
activation of the ATR-CHK1 and ATM-CHK2 pathways. Conclusions: We have discovered that
HSR-mediated MYCN-amplified NB cells are hypersensitive to FEN1 inhibition, suggesting that
FEN1 inhibition may be a promising therapeutic strategy for children with high-risk and
relapsed NB. Research Sponsor: None.
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MTAP deletions and co-mutational landscape from whole genome sequencing in
primary CNS tumors.

Lise Hoej Omland, Martin Hojgaard, Anne Dorte Schou Noroxe, Christoffer Lynge Halvorsen, Benedikte Hasselbalch, Vincent Fougner, Kristoffer Staal Rohrberg,
Christina Westmose Yde; The Phase | Unit, Department of Oncology, Rigshospitalet, Copenhagen University Hospital, Copenhagen, Denmark; DCCC Brain Tumor Center,
Rigshospitalet, Copenhagen University Hospital, Copenhagen, Denmark; Center for Genomic Medicine, Rigshospitalet, Copenhagen University Hospital, Copenhagen,
Denmark

Background: Biallelic deletions of the MTAP (methylthioadenosine phosphorylase) gene are
frequent in solid tumors and confer synthetic lethality to PRMT5 (protein arginine methyl-
transferase 5) inhibition. Clinical trials are exploring the safety and efficacy of PRMT5 inhib-
itors (PRMT5i). Targeting additional co-occurring actionable alterations, such as gain-of-
function mutations, with kinase inhibitors in combination with MTAP-directed synthetic
lethality may potentiate therapeutic efficacy. MTAP deletions are present in up to 40% of
glioblastomas (GBM) and occur sporadically in other primary central nervous system (CNS)
tumors. Identification of actionable targets beyond MTAP deletions could enable combination
strategies in these diagnoses, with otherwise limited therapeutic options. Whole-genome
sequencing (WGS) with exon-level copy number alteration (CNA) analysis allows accurate
determination of MTAP status, assessment of concordance with copy number variations (CNVs)
in the neighboring CDKN2A and CDKN2B genes, and evaluation of the prevalence of co-
occurring actionable alterations (including IDH1, KRAS, PIK3CA, FGFR, and NTRK alterations).
Methods: A total of 145 consecutive patients with primary WHO grade 4 gliomas or other
primary CNS tumors underwent WGS at the time of diagnosis as part of the prospective
Neurogenome Study at Copenhagen University Hospital between January 2023 and October
2025. 57 patients (39%) were female, and the median age was 59 years (range, 26—78). MGMT
promoter methylation was detected in 59 patients (40.4%); 6 tumors were not evaluable for
MGMT status. 130 cases (GBM, n=118; astrocytoma, IDH-mutant, n=12) had reliable MTAP copy
number analysis, samples with e.g. high fraction of normal tissue where excluded from analysis.
Results: Among the 130 evaluable cases, 52 (40%) harbored biallelic MTAP deletions, 37 (28%)
had monoallelic deletions, and 39 (30%) had no MTAP deletions. 2 cases (1.5%) had deletion of
one MTAP allele with partial deletion of the second allele (exon-level deletions). Concordance
between MTAP CNVs and CDKN2A/B CNVs—defined as either biallelic deletion or non-biallelic
deletion of both MTAP and CDKN2A/B genes—was observed in 113 of 130 cases (87%). 31 cases
harbored additional potentially actionable alterations. In tumors with biallelic MTAP deletions,
9 cases contained co-occurring actionable targets (FGFR fusion 1; KRAS mutation 1; NTRK fusion
1; PIK3CA mutation 4; IDH1 + PIKCA3 mutations 1; IDH1 mutation + PTPRZ1-MET fusion 1).
Conclusions: MTAP biallelic deletions were frequent at diagnosis in this primary CNS tumor
population, whereas partial deletions of the MTAP gene (exon deletions) were rare. High
concordance with CDKN2A/B status on WGS was observed. A subset of cases with biallelic MTAP
deletions harbored other actionable targets underscoring the potential for combining PRMT5i
with other targeted agents. Research Sponsor: None.
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Virtual Al-informed immunocyte profiling (VAIP) from H&E as a predictor of multi-
cancer prognosis.
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School of Medicine at the University of California, Los Angeles, CA; Associate Professor, Department of Obstetrics, Gynecology and Women's Health (OBGYN) and Masonic
Cancer Center, Minneapolis, MN; Atlanta Veterans Affairs Medical Center, Atlanta, GA

Background: Improved risk stratification is critically needed across multiple cancers to guide
treatment decisions. This includes reducing overtreatment in Ductal Carcinoma in Situ (DCIS),
addressing late recurrence risk in estrogen receptor-positive/lymph node-negative (ER+/LN-)
breast cancer (BC), and refining prognosis in head & neck squamous cell carcinomas (HNSCC),
and high-grade serous ovarian carcinoma (HGSOC). Tumor-infiltrating lymphocytes (TILs)
reflect anti-tumor immunity, whereas tumor-associated macrophages (TAMs) polarize toward
anti-tumor M1-like (CD68+) or immunosuppressive M2-like (CD163+) phenotypes. Integrat-
ing TILs with TAM polarization markers may better capture inflammatory balance and improve
outcome prediction. We developed a hematoxylin and eosin (H&E)-only Al method (VAIP) to
quantify TILs and virtual CD68/CD163 TAMs to develop multi-cancer based potential prog-
nostic models. Methods: TILs were detected on H&E with HoVer-UNet, and virtual CD68 and
CD163 macrophages were inferred with VISTA. In cancer regions, we computed cell densities
and immune-balance ratios and trained cancer-specific Cox models with compact feature sets
(DCIS 6; HGSOC 7; ER+ 4; HNSCC 4). Prognostic stratification used disease-free survival (DFS)
for DCIS (N=273), HGSOC (training N=165, independent test N=220), and ER+ BC (training
N=144, test N=622), and overall survival (OS) for HNSCC (N=77), reflecting clinical endpoints.
Evaluation used cross-validation for cohorts without an external test set (DCIS, HNSCC) and
independent training and testing when independent cohort was available (HGSOC, ER+).
Results: Risk stratification performance across cancer types is in Table 1. The DCIS model used
6 features, largely TIL-macrophage contrast ratios (TIL/M2, TIL/M1). HGSOC used 7 features
with a similar ratio-heavy immune-balance signature, plus macrophage-normalized density
and polarization metrics (e.g., M1/N, M/N). In contrast, ER+ BC and HNSCC achieved best
performance with 4 features dominated by macrophage measures, particularly M2 density and
the M1/M2 ratio. Across sites, CD163-related macrophage metrics and immune-balance ratios
were consistently informative. Conclusions: Integrating H&E-visible TILs with virtual CD68/
CD163 TAMs enables fully automated, H&E-only prognostic biomarkers that stratify OS and
DFS across multiple cancers, demonstrating consistent prognostic value in DCIS, ER+ BC,
HGSOC, and HNSCC. These findings support further study of this histomorphometric risk
classifier through broader external and prospective validation. Research Sponsor: None.

Performance across cancer types.

Cancer Type Cohort C-index HR [95% Cl] p-value
DCIS All 0.616 1.76 [1.20-2.59] <0.001
DCIS RT/No-treatment 0.624 1.94 [1.15-3.26] 0.003
HGSOC Test 0.553 1.38 [1.02-1.87] 0.030
ER+ BC Test 0.577 1.51 [1.00-2.28] 0.004
HNSCC All 0.603 1.92 [1.03-3.36] 0.012
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Spatial transcriptomic profiling of the tumor microenvironment associated with
sunitinib response in metastatic renal cell carcinoma.

Shriya Deshmukh, Mostafa I.H. Ali, Jose A. Ovando-Ricardez, Truong Nguyen Anh Lam, Anh Hoang, Xiande Liu, Xuemei Wang, Christine B. Peterson, Lianchun Xiao,
Surena F. Matin, Kanishka Sircar, Nizar M. Tannir, Merve Hasanov, Eric Jonasch, Elshad Hasanov; Comprehensive Cancer Center & James Solove Research Inst., The Ohio
State University Medical Center, Columbus, OH; Division of Medical Oncology, Department of Internal Medicine, The Ohio State University Comprehensive Cancer Center,
Columbus, OH; Department of Genitourinary Medical Oncology, Division of Cancer Medicine, The University of Texas MD Anderson Cancer Center, Houston, TX; 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 Genitourinary Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Division of Medical Oncology, The Ohio State University
Comprehensive Cancer Center, Columbus, OH; Division of Medical Oncology, Department of Internal Medicine, College of Medicine, The Ohio State University, The Ohio
State University Comprehensive Cancer Center, Columbus, OH

Background: Metastatic clear cell renal cell carcinoma (ccRCC) exhibits heterogeneous clinical
outcomes, and limited biomarkers are available to predict response to targeted therapies. This
study evaluated cell compartment-specific transcriptional biomarkers predicting clinical re-
sponse to the tyrosine kinase inhibitor (TKI) sunitinib. Methods: In this phase 2 single-arm
clinical trial (NCT00715442), 46 patients with metastatic ccRCC received sunitinib pre- and
post-cytoreductive nephrectomy. The primary endpoint was time-to-progression (TTP) and
secondary endpoints included overall survival (0OS) and sunitinib toxicity. To investigate spatial
dynamics of therapeutic response to sunitinib, we applied whole-transcriptome digital spatial
profiling (DSP) to tumor tissue to identify myeloid, endothelial, CD8+ T-cell and tumor
compartment-specific transcriptional differences between responders (complete or partial
response) and non-responders (stable or progressive disease). Results: For the 46 trial pa-
tients, the median duration of follow-up was 9.8 years (95% CI: 9.4 — NA). The median TTP was
8.2 months (95% CI: 6.1-19.3) and OS 36.3 months (95% CI: 19.7-70.5). Sunitinib-related
adverse events occurred in 20% of patients, with grade 3 and 4 toxicities including hand-foot
syndrome, fatigue, and hematologic abnormalities (thrombocytopenia, neutropenia). DSP
analyses demonstrated that sunitinib responders display a tumor microenvironment enriched
in pro-inflammatory and immunostimulatory programs. By contrast, non-responders dis-
played enrichment of immunosuppressive programs with elevated PD-L1 expression in my-
eloid cells and exhausted CD8+ T-cell signatures. Sunitinib resistance mechanisms involving
pro-angiogenic VEGF-dependent and independent pathways were identified in non-
responders, revealing potential therapeutic targets in combination with TKIs. Moreover, gene
signatures developed based on DSP analysis of sunitinib response accurately predicted sunitinib
response in an external patient cohort. Conclusions: Our findings underscore the relevance of
spatial omics approaches to inform patient stratification and guide precision and combination
treatment strategies aimed at mitigating TKI resistance in metastatic ccRCC. Clinical trial
information: NCT00715442. Research Sponsor: The Ohio State University Comprehensive
Cancer Center (Pelotonia Institute for Immuno-Oncology) Startup Funds; Society for Immu-
notherapy of Cancer - NanoString Technologies Single Cell Biology Award; Kidney Cancer
Association Young Investigator Award; Pfizer.
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Developing harmonized tumor microenvironment subtypes for patient stratification
in clinical trials.

Nadezhda Lukashevich, Elena Ocheredko, Sofya Kust, Maria Savchenko, Syune Ambaryan, Mikhail Shugay, Sheila Yong, Anastasia Zotova, Nathan Hale Fowler,
Michael F. Goldberg, Aleksander Bagaev; BostonGene Corporation, Waltham, MA

Background: Accurate patient stratification by tumor microenvironment (TME) is critical for
optimizing immunotherapy and targeted therapy outcomes. Existing transcriptome-based
classification methods often focus on limited TME aspects and tumor types, restricting their
clinical utility. Here, we developed a harmonized (H) TME classification by integrating findings
from published pan-cancer TME profiling with reported immune evasion mechanisms.
Methods: We used agglomerative clustering of gene signature scores (ssGSEA) and pathway
activities (PROGENy) encompassing immune cells, fibrosis, vascularization, hypoxia, and other
signals to acquire 9 transcriptomic HTME subtypes (Table 1) independently on TCGA (n=7,362)
and internal (n=5,186) pan-cancer cohorts with high reproducibility (Spearman r=0.94). Next,
we validated the subtypes on 29,875 solid cancer samples from open-source transcriptomic
datasets by applying the K-Nearest Neighbors classifier. Differential expression analysis
followed by Spearman correlation and PCA were used for comparison among classifications.
Adjusted Cox models for survival and logistic regressions for response were applied. Results:
Correlative analysis between existing classifications and HTME subtypes revealed patient
stratification along 3 principal biological axes: adaptive immune response vs. tumor cell
activity, fibrosis vs. antigen-presenting activity, and proliferation vs. vascularization, with,
HTME uniquely covering all three axes. When applied to the selected clinical cohorts, HTME
effectively distinguished patients by response (logOR) or progression-free survival (logHR) ina
diagnosis- and therapy-specific manner (Table 1; showing values with p=0.05). Conclusions:
The proposed HTME patient stratification framework, publicly available and applicable to any
RNA-seq sample, constitutes a practical tool for biomarker discovery and trial design across
solid tumors. Research Sponsor: None.

logOR and logHR metrics of HTME subtypes based on diagnosis and treatment type.
BRCA Basal-like,

Luminal, BRCA HER2+; ccRCC; anti-VEGFR+
Normal-like; ICI anti-HER2 ccRCC; TKI anti-PDL1 ccRCC; anti-mTOR SKCM; ICI NSCLC; ICI
logOR [CI] logOR [CI] PFSlogHR [CI]  PFS logHR [CI] PFS logHR [CI] logOR [CI] logOR [CI]
Lymphoid-Cell-Enriched
B-Cell-Enriched/Angiogenic -0.9 [-1.5, -0.3] 0.7 [-1.4,-0.1]% 1.1[0.2, 2.0
Immune-Enriched/Hypoxic  -1.8 [-3.2, -0.4]* 0.6 [0.1, 1.0 1.1[0.4,1.8*  -1.3[25-0.1]*
Highly Immune- 29[53,-0.4* -1.5[2.3,-0.6]"* 11002, 1.9  -2.1[3.6, 0.5 -1.1 [1.9, -0.2]*
Enriched/Inflamed
Immune-Enriched/ 1.0 [0.5, 1.6+ 2.3[0.6, 4.1
Fibrotic
Fibrotic/Angiogenic/Myeloid 0.9 [0.4, 1.3]*
Fibrotic/Hypoxic 1.4[0.4, 2.5
Immune Desert 0.8 [0.0, 1.5]* 1.2[0.2,2.2]* 0.6][0.1,1.2]*
Desert/Angiogenic 11001,21* 0.6 [1.1,-01]* 11001, 2.0

*p=0.05; *p=0.01; **p=0.001.
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Identification of high-grade neuroendocrine carcinoma (HGNEC) biology across
tumor types through transcriptomic profiling and validation in lung cancer.

Yatian Yang, Nishant Gandhi, Andrew Elliott, Priya Vaidiswaran, Triparna Sen, Sonam Puri, Balazs Halmos, Hossein Borghaei, Anish Thomas, Stephen V. Liu,

Parth Anil Desai; Caris Life Sciences, Phoenix, AZ; Caris Life Sciences Research and Development, Phoenix, AZ; Fox Chase Cancer Center, Philadelphia, PA; The Ohio State
University, Columbus, OH; Department of Thoracic Oncology, Moffitt Cancer Center, Tampa, FL; Montefiore Einstein Comprehensive Center for Cancer Care, Bronx, NY; Fox
Chase Cancer Center/Temple Health, Philadelphia, PA; National Cancer Institute, National Institutes of Health, Bethesda, MD; Department of Medical Oncology, Lombardi
Comprehensive Cancer Center, Georgetown University, Washington, DC

Background: HGNECs, including small-cell (SC) and large-cell (LCNEC), are aggressive ma-
lignancies frequently misclassified due to subtle morphology and inconsistent use of neuro-
endocrine (NE) immunohistochemistry in routine pathology workflows. It is unclear if tumors
with transcriptomic signatures reflecting HGNEC-like biology have inferior outcomes with
conventional treatment. Leveraging a large real-world dataset, this study aims to identify
transcriptomically defined HGNEC to improve upon morphology-based classification.
Methods: 49,144 specimens underwent DNA and RNA sequencing at Caris Life Sciences.
Using a previously reported framework, we developed a weighted, z-scored based HGNEC
activity score (HAS) from 10,137 pathologically defined HG- and LG- NEC specimens and
applied it to characterize NSCLC samples (without any pathologist assigned HGNEC diagnosis)
further stratified by histology (n=39,007). Overall survival (OS) was obtained from insurance
claims data and calculated from specimen biopsy to last contact using Kaplan-Meier and Cox
proportional hazards estimates. Results: To identify a high-confidence HGNEC-like
subpopulation, a HAS threshold (z-score>=3) was applied, classifying 0.2% squamous (sq)
and 2.3% non-squamous (nsq) as HGNEC-like; this analysis is focused in nsq. Patient demo-
graphics, including age, gender, race, ethnicity, and smoking history, were similar between the
HGNEC-like and non-HGNEC-like nsq cohorts. However, biopsies from lymph nodes (26 vs
11%) and brain (9.1vs 5.6%) were more frequent, and lung (39 vs 56%) less frequent in HGNEC-
like tumors (all p-adj<0.05). HGNEC-like tumors were associated with poor OS (HR:1.18, 95%
CI:1.07—-1.31, p<0.001). HGNEC-like tumors were more frequently PD-L1 negative (64% vs
47%), and were enriched for mutations in TP53, PTEN and RB1 (OR: 1.7-14.1), as well as
amplifications in MYC and CCNE (OR: 2.2-3.5), with lower odds of KRAS and EGFR mutations
(OR:0.4-0.5, p-adj<0.05). Consistent with a highly proliferative phenotype, HGNEC-like tu-
mors were enriched for MKI67 expression (1.4-fold) and higher cell-cycle and replication stress
scores (1.5-fold) (all p-adj<0.05) . Gene set enrichment analysis revealed significant activation
of neurodevelopmental programs (NES: 2.0-3.0, all p-adj<0.05) and negative enrichment of
immune pathways (e.g antigen presentation) (NES: -3.0 to -1.5, all p-adj<0.05). Finally,
transcriptomic expression of potentially actionable SCLC-directed targets, including DLL3
(10-fold), SEZ6 (3.7-fold), and SSTR2 (10-fold), were all higher in HGNEC-like tumors (all
p-adj<0.05). Conclusions: We identify a transcriptomically defined HGNEC-like subset of
NSCLC with inferior survival and targetable NEC biology, supporting transcriptomic stratifi-
cation to inform clinical trial design and selection of SCLC-directed therapies. Research Spon-
sor: 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

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3122 Poster Session

ILF2 as a predictor of cisplatin resistance and clinical outcomes in intrahepatic
cholangiocarcinoma.

Kodai Abe, Kelly Chong, Yuta Abe, Minoru Kitago, Motonori Edanami, Yosuke Uematsu, Akihisa Ueno, Yohei Masugi, Anton Bilchik, Yuko Kitagawa, Dave S. Hoon; Saint
John's Cancer Institute, Santa Monica, CA; Department of Surgery, Keio University School of Medicine, Shinjuku-Ku, Japan; Division of Diagnostic Pathology, Keio
University School of Medicine, Shinjuku-Ku, Japan; Department of Pathology, Tokai University School of Medicine, Isehara-Shi, Japan; John Wayne Cancer Institute at
Saint John's Hospital; California Oncology Research |, Santa Monica, CA; Department of Surgery, Keio University School of Medicine, Tokyo, Japan

Background: Intrahepatic cholangiocarcinoma (iCCA) is a highly aggressive biliary tract cancer
with increasing global incidence and limited therapeutic options, partly due to the low prev-
alence of actionable genomic alterations such as FGFR2 fusions (~10%) and IDH1 mutations
(~13%). Using single-cell transcriptomic analyses, we identified recurrent amplification at
chromosome 1q21.3 as a dominant genomic alteration in iCCA tumor cells. Given our prior
evidence linking 1q21.3 amplification to DNA damage—response (DDR) processes and chemo-
therapy resistance in multiple cancer types, we focused on Interleukin enhancer binding Factor
2 (ILF2), a gene within 1q21.3, and systematically evaluated its multi-omic features and clinical
relevance in iCCA using multiple independent clinical datasets. Methods: Single-cell RNA
sequencing datasets were analyzed using Single-Cell Variational Aneuploidy (SCEVAN) to
identify recurrent chromosomal alterations. Bulk RNA and DNA sequencing datasets were
assessed for ILF2 copy number variation (CNV) and mRNA expression. Clinical validation
was performed using independent iCCA cohorts from Keio University and SJCI (n=67) and a
public dataset (GSE89748; n=49). Invitro assays validated the functional role of ILF2 in DDR and
cisplatin sensitivity of iCCA cell lines (n=3). Results: SCEVAN analysis of GSE125449 (n=8) and
GSE138709 (n=5) revealed that 1g21.3 was the only common highest amplified region of iCCA
tumor cells (29.7% and 31.1%, respectively). TCGA-CHOL dataset (n=32) demonstrated that
ILF2 CNV amplification occurred in 46.7% of cases and was strongly correlated with increased
ILF2 mRNA expression (r = 0.730, p < 0.001), which was significantly higher in tumor tissue
than normal liver tissue in iCCA patients (p < 0.001). In the iCCA validation cohort (n=67) and
GSE89748 dataset (n=49), ILF2 mRNA level upregulation was significantly associated with
shorter recurrence-free survival (log-rank test; p < 0.001 and p = 0.047, respectively), and
independently predicted recurrence risk (multivariate Cox regression analysis HR = 4.63, 95%
CI1.71 - 12.6,p = 0.003 and HR = 2.73, 95% CI 1.10 — 6.80, p = 0.031, respectively). Consistently,
ILF2 protein expression as assessed by multiplex immunofluorescence was significantly lower
in FFPE tumor tissues from cisplatin responders than non-responders of iCCA patients (p <
0.001, n=16). Across iCCA cell lines, ILF2 interacted with DDR-related factors to suppress
R-loop and yH2AX activities; both events are involved in promoting cisplatin resistance.
Conclusions: ILF2 is a frequent novel functional gene strongly associated with adverse clinical
outcomes and cisplatin resistance of iCCA. This supports its role as a clinically relevant and
theranostic biomarker related to DDR in iCCA patients. 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

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3123 Poster Session

Target-specific therapy for actionable and approved tumor-agnostic biomarkers:
Influence on survival in rare cancers.

Razelle Kurzrock, Stamatina Fragkogianni, Rosa Hernansaiz-Ballesteros, Chenyang Li, Ying Hong, Binyam Yilma, Brandon Price, Emma Tung Corcoran, Catherine Igartua,
Justin Guinney, Ezra E.W. Cohen; Medical College of Wisconsin, Milwaukee, WI; Tempus Al Inc., Chicago, IL; Tempus Al, Chicago, IL; Tempus Al, Inc., Chicago, IL

Background: Rare cancers - defined as an incidence rate of less than 6 per 100,000 diagnoses
per year - collectively account for close to 25% of cancer burden and represent a critical unmet
clinical need. The emergence of regulatory approvals for tumor-agnostic therapies based on
genomic biomarkers has expanded treatment options for these patients (pts) but clinical
sequencing is not yet broadly adopted for rare cancers. Here, we assess the incidence and
clinical utility of FDA-approved tumor-agnostic biomarkers in a large real-world rare cancers
cohort. Methods: The Tempus Lens Platform used to query the de-identified Tempus multi-
modal database to analyze a cohort of 45,085 real-world pts with 615 rare cancer diagnoses. All
pts had DNA (Tempus xT) and/or RNA sequencing (Tempus xR). Pts were screened for FDA-
approved tumor-agnostic biomarkers, including high tumor mutational burden (TMB-H, = 10
mut/Mb), high microsatellite instability (MSI-H), NTRK and/or RET fusions, BRAFV600E
mutations and HER2 overexpression (IHC-3+). Pts were classified based on their reported
biomarker status and treatment start of the approved targeted therapy relative to the FDA-
approval date. Real-world overall survival (rwOS) was defined as the time from sample col-
lection to death or loss to follow-up. Hazard ratios (HR) from Cox-proportional hazards models
were adjusted for age, sex, race, ethnicity, and stage at p<0.05 (Wald test). Results: The median
age of pts was 64 years old, 59% were female, 50% of those with documented race were white
and 36% had metastatic disease. The most common diagnoses were within the genital system
(25%), digestive system (23%), soft tissue (12%), brain (11%) and lung (6.5%). Of the total
cohort, 13% (5,881) were positive for at least one tumor-agnostic biomarker. TMB-H was the
most prevalent (10.3%), followed by HER2+ (5.5%), BRAFV600E (2.6%), MSI-H (1.9%), NTRK
(0.5%) and RET (0.2%) fusions. Of 59% (3,480) of pts with recorded treatments, 33% (1,138)
received the approved treatment following the approval date (tumor-agnostic biomarker-
positive matched) while 64% (2,227) received other treatments (tumor-agnostic biomarker-
positive unmatched). Pts with tumor-agnostic biomarker-positive matched treatments had
significantly improved rwOS compared to tumor-agnostic biomarker-positive unmatched pts
(HR=0.8, p=0.024) and to tumor-agnostic biomarker-negative individuals (HR=0.68,
Pp<0.001). Conclusions: A large percent (13%) of pts with rare cancer diagnoses were found
to harbor an actionable biomarker associated with an FDA-approved tumor-agnostic therapy.
Pts who received therapies for approved tumor-agnostic biomarkers versus those pts with the
biomarker who did not receive the matched treatment demonstrated a significant survival
benefit, underscoring the importance of NGS testing to optimize treatment selection for rare
cancer pts. Research Sponsor: None.
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Pan-cancer computational analysis of adaptive immune and vascular changes in
primary versus metastatic tumors.

Neil Arya Babu, Vera Vaz, Karen Dong-Tran, Thomas Noonan, Katharine Thomas; Renown Health/University of Nevada Reno School of Medicine, Reno, NV; UNR School of
Medicine, Reno, NV; Renown Regional Medical Center, Reno, NV

Background: Metastasis drives cancer mortality, yet tumor microenvironment (TME) evolu-
tion during systemic spread remains poorly understood. Current paradigms often assume
uniform immunosuppression at metastatic sites or seek a universal pro-metastatic signature.
We investigated whether a conserved immune signature exists across metastatic sites or if
remodeling follows tissue-specific trajectories that could inform precision therapeutic strat-
egies. Methods: We performed computational meta-analysis from TCGA using xCell enrich-
ment scores across >20,000 transcriptomic samples from primary tumors and distant
metastases in five solid tumor types: Lung (n=1,622), Breast (n=1,543), Kidney (n=1,541), Brain
(n=1,243), and Thyroid (n=1,016). Mann-Whitney U testing with Bonferroni correction iden-
tified cell populations with differential enrichment (padj<0.05). Cohorts were balanced for age,
gender, and race (all p>0.05). Results: We identified two convergent metastatic trajectories
with opposite directional changes in a four-cell plasticity module: B-cells, class-switched
memory B-cells, CD4+ effector memory T-cells, and platelets. The Immune-Vascular Acqui-
sition Trajectory (Breast, Brain, Thyroid) showed metastatic enrichment of all four cell types
(Mean Difference [Primary-Metastatic]: -0.62; padj<0.001). The Immune-Vascular Depletion
Trajectory (Lung, Kidney) showed significant depletion of all four populations at metastatic
sites (Mean Difference [Primary-Metastatic]: +0.74; padj<0.001). Platelet dynamics consis-
tently mirrored adaptive immune trajectories across all cancer types. Conclusions: These
findings challenge two prevailing assumptions: uniform immunosuppression at metastatic
sites and a single universal pro-metastatic immune signature. Instead, metastatic immune
remodeling follows organ-specific convergent trajectories driven by adaptive and vascular
plasticity. The identification of shared trajectories among biologically distinct cancers suggests
that metastatic site microenvironment dictates TME evolution. The de novo acquisition of
immune signatures in brain metastases challenges the "immunologically cold metastasis"
paradigm, while depletion in naturally immunogenic tumors (Lung, Kidney) indicates TME
"cooling" for immune evasion. The invariant coupling of platelet and adaptive immune dy-
namics highlights vascular remodeling as critical to metastatic niche establishment. These
distinct trajectories may explain differential responses to immunotherapy and anti-angiogenic
agents across metastatic sites, supporting the need for organ-specific therapeutic strategies.
Future studies are needed to investigate whether primary tumors harbor early signatures of this
module predictive of metastatic trajectory, enabling stratified surveillance and intervention.
Research Sponsor: None.
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Pan-cancer prevalence, molecular landscape, and prognostic impact of CCNE1
amplification across 76,046 malignancies.

Ricardo Dahmer Tiecher, Vignesh Ravichandran, Allison L. Richards, Ezra Rosen, Mark Donoghue, Alison M. Schram; Memorial Sloan Kettering Cancer Center, New York, NY

Background: CCNE1 amplification (CCNE1amp) is an oncogenic driver that confers synthetic-
lethal vulnerability to agents targeting cell cycle and replication stress. While CCNE1amp is a
poor prognostic marker in some solid tumor types, pan-tumor data are limited. We used the
MSK Clinical Sequencing Cohort to characterize its pan-tumor prevalence, molecular land-
scape, and prognostic impact. Methods: We analyzed data from consented patients with solid
tumors sequenced by MSK-IMPACT between July 2014 and August 2025. CCNE1amp was defined
as an amplification or gain per clinical report. Tumor-level prevalence was calculated and
reported for histologies with =10 CCNE1amp tumors. Co-occurring alterations were evaluated
using the first CCNEzamp sample per tumor type in each patient, with Fisher’s exact test and
Benjamini-Hochberg correction. Overall survival was measured from the date of first sequenc-
ing to death or last contact. Results: Among 76,046 tumors, the prevalence of CCNE1amp was
2.7% (n = 2,036). Our CCNEiamp cohort comprised predominantly ovarian (21%, n=435),
uterine (15%, n=301), non-small cell lung (11%, n=231), esophagogastric (10%, n=206), and
breast cancers (8%, n=168). Prevalence rates were highest in uterine carcinosarcoma (25.6%);
ovarian carcinosarcoma (20%); uterine serous carcinoma (16.2%); high-grade serous ovarian
carcinoma (15.4%); osteosarcoma (11.9%); gallbladder adenocarcinoma (9.7%); and esopha-
geal adenocarcinoma (9.1%). Prevalence rates in breast cancer were 2.1% and in non-small cell
lung cancer 2.6%. Among 67 patients with paired pre- and post-treatment samples of
purity =30%, CCNEiamp was reported in all samples in 42% of patients. The most frequently
co-mutated genes were TP53 (87%), PIK3CA (12%), KRAS (8%), and RB1 (7%). Most common
amplifications included the 199 neighbors CEBPA (31%), KMT2B (22%), and AKT2 (22%)j; as well
as MYC (14%); and ERBB2 (13%). The most significant co-occurrences (q<0.05) were TP53
mutations (OR 11.5) and MYC amplifications (OR 3.5); CCNElamp was mutually exclusive with
PTEN (OR 0.37) and KRAS mutations (OR 0.55). CCNE1amp samples had a higher median fraction
of genome altered (median 0.35 vs. 0.12; p<0.001). CCNE1amp was associated with worsened
overall survival in a multivariate Cox model stratified by cancer type and adjusted for age, stage
and TP53 status (adjusted HR 1.25; 95% CI 1.17-1.33). Its adverse prognostic impact was more
pronounced in TP53wt (HR 1.62; 95% CI 1.38-1.91) vs. TP53mut tumors (HR 1.19; 95% CI 1.11-
1.27; p for interaction <0.001). Conclusions: CCNE1 amplification defines a pan-cancer genomic
subset associated with poor prognosis, genomic instability, and few co-occurring actionable
alterations, supporting its relevance as a therapeutic target. Discordance between paired
samples suggests that a single negative biopsy may not rule out CCNE1amp. Research Sponsor:
Memorial Sloan Kettering Cancer Center NCI Support Grant (P30 CA008748).

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

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3126 Poster Session

Early-onset cancer signature (EOCS): Pan-cancer molecular alterations with
prognostic significance in early-onset (EOC) and late-onset (LOC) cancer.

Mahesh Iddawela, Mei Sim Lung, Ryan De Ruyter, Nandan Prasanna Kumar, Sally Heath, Babak Tamijid; Peninsula Health & Peninsula Clinical School, Monash University,
Frankston, VIC, Australia; Peninsula Health, Frankston, VIC, Australia; Peninsula Clinical School, Monash University, Frankston, VIC, Australia; Frankston Hospital-Oncology
and Haematology, Frankston, Australia

Background: Early-onset cancer (EOC) is an emerging global epidemic with biological and
molecular features distinct from late-onset cancer (LOC). Improved delineation of genomic
pathway aberrations in EOC is essential to inform risk stratification and therapeutic decision-
making. However, large-scale, unbiased analyses of biological drivers across tumour types
remain limited. To address this gap, we developed a pan-cancer Early-Onset Cancer Signature
(EOCS) to advance understanding of the genomic architecture underpinning EOC. Methods: The
AACR GENIE v16 dataset comprising 241,551 tumour samples was analysed, including 22,408
early-onset cases (=40 years) and 219,143 late-onset cases (=41 years) from multiple inter-
national repositories. Differentially enriched genomic alterations and pathways between EOC
and LOC were identified to define the EOCS. The EOCS was subsequently evaluated across TCGA
pan-cancer datasets and validated in independent cohorts, including METABRIC (breast can-
cer), MSKCC colorectal cancer, and MSKCC prostate cancer datasets. Results: Analysis of the
AACR GENIE cohort revealed that the most significantly enriched alterations in EOC compared
with LOC were CCDC6 (20% vs 10%), SYNE1 (8% vs 6%), BRAF (9% vs 6%), FLI1(19% vs 0.5%),
and EMLZ (8% vs 4%). In contrast, alterations significantly enriched in LOC included KRAS
(15% vs 5%), TP53 (38% vs 29%), EGFR(15% Vs 5%), STK11 (3% vs 1%), and CDKN2A (10% vs
6%). Gene set enrichment analysis of EOCS-associated genes identified DNA recombination,
regulation of histone H3K9 trimethylation, and homologous recombination—mediated double-
strand break repair as the top three enriched Gene Ontology pathways. The EOCS was altered in
30% (3,736/10,967) of TCGA pan-cancer samples, with the highest prevalence observed in
endometrial, skin, carcinosarcoma, and gastric cancers. The most frequently altered genes
included SYNE1(12%), CTNNB1 (4%), PPMD1 (3%), BCR (3%), ETV6 (3%), RAD52 (3%), and
H3-3A (3%). Across TCGA pan-cancer and tumour-specific cohorts, EOCS alterations were
consistently associated with inferior overall survival irrespective of age at diagnosis, including
pan-cancer (68 vs 83 months; p = 9.1 X 10-3), breast cancer (142 vs 164 months; p < 0.04),
colorectal cancer (45 vs 56 months; p = 1.75 X 10~*), and prostate cancer (56 vs 77 months; p =
2.0 X 10™). Conclusions: This pan-cancer Early-Onset Cancer Signature identifies distinct
genomic pathways driving tumourigenesis in EOC. The findings provide novel biological in-
sights into disease pathogenesis and highlight potential diagnostic and therapeutic targets,
supporting the clinical relevance of EOCS across multiple cancer types. Research Sponsor: None.
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Clinical utility of whole transcriptome sequencing for fusion detection in advanced
solid tumors: SCRUM-Japan MONSTAR-SCREEN-2.

Takao Fujisawa, Yoshiaki Nakamura, Naoya Sakamoto, Riu Yamashita, Takeshi Kuwata, Michiko Nagamine, Genichiro Ishii, Chigusa Morizane, Norio Nonomura,

Hiroji Iwata, Susumu Okano, Hidemichi Watari, Kenjiro Namikawa, Tadayoshi Hashimoto, Taro Shibuki, Mitsuho Imai, Hideaki Bando, Milan Radovich, George W. Sledge Jr.,
Takayuki Yoshino; Department for the Promotion of Drug and Diagnostic Development, Division of Drug and Diagnostic Development Promotion, Translational Research
Support Office, National Cancer Center Hospital East, Kashiwa, Japan; Translational Research Supporting Office, National Cancer Center Hospital East, Kashiwa, Japan;
Division of Pathology, National Cancer Center Exploratory Oncology Research & Clinical Trial Center, Chiba, Japan; Division of Translational Informatics, Exploratory
Oncology Research & Clinical Trial Center, National Cancer Center, Chiba, Japan; Department of Genetic Medicine and Services, National Cancer Center Hospital East,
Kashiwa, Japan; Department of Pathology and Clinical Laboratories, National Cancer Center Hospital East, Kashiwa, Japan; Department of Hepatobiliary and Pancreatic
Oncology, National Cancer Center Hospital, Tokyo, Japan; Department of Urology, The University of Osaka, Graduate School of Medicine, Suita, Osaka, Japan; Nagoya City
University Graduate School of Medical Sciences Medical School, Nagoya, Japan; Department of Head and Neck Medical Oncology, National Cancer Center Hospital East,
Kashiwa, Japan; Hokkaido University Graduate School of Medicine, Sapporo, Japan; National Cancer Center Hospital, Tokyo, Japan; National Cancer Center Hospital East,
Kashiwa, Japan; Department of Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department for the Promotion of Drug and
Diagnostic Development, Division of Drug and Diagnostic Development Promotion, National Cancer Center Hospital East, Kashiwa, Japan; Caris Life Sciences, Phoenix, AZ

Background: Fusion variants represent established therapeutic targets in precision oncology
yet are incompletely captured by conventional targeted DNA panel sequencing. Recent studies
have reported that RNA sequencing enables detection of oncogenic fusions and structural
variants that escape conventional DNA panel sequencing, particularly complex rearrangements
occurring in intergenic regions. Herein, we evaluated the landscape of fusion variant detection
by whole transcriptome sequencing (WTS) in advanced solid tumors from the SCRUM-Japan
MONSTAR-SCREEN-2, a nationwide molecular profiling project. Methods: Patients with ad-
vanced solid tumors were enrolled; tumor tissues were profiled using whole exome/
transcriptome sequencing (MI CancerSeek, Caris Life Sciences, Phoenix, AZ, USA). For fusion
detection comparison, we performed an in silico analysis cross-referencing each fusion de-
tected by WTS against publicly available information from conventional DNA panels including
both target gene lists and breakpoint information where available, to evaluate theoretical
detectability. Results: Among 2,768 patients enrolled as of March 2024, WTS data from baseline
tissue samples were available in 2,253 pts across 33 cancer subtypes: the most common
subtypes were colorectal adenocarcinoma (n=520), gastric adenocarcinoma (n=306), breast
cancer (n = 198), prostate cancer (n=177) and pancreatic cancer (n=156). Pathogenic gene
fusions and structural variants were detected by WTS in 122 of the 2,253 patients (5.4%), with a
total of 126 pathogenic fusions identified. Among 126 pathogenic fusions, 75 (59.5%) repre-
sented variants that would theoretically have escaped detection by targeted panel DNA se-
quencing methodologies, including druggable kinase fusions (FGFR2, FGFR3, and BRAF).
Among 18 patients treated with kinase fusion-targeted therapy with evaluable response data,
1(5.6%) showed complete response, 3 (16.7%) showed partial response and 11 (61.1%) showed
stable disease. WTS identified a MYO5A-BRAF fusion in a patient with melanoma that was
undetectable by conventional DNA panel sequencing. Based on this finding, the patient received
combination BRAF and MEK inhibitor therapy, achieving stable disease for four months,
demonstrating the therapeutic relevance of WTS-guided treatment selection. Conclusions:
WTS detected fusion variants at a high frequency, highlighting the importance of WTS in
precision oncology. Clinical trial information: UMIN000043899. Research Sponsor: SCRUM-
Japan Fund.
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Pan-cancer KRAS atlas of 9,056 Chinese patients: Subtype-specific immuno-
genomic profiling to guide G12C, G12D, and pan-KRAS strategies.

Panli Peng, Zanmei Xu, Shaohua Yuan, Bingyi Wang, Yannan Zhu, Kai Wang; Guangdong Second Provincial General Hospital, Guangzhou, China; OrigiMed, Shanghai, China

Background: KRAS therapy is shifting from allele-specific inhibitors to pan-KRAS strategies.
However, pivotal trials are largely Western, and Asian subtype-specific immunogenicity and
co-mutation benchmarks remain limited. We present the largest pan-cancer Asian KRAS
clinogenomic atlas to define these benchmarks and inform treatment selection and trial
stratification for the pan-KRAS inhibitor era. Methods: We analyzed 9,056 Chinese patients
with KRAS mutations across over 30 tumor types, including pancreatic 27.4%, colorectal 25.1%,
NSCLC 20.8%, and biliary tract 10.0%. All underwent ~600 gene next generation sequencing
profiling in a CAP/CLIA certified laboratory including all classes of genomic alterations with
integrated analysis of clinical variables, treatment history, co-mutations, TMB, MSI, and PD-
L1. Results: KRAS mutations clustered at four hotspot codons: G12 (80%), G13 (9%), Q61 (6%),
and A146 (3%). Alleles were dominated by G12D (33.3%), G12V (22.8%), and G12C (11.8%),
followed by G13D (7.8%) and G12R (4.6%), together covering 80.3% of patients. Overall, 55%
carried non-G12C/D variants. More than one KRAS point mutations occurred in 1.8% of the
patients and KRAS amplification in 2.5%. Co-mutations were common, led by TP53 (61.7%), APC
(22.2%), SMAD4 (17.9%), CDKN2A (17.1%), PIK3CA (12.5%), ARID1A (11.9%), and STK11 (7.7%).
TMB in 98.5% (median 4.0 mut/Mb) with 19.2% TMB-high (=10 mut/Mb), MSI in 97.4% with
3.5% MSI-H, and PD-L1 in 58.0% with 49.5% positive expression. Subtype patterns were
distinct. G12C had the highest TMB-high rate (42.4%) with rare MSI-H (0.8%), supporting
targeted inhibition with rational I0 combination evaluation. In contrast, G13D showed an
Asian-enriched immunogenic phenotype with MSI-H 16.1%, higher than Western benchmarks
(7.9%, P<0.001), and elevated TMB-high (30.8%). Clinically relevant stratification emerged in
NSCLC G12C, with 82.5% male predominance versus about 40% in Western populations
(P<0.0001) and an age gradient consistent with smoking (67% male <50 years rising to
89% at =70 years). Adverse co-mutations were enriched in G12C, including STK11 (14.4%)
and KEAP1 (9.1%). Multi-KRAS mutations were strongly associated with MSI-H (OR 5.48,
P<0.0001). Conversely, G12R showed an immune-cold profile (TMB-high 3.2%, MSI-H
0.2%), supporting reliance on targeted inhibition rather than I0-based approaches. Nineteen
percent of patients were treatment-naive at profiling, most commonly in NSCLC (30%). Versus
post-treatment cases, treatment-naive patients were enriched for G12C (15.9% vs 10.4%,
P<0.0001) and showed higher TMB and PD-Lipositives. Conclusions: This largest Asian KRAS
atlas defines actionable benchmarks for precision therapy and provides a molecular rationale
for region-specific stratification in global pan-KRAS trials. Research Sponsor: None.
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Tumor and immune microenvironment remodeling with neoadjuvant trastuzumab
deruxtecan in HER2-positive gastric cancer: Exploratory analyses from the phase 2
EPOC2003 study.

Akihito Kawazoe, Daisuke Takahari, Akiko Tamura, Kota Itahashi, Masashi Wakabayashi, Yu Komura, Takeshi Kuwata, Takahiro Kinoshita, Michael M. Khayat,

Erik Anthony Spickard, Adham A. Jurdi, Hiroyoshi Nishikawa, Shohei Koyama, Yoshinobu Shiose, Yusuke Kuwahara, Takanori Yoshida, Maki Kobayashi, Hiroki Goto,
Kohei Shitara; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Medical Oncology
Gunma University Graduate School of Medicine, Maebashi, Japan; Division of Cancer Inmunology, Research Institute/Exploratory Oncology Research & Clinical Trial
Center (EPOC), National Cancer Center, Tokyo, Japan; Division of Cancer Inmunology, Exploratory Oncology Research & Clinical Trial Center, National Cancer Center, Chiba,
Japan; Clinical Research Support Office, National Cancer Center Hospital East, Kashiwa, Japan; Department of Genetic Medicine and Services, National Cancer Center
Hospital East, Kashiwa, Japan; Department of Gastric Surgery, National Cancer Center Hospital East, Tokyo, Japan; Natera, Inc., Austin, TX; Natera, Inc., San Carlos, CA;
Division of Cancer Immunology, Exploratory Oncology Research and Clinical Trial Center, National Cancer Center Hospital East, Kashiwa, Japan; Department of
Immunogenomic Medicine, National Cancer Center Research Institute, Tokyo, Japan; Daiichi Sankyo Co., Ltd., Shinagawa-Ku, Japan; Daiichi Sankyo Co., Ltd., Tokyo,
Japan; Translational Science, Daiichi Sanko, Tokyo, Japan; Translational Research Department, Daiichi Sankyo RD Novare Co., Ltd., Tokyo, Japan; Daiichi Sankyo RD
Novare Co. Ltd, Tokyo, Japan

Background: We previously reported the efficacy and safety of neoadjuvant trastuzumab
deruxtecan (T-DXd) for HER2-positive gastric and gastroesophageal junction adenocarcinoma
(EPOC2003) (Takahari et al., ASCO GI 2024). This exploratory analysis aimed to investigate the
associations of baseline molecular features of the tumor, the immune landscape, and their
longitudinal changes with the therapeutic efficacy of T-DXd. Methods: Tumor samples were
collected at baseline, pre-cycle 2, post-cycle 3 (before surgery), and at surgery. We performed
bulk/single-cell RNA sequencing (scRNA-seq) and multiplex immunohistochemistry to iden-
tify correlates of pathological response. Responders were defined as patients achieving a major
pathological response according to the Becker criteria. Blood samples were collected at baseline
and post-cycle 3 for circulating tumor DNA (ctDNA) analysis using a clinically validated, tumor-
informed, personalized assay (Signatera, Natera, Inc.). Results: Baseline HER2 expression did
not differ between responders (n= 4) and non-responders (n= 22). In the post-treatment
sample analysis, a decreasing trend in proliferation index was observed in responders, whereas
this trend was not observed in non-responders, suggesting preferential elimination of pro-
liferative tumor cells by T-DXd. Early on-treatment samples (pre-cycle 2 or post cycle 3) tended
to demonstrate upregulation of cytokine signaling, inflammatory, immune response signa-
tures, and CD8+ T cell density in both tumor and stroma regardless of response. Notably,
scRNA-seq revealed an expansion of neutrophils, which was more pronounced in responders
with a stronger baseline interferon signature. These post-treatment neutrophils displayed
upregulated migration, phagocytosis, and degranulation signatures, indicative of enhanced
neutrophil mediated anti-tumor activity following T-DXd. ctDNA testing was performed in 18
patients, with a baseline positivity rate of 94.4% (17/18). All responders (3/3) achieved ctDNA
clearance after cycle 3, compared with only 35.7% (5/14) of non-responders. Conclusions:
Neoadjuvant T-DXd therapy induced biological remodeling of the tumor and immune micro-
environment. Together with on-treatment ctDNA kinetics, these findings suggest distinct
response-associated biological patterns and may help guide future treatment optimization
for HER2-positive gastric and gastroesophageal junction adenocarcinoma. Clinical trial infor-
mation: NCT05034887. Research Sponsor: Daiichi Sankyo.
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APOBEC mutational signatures to predict immune checkpoint inhibitor benefit in
TMB-low metastatic NSCLC independent of PD-L1 status.

Adar Yaacov, Albert Grinshpun, Roni Gilis, Reham Basheer, Nir Peled; Helmsley Cancer Center, Shaare Zedek Medical Center, Jerusalem, Israel; Shaare Zedek Medical
Center, Jerusalem, Israel

Background: Most metastatic non-small cell lung cancer (NSCLC) patients are tumor muta-
tional burden (TMB)-low (<10 mut/Mb) and lack validated biomarkers to guide immune
checkpoint inhibitor (ICI) use beyond PD-L1 expression. APOBEC mutagenesis, characterized
by distinct mutational signatures, has been linked to ICI response in urothelial and head and
neck cancers — but primarily in TMB-high tumors. Whether APOBEC activity predicts ICI
benefit specifically in TMB-low NSCLC, independent of PD-L1 status, remains unclear.
Methods: We analyzed a discovery cohort of 857 metastatic TMB-low NSCLC patients treated
with ICI from the MSK-CHORD cohort. To distinguish predictive from prognostic effects, we
examined 1,328 ICI-untreated TMB-low metastatic NSCLC patients as controls. Findings were
validated in an independent cohort of 82 TMB-low, ICI-treated stage IV NSCLC patients using
whole exome sequencing (WES). APOBEC positivity was determined using MESiCA, a validated
machine-learning algorithm designed to detect mutational signatures from targeted gene
panels with low mutation counts (=4 mutations). Primary endpoints were overall survival (OS)
and disease control rate (DCR) in the discovery cohort, and progression-free survival (PFS) and
objective response rate (ORR) in the validation cohort. Multivariate Cox regression adjusted for
PD-L1 status and age. Results: In the discovery cohort, APOBEC-positive (n=52, 6.1%) and
APOBEC-negative (n=805) patients were balanced for sex (44% vs 46% male), histology (83%
Vs 79% adenocarcinoma), and PD-L1 status (40% vs 40%; all p>0.05); APOBEC-positive
patients were younger (median 64 vs 69 years, p=0.002). The APOBEC-positive group dem-
onstrated significantly improved OS (median 33.7 vs 17.4 months; HR=0.60; 95% CI, 0.42—0.85;
P=0.004). The survival benefit was absent in ICI-untreated patients (HR=0.98; 95% CI,
0.76—1.26; p=0.85). Formal interaction testing confirmed that the APOBEC benefit was specific
to ICI-treated patients (interaction HR=0.62; p=0.032). APOBEC-positive tumors demon-
strated higher DCR at 180 days (21.4% vs 7.6%; OR=3.32; p=0.006). In multivariate analysis
adjusting for PD-L1 and age, APOBEC remained independently predictive (HR=0.57; 95% CI,
0.40-0.81; p=0.002). In the validation cohort, APOBEC independently predicted superior PFS
(HR=0.23; 95% CI, 0.05—0.94; p=0.020) after adjusting for PD-L1, with numerically higher ORR
(55.6% Vs 25.4%, p=0.068). Conclusions: APOBEC mutational signatures represent a robust,
independently validated predictive biomarker for ICI response in TMB-low metastatic NSCLC.
Unlike prior studies linking APOBEC predominantly to TMB-high tumors, we demonstrate
clinical utility specifically in the TMB-low population, where predictive biomarkers are most
needed. This biomarker could expand immunotherapy access for NSCLC patients. Research
Sponsor: None.
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Dynamics of nectin-4 (N4) expression in urothelial carcinoma (UC): Across disease
states.

Hiba Narvel, Yetunde Ogunsesan, Aniko Szabo, Sakib Salam, Todd W. Miller, Julie M. Jorns, Deepak Kilari, Ariel Ann Nelson; Division of Hematology and Oncology, Medical
College of Wisconsin, Milwaukee, WI; Medical College of Wisconsin, Milwaukee, WI; Division of Biostatistics, Froedtert and The Medical College of Wisconsin, Milwaukee,
WI; Division of Hematology and Oncology, Milwaukee, WI; Department of Medicine, Division of Hematology and Oncology, The Medical College of Wisconsin, Milwaukee, WI

Background: Enfortumab vedotin (EV), which targets N4, has revolutionized advanced UC
management. Despite high prevalence of N4 in UC, the temporal stability of N4 is poorly
characterized. Conflicting reports describe both decreased and increased expression in met-
astatic (met) UC compared to primary tumors raising uncertainty as to whether changes reflect
antigen loss or quantitative modulation—an issue central to resistance to EV. Methods: This
single-center retrospective study identified pts with met UC who received treatment (trt) with
EV. Demographic, clinicopathologic, trt and survival data (from time of met diagnosis) were
recorded. N4 expression was evaluated via immunohistochemistry (IHC) (N4 Clone EPR15163-
68) H-Score in available primary (TURBT, cystectomy/nephroureterectomy) and met tissue.
H-Score was assessed as N positive (+) vs negative (neg,-) (>0 vs 0) and ordinally (neg,
low <100, medium 100-200, high >200). Concordance between specimen pairs was assessed
using percent agreement, McNemar’s test, and weighted Cohen’s kappa. Overall survival (OS)
was evaluated via Kaplan—Meier methods and exploratory Cox regression. Results: We iden-
tified 141 pts (median age 70; 71% male; primary: bladder (83%), upper tract (15%), synchro-
nous (2.1%), unknown (0.7%). 93% of primary tumors were N4+ (n=44). In matched TURBT-
Cystectomy pairs (n=21), binary status was stable (95% agreement), but ordinal concordance
was poor (27% agreement, k= —0.05) and significant antigenic dampening was observed: High
N4 expression decreased from 90% at TURBT to 29% at cystectomy, with a reciprocal increase
in medium-level expression from 10% to 48% (p<0.001). 89% of met sites (n=27) were N4+.
There were no differences in receipt of prior neoadjuvant chemotherapy (NAC) or 1st line trt
between met N4+ and N4- groups. In matched cystectomy and metastases pairs (n=11), binary
N concordance remained high (82% agreement) with poor ordinal concordance (27% agree-
ment, p=0.12). Neither binary nor ordinal metastatic expression, nor changes in H-score over
time, were associated with OS. There were no differences in OS in binary met N4+ vs N4-
(p=0.82) nor ordinally classified groups (p=0.43). Conclusions: N4 is a stable binary target in
UC, maintaining positivity across primary and metastatic sites despite significant quantitative
dampening in expression intensity. These findings, although exploratory suggest that tumor
evolution and therapeutic resistance may be characterized by dynamic antigen density mod-
ulation rather than categorical loss, an interpretation that may help reconcile prior discordant
reports of expression changes in metastatic disease. Future studies should evaluate whether the
degree of H-score shift (rather than absolute value) correlates with the durability of response to
EV aswell as the impact of neoadjuvant and subsequent sequential treatments on N/ expression
intensity. Research Sponsor: None.
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Implementing clinical-scale multiscale spatial transcriptomics: Tumor architecture
profiling in SCRUM-Japan MONSTAR-SCREEN-3.

Mitsuho Imai, Eun Seop Seo, Jiyeon Hyeon, Shingo Sakashita, Junichiro Yuda, Yuka Nakamura, Tadayoshi Hashimoto, Shin Kobayashi, Riu Yamashita, Taro Shibuki,
Takao Fujisawa, Masataka Amisaki, Kensuke Matsuda, Shun-ichiro Kageyama, Michiko Nagamine, Takeshi Kuwata, Hideaki Bando, Woong-Yang Park, Takayuki Yoshino;
Translational Research Supporting Office, National Cancer Center Hospital East, Kashiwa, Japan; GxD Inc., Kashiwa, Japan; Division of Pathology, Exploratory Oncology
Research and Clinical Trial Center, National Cancer Center, Kashiwa, Japan; Department of Hematology and Experimental Therapeutics, National Cancer Center Hospital
East, Kashiwa, Japan; National Cancer Center Hospital East, Kashiwa, Japan; Department of Hepatobiliary and Pancreatic Surgery, National Cancer Center Hospital East,
Kashiwa, Japan; Division of Translational Informatics, Exploratory Oncology Research & Clinical Trial Center, National Cancer Center, Chiba, Japan; Department of the
Promotion of Drug and Diagnostic Development, National Cancer Center Hospital East, Kashiwa, Japan; Radiation Oncology Division, National Cancer Center Hospital East,
Kashiwa, Japan; Department of Pathology and Clinical Laboratories, National Cancer Center Hospital East, Kashiwa, Japan; Department of Genetic Medicine and Services,
National Cancer Center Hospital East, Kashiwa, Japan; Department for the Promotion of Drug and Diagnostic Development, Division of Drug and Diagnostic Development
Promotion, National Cancer Center Hospital East, Kashiwa, Japan; Department of Global Oncology, National Cancer Center Hospital East, Kashiwa, Japan

Background: Spatial interactions between tumor cells and the tumor microenvironment (TME)
influence disease progression, yet current diagnostic profiling lacks spatial resolution. A
clinically implementable framework enabling cross-cancer spatial characterization using pre-
treatment clinical specimens is needed. SCRUM-Japan MONSTAR-SCREEN-3 (MONSTAR3) is
an ongoing prospective clinical screening platform enrolling over 3,200 patients with solid
tumors, integrating clinical annotation with multi-omic. We report an intermediate analysis
validating the feasibility of extracting reproducible spatial phenotypes from pretreatment
specimens at clinical scale. Methods: Spatial transcriptomics (Xenium 5K) was performed
on 331 pretreatment FFPE tumor specimens from 309 patients representing =15 solid cancer
types enrolled in MONSTAR3. Specimens obtained at diagnosis or prior to systemic therapy
included unresectable advanced and curative-intent settings. Analyses examined spatial or-
ganization of tumor—immune interactions at the TME level, cancer cell functional states,
neighborhoods, and tertiary lymphoid structures. Spatial features were systematically com-
pared across cancer types and disease settings without treatment outcomes. Results: We
generated a spatial atlas comprising approximately 20 million cells with high-confidence
annotation across over 15 cancer types, representing one of the largest clinically annotated
pan-cancer spatial transcriptomic resources to date. The atlas captures tumor-
microenvironment organization, cancer-intrinsic functional heterogeneity, conserved cellular
niches, and specialized immune structures including tertiary lymphoid structures with defined
maturation states. Spatial tumor architecture varies substantially across cancer types despite
similar cellular composition, underscoring value of spatially-resolved profiling beyond con-
ventional cell-type quantification. Analysis across disease stages revealed that advanced tu-
mors exhibit higher spatial compartmentalization of cancer functional states, with
immunogenic and proliferative cancer populations showing consistent spatial separation
across cancer types. Pan-cancer niche analysis identified conserved cellular
neighborhoods, a subset of which showed stage-specific enrichment or prognostic associa-
tions. We also performed detailed spatial characterization of tertiary lymphoid structures,
which demonstrated association with immunotherapy response in an independent cohort.
Conclusions: We present a large-scale pan-cancer spatial atlas integrated within a nationwide
precision oncology framework. This resource enables systematic investigation of spatial tumor
biology and nominates spatially-defined features as candidate biomarkers for patient strat-
ification and therapeutic response studies. 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

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

3133 Poster Session

AACR GENIE analysis of 211,526 patients to evaluate hormone receptor alterations
across solid tumors: Rationale for tissue-agnostic basket trials.

Niamh Coleman, Raheel M. Khan, Vivek Subbiah; Trinity St James’s Cancer Institute, Dublin, Ireland; St. James's Hospital, Dublin, Ireland; Sarah Cannon Research Institute,
Nashville, TN

Background: Steroid Hormone receptors (HR) that include estrogen receptor (ER), proges-
terone receptor (PR), and androgen receptor (AR) were oncology’s first predictive biomarkers,
yet HR-directed therapies remain largely confined to breast, prostate, and endometrial cancers.
Emerging data suggest broader HR relevance across tumor types. The development of oral
SERDs (selective ER degraders) and next-generation AR degraders/antagonists creates new
opportunities to target HR alterations across tumor types. We performed pan-cancer genomic
profiling to define the landscape of ESR1/AR alterations and resistance co-alterations, pro-
viding rationale for biomarker-enriched basket trial designs. Methods: We analyzed the AACR
Project GENIE vi18 public dataset, comprising 250,018 tumor samples from 211,526 patients
across multiple solid tumor types. Genomic alterations in ESR1 and AR were assessed, including
mutations, copy-number alterations, and structural variants. Co-alterations with selected
genes involved in resistance and cell-cycle regulation (PIK3CA, PTEN, AKT1, TP53, RB1,
CDKN2A) were evaluated using pairwise co-occurrence analyses. Results: Across 250,018 solid
tumor samples, ESR1 alterations were identified in 2.0% of cases, with highest prevalence in
breast (8.4%) and endometrial cancers (4.6%), and lower frequencies in uterine sarcoma
(2.7%) and melanoma (3.6%). Most ESR1 alterations were missense mutations localized to
the ligand-binding domain, with recurrent hotspots at codons Y537 and D538. AR alterations
were present in 2.4% of samples overall, most frequently in prostate cancer (7.6%), and were
also detected in endometrial cancer (5.5%), lung cancer (~5%), and melanoma (4.9%). AR
alterations consisted predominantly of copy-number amplifications, with additional ligand-
binding domain mutations observed. Co-alteration analyses demonstrated frequent co-
occurrence of ESR1 with PIK3CA, PTEN, and AKT1, and AR with TP53, RB1, and CDKN2A,
whereas ESR1and KRAS alterations did not significantly co-occur. Conclusions: Recurrent ESR1
and AR alterations occur in 2-5% of diverse solid tumors beyond breast, prostate, and endo-
metrial cancers, with co-enrichment of PI3K-AKT and cell-cycle pathway alterations mirroring
resistance patterns in canonical HR-driven malignancies. These findings support systematic
evaluation of selective ER and AR degraders in biomarker-selected basket trials, expanding
precision oncology beyond anatomically-defined indications. Research Sponsor: None.
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Impact of first-line comprehensive genomic profiling on survival outcomes for
patients with advanced solid tumors who received molecularly-matched therapies:
3-year follow-up of the prospective FIRST-Dx study.

Sadakatsu lkeda, Junichi Matsubara, Kumi Mukai, Masahiro Yoshioka, Hidenori Kage, Katsutoshi Oda, Hiromichi Ebi, Kei Muro, Shinya Kajiura, Ryuji Hayashi, Reiko Ashida,
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Background: Comprehensive genomic profiling (CGP) by next-generation sequencing has been
reimbursed in Japan since 2019. However, only 8.2% of patients (pts) had received molecularly-
matched treatments. One major reason for this limited drug accessibility is that CGP is covered
only after progression with standard of care (SoC). We previously reported that first-line CGP
using FoundationOne CDx in advanced solid tumors (FIRST-Dx study) could identify
molecular-based recommended therapy (MBRT) for 61% of pts (105/172), and 22.7% (39/
172) could be treated by MBRT (JAMA Netw Open 2023, Cancer Sci 2025). To evaluate the impact
of the first-line CGP test on survival outcomes, a 3-year follow-up analysis was conducted.
Methods: The FIRST-Dx study was a multi-institutional prospective study in Japan. A total of
172 chemotherapy-naive adult pts with advanced solid tumors (GI, Lung, Breast, GYN, Mel-
anoma) and ECOG performance status of 0-1were registered. This follow-up study was planned
for 3 years after the final patient enrollment. The primary endpoint was overall survival (OS).
Secondary endpoints were the proportion of pts receiving MBRT, overall response rate,
progression-free survival (PFS), and PFS ratio (PFS on MBRT/PFS on prior therapy). Results:
Median follow-up period was 25.0 months (0.5—45.2). Forty-six pts (26.7%) received MBRT.
The number of pts treated with MBRT was 21 in the 1st-line, 22 in the 2nd-line, 6 in the 3rd-
line, and 6 in the 4th-line or later setting. Median OS was significantly longer in pts treated with
MBRT (not reached) than in those who did not receive MBRT (26.2 months, HR 0.62 [95% CI:
0.39-0.99], log-rank p=0.047). PFS and response rates were shown in Table. Among pts who
received 2nd-line MBRT (N=15), the median PFS ratio (PFS on MBRT in 2nd-line/PFS on 1st-
line therapy), was 1.2 (range: 0.4—14.6), and 7 pts (47%) achieved a PFS ratio of >1.3,
indicating a clinically meaningful benefit of the first-line CGP based MBRT. In an exploratory
analysis, propensity score matching (age, sex, cancer type) was performed between pts reg-
istered in this study and concurrent real-world pts who did not undergo the first-line CGP,
resulting in 67 pts per group. Median OS was significantly longer in the FIRST-Dx group than in
the real-world group (23.5 months vs 13.4 months, HR 0.61 [95% CI: 0.40-0.94], log-rank
p=0.02). Conclusions: MBRT identified by CGP in the first-line setting improved access to
targeted therapies and was associated with superior survival outcomes than SoC in advanced
solid tumors. Our data suggest that CGP in Japan should be available prior to SoC initiation.
Clinical trial information: jRCT1050220041. Research Sponsor: Chugai Pharmaceutical Co., Ltd.

Median progression-free survival and response rate.

MBRT SoC p-value
Median PFS (months)
1st-line 13.7 11.3 0.04
2nd-line 11.0 5.6 <0.01
Response Rate (%)
1st-line 52.4 37.8 0.24
2nd-line 455 13.2 <0.01
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Carcinomas of unknown primary treated with molecularly guided therapies and
immune checkpoint inhibitors: A subset from the I-PREDICT N-of-1 Precision
Oncology study.
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Background: Carcinoma of unknown primary (CUP) is a heterogenous group of aggressive
malignancies lacking a detectable primary site and collectively comprises 3—5% of cancer
diagnoses. Current treatments rely upon empiric chemotherapeutic regimens with high tox-
icity, limited efficacy, and historic median overall survival times of 3-11 months. There is
emerging evidence to support a precision medicine approach using molecularly guided ther-
apies and tumor-agnostic biomarkers. Methods: We performed a subset analysis of patients
previously enrolled in the I-PREDICT (NCT02534675) study who had a CUP that was treated
with a combination of targeted therapies and biomarker-driven immune checkpoint inhibitors
(ICI), based upon comprehensive genomic profiling and recommendations by a Molecular
Tumor Board. Results: Among the 210 evaluable patients, 10 (4.8%) had a CUP from which 9
were molecularly matched to one or more targeted therapies and an ICI based on biomarkers for
both types of agents. Baseline characteristics include median age of 67 years (range: 59 — 82),
with the majority of patients being male (5/9, 56%), non-Hispanic white (7/9, 78%) and
treatment naive (8/9, 89%). Histological subtypes of CUP included poorly differentiated or
unspecified (5/9), adenocarcinoma (3/9) and squamous cell carcinoma (1/9). Administered
targeted therapies included bevacizumab (4/9), trametinib (4/9), palbociclib (1/9), crizotinib
(1/9), everolimus (1/9), and lenvatinib (1/9), while ICI included nivolumab (6/9), pembroli-
zumab (2/9) and atezolizumab (1/9). ICI were matched based on positive PD-L1 immunohis-
tochemistry (IHC) (6/9), TMB =10 mutations/megabase (4/9), SWI/SNF chromatin remodeling
gene alterations (3/9), PD-L1 amplification (1/9), mismatch repair gene alterations (1/9) and
microsatellite instability-high (1/9). Most patients were matched to >1 ICI biomarker (5/9).
Most patients received treatment doublets (6/9, 67%) while the remaining received triplet
regimens (3/9, 33%). The best overall response rate was 44% based on RECIST 1.1. This included
partial response (4/9), stable disease (3/9), progressive disease (1/9) and not restaged (1/9).
Median progression free survival (PFS) was 10.4 months (95% confidence interval [CI] 4.2 - not
estimable [NE]) and median overall survival was 16.9 months (95% CI 6.9 - NE). One patient in
particular achieved 36-months of PFS on trametinib + nivolumab as matched to NF1 R440* and
PD-L11IHC 5%. Grade =3 treatment related serious adverse events occurred in only one patient.
Conclusions: As compared to historic chemotherapy treated cohorts, these results support the
safety and efficacy of administering molecularly guided combination therapies including a
targeted agent plus an ICI in CUP patients. Larger prospective trials of biomarker-matched N-
of-1 combinations in CUP are warranted. Clinical trial information: NCT02534675. Research
Sponsor: None.
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Association of treatment-induced decrease of tumor chromosome Y and prognosis.
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Background: Loss of chromosome Y (LOY) in cancer has been linked to increased mortality.
Since tumors that are not completely eradicated often harbor additional molecular changes
which may alter biological behavior, here we sought to examine if therapy has any impact on
tumor chromosome Y content and if so, the relevance this has on patient outcome. Changes in
chromosome Y content with therapy would impact clinical decision making in patients with
persistent or recurrent tumors since tumors with LOY have also been shown to be more
responsive to specific therapies. Methods: Male patients with >=2 sequential tumor samples
profiled at Caris Life Sciences (Phoenix, AZ) who received systemic therapy between collections
were included. RNASeq was performed using NovaSeq platform. Chromosome Y score (YChr
score) was calculated using ssGSEA (log-rank normalization) based on a previously published
9-gene signature (Nature 2025). Change in YChr score between pre and post treatment paired
samples (AYChr) was computed per patient. A decrease in YChr score in post sample compared
to pre sample was defined as AYChr =0.029 (cohort mean) and called progressive LOY (pLOY)
while the remainder were called no-pLOY. Real-world clinical data were obtained from insur-
ance claims. Overall survival (0S) was defined from first sample collection to last contact.
Hazard ratios (HRs) were estimated using Cox proportional hazards models, with log-rank p
values reported. Results: Among 1,343 patients with paired samples, pLOY was associated with
shorter OS compared with no-pLOY (median OS [mOS]: 33.2 vs. 36.0 months; HR 1.168, 95% CI
1.028-1.326; p=0.0167). Tumor-specific analyses demonstrated significantly worse OS in pLOY
versus no-pLOY for colorectal cancer (CRC; N=124 vs. 157; mOS 38.9 vs. 50.6 months; HR 1.535,
Pp=0.0038), bladder cancer (N=26 vs. 41; mOS 25.7 vs. 37.7 months; HR 1.992, p=0.0204), NSCLC
(N=100 vs. 134; mOS 27.6 vs. 32.7 months; HR 1.379, p=0.0379), and gastric cancer (N=13 vs. 16;
mOS 17.6 vs. 28.5 months; HR 2.603, p=0.0223), with a trend observed in melanoma (N=17 vs.
27; mOS: 31.4m vs. inf, HR: 2.231 [0.922-5.4], p=0.075). No association was observed in other
tumor types. Treatment distributions for mentioned cancer types did not differ between pLOY
and no-pLOY groups (p>0.05). Among CRC patients with primary-to-metastatic paired sam-
ples (57%), pLOY remained significantly associated with worse OS (mOS 39.5 vs. 56.3 months;
HR1.647; p=0.0112). pLOY was not associated with specific therapies or combinations across the
full cohort. Conclusions: In a large real-world clinico-genomic cohort, longitudinal decrease in
Chromosome Y score is independently associated with poor prognosis across multiple cancer
types supporting further investigation into the biological and clinical relevance of Y chromo-
some loss and providing insights on novel treatment selection strategies. Research Sponsor:
None.
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Detection of mutational signatures in advanced cancer patients using clinical-grade
specimens.
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Background: The underlying extrinsic and/or intrinsic mutational processes underlying tumor
development lead to genome-wide “passenger” alterations that can be identified as mutational
signatures. Mutational signatures are known to be both prognostic and predictive in certain
clinical contexts. Whole genome sequencing (WGS) based approaches are optimal for detection
of mutational signatures but to date studies using formalin fixed paraffin embedded (FFPE)
clinical grade specimens are limited. Methods: Archival DNA specimens from tumors of United
States Veterans that underwent clinical sequencing in the VA National Precision Oncology
Program were subjected to 30X WGS. Somatic alterations were identified by a tumor-only
variant calling method employing filtering of variants found in the dataset at >10% frequency
and putative germline variants found in multiple databases and germline WGS from the Million
Veteran Program (MVP). Mutational signatures were identified using deconstructSigs. Results:
WGS was performed on 134 tumor samples with matched germline WGS from MVP; variants
were called using the tumor-only variant calling pipeline in addition to tumor-normal calling.
Tumor-only WGS derived tumor mutational burden (TMB) was highly correlated with TMB
from clinical targeted sequencing (White, R2=0.48; Black, R2=0.63; Other, R2=0.85) and with
TMB from tumor-normal variant calling (White, R2=0.96; Black, R2=0.63; Other, R2=0.85). We
used our tumor-only variant calling pipeline on WGS from 397 tumors. The median (+SD)
number of mutations per tumor varied per tumor type, with the lowest number in head and neck
squamous cell carcinomas (12445+4186 mutations) and highest in melanoma (119089+259854
mutations). Overall, 66 single base substitution (SBS) mutational signatures were identified.
The SBS1 clock signature was found in 339 of 397 tumors. The SBS4 smoking mutational
signature was found in 100% of small cell lung cancers (n=5), 76% of lung squamous cell
cancers (n=38), 50% of lung adenocarcinomas (n=50), 36% of cancers of unknown primary
(n=14), 29% of bladder cancers (n=7), and 14% of HNSC (n=36), but was not found in any other
cancer type. The SBS7a UV mutational signature was found in 80% of melanomas (n=10) and 7%
of cancers of unknown primary, but not in any other cancer type. Finally, the SBS6 and SBS15
mismatch repair mutational signatures were found in 10 and 12 of 16 MSI-high tumors,
respectively. Conclusions: We have established a pipeline for evaluation of mutational signa-
tures from tumor-only WGS of clinical grade FFPE tumors. Preliminary analysis shows iden-
tification of expected mutational signatures. Work is ongoing to determine whether ancestry
matched panel of normals improves signature identification and to determine the prognostic
and/or predictive ability of mutational signatures in a variety of clinical contexts which could
greatly expand the clinical utility of WGS in advanced cancers. Research Sponsor: Veterans
Affairs Office of Research and Development; 1101CX002709.
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Validation of SNHG11 as a prognostic and predictive biomarker for anti-EGFR
benefit in colorectal cancer using real-world data.
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Background: Long non-coding RNAs (IncRNAs) regulate colorectal cancer (CRC) initiation,
progression, and therapeutic response through interactions with oncogenic and microenvi-
ronmental pathways. SNHG11 has been implicated in CRC through epigenetic and c-Myc—driven
transcriptional programs. In CALGB/SWOG 80405, higher tumor SNHG11 expression correlated
with improved outcomes, particularly anti-EGFR therapy (Bartolini 2025, ASCO 43; 16__suppl).
We comprehensively evaluated molecular correlates with SNHG11 and validated the prognostic
and predictive value in an independent real-world CRC cohort. Methods: In total, 15,456 CRC
underwent DNA (592-gene or whole exome) and RNA (whole transcriptome) sequencing at
Caris Life Sciences. Tumors were stratified by SNHG11 expression quartiles, comparing low (Q1)
vs high (Q4). CMS classification was assessed using RNAseq. Associations were assessed using
X?/Fisher’s exact with p-values adjusted for multiple comparisons (q<0.05). Clinical outcome
was obtained from insurance claims. Overall survival (OS) was calculated from tissue collection
to last contact and time-on-treatment (ToT) from treatment start to end. Cox proportional
hazards model generated hazard ratio (HR) and log-rank p-values. Results: SNHG11 Q1 tumors
were associated with higher right-sided prevalence (28% vs 18%, p<0.001), lower left-sided
prevalence (50% vs 62%, p<0.001), and older age than Q4 (64 vs 62, p<0.001). Consistent with
the findings in CALGB/SWOG 80405, Q4 were associated with CMS2 (53% vs 19%, p<0.001)
while Q1 with CMS4 (49% vs 21%, p<0.001). Q1 tumors showed increased MSI-H/dMMR, TMB-
H and PD-L1 expression (10% vs 3%, 15% vs 5% and 5% vs 2%, respectively, all p<0.001). TP53
and APC mutations were enriched in Q4 vs Q1 (84% vs 69% and 85% vs 72%, p<0.001) whereas
KRAS (49% vs 41%), BRAF (13% Vs 7%), ARID1A (12% vs 8%), RNF43 (6% vs 2%) and CTNNB1
(3% vs 2%) mutations were higher in Q1 vs Q4 (p<0.001). Q4 was associated with longer OS vs Q1
(mOS 30.8 vs 27.8 months; HR 0.93; 95% CI 0.89-0.97, p<0.001). After adjusting for MSI status,
tumor sidedness, age, race, and anti-EGFR therapy, Q4 remained a significant independent
predictor of improved OS compared to Q1 (adjusted HR=0.93; 95% CI: 0.89-0.96; p<0.001). Q4
was significantly associated with longer ToT in patients receiving anti-EGFR therapy vs Q1 (7.4
vs 5.8 months, HR 0.86; 95% CI 0.79—-0.93, p<0.001) with no association observed with
bevacizumab ToT. Conclusions: In this large independent real-world cohort, we provided
additional molecular insight into a key IncRNA SNHGi1 in CRC. Consistent with previous
findings in a large randomized controlled trial, we confirm that elevated SNHG11 expression
was associated with CMS2, left-sided tumors, longer OS and longer TOT of anti-EGFR therapy,
supporting SNHG11 as a promising prognostic biomarker and a candidate predictive biomarker
for anti-EGFR benefit in CRC. Research Sponsor: None.
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Sensitivity of portal vein ctDNA versus peripheral blood in predicting postoperative
liver metastasis adjuvant therapy in colorectal cancer.
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Beijing, China; Clinical Research Institute, Institute of Advanced Clinical Medicine, Peking University, Beijing, China; Peking University Shougang Hospital, Beijing, China;
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Background: The detection of minimal residual disease (MRD) in colorectal cancer (CRC) is
crucial for predicting postoperative recurrence, particularly liver metastasis. While peripheral
blood (PB) liquid biopsy is widely used, portal vein blood (PVB) may offer higher sensitivity due
to direct drainage of the hepatic circulation. Methods: We prospectively enrolled 297 CRC
patients undergoing curative surgery. Intraoperative portal vein blood (PVB) and matched
preoperative peripheral blood (PB) samples were collected simultaneously. Cell-free DNA was
sequenced using a targeted 689-gene panel (1.5 Mb). Variants were filtered to retain only those
with increased allele frequency (AF) in PVB relative to PB or exclusive detection in PVB
(AF =1%), followed by stringent germline and noise removal. Binary mutation matrices were
constructed for both blood sources. Machine learning (random forest, SVM, logistic regression,
gradient boosting) was used to identify predictive gene signatures separately for PVB and PB.
Model performance was compared using five-fold cross-validation. Results: PVB-derived
ctDNA detected a significantly higher number of tumor-specific mutations compared to PB
(mean 3.2 vs. 1.4 mutations per patient, p<0.001). PVB contained significantly higher ctDNA
concentration (median 8.4 ng/mL vs 2.1 ng/mL in PB, p<0.001). A 20-gene panel selected from
PVB data demonstrated superior predictive accuracy for liver metastasis compared to PB-
derived markers. When validated in the same cohort, the PVB panel achieved an AUC of 0.849
(95% CI: 0.802—-0.891) versus 0.714 (95% CI: 0.653—0.771) for PB-based prediction (p=0.003).
Sensitivity for predicting liver metastasis was 70.0% for PVB versus 48.5% for PB. The PVB
panel identified 26.6% of mutation carriers as high-risk, with 100% specificity (no recurrence
in mutation-negative patients). In contrast, the PB model failed to achieve comparable risk
stratification, with lower positive predictive value and higher false-negative rates. Conclu-
sions: Portal vein blood ctDNA analysis is significantly more sensitive and accurate than
peripheral blood in predicting postoperative liver metastasis in CRC. PVB-based liquid biopsy
provides superior risk stratification, which could better inform adjuvant therapy decisions—
identifying high-risk patients for intensified surveillance or treatment, while reducing over-
treatment in low-risk patients. These findings support the clinical integration of PVB sampling
for MRD detection in CRC surgical practice. Research Sponsor: None.
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Spatial mapping of human colorectal cancer cell states to identify co-targeting
opportunities and determinants of drug response.
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Background: Colorectal cancer (CRC) progression relies on multiple mechanistically distinct
proliferative and survival programs differing in lineage dependence, plasticity, and environ-
mental sensitivity. LGR5-driven proliferation represents a stem-like program, whereas non-
LGR5 modes—including progenitor, KRAS/MAPK, AP-1, and YAP-driven proliferation—reflect
inflammatory and adaptive states that may confer therapeutic resistance. Single-cell studies
revealed these programs, but technical barriers have restricted their quantitative and spatial
analysis in human tumors, limiting translation to drug development and patient stratification.
Methods: We integrated single-cell RNA sequencing (81 CRC patients) with spatial transcrip-
tomics (Xenium; 16 matched primary CRC samples) to quantify epithelial cell states and tissue
organization. Analyses focused on proliferative programs defined by LGR5, CDX2, ANXA1, and
MKI67, stratified by KRAS genotype and intratumoral location, with extended spatial anno-
tation of immune and stromal niches. Results: CRC tumors showed high compositional het-
erogeneity across subgroups (mean normalized Shannon entropy >0.6). On average, 36% of
tumor epithelial cells were proliferative; only 50% expressed LGR5, with substantial inter-
patient variability and genotype dependence. 14% of proliferating cells expressed ANXA1 alone,
corresponding to inflammatory, YAP-high states with potential cytotoxic implications. LGR5-
driven proliferation was enriched in KRAS-mutant tumors, contrasting with mouse models
suggesting KRAS-mediated suppression and potentially indicating reduced sensitivity to KRAS
inhibition. EGFR—-LGR5 double-positive cells were abundant, identifying additional targetable
niches. Spatial analyses revealed regions with high TGFp signaling and co-localization with
SPP1* macrophages consistent with TGFp-driven immunosuppressive niches described in
complementary studies. These niches associate with reduced PD-1/PD-L1 blockade response,
coincide with states responsive to combined TGFpg and PD-1 inhibition, and are not captured by
genotype alone. Conclusions: Spatial transcriptomics provides quantitative, systems-level
resolution of tissue architecture, revealing opportunities for rational co-targeting to disrupt
tumor homeostasis and enhance immunotherapy efficacy. Ongoing analyses of neoadjuvant-
treated tumors and paired primary—metastatic samples will extend this framework to capture
therapy-induced and naturally evolving tumor states. Research Sponsor: None.
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Phase 1/2 trial of ATR inhibitor berzosertib plus immune checkpoint inhibitor
avelumab in patients with advanced cancers with DNA damage response (DDR)
gene alterations: Tumor microenvironment—mediated pathways of resistance from
correlative data.
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Computational Biology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Investigational Cancer Therapeutics, The University of Texas MD
Anderson Cancer Center, Houston, TX

Background: Herein we present novel correlative data from baseline and on-treatment tumor
and blood sampling with associated therapeutic outcomes from a phase 1/2 trial of ATRi
(berzosertib) plus ICI (avelumab) in patients (pts) with advanced cancers with pathogenic
mutations in select DDR genes. Methods: 17 pts enrolled on trial, and they received berzosertib
(day1, 8, 15, 22) plus avelumab (day 1 and 15, 28 days). Paired tumor biopsies were collected at
baseline and on Day 12 of treatment, with spatial gene expression profiling (Visium) performed
on the tumor tissues. Spot-level bioinformatics and manual annotations were performed to
identify regions enriched for tumor cells and key TME components. Blood was collected at
baseline and longitudinally for high-dimensional CyTOF profiling for immune cell populations
and Luminex for circulating cytokines. Results: The ATRi + ICI combination was safe and well
tolerated as previously reported, with ORR of 12.5% in this heavily pre-treated study pop-
ulation, with 2 durable RECISTv1.1 partial responses observed in advanced HPV+ vaginal cancer
pt with pathogenic somatic RAD51 mutation lasting 23 months and an advanced colorectal
cancer with MSH2 mutation lasting >24 months. In liquid sampling (N=16 pts), CyTOF analysis
revealed a common baseline monocyte “stress-brake” state marked by elevated MRE11 and
impaired antigen presentation. Treatment resulted in relief of innate DNA stress and induction
of a myeloid-to-lymphoid immune shift, with subsequent expansion of adaptive T-cell ef-
fectors (EM1CD4 T cells), with the durable responses characterized by an early proliferative CD8
T-cell burst (D12—D28) followed by sustained lymphoid dominance. Luminex assay revealed
substantial cytokine remodeling at D12—-D28 relative to baseline, with multiple analytes ex-
ceeding the predefined effect-size threshold (/log2FC| = 0.58; ~1.5-fold), suggesting an acute
inflammatory response and myeloid infiltration. Spatial profiling in non-responders showed
high baseline levels of cancer associated fibroblasts (CAFs) and intra-tumoral CNV heteroge-
neity, with treatment resulting in upregulation of immunosuppressive, pro-survival pathways
(SPP1, MIF, MYC, and Annexin). In contrast, the available on-treatment pt tissue from the
vaginal cancer responding tumor displayed higher lymphoid infiltrate and lower immune
suppression genes. Conclusions: Despite universal acute immune activation in circulation
following ATRIi + ICI, resistant tumors displayed high CNV heterogeneity, CAFs, and increased
immunosuppressive pathways, in contrast to responder tissue. Co-clinical studies will further
elucidate targetable mechanisms of resistance and guide further DDRi and ICI combinations.
Clinical trial information: NCT04266912. Research Sponsor: None.
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Genomic and transcriptomic correlates of HER3 expression in prostate cancer.

Syed Sagib Balkhi, Anoushka Mullasseril, Michael Cookson, Kelly Lynn Stratton, Andrew G. Mclntosh, Sanjay Patel, Andre Luiz De Souza, Tyler Ernest Mattox,
Shayan S. Nazari, Andrew Elliott, Kristina Doytcheva, Anand C. Annan, Abdul Rafeh Nagash, Jordan Alana Ciuro, Kathleen N. Moore, Deepak Kilari, Rana R. McKay,
Shreya Patel, Maneesh Jain, Adanma Ayanambakkam; Stephenson Cancer Center, University of Oklahoma Health Sciences, Oklahoma City, OK; The University of Oklahoma
Health Sciences Center, Oklahoma City, OK; University of Oklahoma Health Sciences Center, Stephenson Cancer Center, Oklahoma City, OK; University of Oklahoma
Stephenson Cancer Center, Oklahoma City, OK; College of Medicine at The University of Oklahoma, Oklahoma City, OK; CARIS Life Sciences, Mobile, AL; Caris Life Sciences,
Phoenix, AZ; College of Medicine, University of Oklahoma, Oklahoma City, OK; Stephenson Cancer Center at The University of Oklahoma Health Sciences Center, Oklahoma
City, OK; Emory University, Atlanta, GA; Stephenson Cancer Center at the University of Oklahoma Medical Center, Oklahoma, OK; Division of Hematology and Oncology,
Milwaukee, WI; UC San Diego Moores Cancer Center, La Jolla, CA; Rush Medical College of Rush University, Chicago, IL; George Washington University, Washington DC VA
Medical Center, Washington, DC

Background: HER3 (ERBB3) is a key receptor in prostate cancer (PC) that signals via HER3
heterodimerization to promote PI3K-AKT-mediated survival and adaptive resistance in
castration-sensitive (CSPC) and castration-resistant prostate cancer (CRPC). Despite its bio-
logical relevance, the clinical and genomic significance of HER3 RNA expression remains poorly
defined. We therefore performed a comprehensive multi-omic analysis to evaluate the prog-
nostic relevance of HER3 RNA in PC. Methods: DNA (592-gene or whole exome) and RNA (whole
transcriptome) sequencing were performed on prostate tumor samples (n=19,238) submitted
to Caris Life Sciences. HER3 expression was quantified as transcripts per million (TPM) and
stratified into high (HER3-H) and low (HER3-L) groups defined by the top and bottom quar-
tiles, respectively. CRPC was defined as =3 months of androgen deprivation therapy before
tissue collection. Real-world overall survival (rwOS) was obtained from insurance claims data
and calculated from biopsy to last contact. Tumor microenvironment (TME) cell fractions were
estimated by RNA deconvolution using quanTIseq. Group comparisons were conducted using
Mann—-Whitney U and chi-square tests as appropriate. Survival outcomes were evaluated using
Cox proportional hazards models and log-rank testing, with false discovery rate correction for
multiple comparisons. Results: Across genitourinary malignancies, PC demonstrated highest
median HER3 RNA expression (107.04 TPM). Within PC, HER3 expression varied by tumor site
and race, with higher median levels in primary tumors compared to metastatic sites (116.5 vs
86.22 T PM, p<0.0001), and in tumors from Black patients compared with White patients (115.3
TPM v 103.3 TPM, p<0.0001). Prognostic associations differed by tumor source and castrate
status: HER3-H expression was associated with improved rwOS in metastatic tumors (32.0 vs.
23.3 months, HR 0.72, p < 0.00001), and in CRPC (29.3 vs. 21.3 months; HR 0.84; p < 0.001), but
not in primary tumors or CSPC. Immune profiling revealed that HER3-high tumors exhibited
significantly reduced inferred infiltration of Tregs, neutrophils, macrophages, and NK cells (q <
0.05), while PD-L1 positivity and TMB-high status were not significantly associated with HER3
expression. Genomic analysis revealed enrichment of FOXA1 and SPOP alterations (q<0.05) in
HER3-H tumors, whereas HER3-L tumors were enriched for TP53, RB1, AR, CDK12, and APC
(g<0.05). On multivariable analysis, HER3-H status remained independently associated with
improved rwOS in CRPC. Conclusions: HER3 RNA expression defines biologically and clinically
distinct subsets of PC, with HER3-high tumors exhibiting luminal, androgen receptor—
dependent biology, an immune-cold phenotype, and improved survival in metastatic disease
and CRPC, supporting HER3 as a tumor-intrinsic therapeutic target and rationale for HER3-
directed therapy. Research Sponsor: None.
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Can GLP-1 receptor agonists mitigate cancer progression? A propensity-matched
analysis across seven solid tumors.

Mark David Orland, Aashray Mandala, Serhan Unlu, Felipe de Almeida Sartori, Nandini Rajaram Siva, Asfand Yar Cheema, Carmelo Gurnari, Atsushi Marumo, Zachary Brady,
Valeria Visconte, Jaroslaw P. Maciejewski; Department of Hematology and Medical Oncology, Taussig Cancer Institute, Cleveland Clinic, Cleveland, OH; Cleveland Clinic,
Cleveland, OH; Taussig Cancer Institute, Cleveland Clinic, Cleveland, OH; Taussig Cancer Institute - Cleveland Clinic, Cleveland, OH; Cleveland Clinic Lerner Research
Institute, Cleveland, OH

Background: GLP-1 receptor agonists (GLP-1RAs) are pleiotropic medications, initially devel-
oped for diabetes, yet with beneficial effects on obesity and cardiovascular disease. Given the
rapidly expanding therapeutic use of these agents and emerging preclinical data suggesting
immunomodulatory effects, we examined whether GLP-1RA exposure following cancer diag-
nosis was associated with altered risk of progression to metastatic disease. Methods: Utilizing
the TriNetX Global Health Research Network, we identified 10,225 patients with stage I-III
cancer who initiated GLP-1RA therapy after diagnosis. GLP-1RA-exposed patients were
propensity-matched 1:1 to DPP-4 inhibitor controls across seven cancers: breast adenocarci-
noma, prostate adenocarcinoma, NSCLC, colorectal adenocarcinoma (CRC), hepatocellular
carcinoma (HCC), renal cell carcinoma (RCC), and pancreatic adenocarcinoma. Matching in-
cluded demographics, BMI, glycemic factors, smoking, comorbidities, screening frequency,
oncologic treatments, and concurrent medications. Primary outcome was progression to stage
IV disease. Additionally, we used The Cancer Genome Atlas (TCGA) data to assess whether GLP-
1R expression correlated with overall survival. Results: GLP-1RA exposure demonstrated re-
duced metastatic progression across 6/7 malignancies, with statistically significant reductions
in four cancer types: NSCLC, breast, CRC, and HCC (Table 1). No significant safety signals or
increased adverse events were observed in GLP-1RA-exposed patients compared to controls.
Additionally, high tumor GLP-1R expression correlated with improved survival across the seven
tumors (HR=0.67, 95% CI 0.54-0.83, p<0.001), most notably in breast cancer (HR=0.55, 95% CI
0.35-0.87, p=0.011). Conclusions: In this large propensity-matched cohort, GLP-1RA initiation
after cancer diagnosis was associated with dramatically reduced metastatic progression across
multiple solid tumors. Corroborating these clinical findings, elevated GLP-1R expression in-
dependently predicted improved overall survival. These findings warrant validation in pro-
spective randomized controlled trials and mechanistic investigation of potential antineoplastic
pathways driven by GLP-1RAs. Research Sponsor: None.

Effect of GLP1-1RA exposure compared to DPP-4i exposure on progression of stage I-11l cancer to stage

IV cancer.
Events
Matched GLP-1RA/DPP- Cumulative Hazard P-

Cancer Type Pairs (n) 4i Incidence (%) Ratio (95% ClI) value
NSCLC 2,157 215/482 10.0 vs 22.3 0.50 (0.43-0.59) <0.001
Breast 1,187 121/239 10.2 vs 20.1 0.57 (0.46-0.71) <0.001
Colorectal 784 105/174 13.4 vs 22.2 0.69 (0.54-0.88) 0.003
HCC 275 52/78 18.9 vs 28.4 0.62 (0.44-0.89) 0.009
Prostate 1,010 83/137 82vs 13.6 0.79 (0.60-1.04) 0.09
RCC 523 75/99 143 vs 189 0.95(0.71-1.29) 0.76
Pancreatic 120 28/37 23.3 vs 30.8 0.69 (0.42-1.13) 0.14
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Efficacy and safety of pralsetinib in RET fusion—positive solid tumors: Data from the

TAPISTRY trial.

Chia-Chi Lin, Hidetoshi Hayashi, Jee Hyun Kim, Do-Youn Oh, Amber Thomassen, Sophia Wang, Luis G. Paz-Ares; National Taiwan University Hospital, Taipei, Taiwan;
Department of Medical Oncology, Kindai University Faculty of Medicine, Osaka-Sayama, Japan; Seoul National University Bundang Hospital, Seoul National University
College of Medicine, Seongnam, South Korea; Seoul National University Hospital, Cancer Research Institute, Seoul National University College of Medicine, Integrated
Major in Innovative Medical Science, Seoul National University Graduate School, Seoul, South Korea; Rigel Pharmaceuticals, Inc., South San Francisco, CA; Department of

Medical Oncology, Hospital 12 de Octubre, Madrid, Spain

Background: Pralsetinib is an oral tyrosine kinase inhibitor that selectively and potently targets
oncogenic RET fusion and mutation proteins, present in multiple tumor types. We report results
from the phase 2 TAPISTRY study (NCT04589845), a global, open-label, multicohort study
evaluating the efficacy and safety of pralsetinib in a cohort of patients with RET fusion-positive
solid tumors. Methods: Eligible patients =12 years old with unresectable, locally advanced or
metastatic RET fusion-positive solid tumors received 400 mg pralsetinib QD until disease
progression, loss of clinical benefit, or unacceptable toxicity. Independent review committee
(IRC)-assessed objective response rate (ORR) was the primary end point. Key secondary end
points included IRC-assessed duration of response (DOR) and progression-free survival (PFS),
and overall survival (0S). Results: Forty-six patients were enrolled and received =1 pralsetinib
dose; 78% had =<1 prior line of therapy in the metastatic setting. Median age was 56 y (range: 12-
79); 61% were male. Median treatment duration was 14.3 mo (range: 0.7-31.5). Cancers included
thyroid (n=18, 39%); colorectal (n=9, 20%); head and neck (n=4, 9%); pancreatic (n=4, 9%);
hepatobiliary (n=3, 7%); CNS, sarcoma, and neuroendocrine and adrenal (n=2, 4% each);
gastroesophageal (n=1, 2%); and unknown primary origin (n=1, 2%). ORR for the efficacy
evaluable population (n=39) was 67% (95% CI: 50, 81; Table), with 5 (13%) CRs and 21 (54%)
PRs. Intracranial response was observed in 1/2 (50%) patients with baseline CNS metastases. All
patients experienced treatment-related adverse events (TRAES); 33/46 (72%) reported TRAEs
grade =3. The most common TRAEs included anemia (n=18; 39%), increased AST (n=16; 35%),
and decreased neutrophil count (n=13; 28%). Hypertension was reported in 11 (24%) patients,
with 3 (7%) reporting grade =3. Safety results were consistent with the known pralsetinib
profile, with no new signals. Conclusions: Pralsetinib demonstrated robust and durable activity
against RET fusion-positive solid tumors, with an ORR of 67%. These data validate RET fusions
as a tissue-agnostic target with sensitivity to RET inhibition, suggesting therapeutic utility of
pralsetinib. Clinical trial information: NCT04589845. Research Sponsor: Rigel Pharmaceuti-
cals, Inc.

Efficacy summary by tumor type.

Overall Thyroid F i Col | Hepatobiliary Head and Neck
(N=39) (n=16) (n=3) (n=8) (n=3) (n=3)
ORR, % (95% CI) 67 81 67 38 33 100
50, 81) (54, 96) (9,99) 9, 76) (1,91) (29, 100)
DOR, median, mo (95% CI) 26.7 26.7 3.9 12. 149 NE
(14.7,NE) (26.7,NE) (3.7, NE) (5.7, NE) (NE)
PFS, median, mo (95% Cl) 16.5 30.3 5.6 6.5 8.3 NE
(7.2, NE) (16.3,NE) (1.9, NE) (1.6,12.9) (1.4, NE)
0S, median, mo (95% CI) 30.8 NE 21.7 10.2 13.8 NE
(16.3,NE) (NE) (12.7, NE) (5.7, NE) (8.3, NE)
Follow-up, median, mo 145 19.4 12.6 9.2 .3 143
(range) (2,32) (10, 32) (2,31) (2,19) (2,19) (14, 27)

NE, not evaluable.
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Efficacy and safety of larotrectinib in patients with non-primary central nervous
system TRK fusion cancer: An updated analysis.

Alexander E. Drilon, Rui-Hua Xu, David S. Hong, Cornelis Martinus van Tilburg, Daniel Orbach, Daniel S.W. Tan, Jessica Jiyeong Lin, Birgit Geoerger, Antoine Italiano,
Shivaani Kummar, Ulrik Niels Lassen, Raymond S. McDermott, Domnita-lleana Burcoveanu, Natascha Neu, Theodore Willis Laetsch, Changsong Qi, Esther A. De La Cuesta,
Chiara E. Mussi, Kelly Vyacheslavova; Memorial Sloan Kettering Cancer Center, New York, NY; Sun Yat-sen University Cancer Center, Guangzhou, China; Department of
Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; Hopp Children’s Cancer Center Heidelberg (KiTZ), Heidelberg
University Hospital and German Cancer Research Center (DKFZ), Heidelberg, Germany; Siredo Oncology Center (Care, Innovation and Research for Children and AYA With
Cancer), Institut Curie and University PSL, Paris, France; Division of Medical Oncology, National Cancer Centre Singapore and Duke-NUS Medical School, Singapore,
Singapore; Department of Medicine, Massachusetts General Hospital and Harvard Medical School, Boston, MA; Gustave Roussy Cancer Center, Department of Pediatric
and Adolescent Oncology, Université Paris-Saclay, INSERM U1015, Villejuif, France; University of Bordeaux, Bordeaux, France; Oregon Health & Science University,
Portland, OR; Department of Oncology, Centre for Cancer and Organ Disease, Rigshospitalet, Copenhagen University Hospital, Copenhagen, Denmark; St Vincent's
University Hospital and Cancer Trials Ireland, Dublin, Ireland; Bayer HealthCare Pharmaceuticals, Inc., Basel, Switzerland; Chrestos GmbH, Essen, Germany; The Children’s
Hospital of Philadelphia, University of Pennsylvania, Philadelphia, PA; State Key Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Beijing Key
Laboratory of Carcinogenesis and Translational Research, Peking University Cancer Hospital & Institute, Beijing, China; Bayer HealthCare Pharmaceuticals, Inc., Whippany,
NJ; Bayer S.p.A., Milan, Italy; Bayer Pharmaceuticals, Reading, United Kingdom

Background: Larotrectinib (laro) is the first-in-class, highly selective TRK inhibitor approved
for tumor-agnostic use in patients (pts) with TRK fusion cancer based on a robust and durable
objective response rate in pts with various cancers. Here, we report updated long-term efficacy
and safety in adult and pediatric pts treated with laro with non-primary central nervous system
(CNS) TRK fusion cancer. Methods: Pts from 3 clinical trials (NCT02637687 [SCOUT],
NCT02576431 [NAVIGATE], NCT02122913) were included. Laro was administered at 100 mg
twice daily (BID) and 100 mg/m? (max 100 mg) BID in most adult and pediatric pts, respectively.
Responses were independent review committee-assessed (RECIST v1.1). Pts enrolled in SCOUT
could stop laro in the absence of on-treatment progression (“wait-and-see”) and remain on
trial. If pts were re-treated due to progression, response was assessed by investigators. Data
cutoff: July 20, 2025. Results: In total, 304 pts were treated; 25 had baseline CNS metastases.
There were 28 tumor types, including soft tissue sarcoma (24%), infantile fibrosarcoma (16%),
lung (11%), and thyroid (10%). NTRK gene fusions were detected by next-generation sequenc-
ing (NGS) in 266 (88%) pts. Overall response rate was 65% (95% confidence interval [CI]
59—70) with 61 (20%) complete responses (CR), 18 (6%) pathological CR, 118 (39%) partial
responses (PR), 55 (18%) stable disease (SD), 32 (11%) progressive disease (PD), and 20 (7%)
not evaluable/undefined. Median duration of treatment was 19 months ([mo] range 0—111). At
data cutoff, 52 pts (17%) remained on trial (either on treatment or in “wait-and-see”). Median
time to response was 1.8 mo (range 0.9—80.3). Median duration of response (DoR),
progression-free survival (PFS), and overall survival (OS) were 42 mo (95% CI 31-59), 26
mo (95% CI 19—-35), and not reached (95% CI 89—not estimable), respectively, at median
follow-ups of 54, 52, and 65 mo. The 5-year rates for DoR, PFS, and OS were 41% (95% CI
33—49), 33% (95% CI 27-40), and 61% (95% CI 55— 67), respectively. Fifty-seven pediatric pts
entered a first “wait-and-see” period (median duration 24 mo [range 0—75+]). Of these, 38
exited the “wait-and-see” period. By investigator assessment, 20 pts had PD and resumed
treatment (with 6 CR, 5 PR [including 2 pending confirmation], 7 SD, 2 unevaluable/undefined).
The other 18 pts discontinued laro permanently but were all alive at data cutoff. Treatment-
related adverse events (TRAEs) were mainly worst Grade 1/2 (n=189; 62%). Worst Grade 3/4
TRAEs occurred in 72 (24%) pts. Five (2%) pts discontinued due to TRAEs. Conclusions: Laro
continues to demonstrate rapid and durable responses, extended survival, clinical benefit, and a
favorable safety profile in pts with TRK fusion cancer. These data support the wider adoption of
NGS panels that include NTRK gene fusions to identify pts who may benefit from TRK inhibitor
therapy. Clinical trial information: NCT02637687, NCT02576431, NCT02122913. Research
Sponsor: Healthcare and Loxo Oncology, Inc., a wholly owned subsidiary of Eli Lilly and
Company.; was supported by the National Cancer Institute/National Institutes of Health
P30CA008748, 1R01CA226864-01A1 grants, and Nonna’s Garden.
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BMS-986504 in patients (pts) with advanced solid tumors with homozygous MTAP
deletion (MTAP-del): Exploratory pharmacodynamic (PD) and biomarker analyses
from CA240-0007.

Jason Timothy Henry, Deepak Perumal, Jordi Rodon Ahnert, Ben George, Pasi A. Janne, Konstantinos Leventakos, Kathryn C. Arbour, Melissa Lynne Johnson,
Kyriakos Papadopoulos, Candace L. Haddox, Alexander I. Spira, Cesar Augusto Perez, Hani M. Babiker, Richard Zuniga, Mandana Kamgar, Yidi Qin, Tapsi Kumar, Amy Hung,
Mena Abaskharoun, Ming Lei; Sarah Cannon Research Institute at HealthONE, Denver, CO; Bristol Myers Squibb, Princeton, NJ; The University of Texas MD Anderson
Cancer Center, Houston, TX; Mayo Clinic Rochester, Rochester, MN; Dana-Farber Cancer Institute, Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY;
Sarah Cannon Research Institute, Nashville, TN; START Center for Cancer Research, San Antonio, TX; Virginia Cancer Specialists, PC, Fairfax, VA; Sarah Cannon Research
Institute at Florida Cancer Specialists, Orlando, FL; Division of Hematology Oncology, Mayo Clinic Florida, Jacksonville, FL; New York Cancer and Blood Specialists, New
York, NY; Medical College of Wisconsin, Milwaukee, WI

Background: The MTA-cooperative PRMT5 inhibitor BMS-986504 selectively binds to the
PRMT5-MTA complex, a synthetic lethal target in MTAP-del cancer cells, while sparing MTAP—
wild-type normal cells. In the phase 1 CA240-0007 study, BMS-986504 was well tolerated and
had antitumor activity in pts with MTAP-del advanced solid tumors (ORR, 23%; median DOR,
10.5 mo). BMS-986504 also demonstrated dose-dependent reductions in plasma symmetric
dimethylarginine (SDMA) levels, a PD biomarker of PRMT5 inhibition. Here, we report ex-
panded PD and genomic analyses and initial results of exploratory proteomic analyses from
CA2/40-0007. Methods: Pts with advanced, unresectable, or metastatic solid tumors with
homozygous MTAP-del received BMS-986504 (50—800 mg) in 3-wk cycles. Analyses of SDMA
levels and proteomic profiles from paired plasma samples (baseline and C2D1) were performed
using mass spectrometry and SomaScan 11K, respectively. Tumor genomic information was
extracted from local pathology reports. ORR was assessed per RECIST v1.1. Results: Among 78
pts with paired samples at data cutoff (22 Sept 2025; median f/u, 15.9 mo), dose-dependent
reductions were seen in plasma SDMA levels, with the greatest reductions at 400 mg QD
(median, 60.3%; n = 31) and 600 mg QD (median, 60.3%; n = 23). Proteomic pathway enrich-
ment analysis demonstrated downregulation of PI3K/Akt/mTOR, Myc target, cell cycle, and
DNA damage repair (DDR) pathways with BMS-986504 on C2D1 (n = 87), consistent with the
expected effect of PRMTS5 inhibition; a trend toward deeper modulation of PRMT5-regulated
pathways was observed at higher doses. No proteins at baseline (n = 94) were found to be
significantly associated with ORR (false discovery rate > 0.05). Responses in clinically evaluable
pts with NSCLC (n = 33) or PDAC (n = 35) were observed regardless of EGFR, KRAS, or TP53 status.
In pts with NSCLC, STK11 and SMARCA/ alterations were numerically higher in nonresponders.
No gene alterations were associated with response in PDAC, except GABRA6 alterations (n = 2,
both responders). A trend toward higher ORRs was seen in pts with alterations in DDR genes
(CHEK2, FANCD2, XRCC/4, and/or MSH2), consistent with the role of PRMT5 in DDR via regulation
of mRNA splicing. ctDNA analysis will be presented. Conclusions: BMS-986504 demonstrated
robust dose-dependent PD effects in pts with advanced solid tumors in plasma SDMA and
proteomic analyses. Downregulation of PRMT5-regulated pathways was observed with BMS-
986504 treatment. Response was seen regardless of EGFR, KRAS, and TP53 alterations in NSCLC
or PDAC, and DDR gene alterations were associated with improved response. These findings
further support the MOA of BMS-986504 and its ongoing investigation in the phase 2/3
MountainTAP-9, -29, and -30 studies as a potential treatment option in pts with MTAP-del
advanced solid tumors. Clinical trial information: NCT05245500. Research Sponsor: Bristol
Myers Squibb.
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Fast-TRACKing precision oncology for rare cancers: A national decentralized trial
offering comprehensive genomic profiling and a molecular tumor board.

Jim Palma, Shumei Kato, Mina Nikanjam, Bicky Thapa, Aditya V. Shreenivas, Jason K. Sicklick, Pradip De, Catherine Skefos, Cambree J. Fillis, Jillian Alyse Moran, Hetal Vig,
Daniella Olonilua, Mary Oster, Erik A. Williams, Marcela Aguilera Johnson, Christian Squatrito, Russell William Madison, Richard Sheng Poe Huang, Vivek Subbiah,
Razelle Kurzrock; TargetCancer Foundation, Cambridge, MA; UC San Diego Moores Cancer Center, La Jolla, CA; University of California, San Diego, La Jolla, CA; Dana-Farber
Cancer Institute, Boston, MA; Division of Hematology and Medical Oncology, City of Hope Cancer Center, Duarte, Duarte, CA; Avera McKennan Health & University Center,
Sioux Falls, SD; The University of Texas MD Anderson Cancer Center, Houston, TX; The Johns Hopkins Hospital, Baltimore, MD; Geisel School of Medicine at Dartmouth
College, Hanover, NH; Foundation Medicine, Inc., Boston, MA; Sarah Cannon Research Institute, Nashville, TN; Medical College of Wisconsin, Milwaukee, WI

Background: The TargetCancer Foundation TCF-001 TRACK study (Target RAre Cancer Knowl-
edge, NCT04504604) initiated on Oct 01, 2020, is a fully remote, advocacy-driven decentralized
precision trial seeking to evaluate the clinical impact of utilizing comprehensive genomic
profiling (CGP) reviewed by a molecular tumor board (MTB) for patients (pts) with rare cancers.
Methods: Pts were remotely enrolled/consented. Blood samples were collected via mobile
phlebotomy and tested with FoundationOne Liquid CDx; tissue biopsies (TBx) were tested
using FoundationOne CDx + laboratory developed (LD) FoundationOne RNA or LD Founda-
tionOne Heme. Liquid biopsy testing (LBx) included algorithmic predictions for clonal hema-
topoiesis (CH). MTB reviewed results and provided recommendations. Results: As of Oct 01,
2025, 230 pts from 46 US states were enrolled with evaluable results; 76% (175/230) had TBx
and LBx, 22% LBx, and 2% TBx biopsies. MTB review was completed for 226 pts. Median age
was 57 years (interquartile range [IQR]: 47,66); > 60 tumor types were represented: chol-
angiocarcinoma (35%), gastrointestinal (19%), soft tissue-related sarcomas (17%), brain
(14%), and others (15%). First on-study TBx CGP (n=173) showed microsatellite instability
high in 2%, homologous repair deficiency-signature in 2%, and median tumor mutational
burden (TMB) of 1.3 mut/Mb (IQR: 0.8,3.6; 5 pts = 10 mut/Mb). In LBx (n=57), ctDNA tumor
fraction (TF) was =1% in 28% of pts; median blood TMB was 1.3 (IQR: 0,2.5; 1 pt = 10 mut/Mb).
Overall, 95% (219/230) of tumors had >1 pathogenic alteration; TBx CGP detected alterations in
96% (172/179), most frequently TP53 (35%), CDKN2A (29%), CDKN2B(21%), KRAS (19%), MTAP
(17%), and TERT (14%). LBx CGP detected alterations in 85% (192/225), with tumor-derived
(TD) variants in KRAS (11%), IDH1 (77%), and CDKN2A (6%). TP53 (31%) included both TD and CH
variants, while DNM3TA (30%), ATM (10%), TET2 (10%), and CHEK2 (8%) were mostly CH. In
brain tumors, 52 variants from 28 pts with LBx identified 45 CH, 4 germline, and 3 TD. Across all
tumor types, 9% (20/230) had biomarkers for FDA-approved tissue-agnostic therapies. This
includes ERBB2 amplification (2% overall), which is often correlated with HER2 immunohis-
tochemistry positivity. LBx sensitivity for DNA tissue-detected clonal SVs and rearrangements
was 85% (95% CI: 0.74,0.92) when ctDNA TF=1%; 24% (95% CI: 0.19,0.29) when <1%.
Pathogenic fusions detected by RNA sequencing were not detected by DNA in 33% of cases
(9/27). Conclusions: CGP identified pathogenic alterations in nearly all rare cancer patients,
with tissue-agnostic biomarkers in 9%. RNA sequencing adds diagnostic yield. CH in liquid
biopsies underscores need for expert MTB interpretation. TRACK, a first-of-its-kind national
decentralized trial, provides a scalable framework for equitable precision oncology access.
Clinical trial information: NCT04504604. Research Sponsor: TargetCancer Foundation; Foun-
dation Medicine.
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Multi-modal molecular profiling of CDH1 and CLDN18.2 to identify predictive
biomarkers for zolbetuximab efficacy in patients with advanced gastric adeno-
carcinoma: The ZOL-C3 study.

Shuhei Suzuki, Yuka Kobayashi, Takanobu Kabasawa, Manabu Seino, Hidenori Sato, Yosuke Saito, Koki Saito, Koshi Takahashi, Yuta Yamada, Ryosuke Kumanishi,
Tadahisa Fukui, Masanobu Takahashi; Department of Clinical Oncology, Yamagata University, Yamagata, Japan; Yamagata Prefectural Shinjo Hospital, Yamagata, Japan;
Department of Pathology, Yamagata University, Yamagata, Japan; Department of Gynecology, Yamagata University, Yamagata, Japan; Faculty of Medicine, Genome
Informatics Unit, Institute for Promotion of Medical Science Research, Yamagata University, Yamagata, Japan; Tokyo Medical University, Tokyo, Japan; Department of
Medical Oncology, Yamagata University Hospital, Yamagata, Japan

Background: Zolbetuximab is a chimeric monoclonal antibody designed to bind to claudin 18.2
(CLDN18.2) and induce antibody-dependent cell-mediated cytotoxicity (ADCC). Although
phase 3 trials established its efficacy in CLDN18.2-positive advanced gastric adenocarcinoma
(GAC), robust predictive biomarkers beyond protein expression remain an unmet need. We
investigated how epithelial-mesenchymal transition (EMT), mediated by CDH1 alterations and
the tumor mutational burden (TMB), modulates the therapeutic target and affects
zolbetuximab-mediated ADCC efficacy. Methods: This study employed a multi-layered inte-
grative framework across four independent datasets to cross-validate genomic, transcrip-
tomic, and phenotypic findings: (1) mechanistic characterization using the TCGA-STAD cohort
(n=375); (2) the genomic screening of 2,483 patients with GAC in the Japanese national
database (C-CAT), which identified 49 treated with zolbetuximab-containing regimens;
(3) a spatial transcriptomic evaluation (10X Genomics Visium platform, GSE251950); and
(4) immunohistochemical (IHC) validation of CLDN18.2 in 36 institutional GAC patients. The
trial is registered at UMIN-CTR (UMIN000060223), a WHO ICTRP primary registry. Results: In
the TCGA cohort, CDH1 low-expression was significantly associated with 3.2-fold lower
CLDN18 mRNA levels than in the high-expression group (p <0.001). CDH1 expression was
strictly regulated by promoter methylation (p <0.001), whereas CLDN18 down-regulation in
CDH1-low tumors appeared to be driven by non-epigenetic EMT pathways. Spatial tran-
scriptomics revealed a spatial correlation between CDH1 and CLDN18 mRNAs within the ma-
lignant epithelial compartment (p <0.001). The objective response rate within the
zolbetuximab-treated C-CAT subset was 22.2%. TMB was markedly lower in responders than
in non-responders (median 1.82 vs. 4.0 mut/Mb; p = 0.050). Furthermore, patients without
CDH1 single nucleotide variants had higher ORR (p = 0.086). Institutional IHC validation
revealed a superior response in cases that retained membranous CDH1 expression to that in
cases with the loss of epithelial integrity (100% vs 50% ORR; p=0.088). Conclusions: These
results demonstrate that CDH1/E-cadherin integrity and low TMB are critical co-determinants
of CLDN18.2 expression and zolbetuximab efficacy. Maintenance of the epithelial phenotype
appears to be essential for optimal zolbetuximab-mediated ADCC. The integration of com-
prehensive molecular profiling, including the CDH1 status and TMB, may significantly refine
patient selection, with a shift from simple target positivity to a more biological enrichment
strategy for zolbetuximab therapy. Research Sponsor: None.
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Clinical outcomes of patients with cell cycle alterations by treatment type: The MD
Anderson Cancer Center IMPACT 2 study.

Abhijit Chakraborty, Jacopo Venturini, Mehmet A. Baysal, Siging Fu, David S. Hong, Sarina A. Piha-Paul, Aung Naing, Jordi Rodon Ahnert, Timothy A. Yap,
Ecaterina Elena Dumbrava, Jennifer Beck, Clark Andersen, Michael Kahle, David J. Vining, Funda Meric-Bernstam, Apostolia Maria Tsimberidou; The University of Texas MD
Anderson Cancer Center, Houston, TX; Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of
Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Cell cycle pathway alterations are a hallmark of cancer. Disruption of cell cycle
checkpoints results in genomic instability, uncontrolled proliferation and tumor progression to
aggressive and treatment-resistant phenotypes. We report the clinical outcomes of patients
with cell cycle pathway alterations treated in the IMPACT 2 study (2014-2023; NCT02152254).
Methods: Patients with advanced cancer underwent tumor biopsy and molecular profiling
(CLIA-certified lab). Pathway analysis was conducted using the maftools R package. Cell cycle
pathway alterations were defined as those involving the CCND1, CCND2, CCNE1, CDK4, CDK6,
CDKN2A, CDKN2B, and RB1 genes. Cases were discussed at Molecular Tumor Board meetings.
Patients were treated on clinical trials with investigational agents that included matched
targeted therapies (MTTs) when available. We analyzed the following outcomes by treatment
type (MTT vs. non-matched targeted therapy [NTT] and immunotherapy [IO] vs. non-I0):
objective response rate (complete response + partial response), clinical benefit rate (CBR; ORR +
stable disease=4 months), progression-free survival (PFS), and overall survival (OS). Results:
Of 491 treated patients with targetable alterations, 157 (32.0%) had cell cycle pathway alter-
ations (median age, 61years [range, 21-82]; female, 46.5%; ECOG performance status 1, 85.4%;
median number of prior therapies, 3 [range, 0-9]; liver metastases, 40.8%; >2 metastatic sites,
36.3%; high LDH, 33.1%; low albumin, 10.8%). The most common cancers were sarcoma
(19.7%), other gastrointestinal (17.2%), head and neck (14.0%), lung (9.6%), and breast
(8.3%). Other tumor characteristics included PD-L1 =1%, 45.6% (41/90); MSI-H, 2.0% (2/
102); and TMB-H, 13.0% (13/100). Concomitant pathway alterations were TP53 (67.5%), PI3K
(29.9%), and RTK-RAS (47.1%). MTT targeted CDK4/6,n=9; BET, n=2; ATR, n=1; PKMYT1, n=1;
and ACAT, n=1. Clinical outcomes are shown in the Table. Conclusions: Very few investigational
therapies that target the cell cycle pathway were available. No differences were noted in tumor
response, PFS, or OS by type of therapy, likely owing to the limited antitumor activity of the
MTTs and the complexity of targeting this pathway. Novel and effective MTT's are needed for
tumors with cell cycle dysregulation. Clinical trial information: NCT02152254. Research Spon-
sor: National Cancer Institute; P30 CA016672; Mr. and Mrs. Steven Mckenzie’s Endowment;
Katherine Russell Dixie’s Distinguished Professorship Endowment; Jamie’s Hope and Mrs. and
Mr. James Ritter; Foundation Medicine; TEMPUS AL

All patients MTT NTT P 10 Non-10 P
N=157 N=14 N=143 N=40 N=117
ORR (%) 7/135(5.2) 0/12(0) 7/123(5.7) 1.00 4/33 (12.1) 3/102(2.9) 0.14
CBR (%) 76/135 (56.3) 6/12 (50.0) 70/123 (56.9) 0.76 19/33 (57.6) 57/102 (55.9) 1.00
Median PFS, months 3.75 3.75 3.58 0.81 2.96 3.75 0.98
(95% CI) (2.66, 5.49) (1.81,NA) (2.66, 5.52) (1.81,8.98) (2.66, 5.59)
Median OS, months 8.48 6.66 8.61 0.40 7.46 8.48 0.72
(95% CI) (7.1,11.21)  (5.56,NA) (7.17,11.57) (5.19,17.42) (7.1,11.57)
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Clinical outcomes of patients with PI3K pathway alterations by treatment type: The
MD Anderson Cancer Center IMPACT 2 study.

Apostolia Maria Tsimberidou, Jacopo Venturini, Mehmet A. Baysal, Abhijit Chakraborty, Siqing Fu, David S. Hong, Sarina A. Piha-Paul, Aung Naing, Jordi Rodon Ahnert,
Timothy A. Yap, Ecaterina Elena Dumbrava, Jennifer Beck, Clark Andersen, Michael Kahle, David J. Vining, Funda Meric-Bernstam; Department of Investigational Cancer
Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center,
Houston, TX; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Biostatistics, The University of Texas MD Anderson Cancer Center, Houston,
TX; Precision Oncology Decision Support Department, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Diagnostic Radiology, The
University of Texas MD Anderson Cancer Center, Houston, TX

Background: The phosphatidylinositol 3-kinase (PI3K) pathway regulates cell growth, meta-
bolism, and survival and is involved in immune modulation. Alterations in PI3K signaling drive
tumor progression and drug resistance in advanced cancers and are associated with poorer
prognosis. Herein, we report the clinical outcomes of patients with PI3K pathway alterations
treated in the IMPACT 2 study (2014-2023; NCT02152254). Methods: Patients with advanced
cancer underwent tumor biopsy and molecular profiling (CLIA-certified lab). Pathway analysis
was conducted using the maftools R package. PI3K pathway alterations were defined as those
involving the PI3K, AKT1, AKT2, AKT3, MTOR, PIK3CA, PIK3CB, PIK3R1, PTEN, TSC1, and TSC2
genes. Cases were discussed at Molecular Tumor Board meetings. Patients were treated on
clinical trials with investigational agents that included matched targeted therapies (MTTs)
when available. We analyzed the following outcomes by treatment type (MTT vs. non-matched
targeted therapy [NTT] and immunotherapy [I0] vs. non-I0): objective response rate (ORR;
complete response + partial response), clinical benefit rate (CBR; ORR + stable
disease =4 months), progression-free survival (PFS), and overall survival (0S). Results: Of
491 treated patients with targetable alterations, 133 (27.1%) had PI3K pathway alterations
(median age, 60.3 years [range, 20.5-79.8]; female, 60.9%; ECOG performance status 1, 85.7%;
median number of prior therapies, 3 [range, 0-14]; liver metastases, 42.9%; >2 metastatic
sites, 44.3%; high lactate dehydrogenase levels, 42.1%; low albumin level, 9%). The most
common tumor types were breast cancer (18%), colorectal cancer (15%), and sarcoma (12%).
Concomitant pathway alterations were TP53 (49.6% of patients), RTK/RAS (43.6%), and cell
cycle (35.3%). Other tumor characteristics included PD-L1=1%, 40.5% (32/79); MSI-H, 2.2%
(2/89); and TMB-H, 10.3% (9/87). MTT included mTOR inhibitors, n=17; AKT inhibitors, n=5,
and PI3K inhibitors, n=4. Clinical outcomes are shown in the Table. Conclusions: Taking into
consideration the relatively limited use of AKT and PI3K inhibitors compared with mTOR
inhibitors, no differences were noted in tumor response, PES, or OS, by type of treatment. Other
contributing factors may include the biological complexity of targeting this pathway, the small
number of patients and/or the limited availability and antitumor activity of MTTs. Clinical trial
information: NCT02152254. Research Sponsor: Foundation Medicine; Tempus Al; Mr. and Mrs.
Steven Mckenzie’s Endowment; Katherine Russell Dixie’s Distinguished Professorship En-
dowment; Jamie’s Hope and Mrs. and Mr. James Ritter; National Cancer Institute; P30
CA016672.

All patients MTT NTT P 10 Non-10 P
N =133 N=26 N=107 N=35 N=98
ORR (%) 9/112(8.0) 1/23(43) 8/89(9.0) 0.68 4/32(12.5) 5/80 (6.3) 0.51
CBR (%) 63/112 (56.3) 15/23 (65.2) 48/89 (53.9) 0.36 18/32 (56.3) 45/80 (56.3) 1.00
Median PFS, months 2.96 4.08 2.66 0.36 4.14 2.96 0.31
(95% CI) (2.27,457) (217,NA)  (2.1,4.37) (1.84,9.86) (2.24,4.37)
Median OS, months 7.79 9.04 7.3 0.64 8.75 77 0.40
(95% CI) (6.54,10.92) (6.64,14.99) (5.59,11.21) (5.36, 25.55) (6.18,0.78)
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Clinical outcomes of patients with RTK-RAS pathway alterations by treatment type:
The MD Anderson Cancer Center IMPACT 2 study.

Mehmet A. Baysal, Jacopo Venturini, Abhijit Chakraborty, Siging Fu, David S. Hong, Sarina A. Piha-Paul, Aung Naing, Jordi Rodon Ahnert, Timothy A. Yap,
Ecaterina Elena Dumbrava, Jennifer Beck, Clark Andersen, Michael Kahle, David J. Vining, Funda Meric-Bernstam, Apostolia Maria Tsimberidou; Department of
Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; Oncology Unit, Careggi University Hospital, Florence, Italy; The
University of Texas MD Anderson Cancer Center, Houston, TX

Background: The receptor tyrosine kinase (RTK)-RAS signaling axis comprises distinct mem-
brane receptors and downstream effectors that regulate cell proliferation and survival. Alter-
ations in this pathway drive carcinogenesis and are associated with poor prognosis. We
analyzed the outcomes of patients with RTK-RAS pathway alterations enrolled in the IMPACT
2 study (2014-2023; NCT02152254). Methods: Patients with advanced cancer underwent tumor
biopsy and molecular profiling (CLIA-certified lab). Pathway analysis was conducted using the
maftools R package. RTK-RAS pathway alterations were defined as those involving EGFR, ERBB2,
ALK, MET, KRAS, NRAS, BRAF, and MAP2K1/2 genes. Cases were discussed at Molecular Tumor
Board meetings. Patients were treated in clinical trials with investigational agents, including
matched targeted therapies (MTTs) when available. We analyzed the following outcomes by
treatment type (MTT vs. non-matched targeted therapy [NTT] and immunotherapy [IO] vs.
non-I0): objective response rate (ORR; complete response + partial response), clinical benefit
rate (CBR; ORR + stable disease=/ months), progression-free survival (PFS), and overall
survival (0S). Results: Of 491 treated patients with targetable alterations, 216 (44%) had
RTK-RAS pathway alterations (median age, 62.3 years [range, 21-80]; female, 54.1%; ECOG
performance status 1, 90.3%; median number of prior therapies, 3 [range, 0-10]; liver metas-
tases, 46.3%; > 2 metastatic sites, 34.7%; high LDH, 37.0%; low albumin level, 11.1%). The most
common cancers were gastrointestinal (40.3%), head/neck (10.2%), and lung (10.2%). Other
tumor characteristics included PD-L1=1%, 43.6% (58/133); MSI-H, 1.3% (2/153); and TMB-H,
10.7% (16/150). Concomitant pathway alterations were TP53 (62.5%), PI3K (26.9%), and cell
cycle (34.3%) pathways. MTT targeted EGFR, n = 8; FGFR, n = 10; HER2, n = 6; BRAF+MEK, n = 3;
ALK, n = 1; and MEK, n = 4 among others (n = 24). Clinical outcomes are shown in the Table.
Conclusions: The ORR was 14.6% in I0-treated patients vs. 5% in the non-I0-treated group (p
= 0.049), although the difference was not significant. No differences in PFS or OS were observed
by therapy type in patients with RTK-RAS pathway alterations. Novel MTT's (i.e., KRAS inhib-
itors) that were unavailable during the study period may improve the outcomes of these
patients. Identification of molecular subsets benefiting from MTT is needed. Clinical trial
information: NCT02152254. Research Sponsor: National Cancer Institute; Foundation med-
icine; TEMPUS Al; Katherine Russell Dixie’s Distinguished Professorship Endowment; Jamie’s
Hope and Mrs. and Mr. James Bitter.

All patients MTT NTT Pvalue 10 Non-I0  Pvalue
N=216 N=56 N=160 N=57 N=159
ORR (%) 14/189 (7.4) 5/50 (10) 9/139 (6.5) 0.53 7/48 (14.6) 7/141(5) 0.049
CBR (%) 110/189  31/50 (62) 79/139 0.62 27/48 83/141 0.87
(58.2) (56.8) (56.3) (58.9)
Median PFS, 2.96 3.09 2.89 0.5 2.3 3.19 0.72
months (2.3,3.81) (2.66, (1.97, 4.08) (1.61,5.42) (2.66, 4.08)
(95% CI) 8.02)
Median OS, months 7.36 5.88 7.79 0.10 6.61 7.46 0.85
(95% CI) (5.69, 9.21) (4.7,) (5.69, 9.44) (4.6,12.76) (5.69,9.21)
18.28
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Clinical outcomes of patients with TP53 pathway alterations by treatment type: The
MD Anderson Cancer Center IMPACT 2 study.

Jacopo Venturini, Mehmet A. Baysal, Abhijit Chakraborty, Siging Fu, David S. Hong, Sarina A. Piha-Paul, Aung Naing, Jordi Rodon Ahnert, Timothy A. Yap,
Ecaterina Elena Dumbrava, Jennifer Beck, Clark Andersen, Michael Kahle, David J. Vining, Funda Meric-Bernstam, Apostolia Maria Tsimberidou; Investigational Cancer
Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Investigational Cancer Therapeutics, The University of Texas MD Anderson
Cancer Center, Houston, TX; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Investigational Cancer Therapeutics (Phase I Clinical Trials
Program), The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Diagnostic Radiology, The University of Texas MD Anderson Cancer Center,
Houston, TX

Background: TP53 pathway alterations are found in over 50% of human cancers, with variable
frequency across tumor types. They are associated with aggressive tumor biology, increased
metastatic potential, and poor prognosis. Herein, we report the clinical outcomes of patients
with TP53 pathway alterations treated in the IMPACT 2 study (2014-2023; NCT02152254).
Methods: Patients with advanced cancer underwent tumor biopsy and molecular profiling
(CLIA-certified lab). Pathway analysis was conducted using the maftools R package. TP53
pathway alterations were defined as those involving the TP53, ATM, CHEK1, CHEK2, MDM?2,
and MDM/ genes. Patients were treated on clinical trials with investigational agents that
included matched targeted therapies (MTTs) when available. MTT included anti-vascular
endothelial growth factor (VEGF) targeted therapy, as previously published (PMID:
27466356). We analyzed the following outcomes by treatment type (MTT vs. non-matched
targeted therapy [NTT] and immunotherapy [I0] vs. non-I0): objective response rate (ORR;
complete response + partial response), clinical benefit rate (CBR; ORR + stable
disease=/ months), progression-free survival (PFS), and overall survival (OS). Results: Of
491 treated patients with targetable alterations, 278 (56.6%) had p53 pathway alterations
(median age, 60.1 years [range, 20.5-81.7]; female, 51.4%; ECOG performance status 1, 86.0%;
median number of prior therapies, 3 [range, 0-11]; liver metastases, 42.2%; >2 metastatic sites,
36.0%; high lactate dehydrogenase level, 41.0%; low albumin level, 9%). The most common
tumors were colorectal (21.2%), sarcoma (13.7%), other gastrointestinal (12.2%), and breast
(8.6%). Immune markers included PD-L1=1%, 47.3% (78/165); MSI-H, 1% (2/199); and TMB-
H,10.5% (19/181). Concomitant pathway alterations were RTK-RAS (48.6%), PI3K (24.8%), and
cell cycle (38.1%) pathways. MTT included VEGF/VEGEFR inhibitors, N=57; MDM2 inhibitors,
N=4; and TP53 activator, N=1. Clinical outcomes are shown in the Table. Conclusions: Median
OS was significantly longer in patients with TP53 pathway alterations treated with I0 compared
with non-IO regimens. Considering the limited availability of TP53-targeted agents, no dif-
ferences in clinical outcomes were noted for MTT compared with NTT. Further analyses are
warranted to elucidate the molecular substrates underlying immunotherapy benefit. Clinical
trial information: NCT02152254. Research Sponsor: National Cancer Institute; P30 CA016672;
Foundation Medicine; Tempus Al; Katherine Russell Dixie’s Distinguished Professorship En-
dowment; Jamie’s Hope and Mrs. and Mr. James Ritter.

All patients MTT NTT P 10 Non-I10 P
N=278 N=62 N=216 N=69 N=209

ORR 18/247 4/59 14/188 1.00 9/64 9/183 0.024*
% 7.3 6.8 7.4 141 49
CBR 142/247 37/59 105/188 0.37 43/64 99/183 0.87
% 57.5 62.7 55.9 67.2 54.1
Median PFS, months 3.75 5.562 2.93 0.11 4.37 3.19 0.46
95% Cl 2.89,4.8 467,819 25,414 2.73,5.56 2.66, 4.08
Median 0S, months 7.99 9.01 7.3 0.96 10.85 6.9 0.024
95% Cl 6.18,9.3 7171236 5.69,69.24 7.86,17.42 5.65, 8.65

*Not significant after multiple testing correction (threshold o = 0.0125).
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Impact of dual inhibition of INOS and COX2 on antitumor immunity and response to
immune checkpoint blockade in hepatocellular carcinoma.

Yuzhen Li, Christof Kaltenmeier; University of Pittsburgh, Department of Surgery, Pittsburgh, PA

Background: Hepatocellular carcinoma (HCC) remains a leading cause of cancer-related mor-
tality worldwide. Although immune checkpoint blockade (ICB) benefits a subset of patients,
efficacy is often limited by an immunosuppressive tumor microenvironment. Inducible nitric
oxide synthase (iNOS/NOS2) and cyclooxygenase-2 (COX2) are inflammation-associated en-
zymes implicated in immune regulation. We hypothesized that inhibition of these pathways
enhances antitumor immunity and improves responsiveness to immune checkpoint therapy in
HCC. Methods: Tumor tissues from 75 patients with resected hepatocellular carcinoma (HCC)
were analyzed by immunohistochemistry for NOS2, COX2, and CD8 to assess expression levels
and spatial correlations. In parallel, an orthotopic murine HCC model was established by
intrahepatic injection of 7.5 x 10° RIL-175 cells (n = 6—10 mice per group). Mice were treated
with vehicle control, selective NOS2 inhibition (1400W), COX2 inhibition (celecoxib), anti—PD-
L1, or combination regimens including triple therapy. After two weeks of treatment, tumors
were harvested for immune profiling, including flow cytometry, spatial imaging, plasma
cytokine analysis, and CITE-seq. In vitro, splenocytes isolated from B6 mice were treated with
prostaglandin E2 (PGE2) or the nitric oxide donor DETA-NONOate, and expression of CD226
and TIGIT was quantified by flow cytometry. Results: High intratumoral NOS2 expression was
associated with inferior overall survival in resected HCC patients (HR 3.65, p=0.0011), with
further worsening observed in tumors co-expressing NOS2 and COX2 (HR 9.31, p<0.0001). In
murine HCC, combined iNOS and COX2 inhibition significantly reduced tumor burden and
promoted intratumoral accumulation of CD8* and CD4* T cells, accompanied by increased B-cell
recruitment and elevated circulating IL-2 and IFN-v. Triple therapy with dual enzyme inhi-
bition plus anti—PD-L1 resulted in superior tumor control and prolonged survival. Single-cell
transcriptomic analysis comparing control, dual inhibition, and triple-treatment groups
revealed a progressive enhancement of CD8" T-cell activation states, characterized by in-
creased expression of activation-associated markers and reduced expression of inhibitory
receptors. Dual and triple therapy induced upregulation of CD226 and downregulation of TIGIT
in CD8* T cells, reflecting enhanced antitumor effector function. In vitro, nitric oxide and
prostaglandin E2 directly impaired CD8* T-cell function, as evidenced by reduced CD226 and
increased TIGIT expression. Conclusions: iNOS and COX2 cooperatively establish an immu-
nosuppressive inflammatory program in HCC that limits CD8* T-cell-mediated antitumor
immunity and response to checkpoint blockade. Dual targeting of these pathways represents a
promising strategy to enhance immunotherapy efficacy in HCC. Research Sponsor: UPMC
enterprise.
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Safety, pharmacokinetics (PK), pharmacodynamics (PD), and antitumor activities
of FL115, a novel IL-15 superagonist, from the first-in-human study in patients with

locally advanced/metastatic solid tumors.

Carlos Roberto Becerra, Sandip Pravin Patel, Simon Khagi, Alain C. Mita, Xiajun Xu, Tianlei Ying, Khin Win, Dong Wei; Hoag Family Cancer Institute, Newport Beach, CA; UC

San Diego Moores Cancer Center, San Diego, CA; Forlong, Fudan, China; Consultant to Suzhou Forlong Biotech, San Diego, CA

Background: FL115 is an engineered IL-15/IL15Ra-Fbody fusion protein, in which Fbody is a
single-chain Fc designed to eliminate classical Fc effects including ADCC/CDC/ADCP while
retaining FcRn engagement. It aims to enhance anti-tumor immunity via IL-15-mediated
signaling on NK and CD8+ T cells while minimizing complexity from Fc. Methods: The first-in-
human, dose-escalation study of FL115 (NCT06130722) evaluated the safety, tolerability,
pharmacokinetics, pharmacodynamics, and antitumor activity of FL115 in adult patients with
advanced solid tumors. FL115 monotherapy was administered intravenously once weekly.
Results: 11 patients (7F, 4M) were enrolled, median age 64, who had progressed on prior
systemic therapies across four dose cohorts (3—60 pg/kg). MTD was not reached. No SAEs
related to FL115 or DLT were observed. Most TRAEs were Grade 1-2 and aligned with the known
safety profile of cytokine-based therapies and underlying conditions of patients. Only three
reversible TRAEs occurred, including transient Grade 3 alanine aminotransferase elevation,
Grade 3 headache, and Grade 4 neutropenia. PK was dose-dependent, with half-life at 2.1-3.1
hours. Four patients had Stable Disease per imaging (DCR 36.3%). Dose-dependent expansion
of lymphocytes was observed, with average absolute lymphocyte count (ALC) of 1257 cells/ul at
baseline, and peak ALC count of 2371 cells/ul post treatment, mainly from increase in NK cells
and CD8+T cells. One patient (Cervical Cancer) had Stable Disease from 1st dose at July 2024
(ALC of 1100 cells/ul) to study completion (ALC of 1900 cells/ul in August 2025). FL115 treatment
led to significant transient cytokine release in peripheral blood: at 3 pg/kg, peak interferon-+
level reached 3730 pg/ml with IL-6 at 0.8 pg/ml, suggesting specific targeting of NK and T cells.
An essentially identical Phase 1 study of FL115 was conducted in China, in which similar trends
were observed; two patients remained on treatment with confirmed partial responses lasting 32
and 24 weeks, respectively. Conclusions: FL115 is the first IL-15 superagonist as monotherapy
has shown a favorable safety profile and promising signs of durable antitumor activities in
heavily pretreated patients, along with significant and sustained expansion of NK and T cell
population and unique robust transient induction of interferon-v. A Phase II study of FL115 with
Bacillus Calmette-Guérin in patients with nonmuscle invasive bladder cancer (NCT07122414)
and a Phase Ib study of FL115 (IV) in combination with an anti-PD-1 antibody in solid tumor
patients (NCT07131202) are ongoing, and a Phase I study of FL115 subcutaneous injection will be
initiated soon (IND submitted). Clinical trial information: NCT # 06130722. Research Sponsor:
Furlong.
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A phase 1/2, first-in-human, open-label, dose-escalation and -expansion study of
TAK-188, a novel antibody-drug conjugate (ADC) targeting CCR8* regulatory T cells,
in adult patients with locally advanced or metastatic solid tumors.

Anthony J. Olszanski, Drew W. Rasco, Manish R. Sharma, Alexander I. Spira, Michael M. Song, Meredith Pelster, Cesar Augusto Perez, Afshin Dowlati, Rachel E. Sanborn,
M Wasif Saif, Douglas Adkins, Vincent K. Lam, So Yeon Kim, Joel R. Hecht, Jeffrey J. Raizer, Richard C. Gregory, Cierra N. Casson, Deepak Nag Ayyala, Amy Sexauer,
Stephane Champiat; Fox Chase Cancer Center, Philadelphia, PA; The START Center for Cancer Research — San Antonio, San Antonio, TX; The START Center for Cancer
Research — Midwest, Grand Rapids, MI; NEXT Oncology - Virginia, Fairfax, VA; NEXT Oncology Dallas, Irving, TX; Sarah Cannon Research Institute, Nashville, TN; Florida
Cancer Specialists, Lake Nona, FL; Case Comprehensive Cancer Center, Cleveland, OH; Providence Cancer Institute, Earle A. Chiles Research Institute, Portland, OR; Barbara
Ann Karmanos Cancer Center, Detroit, MI; Siteman Cancer Center, Washington University, St. Louis, MO; Johns Hopkins School of Medicine, Baltimore, MD; Yale School of
Medicine - Smilow Cancer Hospital Care Centers, New Haven, CT; UCLA Jonsson Comprehensive Cancer Center, Santa Monica, CA; Takeda Development Center Americas,
Inc. (TDCA), Cambridge, MA; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: Regulatory T cells (Tregs) are key contributors to an immunosuppressive tumor
microenvironment (TME). Their abundance in solid tumors is often linked to poor patient
prognosis, decreased overall survival, and resistance to immunotherapy. Tumor-infiltrating
Tregs express high levels of chemokine receptor CCR8, making CCR8 an attractive target for
immunotherapy. TAK-188 is a first-in-class anti-CCR8 ADC that aims to enhance patients’
own antitumor activity by selectively eliminating CCR8-positive Tregs within the TME. It uses a
novel amanitin payload capable of killing both actively dividing and non-dividing cells and is
linked to the antibody via a cleavable linker. The nonclinical toxicology profile demonstrated
monitorable and partially-to-completely reversible toxicities at doses exceeding projected
clinically efficacious exposures. Preclinical evaluation of TAK-188 showed robust and deep
depletion of CCR8" cells in vitro and in vivo, and demonstrated anti-tumor activity as a single
agent in non-clinical models (Casson et al. AACR 2026). Methods: This phase 1/2 study
(NCT07205718) is enrolling adult patients with locally advanced or metastatic solid tumors
known to express high levels of CCR8 on Tregs in the TME (gastroesophageal adenocarcinoma
[GC] and esophageal squamous cell carcinoma [ESCC], pancreatic ductal adenocarcinoma, non-
squamous and squamous non-small cell lung cancer [NSCLC], head & neck SCC [SCCHN], or
colorectal cancer), and whose disease has progressed on, or are intolerant to, all standard
therapies. Eligible patients must have Eastern Cooperative Oncology Group performance
status =1 and radiographically measurable disease per Response Evaluation Criteria in Solid
Tumors (RECIST) v1.1. In phase 1, TAK-188 is intravenously administered weekly at escalating
dose levels following a Bayesian Optimal Interval design, to determine the recommended phase
2 dose (RP2D) and dosing schedules for the cohort-expansion phase. The primary objective is to
determine the safety and tolerability of TAK-188 in phase 1 and to assess the preliminary
efficacy in phase 2 in NSCLC, SCCHN and GC. Secondary objectives include characterization of
the RP2D and pharmacokinetic parameters for TAK-188, changes in T cell populations (abun-
dance and ratio of Tregs and effector T cells) within the tumor post-treatment, and preliminary
efficacy in select cancer types. Exploratory objectives include the impact of TAK-188 on CCR8"
Tregs, molecular response determined by circulating tumor DNA (ctDNA) analysis, and changes
in cytokines and chemokines in peripheral blood. The study plans to enroll up to 223 patients in
the USA (47 patients across 15 sites for dose-escalation; 62—176 patients across ~35 sites in
cohort-expansion). Clinical trial information: NCT07205718. Research Sponsor: Takeda De-
velopment Center Americas, Inc. (TDCA), Cambridge, MA, USA.
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A phase 1 study of HWK-007, a next-generation, protein tyrosine kinase 7
(PTK7)-targeted antibody-drug conjugate (ADC), in patients with advanced solid
tumors.

Manish R. Sharma, Jennifer Margaret Segar, Sheena Sahota, Edward C. Spindler, Aamena Chaudhry, Ashwini B. Pai, Margaret Han Dugan, Alexander I. Spira; The START
Center for Cancer Research - Midwest, Grand Rapids, MI; NEXT Oncology Houston, Houston, TX; NEXT Austin, Austin, TX; Whitehawk Therapeutics, Morristown, NJ; NEXT
Virginia, Fairfax, VA

Background: PTK?7 is a pseudokinase expressed during embryogenesis and downregulated in
normal adult tissue. Aberrant overexpression of PTK7 has been reported in up to 70% of solid
tumors and is associated with tumor progression, metastasis, chemoresistance, and poor
prognosis. A previous analysis demonstrated particularly high PTK7 expression in non-
small cell lung cancer (NSCLC), endometrial carcinoma (EC), and ovarian cancer (OC), across
histologic subtypes and disease stages, making PTK7 an attractive therapeutic target with
cross-indication applicability (Matulonis et al. AACR-NCI-EORTC 2025, Poster C040). Results
from early clinical trials of cofetuzumab pelidotin, a PTK7-targeted, auristatin-based ADC,
showed promising clinical activity. HWK-007 is a next-generation, PTK7-targeted ADC com-
prising an Fc effector-attenuated IgG1 antibody conjugated to the DNA topoisomerase I in-
hibitor (TOP1i) CPT116. It was designed using novel bioconjugation and advanced
linker—payload technologies that enhance intracellular delivery and minimize systemic release
of unconjugated TOP1i. This first-in-human, phase 1 trial evaluates HWK-007 in patients with
advanced or metastatic solid tumors. Methods: This multicenter, open-label, single-arm,
phase 1 dose-escalation (a)/expansion (b) trial is enrolling patients aged =18 years with
advanced or metastatic NSCLC (non-squamous, epidermal growth factor receptor—wild-
type [EGFRwt]), EC (all histologies), or epithelial OC (all histologies). Patients with NSCLC
or EC must have prior treatment with platinum-based chemotherapy and a PD-(L)1 inhibitor, if
eligible. Patients with OC must have platinum-resistant disease and prior treatment with
standard-of-care therapy. All patients must have measurable disease per Response Evaluation
Criteria in Solid Tumors (RECIST) vi1.1 (except in the OC dose-escalation cohorts in which
patients with non-target lesions per RECIST and CA125 =2 times ULN are permitted), Eastern
Cooperative Oncology Group performance status 0 or 1, and no prior treatment with a TOP1i-
containing ADC. Patients with clinically active brain metastases or a history of pneumonitis/
interstitial lung disease are ineligible. In phase 1a, patients are sequentially assigned to HWK-
007 dose levels (DLs; administered intravenously, once every three weeks) using a Bayesian
Optimal Interval design (toxicity threshold, 25%), with potential backfill. Backfill cohorts are
enriched for patients with EGFRwt NSCLC. Primary endpoints are safety, maximum tolerated
dose, and recommended dose for expansion cohorts (phase 1a); and safety and objective
response rate (phase 1b). Secondary endpoints include pharmacokinetics and preliminary
efficacy outcomes. Recruitment is underway; planned enrollment is up to 226 patients. Clinical
trial information: NCT07444814. Research Sponsor: None.
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A phase 2 study of telisotuzumab adizutecan (ABBV-400; Temab-A) in patients with
advanced solid tumors harboring MET amplification.

Manish R. Sharma, Yonina R. Murciano-Goroff, Ofra Maimon, Yuichi Ando, Sun Young Rha, Manabu Muto, Do-Youn Oh, Gladys Morrison Thiele, Junvie Pailden,

Manal Mehibel, Theodore S. Jennaro, Nancy Zhang, Graham Walker, Vivek Subbiah, David S. Hong; The START Center for Cancer Research — Midwest, Grand Rapids, MI;
Memorial Sloan Kettering Cancer Center, New York, NY; Hadassah Medical Center, Jerusalem, Israel; Nagoya University Hospital, Nagoya-Shi, Japan; Department of
Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Department of Medical Oncology, Graduate School of Medicine, Kyoto
University, Kyoto, Japan; Seoul National University Hospital, Cancer Research Institute, Seoul National University College of Medicine, Integrated Major in Innovative
Medical Science, Seoul National University Graduate School, Seoul, South Korea; AbbVie, Inc., North Chicago, IL; The University of Texas MD Anderson Cancer Center and
Sarah Cannon Research Institute, Houston, TX; Department of Investigational Cancer Therapeutics, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: MET amplification is a rare alteration occurring at a rate of 0.06%—4.2%, in
different solid tumor types across genomic databases. It is associated with poor prognosis and
has limited treatment options. Currently, there are no therapies approved specifically to target
MET-amplified tumors. Temab-A is an antibody-drug conjugate targeting c-Met and conju-
gated to a topoisomerase 1 inhibitor payload. In a first-in-human study (NCT05029882),
Temab-A demonstrated encouraging activity (objective response rate 46%) and a manageable
safety profile in MET-amplified solid tumors (Murciano-Goroff et al. ESMO 2025), supporting
the continued investigation of Temab-A. The present phase 2 study evaluates Temab-A in
adults and adolescents (12—17 years) with relapsed/refractory advanced solid tumors harboring
MET amplification. Methods: This is an open-label, single-arm, global, multicenter phase 2
study (NCT07196644) enrolling approximately 125 patients (100 global; 25 China cohort) with
locally advanced or metastatic solid tumors harboring MET amplification. Patients must have
received =1 prior systemic therapy appropriate for their tumor type in the advanced/metastatic
setting and have no satisfactory alternative treatment options. Patients must be =12 years old,
have ECOG PS 0—1, measurable disease per RECIST vi.1 or RANO, and documented MET am-
plification by local next-generation sequencing or central FoundationOne CDx. Patients are
treated with Temab-A 2.4 mg/kg IV every 3 weeks until disease progression, unacceptable
toxicity, or other discontinuation criteria are met. Trial objectives are listed in the table.
Enrollment began in November 2025; as of December 2025, 1 patient has enrolled. Clinical
trial information: EU CT: 2024-518871-74-00. Research Sponsor: AbbVie.

Objectives.

Primary Evaluate efficacy (ORR per ICR, RECIST v1.1/RANO) and safety
of Temab-A (AEs, vital signs, ECG, clinical laboratory testing)

Secondary Further assess efficacy (DOR, PFS, 0S, disease control) and
characterize PK and immunogenicity (PK parameters, ADAs,

nADAS)
Exploratory Biomarker analyses (eg, c-Met expression) and PROs
evaluation

ADAs, antidrug antibodies; AEs, adverse events; DOR, duration of response; ECG, electrocardiogram; ICR,
independent central review; nADAs, neutralizing antidrug antibodies; ORR, objective response rate; OS,
overall survival; PFS, progression-free survival; PK, pharmacokinetics; PROs, patient-reported outcomes;
RANO, Response Assessment in Neuro-Oncology; RECIST v1.1, Response Evaluation Criteria in Solid
Tumors version 1.1.
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A phase |, multi-center study of KIVU-107, a novel PTK7-targeting antibody-drug
conjugate (ADC), in participants with advanced solid tumors.

Jeffrey C. Goh, Vineet Kwatra, Christina Teng, Louie Naumovski, Gavin S. Choy, Natasja Viller, Chang-Heok Soh, Mohit Trikha, Sophia Randolph; ICON Research, South
Brisbane & Queensland University of Technology, Brisbane, QLD, Australia; Cancer Research South Australia, Adelaide, SA, Australia; Scientia Clinical Research, Sydney,
Australia; Kivu Bioscience, Inc., San Mateo, CA; Kivu Bioscience, San Mateo, CA

Background: Protein tyrosine kinase 7 (PTK7) is a transmembrane pseudokinase involved in
normal embryonic development and has been associated with tumor initiation, metastasis and
therapeutic resistance in cancer. PTK?7 is over-expressed in multiple solid tumors, including
lung, head and neck, breast, ovarian and endometrial cancers. KIVU-107 is an antibody-drug
conjugate (ADC) comprised of a PTK7-targeting antibody conjugated to the SYNtecan E linker-
payload via the GlycoConnect/Hydraspace (GC/HS) site-specific conjugation technology with a
drug-to-antibody ratio of 4.> The GC/HS platform abolishes Fcy receptor-mediated effector
activity and utilizes a highly polar spacer to reduce hydrophobicity and aggregation of the ADC,
translating into improved safety and pharmacokinetic profiles."> KIVU-107 has demonstrated
potent anti-tumor efficacy as a single agent and in combination across multiple preclinical
tumor models, including regression in tumors refractory to chemotherapy or ADCs."> More-
over, KIVU-107 is highly stable and well tolerated in non-human primates.»> Methods: This
Phase 1, multi-center, open-label, dose-finding and dose-expansion study is designed to
investigate safety, tolerability, pharmacokinetics (PK), pharmacodynamics (PD) and prelim-
inary efficacy of KIVU-107 in patients with select advanced solid tumors. The Dose Finding
stage will employ Backfill Bayesian Optimal Interval (BF-BOIN) design to establish the max-
imum tolerated dose (MTD) and recommended dose for expansion (RDE). Eligible participants
for the Dose Finding stage include those with advanced solid tumors known to be enriched for
PTK7 overexpression and that have exhausted available standard-of-care (SOC) treatments
including non-small cell lung, small cell lung, head and neck squamous cell carcinoma, breast,
endometrial, ovarian and others. The Dose Expansion stage will further explore the safety,
tolerability and preliminary efficacy in disease-specific cohorts relapsed or refractory to SOC
therapies. The primary endpoints include safety, tolerability, and determination of MTD and
RDE for KIVU-107. Secondary and exploratory endpoints include PK, immunogenicity, pre-
liminary clinical activity and biomarker assessments. Enrollment for Dose Finding has initiated.
Clinical trial information: NCT07229313. 1) Trikha M. Striving for Kinder and Gentler ADCs:
Spotlight on Solid Tumor Target and Preclinical Development of KIVU-107. Presented at: 16
World ADC San Diego; November 4, 2025; San Diego, CA. 2) Viller V, Zhang L, Jiang X, et al.
Preclinical Efficacy and Safety of KIVU-107, a Novel PTK7-Targeting Antibody-Drug Conjugate
(ADC). Poster presented at: 16" World ADC San Diego; November 5, 2025; San Diego, CA. Clinical
trial information: NCT07229313. Research Sponsor: Kivu Bioscience.
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A phase 1, first-in-human study of DS3610, a stimulator of interferon genes (STING)
agonist antibody-drug conjugate (ADC), in patients with advanced/metastatic solid
tumors.

Shigehiro Koganemaru, Justin Han, Sofia Buckley, Nagisa Kaneko, Yoshihiro Ohue, John F. Toso, Noboru Yamamoto; National Cancer Center Hospital East, Kashiwa,
Japan; Daiichi Sankyo, Inc., Basking Ridge, NJ; National Cancer Center Hospital, Tokyo, Japan

Background: While immunotherapies have improved treatment for patients with advanced/
metastatic solid tumors, there remains a need for novel therapies that can overcome resistance
to existing therapies, enhance antitumor activity, and delay disease progression. Promoting the
innate immune response through activation of the endoplasmic reticulum adaptor protein
stimulator of interferon genes (STING) has been associated with antitumor activity. DS3610 is
an antibody—drug conjugate (ADC) comprising an anti-epidermal growth factor receptor
(EGFR) monoclonal antibody attached to an immunomodulatory payload that acts as an agonist
of STING. EGFR is a transmembrane receptor tyrosine kinase that is overexpressed in a broad
range of solid tumors. DS3610 is designed to deliver the STING agonist payload directly to the
tumor microenvironment, activating immune cells such as antigen-presenting cells and
T cells, and inducing immune targeting of cancer cells. The antibody component has novel
Fc modifications designed to reduce the risk of class-specific adverse events, such as systemic
cytokine release. Methods: DS3610-071 (NCT07159126) is a Phase 1, first-in-human, open-
label, global, dose-escalation study of DS3610 (N=70). Patients must be adults with advanced or
metastatic solid tumors and be intolerant to standard-of-care therapies or have disease that
has relapsed after or is refractory to such therapies. Eligible tumor types include non-small cell
lung cancer, head and neck cancer, renal cell carcinoma, urothelial carcinoma, colorectal
cancer, gastric cancer, pancreatic cancer, esophageal cancer, biliary tract cancer, and uterine
cancer. Patients must have measurable disease per RECIST 1.1; an ECOG performance status of o,
1, or 2; and be willing and able to provide a pretreatment or archival tumor tissue sample.
Patients will receive DS3610 at escalating doses. The primary objectives are to assess the safety
and tolerability of DS3610 and to determine the recommended dose(s) for expansion for further
evaluation of DS3610. Safety endpoints include identifying dose-limiting toxicities and
treatment-emergent adverse events. Secondary endpoints include the assessment of DS3610
immunogenicity, based on the prevalence and incidence of antidrug antibodies, and the eval-
uation of DS3610 pharmacokinetics. Exploratory endpoints include evaluating the efficacy of
DS3610 and identifying biomarkers that may be associated with clinical benefit. Enrollment is
ongoing. Clinical trial information: NCT07159126. Research Sponsor: Daiichi Sankyo.
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BNT326-01: A Phase 1b/2 trial of BNT326/YL202 (HER3 ADC) as monotherapy and
in combination with pumitamig (anti-PD-L1 x VEGF bsAb) in patients with ad-
vanced solid tumors.

Siqing Fu, David James Pinato, Muhammad Adnan Khattak, Rohit Joshi, Christoph Qing, Alexa Childs, Fiona Thistlethwaite, Pavlina Spiliopoulou, Amy Quinton, Lalit Pallan,
James M.G. Larkin, Manish R. Patel, Kyriakos Papadopoulos, William Bennion McKean, Monica F. Chen, Sreenivasa R. Chandana, Christina Triick, Huyuan Yang,
Raoul Tibes, Georgina V. Long; The University of Texas MD Anderson Cancer Center, Houston, TX; Imperial College London, London, United Kingdom; One Clinical Research,
Hollywood Private Hospital and Edith Cowan University, Perth, Western Australia, Australia; Northern Adelaide Local Health Network - Lyell McEwin Hospital - Medical
Oncology Services, Elizabeth Vale, Australia; Northern Centre for Cancer Care, Newcastle upon Tyne Hospitals NHS Foundation Trust - Freeman Hospital, Newcastle upon
Tyne, United Kingdom; Royal Free London NHS Foundation Trust - Royal Free Hospital, London, United Kingdom; The Christie NHS Foundation Trust and University of
Manchester, Manchester, United Kingdom; Beatson West of Scotland Cancer Centre, Glasgow, United Kingdom; Velindre Cancer Centre, Whitchurch, United Kingdom;
University Hospitals Birmingham NHS Foundation Trust, Birmingham, United Kingdom; The Royal Marsden Hospital, London, United Kingdom; Florida Cancer Specialists/
Sarah Cannon Research Institute, Sarasota, FL; START Center for Cancer Research, San Antonio, TX; The START Center for Cancer Research, Mountain Region, West Valley
City, UT; Memorial Sloan Kettering Cancer Center, New York, NY; START Midwest, LLC, The Cancer & Hematology Centers, Grand Rapids, MI; BioNTech SE, Mainz, Germany;
BioNTech US, Cambridge, MA; Melanoma Institute Australia, The University of Sydney, Royal North Shore and Mater Hospitals, Sydney, Australia

Background: BNT326/YL202 is an investigational ADC composed of an anti-HER3 IgG1 mono-
clonal antibody conjugated to ~8 molecules of a novel topoisomerase I inhibitor payload via a
tripeptide linker. HER3 is frequently overexpressed in various solid tumors, particularly in
relapsed or refractory tumors, making it an attractive therapeutic target. Increasing evidence
suggests that ADCs may enhance the efficacy of immunotherapeutic agents. It is hypothesized
that combining BNT326 with immunotherapy including pumitamig, an investigational anti-
PD-L1 x VEGF-A bispecific antibody, could lead to better patient outcomes than administering
either drug alone. Targeting angiogenesis may facilitate ADC penetration, which in turn could
stimulate tumor immunity and increase sensitivity to PD-L1 inhibition. Preclinical in vivo
models testing the combination of pumitamig with BNT326 showed superior tumor growth
inhibition compared to each treatment alone (Hamilton E, AACR 2025, #648). Methods: This
global Phase 1b/2, open-label, adaptive two-part multicohort trial (NCT07070232) will eval-
uate safety, efficacy, optimal dose and pharmacokinetics of BNT326 in selected indications,
both as monotherapy (Part 1) and in combination with pumitamig (Part 2) in patients (=18y,
ECOG PS o or 1) with histologically or cytologically confirmed solid tumors that are advanced
and/or have relapsed/progressed after prior therapy. Both parts will start enrolling patients
independently of each other. In Part 1, patients in Cohorts 1A-C will be randomized to one of two
dose levels of BNT326 based on doses derived from the ongoing monotherapy trials (YL202-
INT-101-01 [NCT05653752] and YL202-CN-201-01 [NCT06107686], whereas Cohorts 1D, 1E,
and 1G receive dose level 2 of BNT326. 1A: cutaneous melanoma 2L+; 1B: NSCLC 2L+, negative
for actionable oncogenic alterations; 1C: EGFRm NSCLC 2L+; 1D: rare melanoma; 1E: other
advanced solid tumors; 1F: drug-drug interaction cohort, dose defined in randomization
cohorts 1A - 1C; and 1G: cervical cancer 2L+. In Part 2, patients in Cohorts 2A and 2B will
receive two dose levels of BNT326 in combination with pumitamig. Patients in Cohorts 2D and
2E will receive two dose levels of BNT326 with pumitamig and dose level 2 of BNT326 as
monotherapy. Patients in Cohort 2F receive one combination dose level. 2A: cutaneous mel-
anoma 2L+; 2B: HER2-negative breast cancer 2L+/1L; 2C (optional, not open): cutaneous
melanoma 1L+; 2D: gastric/gastroesophageal junction cancer 2L+; 2E: colorectal cancer 2L+;
and 2F: cervical cancer 2L+. Primary endpoints are safety, overall response rate, and pharma-
cokinetics for cohort 1F. Enrollment for all cohorts is ongoing globally. Clinical trial informa-
tion: NCT07070232. Research Sponsor: BioNTech SE.
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A phase 1, multicenter, open-label, dose-escalation and expansion study to eval-
uate the safety, tolerability, pharmacokinetics, and preliminary efficacy of SBO-154
in subjects with advanced solid tumors.

Charlotte Rose Lemech, Joe Wei, Sant P. Chawla, Ecaterina Elena Dumbrava, Sunil Sharma, So Yeon Kim, Andrew Lachlan Schmidt, Sarwan K. Bishnoi, Srilata Gundala,
Sameer Rastogi, Kumar Prabash, Minish Mahendra Jain, Sandeep P. Inamdar, Geetanjali Chimote, Jayasree Sreenivasan; Scientia Clinical Research-Prince of Wales
Clinical School, Randwick, NSW, Australia; Scientia Clinical Research, Sydney, Australia; Sarcoma Oncology Research Center, Santa Monica, CA; The University of Texas
MD Anderson Cancer Center, Houston, TX; Honor Health, Scottsdale, AZ; Yale Cancer Center, New Haven, CT; Sunshine Coast University Private Hospital, Queensland,
Australia; Cancer Research SA, Adelaide, SA, Australia; Hope & Healing Cancer Services, Hinsdale, IL; All India Institute of Medical Sciences, Ghaziabad, India; Tata
Memorial Centre, Mumbai, India; Noble Hospital Private Limited, Pune, India; SPARC, Pune, CA, India; Sun Pharmaceutical Industries Inc, Princeton, New Jersey; SPARC,
Mumbai, India

Background: Mucin 1 (MUC1) is a transmembrane glycoprotein overexpressed in advanced
epithelial malignancies, where it promotes tumor progression and correlates with poor clinical
outcomes. The membrane-proximal SEA domain of MUC1 is exposed on tumor cells and
undergoes rapid internalization, enabling targeted intracellular delivery of cytotoxic payloads.
SBO-154 is a MUC1 SEA—directed antibody—drug conjugate (ADC) conjugated to the clinically
validated cytotoxic payload monomethyl auristatin E (MMAE) via a protease-cleavable linker.
Unlike the shed MUC1-VNTR that creates an antigen sink limiting efficacy of prior ADCs, the
negligibly shed MUC1-SEA epitope enables more effective SBO-154 tumor targeting. Nonclinical
studies of SBO-154 showed MUC1-dependent cytotoxicity, dose-dependent tumor inhibition
in vivo, and a favorable safety for clinical evaluation. This first-in-human study is designed to
evaluate the safety, tolerability, pharmacokinetics (PK), immunogenicity, and preliminary
antitumor activity of SBO-154 in subjects with locally recurrent or metastatic solid tumors
who have exhausted or are intolerant to available therapies. Methods: This phase 1, open-label,
multicenter study comprises two parts: dose escalation (Part 1) and dose expansion (Part 2).
Eligible adults (=18 years) must have RECIST vi.1-measurable, locally recurrent or metastatic
solid tumors (excluding sarcoma), documented progression after or intolerance to standard
therapy, ECOG performance status 0—1, adequate organ function, and tumor tissue for im-
munohistochemistry (IHC) analysis. SBO-154 will be administered as an intravenous infusion
on Day 1 of each 21-day treatment cycle (Q3W) over 30 minutes. Part 1 will use an mTPI-2 design
with intra-patient dose escalation from 0.3 mg/kg to 2.5 mg/kg. Approximately 75 subjects will
beenrolled in Part 1 (~50 in dose escalation and ~25 in backfill cohorts), and up to 102 subjects in
Part 2. After determining the maximum tolerated dose (MTD) and the recommended dose for
expansion (RDE), Part 2 will be initiated with a Simon’s two-stage design. Planned expansion
cohorts will include NSCLC, ER+ breast cancer, and ovarian cancer, with enrolment to be
restricted to tumors with high MUC1-SEA expression. Treatment will continue until disease
progression, unacceptable toxicity, or withdrawal from the study. Primary endpoints: include
dose-limiting toxicities (DLTs), treatment-related serious adverse events, dose modifications,
and clinical/laboratory safety findings. Secondary endpoints: include PK, immunogenicity and
efficacy. Enrollment Status: The study initiated enrolment in August 2025. Cohorts 1and 2 have
been completed without any DLTs, and enrolment in Cohort 3 is ongoing as of December 2025.
Clinical trial information: NCT07042100. Research Sponsor: None.
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Phase 1/2 study of CLIO-8221, a HER2-targeted, dual-payload exatecan and ATR
inhibitor antibody-drug conjugate (ADC) in patients with advanced HER2-
expressing solid tumors.
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University of Texas MD Anderson Cancer Center, Houston, TX; Scientia Clinical Research-Prince of Wales Clinical School, Randwick, NSW, Australia; Linear Clinical
Research Ltd, Perth, Western Australia, Australia; ICON Cancer Care, South Brisbane, QLD, Australia; Alfred Health, Melbourne, Australia; Peter MacCallum Cancer Centre,
Melbourne, Australia; START Center for Cancer Research, San Antonio, TX; The START Center for Cancer Research, Mountain Region, West Valley City, UT; Sarah Cannon
Research Institute, Nashville, TN; Fudan University Shanghai Cancer Center, Shanghai, China; Callio Therapeutics, Seattle, WA; Callio Therapeutics, Singapore, Singapore;
Dana-Farber Cancer Institute, Boston, MA

Background: CLIO-8221 is a novel anti-HER2 ADC designed to overcome topoisomerase 1
inhibitor (Topo1i) resistance by incorporating both Topo1i (exatecan) and ataxia telangiectasia
and rad3-related protein inhibitor (ATRi; berzosertib) payloads. Enabled by proprietary dual-
payload ADC linker technology, CLIO-8221 uses an Fc-engineered trastuzumab, site-
specifically conjugated with a stable protease-cleavable linker designed for optimal efficacy
and tolerability. Trastuzumab deruxtecan (T-DXd) has redefined the treatment paradigm for
HER2-expressing breast cancer and is emerging as a frontline treatment option. However, most
patients develop resistance and disease progression. Topo1li-induced replication stress triggers
activation of the DNA damage response pathway, which is an important driver of Topo1i
resistance. Studies show that ATRi synergizes with Topo1i to enhance DNA damage and increase
antitumor activity. In preclinical studies, CLIO-8221 binds with high affinity and specificity to
HER2-expressing tumor cells and is rapidly internalized to release the Topo1i and ATRi pay-
loads to drive direct tumor cell killing with a strong bystander effect. CLIO-8221 shows superior
in vivo efficacy across tumor models with a range of T-DXd sensitivity, inducing tumor
regression after a single dose in T-DXd resistant and refractory xenograft models. Additionally,
CLIO-8221 is designed to minimize off-target uptake through Fc engineering for abrogated
FcyR binding, and a proprietary hydrophilic linker for reduced macropinocytosis. CLIO-8221 is
well tolerated in nonclinical toxicity studies in non-human primates. Methods: CLIO-8221-001
isaPhase 1/2, first in human dose-escalation and -expansion study. Eligible patients are adults
with metastatic or unresectable HER2-expressing solid tumors, including those who previously
received T-DXd. Patients must have measurable disease per RECISTv1.1 and have previously
received therapies known to confer clinical benefit unless ineligible, refused by the patient, or
not available in the region. CLIO-8221 will initially be given by intravenous infusion on Day 1 of a
21-day cycle; treatment may continue until disease progression, unacceptable toxicity, or other
reason for discontinuation. The primary objectives are to assess the safety and tolerability of
CLIO-8221 and to identify the maximum tolerated dose, if reached, and recommended Phase 2
dose. Phase 1 of the study utilizes a BOIN dose-escalation design with an expansion phase, while
Phase 2 comprises tumor-specific expansion cohorts treated at the doses recommended from
Phase 1. Antitumor activity, PK, immunogenicity, and biomarkers including HER2 status and
ctDNA dynamics will also be evaluated. Enrollment is planned at sites in Australia, US, and China
(NCT07300943). Clinical trial information: NCT07300943. Research Sponsor: Callio
Therapeutics.
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Phase 1, first-in-human, open-label study evaluating the safety, tolerability,
pharmacokinetics, and preliminary efficacy of TGW101 in patients with advanced
solid tumors.

Anthony W. Tolcher, Alexander I. Spira, Funda Meric-Bernstam, Michael S. Gordon, Anthony J. Olszanski, Samuel J. Klempner, Marc Robillard, Keith W. Orford, Shiraj Sen;
NEXT Oncology San Antonio, San Antonio, TX; NEXT Oncology - Virginia, Fairfax, VA; The University of Texas MD Anderson Cancer Center, Houston, TX; HonorHealth
Research Institute, Scottsdale, AZ; Fox Chase Cancer Cancer, Philadelphia, PA; Mass General Brigham Cancer Institute, Boston, MA; Tagworks Pharmaceuticals B.V.,
Nijmegen, Netherlands; Tagworks Pharmaceuticals, Nijmegen, Netherlands; NEXT Oncology Dallas, Dallas, TX

Background: Tumor-associated glycoprotein 72 (TAG-72) is a non-internalizing glycoepitope
that is aberrantly expressed in a broad range of epithelial cancers, predominantly adenocar-
cinomas. TGW101 is an antibody-drug conjugate (ADC) therapy that utilizes a novel, bio-
orthogonal click chemistry-based linker technology that enables the targeting of non-
internalizing cancer antigens and controlled payload release. The first component of
TGW101 is a chemically cleavable ADC (TGW101-ADC) that consists of a diabody targeting
TAG-72 and a highly stable trans-cyclooctene (TCO) linker conjugated to a monomethyl
auristatin E (MMAE) payload. Once the TGW101-ADC binds to intratumoral TAG-72 and is
largely cleared from the systemic circulation, the second drug component, a tetrazine trigger
(TRGO01), is administered, leading to rapid MMAE release from TGW101-ADC via a selective
cleavage reaction with the TCO linker. Upon release of MMAE into the tumor microenviron-
ment, it readily diffuses into surrounding tumor cells, binds to microtubules, inhibits cell cycle
progression, and activates local immune cells. In preclinical studies, TGW101 treatment led to
tumor regressions in the OVCAR3 (ovarian) cell line and GXF214 (gastric) patient-derived
xenograft model, and improved survival in LS174T (colon) tumor bearing mice. Methods: This
first-in-human, open-label Phase 1 study evaluates the safety and tolerability of TGW101 and
defines a maximum tolerated dose (MTD). A Bayesian Optimal Interval (BOIN) design is used to
determine the recommended dosing regimen(s) for expansion. Secondary objectives include
assessing the pharmacokinetic (PK) profile, intratumoral pharmacodynamics, preliminary
anti-tumor activity, and immunogenicity of TGW101. Exploratory analysis will investigate
the relationship between TAG-72 expression and tumor response, as well as the effect of
TGW101 exposure on tumor biomarkers. Up to 50 participants with advanced solid tumors,
including breast, NSCLC, prostate, cervical, endometrial, ovarian, gastroesophageal, and non-
squamous cell carcinoma of the head and neck are planned for enrollment. During dose
escalation, increasing doses of TGW101-ADC, administered intravenously on Day 1 followed
7 days later by a fixed-dose infusion of TRG001, will be explored in cohorts of 3-4 participants
treated in 3-week cycles. Once pharmacologically active dose levels are identified, specific
cohorts may enroll additional participants to further explore safety, PK, tumor biomarker
changes, and efficacy. Adverse events are assessed according to CTCAE v5 and tumor response is
determined by RECIST 1.1 or PCWG3 criteria every 6 weeks for the first 2 cycles, then every
9 weeks. The trial began in May 2025 and 7 sites, all within the United States, are open for
enrollment. Clinical trial information: NCT06959706. Research Sponsor: None.
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First-in-human clinical evaluation of ST-01156, an optimized and selective de-
grader of RNA-binding motif 39 (RBM39): A phase 1 study in advanced solid
malignancies with a focus on RBM39-dependent cancers.

Eric Keith Rowinsky, Gregory Michael Cote, George D. Demetri, Robert G. Maki, Suzanne George, Daneng Li, Alain C. Mita, Monica M. Mita, Jordi Rodon Ahnert, Dan Lu,
Dong Liu, Lan Huang, James Tonra; SEED Therapeutics Inc., King of Prussia, PA, China; Mass General Brigham Cancer Institute, Boston, MA; Dana-Farber Cancer Institute,
Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY; City of Hope National Comprehensive Cancer Center, Duarte, CA; Hoag Family Cancer Institute,
Newport Beach, CA; The University of Texas MD Anderson Cancer Center, Houston, TX; SEED Therapeutics Inc., King of Prussia, PA

Background: ST-01156 is an orally administered agent developed to degrade RBM39, a protein
target that is principally involved with splicing RNA into messenger RNA and is commonly
upregulated in cancer. ST-01156 has entered phase 1 clinical trials for the treatment of several
cancer types supported by its novel mechanism of action and data from preclinical testing. The
lead optimization process for ST-01156 maximized degradation selectivity, anticancer potency,
metabolic stability (including deuteration), and other drug-like properties. The ability of ST-
01156 to achieve functionally meaningful and selective effects is exemplified by complete
degradation of RBM39 within hours following treatment in vitro, accompanied by downstream
mis-splicing of pathogenic transcripts, most notably the EWSR1-FLI1 fusion transcript driving
Ewing sarcoma (ES). Adding to this effect, ST-01156 depleted proteins involved in DNA damage
repair (DDR), supporting the potential for synthetic lethality with cancer cells that depend on
proficient DDR. RBM39 is also involved in the splicing of KRAS isoforms thought to be essential
for the proliferation and survival of oncogenic KRAS cancer stem cells, providing an anticancer
mechanism distinct from the mechanisms of current KRAS inhibitory agents. In advanced
hepatocellular carcinoma (aHCC), RBM39 is substantially overexpressed and likely impedes
essential arginine sensor activities. In addition to demonstrating robust activity in these
malignancies, ST-01156 is highly active in patient-derived xenograft models of neuroblastoma,
biliary tract carcinoma (BTC), and endometrial carcinoma (EC). In animal toxicology studies,
hematologic and gastrointestinal tissues were most susceptible to RBM39 inhibition. Methods:
In the first-in-human study, ST-01156 doses will be adaptively escalated based on the rate and
severity of adverse events in trial participants with advanced solid malignancies. ST-01156 will
be administered orally for 5 consecutive days every 7 days with an option of adapting a
continuous dosing schedule, if tolerable. Backfilling of safe dose levels with participants with
high priority malignancies will be allowed. In addition to traditional safety and tolerability
endpoints, dose escalation and Phase 2 dose derivation will be based on pharmacokinetic (PK)
endpoints and real-time RBM39 targeting measurements in peripheral mononuclear cells. The
optimal dose of ST-01156 derived from safety tolerability, PK and pharmacodynamic data will
be evaluated in trial participants in the following expansion cohorts: A, ES; B, aHCC; C, KRAS-
mutant cancers; and D, an adaptive cohort of cancers projected to be susceptible to RBM39
inhibition including BTC, EC, and cancers with DDR aberrations. Clinical trial information:
NCT07197554. Research Sponsor: SEED Therapeutics Inc.
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A phase 1/2 first-in-human study of TH9619 in patients with advanced refractory
solid tumors (ODIN).

Victor Moreno, Antoine Hollebecque, Irene Brana, Andrew Stone, Victoria Moody, Thomas Helleday, Eva Ehrnrooth, Elizabeth Ruth Plummer; START-Madrid-FJD Early
Phase Clinical Trials Unit, Hospital Universitario Fundacion Jiménez Diaz, Madrid, Spain; Gustave Roussy and Paris-Saclay University, Villejuif, France; Vall d’'Hebron
Institute of Oncology (VHIO), Barcelona, Spain; Stone Biostatistics, Crewe, United Kingdom; One-carbon Therapeutics AB, Solna, Sweden; Newcastle University Centre for
Cancer, Newcastle upon Tyne, and Sir Bobby Robson Cancer Trial Research Centre, Freeman Hospital, the Newcastle upon Tyne Hospitals NHS Foundation Trust,
Newcastle upon Tyne, United Kingdom

Background: TH9619 is a first-in-class, potent, small-molecule, and dual inhibitor of
methylene-tetrahydrofolate dehydrogenase (MTHFD)1 and MTHFD2, both highly overex-
pressed in solid tumors and cancer-specific key enzymes within the one-carbon metabolic
pathway. TH9619 kills cancer cells via a dual mechanism of action (1) inhibition of MTHFD1
traps folate leading to thymidine depletion, and (2) inhibition of nuclear MTHFD2 disrupts DNA
damage response and repair pathways. With its unique characteristics, in preclinical models,
TH9619 kills tumour cells, while sparing healthy tissues. The results from pre-clinical models,
the novel mechanism of action, and the high unmet medical need in advanced refractory solid
tumours support this investigation. Methods: ODIN (NCT07151040; EudraCT No. 2024-
519639-40-00) is a first-in-human, multicentre, open-label, Phase 1/2 study. Eligible patients
include adults with histologically confirmed advanced colorectal cancer, non—small cell lung
cancer, head and neck squamous cell carcinoma, gastric cancer, or gastroesophageal junction
cancer who have exhausted the institutional standard of care and have progressive and mea-
surable disease per RECIST 1.1. Patients will receive TH9619 monotherapy via an intravenous
infusion, weekly for 3 weeks, followed by one week without infusion, of a 28-day cycle, for up to
2 years. The Phase 1a dose-escalation, planning to recruit up to 80 patients, will assess the
overall safety and tolerability profile and determine the maximum tolerated dose (MTD) and
recommended Phase 2 dose(s) (RP2D(s)). Phase 1b is cohort expansion and plans to recruit up to
60 patients. Assessments include adverse events, pharmacokinetic (PK) and pharmacodynamic
(PD) parameters, and preliminary anti-tumor activity per RECIST v1.1. Additionally, predictive
biomarkers and metabolites related to the one-carbon metabolism and potential correlation
with efficacy of TH9619 will be explored. The Phase 2 will further characterize safety, PK, PD,
and efficacy at the RP2D(s). The ODIN phase 1/2 study is actively enrolling across leading
academic and clinical research centres in the United Kingdom, France, and Spain, with ex-
pansion planned across additional European sites in the coming months. As of this submission,
dose escalation is ongoing. Clinical trial information: NCT07151040. Research Sponsor: None.
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TAGNOT: A phase 1b/2 tumor-agnostic study of the selective anti-FGFR1 mono-
clonal antibody OM-RCA-01 in FGFR1-expressing advanced solid tumors.

Igor A. Utyashev, Svetlana Kutukova, Grigory A. Raskin, Andrey Semenov, Ruslan Zukov, Alexander Valerievich Sultanbaev, Alexey Odintsov, Antonina Cheremnykh,

Yulia Anzhiganova, Eugene Slepov, Elizaveta Ivanova, Nadezhda Dragun, llya Tsimafeyeu; Institute of Oncology, Hadassah Medical Moscow, Moscow, Russian Federation;
Pavlov University, Saint Petersburg, Russian Federation; Dr. Berezin Medical Institute, Saint Petersburg, Russian Federation; lvanovo Regional Oncology Center, lvanovo,
Russian Federation; V.F. Voino-Yasenetsky Krasnoyarsk State Medical University, Krasnoyarsk, Russian Federation; Republican Clinical Oncological Dispensary of the
Ministry of Health of the Republic of Bashkortostan, Ufa, Russian Federation; A. I. Kryzhanovsky Krasnoyarsk Regional Clinical Oncology Center, Krasnoyarsk, Russian
Federation; Bureau for Cancer Research - BUCARE, Moscow, Russian Federation; Bureau for Cancer Research - BUCARE, Moscow office, Moscow, Russian Federation

Background: Fibroblast growth factor receptor 1 (FGFR1) plays a key role in the pathogenesis of
multiple malignancies; however, no highly selective FGFR1-targeted therapies for solid tumors
are currently approved. OM-RCA-01 is a humanized monoclonal antibody that selectively binds
extracellular domains II-IIIc of FGFR1 with high affinity (Kd = 1.59 nM) and has demonstrated
promising antitumor activity in preclinical models. In the first-in-human, tumor-agnostic
(TAGNOT) study, patients with FGFR1-expressing advanced cancers are being treated with
OM-RCA-01. Methods: TAGNOT is a phase 1b/2, multicenter, multicohort, prospective study
designed according to the FDA-recommended OPTIMUS approach. Key eligibility criteria
include FGFR1 expression by immunohistochemistry (IHC 2+ or 3+ in =10% of tumor cells)
and metastatic disease progressing after =2 prior systemic treatment lines. The primary
objective of the phase 1b component is to determine the recommended phase 2 dose
(RP2D). Two dose levels of OM-RCA-01 (50 mg and 100 mg administered intravenously every
2 weeks) will be compared for safety (CTCAE v5.0), preliminary efficacy (objective response rate
[ORR] per RECIST v1.1), pharmacokinetics, neutralizing antibody formation, and circulating
tumor DNA dynamics. The primary endpoint of the phase 2 component is ORR in the ITT
population. Five tumor-specific cohorts are planned: clear-cell renal cell carcinoma (n = 11),
castration-resistant prostate cancer (n = 11), non-small cell lung cancer without EGFR or ALK
alterations (n = 11), breast adenocarcinoma with known receptor status (n = 11), and head and
neck squamous cell or salivary gland carcinomas (n = 11). Using Simon’s two-stage design, a
total of 55 patients will be enrolled. The null hypothesis of a true ORR of 10% will be tested
against a one-sided alternative of 25%. The study will be terminated after the first stage if <3
responses are observed among 31 patients. Otherwise, 24 additional patients will be enrolled.
The null hypothesis will be rejected if =10 responses are observed in 55 patients, yielding a one-
sided type I error rate of 0.05 and 90% power. Clinical trial information: NCT07292168.
Research Sponsor: Bureau for Cancer Research - BUCARE.
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A first-in-human study of ATX-295, an oral inhibitor of KIF18A, in patients with
advanced or metastatic solid tumors, including ovarian cancer.

Judy S. Wang, lldefonso I. Rodriguez Rivera, Deepak Bhamidipati, April Greene-Colozzi, Gozde Colak, Priya Rajaratnam, Yogesh Chutake, Brian Sparling, Maureen Lynes,
Monique Laidlaw, Steven Mennen, Serena Silver, Stuart James Ince, Jason Sager, Anthony W. Tolcher, Timothy A. Yap; Florida Cancer Specialists/Sarah Cannon Research
Institute, Sarasota, FL; NEXT Oncology, San Antonio, TX; Sara Cannon Research Institute, Nashville, TN; Accent Therapeutics, Lexington, MA; NEXT Oncology San Antonio,
San Antonio, TX; The University of Texas MD Anderson Cancer Center, Houston, TX

Background: ATX-295 is an oral inhibitor of KIF18A, an adenosine triphosphate (ATP)-
dependent, plus end-directed mitotic kinesin. KIF18A facilitates chromosomal alignment
and spindle microtubule dynamics during mitosis in certain advanced solid tumors with
chromosomal instability (CIN). In preclinical studies, ATX-295 demonstrated robust antipro-
liferative activity in chromosomally instable solid tumor models, including in high grade serous
ovarian cancer. In vivo, oral administration of ATX-295 induced dose-dependent tumor growth
inhibition in CIN platinum-resistant ovarian and squamous non-small cell lung cancer cell-
line derived xenograft (CDX) and patient derived xenograft (PDX) models. Methods:
NCT06799065 is a multi-center, first-in-human, Phase 1/2, open-label, single-arm, dose-
escalation and expansion study to evaluate the safety profile of ATX-295 and determine the
recommended phase 2 dose (RP2D) in subjects with locally advanced or metastatic solid tumors.
The study in progress will be conducted in two parts: dose escalation, followed by dose
expansion. Participant enrollment and continuous safety assessment will be guided by a
mTPI-2 design (Guo, 2017) to identify an optimal dose. To assess evidence of preliminary
antitumor activity, a Simon 2-stage design (Simon, 1989) will be used during dose expansion.
Key eligibility criteria: patients with histologically confirmed solid tumors who have locally
recurrent or metastatic disease, including high grade serous ovarian cancer (HGSOC) and
squamous non-small cell lung cancer (sqNSCLC); refractory to or relapsed after all standard
therapies with proven clinical benefit. For the expansion cohorts, participants must have
histological confirmation of HGSOC and be determined to be platinum-resistant, platinum-
refractory, or platinum-intolerant; have measurable disease; have an Eastern Cooperative
Oncology Group (ECOG) performance status of 0 to 1. Primary endpoints will evaluate safety
and tolerability of ATX-295 at pharmacologically active dose(s) and/or schedule(s) and de-
termine the recommended phase 2 dose (RP2D). Secondary endpoints will evaluate pharma-
cokinetics (PK) of ATX-295 in plasma and evaluate pharmacodynamic (PD) effects of ATX-295
to assess preliminary evidence of anti-tumor activity. The study is actively recruiting. Clinical
trial information: NCT06799065. Research Sponsor: Accent Therapeutics.
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First-in-human phase 1 dose escalation and expansion study of PIN-5018, a CK1«-
selective molecular glue degrader, in patients with advanced solid tumors.

Bhumsuk Keam, Jae Lyun Lee, Keun-Wook Lee, Cheongbi Kim, Hyejin Lim, Hyunsun Jo, Hyunseok Kang; Department of Internal Medicine, Seoul National University
Hospital, Seoul National University College of Medicine, Seoul, South Korea; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul,
South Korea; Department of Internal Medicine, Seoul National University Bundang Hospital, Seoul National University College of Medicine, Seongnam, South Korea; Pin
Therapeutics, Seongnam, South Korea; Stanford University School of Medicine, Division of Oncology, Stanford, CA

Background: Casein kinase 1 alpha (CKia) is a serine/threonine kinase involved in multiple
oncogenic signaling pathways regulating cell proliferation, differentiation, and survival. Dys-
regulation of CKia has been implicated across several solid tumor types, supporting its eval-
uation as a therapeutic target. PIN-5018 is an orally administered, CK1a-selective molecular
glue degrader designed to induce targeted proteasomal degradation of CKia via cereblon-
mediated ubiquitination. Previously presented preclinical studies have demonstrated selective
CK1a degradation and antitumor activity in multiple solid tumor models, providing the sci-
entific rationale for first-in-human clinical evaluation. In addition to safety and dose opti-
mization, the study incorporates tumor- and blood-based correlative analyses to characterize
CK1a degradation and downstream pathway modulation. Methods: PIN-5018-001 is an ongo-
ing, first-in-human, open-label, multicenter phase 1 study evaluating PIN-5018 in patients
with progressive, locally advanced (unresectable), or metastatic solid tumors who have
exhausted standard treatment options. The study consists of a dose escalation phase followed
by dose expansion at selected dose levels based on safety, pharmacokinetics, and preliminary
antitumor activity. PIN-5018 is administered orally once daily in 21-day cycles (14 days on
treatment followed by 7 days off). Dose escalation evaluates six planned dose levels
(10—100 mg) using a Bayesian Optimal Interval (BOIN) design with a target dose-limiting
toxicity rate of 25%. Dose-limiting toxicities are assessed during Cycle 1. Up to 36 patients may
be enrolled in dose escalation, with plan to add dose optimization and dose expansion cohorts.
Eligible patients are adults (=18 years) with ECOG performance status 0—1 and at least one
measurable lesion per RECIST v1.1. Mandatory pre-treatment and on-treatment tumor biopsies
are required when medically feasible to support correlative biomarker analyses. Enrollment has
begun. Cohort 1 has been completed without DLT, and enrollment to subsequent cohorts is
ongoing. Clinical trial information: KCT0011322. Research Sponsor: Pin Therapeutics, Inc.
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An open-label, multicenter study of DPTX3186 to evaluate safety, tolerability, and
pharmacokinetics in subjects with known Wnt pathway—activated solid tumors
where no other treatments exist.

Alexander I. Spira, Karl Hsu, Stephanie Robertson, Celeste DiJohnson, Kathleen Roberge, Doug Baumann, Franklin Vairinhos, Zachary Bergeron, Ann Boija, Isaac Klein,
David Sommerhalder; Virginia Cancer Specialists and NEXT Oncology, Fairfax, VA; Dewpoint Therapeutics, Boston, MA; NEXT Oncology, San Antonio, TX

Background: Constitutive activation of the Wnt/g-catenin pathway drives malignancy in a wide
range of cancers, where g-catenin has been notoriously difficult to drug due to its disordered
nature, lack of defined drug-binding pockets, and associated toxicities. Biomolecular conden-
sates are membraneless organelles that orchestrate cellular processes, biological pathways,
and protein activity by compartmentalizing biomolecules. DPTX-3186 is a small molecule
condensate modulator (c-mod) that acts via a novel mechanism of action, sequestering
B-catenin into inactive condensate depots. This sequestration selectively inhibits g-cate-
nin-driven transcription and induces robust cancer cell death. DPTX3186 is an orally bioavail-
able small molecule c-mod that demonstrates strong anti-tumor activity across multiple
tumor types driven by various defects along the Wnt/g -catenin pathway. Studies in xenographs
show that DPTX-3186 modulates Wnt pathway activity as evidenced by formation of inactive
B-catenin condensates and modulation of B-catenin-driven gene transcription. Profound
pharmacological efficacy, including regressions and complete responses, has been observed
in murine models of gastric cancer as monotherapy. The molecule has been granted Fast Track
and Orphan Drug Designations by the FDA. Methods: This first-in-human, phase 1/2, mul-
ticenter, open-label, dose-escalation (phase 1) and dose-expansion (phase 2) study evaluates
the safety/tolerability, pharmacokinetics (PK), pharmacodynamics (PD), and anti-tumor ef-
fects of DPTX3186 monotherapy in patients with known Wnt pathway activated solid tumors.
Eligible patients must have no other approved treatment options available. In Phase 1,
DPTX3186 is administered orally in a 4 days on / three days off schedule, at escalating dose
levels, evaluated sequentially in a BOIN design. Phase 2 dose expansion will utilize a TOP-BOIN
design and will evaluate DPTX3186 monotherapy in patients with histologically or cytologically
confirmed non-resectable gastric adenocarcinoma who are refractory to prior treatment.
Primary endpoints are safety and tolerability of DPTX-3186, including dose-limiting toxicities
(DLT) and the determination of the MTD and recommended dose for expansion. Secondary
endpoints are PK, PD, and preliminary anti-tumor activity (e.g. overall response rate, duration
of response, progression-free survival, disease control rate, and overall survival). 40 patients
are planned to be enrolled in Part 1, which is currently enrolling in the USA. Clinical trial
information: NCT07312903. Research Sponsor: Dewpoint Therapeutics.
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Phase 1/2 study of the novel Werner helicase inhibitor EIK1005 as monotherapy and
in combination with pembrolizumab in patients with advanced solid tumors, In-
cluding MSI-H or dMMR tumors.

Timothy A. Yap, Paul Johannet, Geoffrey Chong, Faisal Hayat, Vinod Ganju, Yoland Catherine Antill, Sindura Gollamudi, Muaz Sadeia, Eric Zhang, Niloufar Mobashery; The
University of Texas MD Anderson Cancer Center, Houston, TX; Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY; Grampians Health, Ballarat,
Australia; Calvary Mater Hospital, Newcastle, Edith, NSW, Australia; Peninsula and South East Oncology Medical, Frankston, VIC, Australia; Peninsula University Hospital,
Frankston, VIC, Australia; Eikon Therapeutics, Inc., Jersey City, NJ

Background: Cancers with deficient mismatch repair (dIMMR) have high microsatellite insta-
bility (MSI-H) and are reported to be sensitive to inhibition of the Werner syndrome helicase
(WRN) via synthetic lethality. WRN inhibition in MSI-H cells leads to loss of genomic integrity
and ultimately cell death while not affecting microsatellite stable (MSS) and healthy cells.
Standard of care for patients (pts) with MSI-H tumors includes surgery and immunotherapy
(checkpoint inhibitors [CPIs] like pembrolizumab [pembro]). While these are viable treatment
options, depending on the indication, ~30 to 50% do not respond to first-line immune CPIs, or
acquire resistance. A critical unmet medical need exists for new therapies for such patients
(pts). EIK1005 is a novel, potent, high-affinity and selective WRN inhibitor (WRNi) with the
potential for targeted antitumor activity in MSI-H or dMMR solid tumors. In vitro studies
demonstrated sustained target engagement leading to cell death in MSI-H cells while sparing
MSS and healthy cells. In a Phase 1 single ascending dose study in healthy participants, EIK1005
was well tolerated at the doses evaluated. Methods: EIK1005-002 (NCT#07262619) is a mul-
ticenter, multi-part, Phase 1/2 study of EIK1005 monotherapy and combination with pembro,
in participants with advanced solid tumors including MSI-H and dMMR tumors. The study has
three parts; Part 1A (monotherapy dose escalation [DE]): EIK1005 will be evaluated at ~ three
dose levels (DL) in participants without alternative therapeutic options (n~40). Preference is
given to pts with MSI-H or dMMR cancer for whom prior CPI therapy has failed, or with MSS
cancer who progressed after =1 regimen of platinum, alkylating or topoisomerase chemother-
apy as evidence suggests MMR alterations and MSI induction in previously MSS cancer. Part 1B
(combination DE): participants with MSI-H or dMMR tumors (n~40) will receive EIK1005 +
pembro (Q3W). Part 2 (dose optimization [DO]): participants (n~80) with MSI-H and dMMR
tumors and slowly progressive disease are randomized 1:1 to receive EIK1005 at one of two doses
from Part 1A. Key eligibility criteria: participants =18 years, life expectancy =3 months,
unresectable and/or metastatic solid tumor, measurable disease at baseline (RECIST vi1.1),
progression after or intolerance to = 1 advanced-setting standard treatment regimen (Part 14),
has MSI-H or dMMR tumor (Parts 1B and 2) and slowly progressive disease (Part 2). Primary
objectives: safety and tolerability of EIK1005 monotherapy and + pembro to determine the MTD
(Part 1) and to inform DO (Part 2). Secondary objectives: preliminary antitumor activity,
characterize plasma PK profile of EIK1005 monotherapy and + pembro. This study began in
December 2025. Clinical trial information: NCT07262619. Research Sponsor: None.
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Phase 1, multi-center clinical trial evaluating the safety, pharmacokinetics, phar-
macodynamics and anti-cancer activity of PQ203, a first-in-class peptide drug
conjugate targeting SORT1 in patients with advanced solid tumor malignancies
(NCT07190469).

Philippe Bedard, Justin A. Call, Dave Garman, Edward Graeme Garmey, Paggy Hew, Ruby Lin, Patricia LoRusso, Francine Lui, Ramy Saleh, Lucas Siow, David Sommerhalder,
Timothy A. Yap, Andrew Zhai, Lillian L. Siu; Princess Margaret Cancer Centre — University Health Network, University of Toronto, Toronto, ON, Canada; Medical Oncology,
START Mountain Region, West Valley City, UT; ProteinQure, Toronto, ON, Canada; Yale Cancer Center, New Haven, CT; Proteinqure Inc, Toronto, Canada; Department of
Medicine, McGill University Health Centre, Montréal, QC, Canada; ProteinQure Inc, Toronto, ON, Canada; NEXT Oncology, San Antonio, TX; The University of Texas MD
Anderson Cancer Center, Houston, TX; Princess Margaret Cancer Centre, University Health Network, University of Toronto, Princess Margaret Cancer Consortium, Marathon
of Hope Cancer Centres Network, Toronto, ON, Canada

Background: Antibody—drug conjugates (ADCs) have improved outcomes in several refractory
cancers by enabling the targeted delivery of potent cytotoxins but their use is limited by
suboptimal payload release, off-target and immune-related toxicities, poor tumor penetration
and complex manufacturing. Peptide drug conjugates (PDCs) offer potential advantages over
ADCs including smaller size, increased tumor penetration, more rapid systemic clearance and
decreased immunogenicity. PQ203 is a first in class, AI-designed PDC comprised of a 17 amino
acid peptide targeting sortilin (SORT1) conjugated to the cytotoxin monomethyl auristatin E
(MMAE) via a para-amino-benzyl-valine-citrulline (PAB-VC) cleavable linker. SORT1, a re-
ceptor of the Vpsiop family involved in protein trafficking, is overexpressed across multiple
tumor types and associated with tumor invasiveness. Preclinical breast cancer models, includ-
ing patient-derived xenografts, show that PQ203 can overcome resistance to commonly used
TOP1-based ADCs. Methods: This first-in-human, multi-country Phase 1A/B dose-escalation,
expansion and optimization clinical trial is designed to assess the safety, pharmacokinetics,
pharmacodynamics, immunogenicity and preliminary anti-tumor activity of PQ203. Treatment
consists of once weekly IV infusion x 4 weeks (Q1Wx4) and continues until the occurrence of
disease progression or dose-limiting toxicity. In Part 1 of the study, up to 7 dose cohorts are
anticipated (commencing at 0.02 mg/kg) in a backfill Bayesian optimization (BF-BOIN) dose
escalation design with a target toxicity rate of 27.5%. Upon satisfaction of pre-defined safety
criteria for particular dosing cohorts, up to 9 additional patients (pts.) in pre-defined settings of
biologic and clinical interest may be enrolled to backfill expansion of that dose level. Upon
identification of one or more recommended doses for expansion, up to 50 pts. across 1-3 tumor
types of particular clinical interest, including pts. with triple negative breast cancer, will be
enrolled in the expansion and dose optimization phases of the study. Alternative dosing
schedule(s) with reduced frequency may additionally be explored based on emerging PK and
safety data. At the time of submission, cohorts 1 and 2 were completed without DLTs and
enrollment of Cohort 3 was initiated in January, 2026. Clinical trial information: NCT07190469.
Research Sponsor: None.
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A phase 1 first-in-human study of BGM-2121 in patients with advanced solid
tumors.

Chien-Chih Ou, Chia-Wen Ho, Hwei-Ho Hsieh, Cheng-Der Yu, Chong-Jen Huang; BioGate Precision Medicine Corporation, Taipei, Taiwan; Taiwan's Powerchip
Semiconductor Manufacturing Corporation, Taipei, Taiwan

Background: Parathyroid hormone-related protein (PTHrP) is a hormone frequently overex-
pressed in tumors such as pancreatic ductal adenocarcinoma (PDAC), lung, and head and neck
cancers. In some cases, this overexpression can lead to hypercalcemia in patients with ma-
lignancies. PTHrP is a ligand of G-protein—coupled receptor (GPCR) known as parathyroid
hormone type 1receptor (PTH1R), thereby activating multiple downstream signaling pathways.
Despite the significant role of GPCRs in cancer biology, therapeutic options targeting these
receptors in oncology remain limited. BGM-2121 is a potent, first-in-class, humanized IgG1
monoclonal antibody targeting the N-terminal region of PTHrP, aiming to inhibit the PTHrP/
PTH1R pathway. Preclinical studies exhibit high affinity and specificity for PTHrP, demon-
strating robust antitumor activity in pancreatic cancer xenograft models, and significantly
prolonging survival. In lung squamous cell carcinoma models, BGM-2121 was found to prevent
and reverse hypercalcemia and cancer-associated weight loss, which are the key features of
humoral hypercalcemia of malignancy and cachexia. Methods: BGM-2121-001 (NCT07346846)
is a first-in-human, open-label, phase 1 trial designed to evaluate the safety, tolerability,
pharmacokinetics, and preliminary antitumor, anti-cachexia, and anti-hypercalcemia activity
in adults with advanced solid tumors. Eligible participants are adults with histologically or
radiographically confirmed advanced solid tumors who are refractory to, intolerant of, or
without available standard therapies. Tumor types of primary interest include pancreatic,
esophageal, head and neck, and non—small cell lung cancers, particularly sub-type of squa-
mous cell carcinoma. Participants must have ECOG performance status <2 and adequate organ
function. Key exclusions include active central nervous system metastases, significant car-
diovascular disease, uncontrolled infections, recent anticancer therapy, prior allogeneic trans-
plantation, active viral hepatitis or HIV infection. BGM-2121 is administered intravenously
every 2 weeks in sequential dose-escalation cohorts (160, 320, 480, 800, and 1200 mg) using a
standard 3+3 design. Dose-limiting toxicities are assessed during the first 28 days, and the
maximum tolerated dose is defined as the highest dose at which =1 of 6 patients experiences a
dose-limiting toxicity. Dose modifications are determined by the Safety Review Committee.
Treatment continues until disease progression, unacceptable toxicity, or loss of clinical benefit.
Clinical trial information: NCT07346846. Research Sponsor: Biogate Precision Medicine
Corporation.
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A multicenter phase 1/1b study of AMG 436 as monotherapy and combination
therapy in patients with advanced MSI-H/dMMR solid tumors.

Elizabeth Won, Qui Tran, Pablo E. Hollstein, Yuliya Katlinskaya; Amgen Inc., Thousand Oaks, CA

Background: Microsatellite instability-high (MSI-H)/mismatch repair deficiency (dMMR)
tumors are characterized by high mutational burden and replication stress. These tumors rely
on Werner syndrome protein (WRN), a DNA helicase required for DNA replication and repair, to
sustain tumor cell survival. As a result, this reliance on WRN creates a synthetic lethal vul-
nerability, making WRN inhibition a promising therapeutic strategy. AMG 436 is a selective,
covalent WRN inhibitor that is designed to exploit this dependency in MSI-H/dMMR tumors.
AMBG 436 represents a tumor-intrinsic approach that is mechanistically distinct from immune
checkpoint inhibitors (ICIs), the current standard of care. This first-in-human Phase 1/1b trial
evaluates AMG 436 as monotherapy and in combination with immune checkpoint inhibitors
and/or chemotherapy in adults with MSI-H/dMMR solid tumors, including ICI-naive and post-
ICI populations. Methods: This study is a Phase 1/1b, open-label, multicenter trial enrolling
approximately 464 adult participants with metastatic or locally advanced MSI-H/dMMR solid
tumors. The study consists of 4 parts: Part 1 involves monotherapy dose exploration; Part 2
explores combination doses with chemotherapy or an immune checkpoint inhibitor; Part 3
focuses on monotherapy dose expansion and randomized dose optimization; and Part 4 in-
volves combination dose expansion with chemotherapy and/or ICIs. The primary objectives are
to assess safety and determine the maximum tolerated dose or recommended dose for ex-
pansion, with primary endpoints being the incidence of dose-limiting toxicities (DLTs) during
the DLT evaluation period and the incidence of treatment-emergent adverse events and serious
adverse events. Secondary objectives include pharmacokinetics and preliminary antitumor
activity per RECIST v1.1. Descriptive statistics will be used to summarize safety, pharmacoki-
netic, and efficacy data. Key eligibility criteria are adults with MSI-H/dMMR status, ECOG 0-1,
and adequate organ function. Enrollment is ongoing globally across North America, South
America, Europe, and Asia-Pacific. Participants may remain on treatment for up to 2 years, with
total trial duration including follow-up extending up to 5 years. Clinical trial information:
177459. Research Sponsor: Amgen Inc.
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Phase | study of [?2°Ac]Ac-ETN029, a DLL3-targeted radioligand therapy, in patients
with advanced DLL3-expressing solid tumors.

Cristiano Ferrario, Yusuf Menda, Shadi Abdar Esfahani, Bhumsuk Keam, Andrew Thompson, Jennifer Friedmann, Kellie Bodeker, Catherine Belle Meador, Heather Burks,
Darlene Lu, Kai-Uwe Klein, Elena Herranz Muelas, Nicolas Salem, Tanja Fude-Blumer, Joanne Randolph, Raghav Chawla; Jewish General Hospital, McGill University,
Montreal, QC, Canada; University of lowa, lowa City, IA; Massachusetts General Hospital, Boston, MA; Seoul National University Hospital, Seoul, South Korea; Corewell
Health Beaumont Troy Hospital, Troy, MI; Novartis BioMedical Research, Cambridge, MA; Novartis Pharmaceuticals, Cambridge, MA; Novartis BioMedical Research, Basel,
Switzerland; Mariana Oncology — A Novartis Company, Watertown, MA

Background: Delta-like ligand 3 (DLL3) is an atypical Notch ligand that is highly expressed in
small cell lung cancer (SCLC) and other neuroendocrine carcinomas, with minimal expression
in normal adult tissues. [>*>Ac]Ac-ETN029 (**>Ac-ETN029) is a novel, DLL3-targeted, mac-
rocyclic peptide-based radioligand therapy (RLT) demonstrating potent antitumor activity in
DLL3-positive, SCLC cell line—derived, xenograft mouse models. Here, we describe
CESP359A12101 (NCT07006727), a global first-in-human phase 1 study evaluating >*>Ac-
ETNo029 in patients with selected advanced DLL3-expressing solid tumors. Methods: The
primary objectives of the study are to assess the safety and tolerability of **>Ac-ETN029
and to identify the recommended radioactive dose(s) of 22°Ac-ETNo029 for further clinical
evaluation. Secondary objectives are to assess the preliminary antitumor activity of 225Ac-
ETN029, characterize the pharmacokinetics (PK) and dosimetry of **>Ac-ETN029, and char-
acterize the safety, PK, dosimetry, and imaging properties of [""'In]In-ETN029 (*"In-ETN029).
Study participants are expected to receive 4 cycles of >*°Ac-ETN029 at 6-week intervals,
although a lower or higher number of cycles may be explored if deemed beneficial and safe.
The study includes dose escalation and dose expansion parts. During dose escalation, increasing
levels of administered activity per cycle will be assessed across cohorts. Dose escalation
decisions will be based on a review of all available data, including safety, tolerability, dosimetry,
PK, pharmacodynamics, and preliminary efficacy, and guided by the Bayesian logistic regres-
sion model using the escalation with overdose control principle. Dose expansion will begin once
recommended radioactive dose(s) of >>>Ac-ETN029 for further clinical investigation have been
determined. Eligible patients must be =18 years old; have locally advanced, unresectable, or
metastatic disease measurable per RECIST v1.1; and be diagnosed with one of the following: (1)
SCLC, (2) large cell neuroendocrine carcinoma (LCNEC) of the lung (escalation only), (3) de
novo or castration-resistant, treatment-emergent, neuroendocrine prostate cancer (NEPC;
expansion only), or (4) gastroenteropancreatic neuroendocrine carcinoma (GEP-NEC; expan-
sion only). Patients with SCLC, LCNEC, and GEP-NEC must have disease progression following,
or intolerance of, =1 prior line of systemic therapy. Patients with NEPC and GEP-NEC must
have =1 measurable lesion (per RECIST 1.1) demonstrating "'In-ETN029 uptake higher than
surrounding tissues on SPECT/CT as assessed by the investigator. Patients with prior DLL3-
targeted therapy (except for SCLC) or prior RLT (except for NEPC) will be excluded. Patient
enrollment began in October 2025. Clinical trial information: NCT07006727. Research Sponsor:
None.
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Alpha-emitting radionuclide or beta-emitting radionuclide combined with
metastasis-directed stereotactic body radiotherapy for oligorecurrent prostate
adenocarcinoma (ANDROMEDA): A phase Il trial.

Kekoa Taparra, Carol Felix, Sophia Parmisano, Holly Wilhalme, Rejah Nabong, Stephanie Lira, Matthew Rettig, Robert Evan Reiter, Adam E. Singer, Joanne B. Weidhaas,
Johannes Czernin, Martin S. Allen-Auerbach, Luca Faustino Valle, Michael L. Steinberg, Jeremie Calais, Amar Upadhyaya Kishan; Department of Radiation Oncology, David
Geffen School of Medicine, University of California, Los Angeles, Los Angeles, CA; Department of Medicine Statistics Core, David Geffen School of Medicine, University of
California, Los Angeles, CA; Department of Nuclear Medicine and Theranostics, David Geffen School of Medicine, University of California, Los Angeles, Los Angeles, CA;
Division of Hematology and Oncology, David Geffen School of Medicine, University of California, Los Angeles, Los Angeles, CA; Department of Urology, David Geffen School
of Medicine, University of California, Los Angeles, Los Angeles, CA; Department of Nuclear Medicine and Theranostics, University of California Los Angeles, Los Angeles, CA

Background: The recent LUNAR study (NCT05496959) found that adding beta-emitting
77Lutetium-PNT2002 (*77Lu-PSMA) to stereotactic body radiation therapy (SBRT) more than
doubled median progression-free survival (PFS) compared to SBRT alone in oligorecurrent
hormone-sensitive prostate cancer (orHSPC), hazard ratio (HR)=0.37. However, the relative
efficacy compared to novel alpha-emitting >*>Actinium-PSMA-617 (>*>Ac-PSMA) is unknown.
The hypothesis is that 22>Ac-PSMA will improve PFS by treating more micrometastases, given
its higher radiobiologic effectiveness. We aim to compare the relative benefit of 2 cycles of
77Lu-PSMA versus 1 cycle of 22°Ac-PSMA followed by SBRT metastasis-directed therapy
(MDT). Methods: ANDROMEDA (NCT07150715) is a phase II, non-blinded, single-center
randomized trial for individuals with orHSPC and 1-5 PSMA-avid metastases outside the
prostate/prostate bed (N1 and/or Mzi). Eligibility criteria include testosterone >150 ng/dL,
=18 years, and ECOG performance status =2. Exclusion criteria include de novo metastatic
disease, castrate-resistance (testosterone <50 ng/mL with rising PSA), ADT/chemotherapy
within 6 months of enrollment, and neuroendocrine histology. Participants are randomized 1:1
to 2 cycles *77Lu-PSMA (7.4 GBq/cycle, 6 weeks apart) or 1 cycle of 22>Ac-PSMA (8 MBq, once),
followed by SBRT to all lesions 1-2 weeks after radioligand therapy infusion. The primary
endpoint of PFS is defined as the time from randomization to either 1) a new PSMA-avid lesion
or 2) PSMA-PET local progression (>30% SUV increase or >20% increase in the sum of the
longest lesion diameters) with a PSA rise. For those alive without progression, PFS will be
censored at the time of the last scan. All randomized subjects will be analyzed based on intent-
to-treat. Secondary endpoints include 24-month disease burden by PSMA-PET, physician-
scored toxicity, patient-reported quality of life, ADT -free survival, local control of SBRT lesions
at 24 months after last radionuclide infusion, and time-to-progression (locoregional, distant,
new metastasis). We hypothesize that the 24-month post-SBRT PSA-based recurrence rate of
77Lu-PSMA will be ~50%, which will be reduced with 22>Ac-PSMA to ~30% (PFS HR~0.51). We
anticipate an accrual time of 1.5 years and a median follow-up time of 24-months. A sample size
of 96 patients (48 per arm) would provide 80% power to detect the expected difference in PFS
at a 0.1 alpha level. Assuming a 10% drop-out/screen failure rate, the target trial accrual is 107
patients. Early stopping guidelines include monitoring site-specific grade 4-5 toxicity with a
safety threshold of 20% from the time of the first enrolled patient, which would trigger halting
the trial and safety consultation. ANDROMEDA is currently open for enrollment. Clinical trial
information: NCT07150715. Research Sponsor: None.
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[>'?Pb] Pb-MP0712 in patients with small cell lung cancer and other Delta-like
ligand 3—expressing solid tumors: A phase 1/2a study to assess safety, tolerability,
and efficacy.

Ticiana Leal, Michael T. Stumpp, Philippe Legenne, Kathrin Gollmer, Paul Baverel, Val Vahid Nassiri, Antje Wegener, Volker Jean Wagner, Libuse Tauchmanova,
Samuel Mehr; Winship Cancer Institute of Emory University, Atlanta, GA; Molecular Partners AG, Schlieren, Switzerland; Molecular Partners AG, Ziirich-Schlieren,
Switzerland; Orano Med SAS, Chatillon, France; Nebraska Cancer Specialists, Omaha, NE

Background: [***Pb]Pb-MP0712 is a novel radiopharmaceutical comprising a Designed Ankyrin
Repeat Protein (DARPin) that binds with high affinity to DLL3 and carries the alpha-emitting
isotope lead-212 (***Pb) for targeted delivery of high linear energy transfer radiation. DLL3 is
highly expressed in SCLC, large cell neuroendocrine carcinoma (LC-NEC) of the lung, and
extrapulmonary NEC (epNEC), while its expression in healthy tissue is virtually absent. In
preclinical studies, [***Pb]Pb-MP0712 selectively accumulates in DLL3-positive tumors, ex-
hibits an adequate biodistribution profile, and induces complete and durable tumor regression
with prolonged survival and a favorable safety profile (Croset et al. AACR 2025). Initial human
imaging data from a patient who received [>°3Pb]Pb-MP0712 in a Named Patient Access
Program under the legal framework for compassionate care in South Africa indicate its specific
uptake in tumor (Steiner et al. TRP EU 2025). Methods: This first-in-human Phase 1/2a study
evaluates the safety, biodistribution, dosimetry, and preliminary antitumor efficacy of [***Pb]
Pb-MPo0712 (NCT07278479). Key inclusion criteria are SCLC and progression or recurrence
following =2 prior lines of systemic therapy, or lung LC-NEC or epNEC with progression or
recurrence following =1 prior line of systemic therapy, and measurable disease by RECIST v1.1.
Patients with clinically stable central nervous system metastasis or prior DLL3-targeted ther-
apy are eligible. Key exclusion criteria are Merkel cell carcinoma, neuroendocrine prostate
cancer, interstitial lung disease, and active non-infectious pneumonitis. This study has two
parts, a dose escalation (Part 1) and an expansion (Part 2). Primary objectives of Part 1 are to
evaluate safety and tolerability of [***Pb]Pb-MP0712, and to determine the maximum tolerated
dose and recommended phase 2 dose (RP2D). Primary objective of Part 2 is to assess preliminary
antitumor activity of [**Pb]Pb-MPo712. All patients will receive a single dose of [>*°*Pb]Pb-
MPo712 as intravenous (IV) injection at 185 MBq to evaluate DLL3-expressing tumor lesions,
pharmacokinetics, biodistribution and dosimetry using single-photon emission computerized
tomography (SPECT)/CT, followed by [**Pb]Pb-MPo0712 treatment. In study Part 1, for SCLC/
lung LC-NEC cohorts, treatment proceeds regardless of imaging results; for epNEC cohorts, a
DLL3-positive SPECT/CT is required. Patients will be enrolled in sequential cohorts to receive
escalating doses of [>"*Pb]Pb-MP0712 as IV injection on Day 1 of each 28-day cycle for up to six
cycles. The dose escalation will be guided by an adaptive Bayesian Logistic Regression Model.
Upon completion of Part 1, Part 2 will enroll two groups of patients with DLL3-positive SCLC/
lung LC-NEC or epNEC at the RP2D. Clinical trial information: NCT07278479. Research Spon-
sor: Molecular Partners AG, Zuerich-Schlieren, Switzerland; Orano Med SAS.
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Beamion BCGC-1: Four new phase Ib/Il cohorts to evaluate oral zongertinib with
other agents in HER2-positive metastatic breast cancer (mBC) and metastatic
colorectal cancer (mCRC).

Kohei Shitara, Izuma Nakayama, Shigehisa Kitano, Ramon Yarza, Matteo Simonelli, Takahiro Nakayama, Jeffery Russell, Denise A. Yardley, Hans Wildiers,

Toshinari Yamashita, Yongmei Yin, Anna Hester, Daniel Martin Klotz, Sila Aykut Yazgili, Damijan Erzen, Sara A. Hurvitz; National Cancer Center Hospital East, Kashiwa,
Japan; National Cancer Center Hospital East, Kashiwa, Chiba, Japan; Japanese Foundation for Cancer Research (JFCRY), Tokyo, Japan; Drug Development and Phase 1 Unit,
START CIOCC, Madrid, Spain; IRCCS Humanitas Research Hospital, Rozzano; Humanitas University, Pieve Emanuele, Milan, Italy; Osaka International Cancer Institute,
Osaka, Japan; Tennessee Oncology, Greco-Hainsworth Center for Research, Nashville, TN; Sarah Cannon Research Institute, SCRI Oncology Partners, Nashville, TN;
Universitaire Ziekenhuizen Leuven, Leuven, Belgium; Kanagawa Cancer Center, Yokohama, Japan; Jiangsu Province Hospital, Nanjing, China; Boehringer Ingelheim
International GmbH, Biberach an Der Riss, Germany; Boehringer Ingelheim Pharma GmbH & Co. KG, Ingelheim Am Rhein, Germany; Fred Hutchinson Cancer Center and The
University of Washington, Seattle, WA

Background: Zongertinib, an oral, irreversible TKI, selectively inhibits HER2 while sparing
wild-type EGFR, thereby minimizing associated toxicities. Beamion BCGC-1 (NCT06324357) is
an ongoing Phase (Ph) Ib/II trial evaluating zongertinib in HER2-positive tumors. Trial details
for Cohorts A-K, evaluating zongertinib as monotherapy or combined with T-DM1, T-DXd, or
trastuzumab + capecitabine in patients (pts) with HER2-positive mBC, and with T-DXd in pts
with HER2-positive metastatic gastric, gastroesophageal junction, or esophageal adenocar-
cinoma (mGEAC), have recently been published (Hurvitz et al, Future Oncol 2025). In addition to
BC and GEAC, early-phase data indicate zongertinib is also active in mCRC (Yoh et al, Ann Oncol
2025, abstr 491P). Here, we report 4 new cohorts (L—0) to evaluate the efficacy and safety of
zongertinib plus zanidatamab in HER2-positive mBC, or plus trastuzumab or mFOLFOX6 =
trastuzumab in HER2-positive mCRC. Methods: For the 4 new cohorts, pts must have
histologically/cytologically confirmed, unresectable HER2-positive mBC or mCRC, and docu-
mented HER2-positive disease (overexpression/amplification). Pts with mBC must have dis-
ease progression following =1 prior HER2-targeted treatment; pts with mCRC must have
disease progression/recurrence during or following their latest treatment. Pts with brain
metastases are allowed. There are 3 new Ph Ib cohorts (M, N, and O; each ~20 pts). Cohorts
M and N will assess zongertinib in mCRC: pts will receive once-daily zongertinib across
escalating dose levels plus mFOLFOX6 every 14 days (Cohort M), or mFOLFOX6 every 14 days
+ trastuzumab every 21 days (Cohort N; Table). In Cohort O, pts with mBC will receive once-daily
zongertinib across escalating dose levels plus zanidatamab every 21 days. Dose escalation will be
guided by a BLRM with overdose control. In Ph II, Cohort L, a new dose justification cohort (~ 40
pts with mCRC), will receive zongertinib 120 mg once daily plus trastuzumab every 21 days. In
Ph Ib, the primary endpoint is DLT's during the MTD evaluation period; secondary endpoints
include objective response (OR) by RECIST v1.1, DLTs in the on-treatment period, and phar-
macokinetics (PK). In Ph II, the primary endpoint is OR by RECIST v1.1; secondary endpoints
include PFS, disease control, AEs leading to dose reduction, PK, and pt-reported outcomes. Pts
will remain on treatment until any protocol-defined stopping criterion occurs. Clinical trial
information: NCT06324357. Research Sponsor: Boehringer Ingelheim.

Cohort Indication Zongertinib Regimen

Ph Ib dose escalation
M mCRC +mFOLFOX6: oxaliplatin (85 mg/m?), leucovorin (400 mg/m?),
5-FU (2400 mg/m?)

N mCRC +mFOLFOX6: oxaliplatin (85 mg/m?), leucovorin (400 mg/m?),

5-FU (2400 mg/m?) + trastuzumab (8 mg/kg loading; 6 mg/kg
maintenance)

(o] mBC + zanidatamab (1800 mg <70 kg; 2400 mg =70 kg)

Ph Il dose justification

L mCRC + trastuzumab (8 mg/kg loading; 6 mg/kg maintenance)
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A study of MT-4561 in patients with various advanced solid tumors
(NCT06943521).

Kimberly Lynne Futch; Tanabe Pharma America, Inc., Jersey City, NJ

Background: MT-4561 is a bromodomain-containing protein 4 (BRD4) protein degrader,
which is a bi-functional molecule having both a binder moiety that binds to BRD4 and a degron
moiety that binds to damage-specific deoxyribonucleic acid (DNA) binding protein 1 (DDB1) and
cullin 4 (CUL4) associated factor 16 (DCAF16), which is responsible for the ubiquitination of
BRD/4. MT-4561 degrades BRDZ4, a bromodomain protein that stimulates oncogene transcrip-
tion, using the ubiquitin-proteasome system. Tanabe Pharma has demonstrated that this novel
BRD/ degrader, MT-4561, exerts continuous anti-tumor effects in various cancer xenograft
models (Ooike, 2024). Methods: This trial is a FIH, Phase I/II study to evaluate safety, toler-
ability, PK, PD, and efficacy of MT-4561 in patients with advanced solid tumors. Part 1 is
evaluating safety, tolerability, PK, MTD, and the doses to be investigated in Part 2 (dose
optimization) using the BOIN design. Part 2 evaluates the safety and efficacy of MT-4561 in
patients with pre-specified tumor types based on data from Part 1, and to determine the RP2D.
Part 2 can begin enrollment after the MTD and/or the doses to be investigated in Part 2 have
been determined based on data from Part 1. Part 3 of the study is the open-label drug-drug
interaction (DDI) cohort to evaluate the effect of MT-4561 on the PK established in Part 1. A
retrospective analysis will also be conducted to assess the correlation between efficacy and
expression of BRD4/its downstream gene products in patient samples to explore predictive
biomarkers. MT-4561 is administered as an intravenous (IV) infusion over 30 minutes once
every week in 28-day cycles, until disease progression or discontinuation criteria are met. Parts
1and 3 of the study will enroll patients 18 years and older with who have failed at least 1 therapy,
who have = 1 measurable lesion by RECIST vi1.1 and with confirmed histologic or cytologic
diagnosis of one of the following tumors: HNSCC, NSCLC, esophageal cancer, gastric cancer,
biliary tract cancer, PDAC, breast cancer, ovarian cancer, cervical cancer, endometrial cancer,
prostate cancer, urothelial carcinoma, NET or NEC, soft tissue sarcoma, and NUT carcinoma.
Part 2 will enroll only pre-specified tumors for dose optimization to determine the RP2D. Key
exclusion criteria include patients with unresolved = Grade 2 toxicities from previous treatment
and those with QTc prolongation > 470 msec at screening. Also, patients who received drugs
with a known risk of QT interval prolongation or torsade de pointes, before the start of IMP
administration. Enrollment in Part 1 of the study began May 2025 and continues to enroll
patients in the US and Japan with 10 patients enrolled through Dose Level 2 as of Jan 2026. The
safety data along with DLT continues to be reviewed in Part 1. Ooike S, et al. PB069, Poster
Session, 36th EORTC-NCI-AACR Symposium, 2024. Clinical trial information: NCT06943521.
Research Sponsor: None.
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A phase 1, first-in-human study of DS9051, a novel targeted protein degradation
molecule, in patients with advanced/metastatic adrenocortical carcinoma (ACC) or
metastatic castration-resistant prostate cancer (nCRPC).

Manish R. Patel, Benedito A. Carneiro, Jean-Pierre Delord, Johann S. De Bono, Christian Ostheimer, Kentaro Ito, Yuichi Takahashi, Di Shu, Nasser Khan, Antonio Tito Fojo,
Karim Olivier Fizazi; Florida Cancer Specialists/Sarah Cannon Research Institute, Sarasota, FL; Legorreta Cancer Center at Brown University, Providence, RI; Université de
Toulouse, IUCT-Oncopole, Toulouse, France; The Royal Marsden, London, United Kingdom; Daiichi Sankyo, Inc., Basking Ridge, NJ; Daiichi Sankyo Co., Ltd., Tokyo, Japan;
Columbia University, New York, NY; Centre Oscar Lambret, University of Paris-Saclay, Lille, France

Background: ACC and mCRPC are difficult-to-treat malignancies. mCRPC typically progresses
despite androgen deprivation and androgen receptor pathway inhibitor (ARPI) therapy, with or
without taxanes. Similarly, treatment options for ACC are limited and prognosis is generally
unfavorable. DS9051 is a targeted protein degradation molecule that has been designed to
selectively degrade a key protein involved in the development and progression of both ACC and
mCRPC via a novel mechanism. It leverages the ubiquitin-proteasome system, where DS9051
actsasabridge to link the target protein and E3 ligase, initiating ubiquitination and degradation
of the target protein. Methods: DS9051-079 (NCT07189403) is a Phase 1, first-in-human,
open-label, multicenter study of DS9051 (N=40). Patients must be adults with histologically
confirmed advanced or metastatic ACC (Stage III-IV) or mCRPC and an Eastern Cooperative
Oncology Group performance status of 0 or 1. Patients with ACC must have measurable disease
per Response Evaluation Criteria in Solid Tumours, version 1.1 (RECIST 1.1) that is not amenable
to radical surgical resection or definitive radiotherapy. Further inclusion criteria for patients
with mCRPC include prior treatment with =1 line of ARPI therapy for castration-sensitive or
-resistant prostate cancer for =12 weeks and with =1 line of chemotherapy (or not amenable to
chemotherapy). These patients must also have =1 of the following criteria: prostate-specific
antigen (PSA) progression per Prostate Cancer Working Group 3 (PCWG3) criteria, bone disease
progression per PCWGS3 criteria, or soft tissue disease progression per RECIST 1.1. Patients will
receive DS9051 orally at escalating doses. The primary objective is to assess the safety and
tolerability of DS9051 and to determine the maximum tolerated dose and/or recommended
dose for expansion. Safety endpoints include dose-limiting toxicities and treatment-emergent
adverse events. Secondary endpoints for both tumor types include objective response rate,
disease control rate, clinical benefit rate, and duration of response (all assessed by the inves-
tigator, per RECIST 1.1 for ACC and per PCWG3 criteria for mCRPC); for ACC, progression-free
survival (PFS) will be assessed by the investigator per RECIST 1.1, and for mCRPC, radiographic
PFS and PSA decline will be assessed by the investigator per PCWG3 criteria. Enrollment is
ongoing. Clinical trial information: NCT07189403. Research Sponsor: Daiichi Sankyo.
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A phase 1, first-in-human, open-label, dose-escalation and -expansion study of
gamitrinib, a first-in-class, mitochondria-directed inhibitor of the molecular
chaperone heat shock protein-90 (Hsp90) in patients with advanced cancer.

Anthony J. Olszanski, Jessica R. Bauman, Hannah Kinder, Margaret von Mehren, Teresa Lee, Hossein Borghaei, Namrata Vijayvergia, Michael J. Hall, Khushbukhat Khan,
Umar Hayat, Dario C. Altieri; Fox Chase Cancer Center, Philadelphia, PA; Fox Chase Cancer Center, Temple University Hospital system, Philadelphia, PA; Fox Chase Cancer
Center/Temple Health, Philadelphia, PA; Trials360, Mill Valley, CA; Accanito Therapeutics Inc., Newark, DE; The Wistar Institute, Philadelphia, PA

Background: Mitochondria are subcellular organelles whose signaling and bioenergetics func-
tions are exploited in cancer. This requires tight control of intra-organelle protein folding,
which is made possible by the accumulation of molecular chaperones of the Heat Shock
Protein-90 (Hsp9o) family in mitochondria of tumors, but not normal tissues. This
provides a unique therapeutic opportunity to disable multiple tumor pathways at once, but
previously developed Hsp9o inhibitors do not accumulate in mitochondria, and systemic
inhibition of chaperone activity is toxic in humans. Gamitrinib is a first-in-class anticancer
agent specifically designed to disrupt protein folding in mitochondria, combining the Hspgo
inhibitory backbone of 17-allylamino-geldanamycin (17-AAG) to the mitochondria-targeting
moiety, triphenylphosphonium. Gamitrinib selectively accumulates in mitochondria, does not
affect the function of cytosolic Hsp9o0, and irreversibly disrupts organelle protein folding with
activation of multiple cell death pathways. In preclinical studies, Gamitrinib shows potent,
cytotoxic activity against multiple cancer cell types (IC5, 0.16—29 pM), inhibits primary and
metastatic tumor growth in xenograft and genetic mouse models, has slower clearance (85.6 =+
5.8 mL/min/kg) and longer half-life (12.2 + 1.55 h) than unconjugated 17-AAG, and is well-
tolerated with no alterations in clinical-chemistry parameters, organ function, or tissue his-
tology at dose levels of up to 5 (rats)- and 12 (dogs)-fold higher than therapeutically effective
doses in mice (Cancer Biol Ther 23:117). Methods: Based on preclinical activity, favorable safety,
and unique mechanism of anticancer activity, a first-in-human, open-label, dose-escalation
phase 1trial of Gamitrinib in sequential cohorts of adult patients with advanced solid tumors or
lymphoma, for whom no standard therapy is available, was initiated (NCT04827810). Per study
protocol, Gamitrinib is administered as a 1-h weekly intravenous (IV) injection on a 28 day-
cycle with a 3+3 dose-escalation design and dosing continuing until disease progression,
unacceptable toxicity, or patient discontinuation for any other reason. Trial objectives include
determination of MTD and/or RP2D, overall safety, PK profile, correlative studies of target
engagement in paired pre- and post-treatment biopsies in a 6-patient expansion cohort at
MTD and documentation of anti-tumor activity by RECIST 1.1 and RECIL 2017 criteria. As of
2026, 18 evaluable patients have been accrued over 5 escalating Gamitrinib dose levels (10-
85 mg) with no DLTs as assessed by NCI CTCAE v5.0 grading. 336 plasma samples have been
collected for PK analysis. The study is currently open and enrollment is ongoing. Clinical trial
information: NCT04827810. Research Sponsor: Gateway Foundation.
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Phase Ib study of POLQ inhibitor SYN818 combined with olaparib in advanced solid
tumors.

Hongxia Wang, Xiaohua Wu, Min Yan, Jian Zhang, Youzhong Zhang, Yiqun Du, Limin Niu, Sai Han, Xiaojun Liu, Jiajia Li, Duo Wu, Song Liu, Xiaochun Yu, Hangzhou SynRx
Therapeutics Biomedical Technology Co., Ltd; Fudan University Shanghai Cancer Center, Shanghai, China; Henan Breast Cancer Center, The Affiliated Cancer Hospital of
Zhengzhou University & Henan Cancer Hospital, Zhengzhou, China; Department of Obstetrics and Gynecology, Qilu Hospital of Shandong University, Jinan, China; Henan
Breast Cancer Centre, The Affiliated Cancer Hospital of Zhengzhou University & Henan Cancer Hospital, Zhengzhou, China; Hangzhou SynRx Therapeutics Biomedical
Technology Co., Ltd, Hangzhou, China

Background: SYN818 is a selective, potent oral POLQ helicase inhibitor. POLQ_is essential for
microhomology-mediated end-joining and fills single-stranded DNA (ssDNA) gaps during
replication. In tumors with homologous recombination repair (HRR) deficiencies (e.g., BRCA1/2
mutations), inhibition of PARP creates a dependency on POLQ for ssDNA gap filling, providing a
synthetic lethal therapeutic strategy. Preclinically, SYN818 significantly enhanced the antitu-
mor activity of Olaparib in breast and ovarian cancer models. Phase 1a monotherapy data
demonstrate that SYN818 has a favorable pharmacokinetic profile and is well tolerated,
supporting further evaluation of SYN818 in combination with Olaparib in HRR-deficient met-
astatic solid tumors. Methods: This phase 1b, open-label, multicenter study (NCT07156253;
CTR20253189) evaluates SYN818 in combination with Olaparib in adults with locally advanced
or metastatic solid tumors harboring BRCA mutations and/or homologous recombination
repair (HRR) deficiency. During dose escalation (Part 1), patients receive escalating doses of
SYNB818 in combination with Olaparib (300 mg BID) administered in 21-day cycles to determine
the recommended Phase 2 dose (RP2D), guided by a Bayesian dose-finding model. In the dose-
expansion phase (Part 2), tumor-specific cohorts, including ovarian cancer and HER2-negative
breast cancer, will further assess safety and preliminary antitumor activity at the RP2D. The
primary objectives are to evaluate safety, tolerability, and determine the RP2D. Secondary
objectives include characterization of pharmacokinetics, pharmacodynamics, and preliminary
antitumor activity per RECIST v1.1. Key eligibility criteria include age =18 years, ECOG perfor-
mance status 0—1, documented BRCA mutation and/or HRR deficiency, and adequate organ
function. Prior PARP inhibitor therapy is permitted. Enrollment initiated in September 2025.
Clinical trial information: NCT07156253. Research Sponsor: None.
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IDE892 as monotherapy and in combination with IDE397 in patients with 5-
methylthioadenosine phosphorylase-deleted (MTAP-Del) advanced solid tumors
(IDE892001): Phase 1 trial.

Benjamin Garmezy, Benjamin Herzberg, Siddhartha Devarakonda, Kaushal Parikh, Kevin Kayvan Zarrabi, Mohamad Adham Salkeni, Michael M. Song,

Jennifer Margaret Segar, Henry Q. Xiong, Solmaz Sahebjam, Emily Liu, Thorsten Graef, Jasgit C. Sachdev, Darrin M. Beaupre, Jordi Rodon Ahnert; Genitourinary Research
Program, Sarah Cannon Research Institute, Nashville, TN; Columbia University, New York, NY; Swedish Cancer Institute, Seattle, WA; Mayo Clinic Rochester, Rochester,
MN; Sidney Kimmel Cancer Center, Jefferson Health, Philadelphia, PA; NEXT Oncology Virginia, Fairfax, VA; NEXT Oncology Dallas, Irving, TX; NEXT Oncology Houston,
Houston, TX; START Dallas, Fort Worth, TX; The Johns Hopkins Sidney Kimmel Cancer Center, Washington, DC; IDEAYA Biosciences, San Francisco, CA; The University of
Texas MD Anderson Cancer Center, Houston, TX

Background: MTAP deletion in solid tumors causes intracellular accumulation of methylthioa-
denosine (MTA) which partially inhibits activity of the key methylating enzyme, protein
arginine methyltransferase 5 (PRMT5) and creates synthetic lethal dependencies on PRMT5
and methionine adenosyltransferase 2A (MAT2A), the rate limiting step in the synthesis of
PRMTS5 substrate, S-adenosyl methionine. PRMT5 and MAT2A are essential to transcription
modulation, gene splicing, and DNA damage response. IDE892 is an MTA-cooperative PRMT5
inhibitor designed to exploit this vulnerability in MTAPdel tumors. Preclinical studies report
robust antitumor activity with IDE892 monotherapy in MTAPdel xenograft models and an
enhanced response when combined with IDE397 (an allosteric MAT2A inhibitor). IDE892-001
is a Phase 1 study evaluating safety, pharmacokinetics (PK), pharmacodynamics (PD), and
preliminary antitumor activity of IDE892 alone and in combination with IDE397. Methods:
IDE892-001 is an ongoing, open-label, multicenter four-part study: IDE892 monotherapy dose
escalation (Part 1), monotherapy dose expansion in MTAPdel NSCLC (Part 2), IDE892 + IDE397
dose escalation (Part 3), and combination expansion in MTAPdel NSCLC (Part 4). Adults with
advanced or metastatic MTAPdel solid tumors including lung, urothelial, gastrointestinal
cancers (including pancreatic and biliary tract cancers) and mesothelioma are eligible following
disease progression on standard therapies. Key exclusion criteria include symptomatic brain
metastases, cardiac disease, active severe infection, and prior treatment with a PRMT5 or
MAT?2A inhibitor. Part 1 uses a Bayesian optimal interval design to determine maximum
tolerated dose (MTD) and recommended doses for expansion (RDE). Part 3 uses a modified
toxicity probability interval design to evaluate escalating combinations of IDE892 and IDE397.
Oral treatment is given QD in 21-day cycles until progression or unacceptable toxicity. Serial
blood samples are collected for PD analyses. Imaging will be performed every 6 weeks through
week 24, then every 9—12 weeks. Efficacy endpoints will be assessed by RECIST v1.1. Primary
objectives for dose-escalation cohorts (Parts 1 and 3) are safety and tolerability, including
determination of MTD/RDE. In expansion cohorts (Parts 2 and 4), co-primary objectives include
safety and preliminary antitumor activity (objective response rate and duration of response).
Secondary endpoints for all parts include PK of IDE892 alone and in combination with IDE397.
Exploratory assessments include progression free survival, changes in circulating and tumor-
based markers of PRMT5 pathway modulation, molecular predictors of response, exposure—
response relationships, and metabolite characterization. Clinical trial information:
NCT07277413. Research Sponsor: IDEAYA Biosciences.
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Study design of OMAHA-015: A phase 2 basket study of steroidogenesis inhibitor
opevesostat in participants with selected solid tumors.

Virginia G. Kaklamani, David M. 0'Malley, Rowan Miller, Antonio Gonzalez Martin, Sminu Bose, Destin Black, Wei-Pang Chung, Lucia Gonzalez-Cortijo,

Anne Caroline Armstrong, Chih-Long Chang, Alfonso Cortes Salgado, Brian M. Slomovitz, Kim M. Hirshfield, Toby Huigiu Liu, Matthew Horn, Rebecca Kristeleit; University of
Texas Health Science Center at San Antonio, San Antonio, TX; The Ohio State University Hospital, The James Comprehensive Cancer Center, Columbus, OH; National
Cancer Research Institute (NCRI); Barts Health NHS Trust; University College London Hospital, London, United Kingdom; Department of Medical Oncology, Cancer Center
Clinica Universidad de Navarra, Madrid, Spain; Memorial Sloan Kettering Cancer Center, New York, NY; Willis-Knighton Cancer Center, Shreveport, LA; National Cheng Kung
University Hospital, College of Medicine, National Cheng Kung University, Tainan, Taiwan; Hospital Universitario Quironsalud, Madrid, Spain; University of Manchester; The
Christie NHS Foundation Trust, Manchester, United Kingdom; MacKay Memorial Hospital, Taipei, Taiwan; Hospital Universitario Ramon y Cajal, Madrid, Spain; Mount Sinai
Medical Center, Miami, FL; Merck & Co., Inc., Rahway, NJ; Guys and St Thomas' NHS Foundation Trust, King's College London, London, United Kingdom

Background: Opevesostat (MK-5684; ODM-208), an oral steroidogenesis inhibitor, selectively
inhibits CYP11A1, blocking synthesis of all steroid hormones and their precursors, and may
suppress steroid-driven tumor growth. The randomized, open-label, phase 2 OMAHA-015 trial
(NCT06979596) is designed to evaluate the efficacy and safety of opevesostat compared with
standard of care in breast, ovarian, and endometrial cancers. Methods: Cohort A will enroll
participants (pts) with locally advanced unresectable or metastatic hormone receptor—positive
(estrogen receptor and/or progesterone receptor =1% expression)/HER2-negative breast can-
cer (IHC 0, 1+ or 2+/ISH-) and disease progression on or after =1 prior endocrine-based therapy
in the metastatic setting. Exclusion criteria include any line of cytotoxic chemotherapy (chemo)
or PARP inhibitor in the inoperable or noncurative advanced/metastatic setting and prior
treatment with both fulvestrant and exemestane in the metastatic setting. Cohort B will enroll
pts with platinum-sensitive, histologically confirmed high-grade epithelial ovarian (including
high-grade serous or predominantly serous, high-grade endometrioid, clear cell, or malignant
mixed Miillerian tumors [carcinosarcoma])), fallopian tube, or primary peritoneal carcinomas.
Pts must have received 4-8 cycles of platinum-based doublet chemo in a third-line setting for
ovarian cancer with =9 weeks between the last dose of third-line chemo and randomization.
Cohort Cwill enroll pts with histologically confirmed primary advanced or recurrent low-grade
endometrioid carcinoma (FIGO grade 1/2, or well/moderately differentiated), with known
pMMR status, and wild type p53 expression. Pts must either be treatment naive or have received
1 prior line of platinum-based therapy in the advanced/metastatic or adjuvant/neoadjuvant
setting. In cohort A, ~80 pts will be randomized 1:1 to arm 1: opevesostat 5 mg PO twice daily
(BID) + daily corticosteroids or arm 2: physician’s decision of fulvestrant 500 mg IM (D1 and D15
of cycle 1 and D1 of each cycle thereafter) or exemestane 25 mg PO daily. Randomization will be
stratified by 1 line versus =2 lines of prior endocrine therapy. In cohort B, ~90 pts will be
randomized 1:1to arm 3: opevesostat 5 mg PO BID + daily corticosteroids; or arm 4: observation.
In cohort C, ~80 pts will be randomized 1:1 to arm 5: opevesostat 5 mg PO BID + daily
corticosteroids; or arm 6: physician’s choice of megestrol acetate 80 mg PO BID, alternating
megestrol + tamoxifen 20 mg PO BID, or letrozole 2.5 mg PO daily. The primary end point is
progression-free survival per RECIST vi.1 assessed by blinded independent central review
(BICR). Secondary end points include overall survival, clinical benefit rate (cohort A only),
objective response rate, and duration of response per RECIST v1.1 assessed by BICR, and safety.
The study is currently enrolling. Clinical trial information: NCT06979596. Research Sponsor:
Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.

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


http://www.clinicaltrials.gov/ct2/show/NCT06979596
http://meetings.asco.org

DEVELOPMENTAL THERAPEUTICS—MOLECULARLY TARGETED AGENTS AND TUMOR BIOLOGY

TPS3184 Poster Session

STELLA: A dose expansion of the ATR kinase inhibitor alnodesertib (ART0380)
administered orally in combination with low-dose irinotecan to patients with ad-
vanced or metastatic CRC and PDAC.

Kim Anna Reiss, Babar Bashir, Susanna Varkey Ulahannan, Katrina Sophia Pedersen, Jason Timothy Henry, Meredith Pelster, Andrew Scott Paulson, Desiree Headley,
Susana Barriga Falcon, Helen Millward, Amelia Fielding, Suraj Menon, Nicola Little, Alison Wilby, Graeme Smith, lan C. Smith; Perelman School of Medicine at the University
of Pennsylvania, Philadelphia, PA; Sidney Kimmel Comprehensive Cancer Center at Thomas Jefferson University Hospital, Philadelphia, PA; The University of Oklahoma
Stephenson Cancer Center/SCRI, Oklahoma City, OK; Mayo Clinic Comprehensive Cancer Center, Rochester, MN; Sarah Cannon Research Institute at HealthONE, Denver,
CO; Sarah Cannon Research Institute, Nashville, TN; SCRI, Texas Oncology-Baylor Charles A. Sammons Cancer Center, Dallas, TX; Artios Pharma Ltd, Cambridge, United
Kingdom; Seda Pharmaceutical Development Services, Stockport, United Kingdom

Background: Replication stress (RS) creates cancer cell vulnerability to which the critical DNA
damage response kinase, ATR (Ataxia-Telangiectasia and Rad3-related) responds. ATR senses
the stress, halts the cell cycle, and promotes DNA repair to allow proliferation. Alnodesertib is
an ATR inhibitor developed to prevent cancer cells from successfully repairing RS and prolif-
erating further. In earlier stages of alnodesertib development, preclinical and translational
research demonstrated that tumor cells experience three combined biological insults:
irinotecan-induced RS, endogenous RS via ataxia-telangiectasia mutated (ATM) loss, and
RS rescue prevention by ATR inhibition. Data from the dose escalation and initial dose expan-
sion cohorts of this trial in a tumor agnostic population showed encouraging results in ATM-
negative cancers (confirmed Overall Response Rate of 50% in 20 patients with ATM negative
cancers and responses across 8 cancer types including complete responses, Ulahannan et al,
AACR 2025). Tumor-specific dose expansion cohorts are now enrolling, including colorectal
cancer (CRC) and pancreas ductal adenocarcinoma (PDAC). Methods: Two tumor-specific
cohorts are now open, each enrolling approximately 50 patients (pts): ATM-negative CRC
and ATM-negative PDAC. Pts will receive the recommended dose of alnodesertib 200mg orally
on days 1-3 and 8-10 combined with low-dose irinotecan 60mg/m? IV on days 1 and 8, of each
21-day cycle. Tumor tissue is prescreened by immunohistochemistry for ATM protein loss (H
score 0) for enrollment eligibility. Pts with CRC must have received a maximum of 2 prior
chemotherapies excluding prior trifluridine/tipiracil, fruquintinib, or regorafenib, and pts with
PDAC must have received a maximum of 1 prior chemotherapy for advanced disease. Prior
targeted agents are allowed and do not count as prior lines of therapy. Key objectives include
safety, tolerability, and preliminary efficacy. Clinical trial information: NCT04657068.
Research Sponsor: Artios Pharma.
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KANDLELIT-014: A phase 2 study of MK-1084 as monotherapy and in combination
with cetuximab in KRAS G12C-mutant advanced solid tumors.

Nehal J. Lakhani, Changhoon Yoo, Cornelia Schuster, Ivan Victoria, Jeesun Yoon, Joon Oh Park, Paul Celano, Tormod Kyrre Guren, Roman Groisberg, Chie-Schin Shih,
Thomas Jemielita, William Bennion McKean; START Center for Cancer Research, Grand Rapids, MI; Asan Medical Center, University of Ulsan College of Medicine, Seoul,
South Korea; Bergen Hospital Trust - Haukeland University Hospital, Bergen, Norway; Hospital Clinic Barcelona, Barcelona, Spain; Seoul National University Hospital, Seoul,
South Korea; Samsung Medical Center, Sungkyunkwan University, Seoul, Korea, Republic of; Greater Baltimore Medical Center, Towson, MD; Oslo University Hospital, Oslo,
Norway; Merck & Co., Inc., Rahway, NJ; START Center for Cancer Research, West Valley City, UT

Background: KRAS is one of the most frequently mutated oncogenes in human cancers, with the
G12C mutant isoform accounting for ~15% of all KRAS mutations. Despite their promising
antitumor activity and manageable safety profile in advanced solid tumors, first-generation
KRAS G12C inhibitors are often limited by acquired resistance in the monotherapy setting. MK-
1084 is a next-generation, highly potent and selective KRAS G12C—GDP covalent inhibitor that
exerts downstream regulation of the MAPK pathway. EGFR-mediated reactivation of RAS-
MAPK signaling is proposed as a key driver of resistance to KRAS G12C inhibitors, particularly in
colorectal cancer (CRC). The combination of KRAS G12C inhibitors and EGFR-targeted mono-
clonal antibodies has demonstrated clinical benefit in KRAS G12C-mutated CRC and non-small
cell lung cancer (NSCLC), supporting the potential of this mutation as a clinically-relevant
target across tumor types. KANDLELIT-014 (NCT07209111) is a phase 2, randomized, open-
label, multicenter, tumor-agnostic study of MK-1084 as monotherapy and in combination with
EGFR inhibitor cetuximab in participants with previously treated advanced solid tumors
harboring a KRAS G12C mutation. Methods: Eligible participants are aged =18 years with
histological or blood-based KRAS G12C-mutated locally advanced unresectable or metastatic
solid tumors (other than CRC) that have progressed on or following standard-of-care systemic
treatment, or for whom no satisfactory alternative treatment options are available. Additional
eligibility criteria include an ECOG PS score of 0 or 1 and measurable disease per RECIST v1.1.
Participants were excluded if they had uncontrolled, significant cardiovascular or cerebrovas-
cular diseases; an additional progressive active malignancy that required treatment within the
past 3 years; or active CNS metastases, carcinomatous meningitis, or primary brain tumors.
Participants will be randomly assigned 1:1 to receive MK-1084 100 mg orally once daily as
monotherapy (Arm 1) or in combination with cetuximab 500 mg/m?” intravenously every
2 weeks (Arm 2) until discontinuation criteria are met. Randomization will be stratified
according to the following tumor groups: NSCLC, pancreatic ductal adenocarcinoma, endo-
metrial cancer, biliary tract cancer, and other solid tumors. The primary end points are ORR per
RECIST v1.1 as assessed by blinded independent central review (BICR), safety, and tolerability.
Key secondary end points include OS, DOR per RECIST v1.1 by BICR, and PFS per RECIST v1.1 by
BICR. Imaging will be performed every 6 weeks until Week 18, every 8 weeks until Week 50, and
every 12 weeks thereafter until disease progression or discontinuation. AEs will be evaluated
from randomization to 30 days after the last dose of study treatment per NCI CTCAE v5.0. This
global study is actively enrolling. Clinical trial information: NCT07209111. Research Sponsor:
Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Rahway, NJ, USA.
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