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EMITT-1: Clinical and pharmacodynamic activity with the oral ERAP1 inhibitor
GRWD5769 and cemiplimab in 6 completed phase 1b expansion cohorts in solid
tumors with anti–PD-1 resistance or MSS-CRC.
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Research Centre, University of Edinburgh, Edinburgh, United Kingdom; Grey Wolf Therapeutics, Abingdon, United Kingdom

Background: Resistance to anti-PD-1 therapy remains a major unmet need. GRWD5769 is a
first-in-class oral EndoplasmicReticulumAminoPeptidase 1 inhibitor (ERAP1i) thatmodulates
tumor antigen presentation onMHC-I. Dosing GRWD5769 Q3W on/off generates 2 alternating
antigen repertoires (AgR) that could both broaden T cell responses and avoid T cell exhaustion
from chronic tumor antigen exposure. We report clinical and translational results from 6
completed stage 1 expansion cohorts of combination GRWD5769 with cemiplimab in patients
(pts) with secondary resistance to anti-PD1 and in MSS-CRC (NCT06923761). Methods: Pts
with NSCLC, Urothelial (UC), HCC, Cervical & SCCHNwith secondary resistance to$3month 1st

line aPD-1 or MSS-CRC without liver mets received 400 mg BD GRWD5769 and cemiplimab.
ORR, Durable Clinical Benefit (DCB; defined as CR, PR or SD lasting $6 months) and PFS were
assessed. T cell repertoire and immune phenotype changes were evaluated longitudinally.
Results: All 6 cohorts are fully recruited (n= 81) with median follow up of 6.0 months at this
interim analysis. Durable responses were observed in all cohorts (Table 1) with ORR 10-33%;
DCB 26-57%. Median PFS ranged from 1.9-7.5 months across evaluable cohorts. Therapy was
well tolerated with no observed safety signals. imARs were reported in 12 pts, with only 1$Gr3
event (immune hepatitis) which required drug discontinuation.$Gr3 TRAEs occurred in 3% of
pts. TCR repertoire diversity increased substantially in pts who achieved clinical benefit, driven
by expansion of low-frequency, putative de novoTCR clonotypes. Responders exhibited cyclical
Vß gene-usage dynamics indicative of broad T cell clonal expansion and contraction, consistent
with AgR shifts resulting from ERAP1i. Dynamic activation of T cell associated genes further
supported antigen-drivenT-cell remodelling.Conclusions:GRWD5769with cemiplimabdem-
onstrated broad, durable activity across all 6 phase 1b expansion cohorts in pts with $2 prior
lines of therapy and secondary anti-PD-1 resistance, or MSS-CRC. Translational analyses
suggest that GRWD5769 exerts a dual mechanism of action, both reprogramming antigen-
experienced T cells and inducing de novo T cell responses, in keeping with its potential to
address both primary and secondary resistance to anti-PD-1 therapy. Based on the efficacy and
tolerability of the combination, stage 2 cohort expansions are now ongoing, to inform a
randomized Phase 2 study. Clinical trial information: NCT06923761. Research Sponsor: Grey-
wolf Therapeutics.

Summary of expansion cohort efficacy by iRECIST.
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NSCLC 14 14 14 21 54 7.5
UC 14 12 25 33 44 2.1
HCC 15 14 14 14 32 3.9
MSS-
CRC

12 7 29 29 57 2.1

SCCHN 11 7 14 14 26 3.7
Cervix 15 10 10 10 - 1.9

Data snapshot Jan 26, update for presentation.
*$1 scan or PD or death before 1st scan.
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Re-sensitizing PD-1/PD-L1 relapsed/refractory solid tumors: Phase 1a results of
IOS-1002, a LILRB1/2 and KIR3DL1 checkpoint inhibitor, in combination with
pembrolizumab.

Stephen James Luen, Pawan Bajaj, Prunella Blinman, Jayesh Desai, Sophia Frentzas, Hui Kong Gan, Ortis Estacio, Samuel John Harris, Ben Markman, Michael Millward,
Catherine M. Shannon, Hilmar Ebersbach, Claudia Berger, Christoph Renner; Peter MacCallum Cancer Centre, Melbourne, Australia; John Flynn Private Hospital, Tugun,
QLD, Australia; Concord Cancer Centre, Concord Repatriation General Hospital, Concord, NSW, Australia; Department of Medical Oncology, Peter MacCallum Cancer Centre,
Melbourne, VIC, Australia; Monash Health-Monash Medical Centre, Clayton, Australia; Olivia Newton-John Cancer Research Institute, Austin Health, Melbourne, VIC,
Australia; Austin Health, Heidelberg, VIC, Australia; Bendigo Cancer Centre, Bendigo Health, Bendigo, VIC, Australia; Alfred Health and Monash University, Melbourne, VIC,
Australia; Linear Clinical Research Ltd and School of Medicine, University of Western Australia, Perth, Western Australia, Australia; Mater Cancer Care Centre, South
Brisbane, Australia; ImmunOs Therapeutics, Schlieren, Switzerland

Background: Despite anti-PD-1/PD-L1 therapy success, 60-70% of patients develop progres-
sion with limited options (ORR 6-8% to retreatment). Upregulation of inhibitory receptors
LILRB1/2 and KIR3DL1 mediates immune escape in anti-PD-1/PD-L1-resistant tumors. IOS-
1002, a novel LILRB1/2 andKIR3DL1 antagonist, restores anti-tumor immunitywhen combined
with pembrolizumab. Methods: Open-label, multicenter, dose-escalation Phase 1a study
(NCT05235308) evaluated IOS-1002 (300-1800mg, Q2W IV) plus pembrolizumab 400mg
(Q6W IV) in advanced solid tumors progressing on prior anti-PD-1/PD-L1 therapy. Primary
endpoints: safety, tolerability; secondary: ORR, DCR, duration of response (DOR). Compre-
hensive biomarker analysis included serial cytokine profiling, target receptor expression
(LILRB1/2, KIR3DL1), and tumor immune score (TIS) by gene expression analysis. Responses
were assessed byRECIST v1.1.Results:As of January 1st, 2026, 28 patients received combination
treatment with 16 anti-PD-1/PD-L1-relapsed/refractory patients (median age 65, ECOG 0-1). 3
confirmed PRs (tumor reduction -35% to -58% from baseline) leading to an ORR of 20% (3/15
evaluable) were noted with a DCR of 54% at week 12 (7/13) and 40% at week 24 (4/10),
respectively. Durable responses included: 1 metabolic CR (urothelial cancer), 1 pathological
CR confirmed by repeat biopsy showing absence of viable tumor cells (cutanteous SqCC), and 1
cervical cancer patient achieving -29% tumor reduction with concomitant . 90% decline in
CA-125 tumormarker.Median treatmentDORwas 30+weeks (range 12-46+); 8patients remain
on treatment. Biomarker analysis demonstrated strong predictive value for TIS and target
receptor expression achieving 75% ORR (3/4) versus 0% in dual-low patients (0/5). Combined
biomarker score significantly correlated with depth of response (R² = 0.72, p = 0.008) and
progression-free survival (HR 0.31, 95% CI 0.11-0.88, p = 0.04). Safety profile was favorable
with no increase in grade$3 immune-related adverse events beyond pembrolizumab mono-
therapy. Conclusions: IOS-1002 plus pembrolizumab demonstrated clinically meaningful ef-
ficacy in pretreated anti-PD-1/PD-L1-relapsed/refractory patients. Biomarker-driven patient
selection using dual-high TIS and target receptor expression enhanced ORR to 75% and
strongly predicted response depth, durability, and survival benefit. The favorable safety profile
with no incremental immune-related toxicity, coupledwith durable responses andhigh disease
control rates, provides compelling rationale for Phase 1b expansion in biomarker-selected PD-
1/PD-L1-refractory solid tumors. Clinical trial information: NCT05235308. Research Sponsor:
None.

Endpoint Result

ORR (evaluable) 20% (3/15)
DCR Week 12 54% (7/13)
DCR Week 24 40% (4/10)
Biomarker-selected ORR 75% (3/4)
Ongoing treatment 8/16 (50%)
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DART (NCI/SWOG S1609): Comprehensive results from dual checkpoint inhibition
with CTLA-4 and PD-1 blockade in rare cancers.

Sandip Pravin Patel, Megan Othus, Young Kwang Chae, Tali Azenkot, Christian Alviz, Sara Ashley Threlkel, Cara L. Haymaker, Howard Streicher, Christine McLeod,
Helen X. Chen, Elad Sharon, Christopher W. Ryan, Charles D. Blanke, Razelle Kurzrock; UC San Diego Moores Cancer Center, San Diego, CA; University of Washington/Fred
Hutchinson Cancer Center and SWOG Statistics and Data Management Center, Seattle, WA; Northwestern University Feinberg School of Medicine, Chicago, IL; Moores
Cancer Center at UC San Diego Health, San Diego, CA; SWOG Statistical and Data Management Center, Seattle, WA; Fred Hutchison Cancer Center, Seattle, WA; The
University of Texas MD Anderson Cancer Center, Houston, TX; National Cancer Institute, National Institutes of Health, Bethesda, MD; SWOG Data Operations Center,
Seattle, WA; Dana-Farber Cancer Institute, Bethesda, MD; OHSU Knight Cancer Institute, Portland, OR; Division of Hematology and Medical Oncology, Oregon Health and
Science University, and SWOG Group Chair’s Office, Portland, OR; Medical College of Wisconsin, Milwaukee, WI

Background: Rare tumors are underrepresented in clinical trials, though they collectively
comprise an estimated 22% of all cancer cases. The NCI/SWOG S1609 trial evaluated efficacy
signals across 53 rare cancer cohorts treatedwith dual CTLA-4 and PD-1 inhibition.Methods:A
prospective, open-label, multicenter phase 2 trial of ipilimumab (1mg/kg intravenously every
6weeks) plus nivolumab (240mg intravenously every 2weeks)was conducted from 1/13/2017 to
3/15/2023. A statistical framework was established to evaluate each cohort in a two-stage
design. The primary end point was objective response rate (ORR); progression-free survival
(PFS), overall survival (OS), clinical benefit rate (CBR, ORR + stable disease .6 months), i-
outcomes, and toxicity were secondary and exploratory endpoints. Results: 798 patients were
enrolled and 727 eligible patients received treatment. 1,083 national (USA) sites opened the
trial. Median (range) patient age was 60 (18-88) years; 344 (47%) patients were male. 24 of 53
cohorts (45%) demonstrated clinical activity, defined as$2 patients with confirmed response.
Median (range) ORR was 12% (0-75%); CBR, 27% (0-75%). Median (range) 2-year PFS was
10% (0-75%); 3-year OS was 23% (0-100%). 6-month PFS was moderately correlated with 1-
and 3-year OS (R2 =0.61 and 0.54, respectively). Patients who attained an iOR versus OR had
similar OS. 82 patients (11%) had iPFS$2 years. Treatment-related adverse events (AEs) of any
cause and immune-mediated occurred in 603 (82.9%) and 465 (64.0%) patients. AEs led to
treatment discontinuation in 102 patients (14.0%). Most common AEs were fever (38.1%),
diarrhea (21.2%), and rash/pruritis (19.3%). 13 patients (1.8%) experienced treatment-related
grade 5 AEs. Patients alive at 6months who discontinued treatment due to immune-related AE
had longer OS than those who discontinued for other reasons (p = 0.021). Conclusions: Patients
with multiple rare cancer types derived meaningful response to ipilimumab plus nivolumab.
Characterization of biologically defined subsets is underway to optimize therapeutic selection.
Clinical trial information: NCT02834013. Research Sponsor: National Cancer Institute/U.S.
National Institutes of Health; U10CA180819; Bristol-Myers-Squibb.

Response among all cohorts and cohorts with iRECIST iClinical benefit rate (iORR+iSD>6 mos) ‡50%.

Cohort N
iConfirmed
response

iClinical
benefit iCR iPR

6-month
iPFS

2-year
iPFS

1-year
OS

3-year
OS

Median iPFS
(months)

All 727 13% 29% 3% 10% 30% 12% 48% 24% 2.2
Gestational trophoblastic disease 4 75% 75% 25% 50% 75% 75% 100% 100% Not Reached
Basal cell carcinoma 17 35% 71% 0 35% 76% 24% 76% 53% 12.1
Chordoma 10 0 70% 0 0 80% 30% 80% 30% 13.1
Bronchoalveolar carcinoma lung 8 25% 62% 0 25% 62% 33% 88% 44% 8.3
Desmoid tumors 16 19% 62% 0 19% 73% 40% 100% 80% 19.3
Carcinomas of pituitary, thyroid, para-

thyroid, adrenal cortex
19 21% 53% 0 21% 58% 26% 74% 42% 9.4

Fibromyxoma, low grade mucinous
adenocarcinoma

10 0 50% 0 0 50% 0 60% 30% 5.7

Malignant giant cell tumors 6 0 50% 0 0 50% 33% 83% 50% 3.4
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Desmocolin-3–directed immunotherapy in recurrent/metastatic head and neck
squamous cell carcinoma.

Ranjan Das, Antara Sanyal, Swaraj Shankar Satpathy, Rajesh Padhy, Ipsit Ilahi, Sutapa Biswas, Bharat Das, Debasis Das, Bakulesh Mafatlal Khamar, Ghanashyam Biswas;
Department of Medical Oncology, Sparsh Hospitals and Critical Care, Bhubaneswar, India; Sparsh Hospitals and Critical Care, Bhubaneswar, India; Department of ENT, Head
and Neck Surgery,Sparsh Hospitals and Critical Care, Bhubaneswar, India; Department of Surgical Oncology, Sparsh Hospitals and Critical Care, Bhubaneswar, India;
Department of Pathology, Sparsh Hospitals and Critical Care, Bhubaneswar, India; Cadila Pharmaceuticals Ltd, Ahmedabad, India; Department of Medical Oncology, Sparsh
Hospital and Critical Care, Odisha, India

Background: Recurrent and/or metastatic head and neck squamous cell carcinoma (R/M
HNSCC) are aggressive tumors. In pre-treated R/M HNSCC observed response rates were
13.0% (nivolumab; CheckMate 141) and 14.6% (pembrolizumab; KEYNOTE- 040), with median
PFS 2.0 months and 2.1 months, respectively. Desmocollin3 (DSC3) is a surface protein
expressed by HNSCC. DSC3 directed immunotherapy (CADI-05) is useful in DSC3 expressing
cancer like Squamous NSCLC, bladder cancer, and melanoma. This study evaluated its efficacy
(ORR, PFS, OS) in DSC3 expressing R/MHNSCC. Methods: In this investigator initiated single-
arm, study patients with RMHNSCC expressing DSC3 were recruited. Tumor
infiltrating lymphocytes (TIL), PD-L1, and P16 were also evaluated. All patients received
0.1ml CADI-05 intradermally + intralesional (for fungating/discharging solid lesions were
present) every 4weeks. Additional treatment was administered as per PI discretion. All patients
were followed up until disease progression, or death.Results: BetweenMay 2024 and July 2025,
20 patients were enrolled (males 17, females 3). The mean age was 55 yrs (range 34-87 yrs).
Primary sites included tongue 9, buccalmucosa 9. All had undergone two lines of therapywith a
mean of 2.55. Of 20 patients, 15 had progressed on prior therapy (6 stage IVC). Baseline mean
parameters were mean DSC3 TPS - 41%, (95% CI, 32.67 - 49.33), mean PD-L1 CPS 27 (95%
CI,10.61 - 33.39), mean TIL 17% (95% CI ,10.43 - 23.57). All were HPV negative. Additional
therapy received included EGFR TKI (15), EGFRmAb (2), oral metronomic therapy (1) and none
(2). Disease control ratewas 45% (9/20)with overall response rate (ORR) 35% [7/20; 2 CR and 5
PR]. At a median follow-up of 155 days, mean (median) PFS and overall survival were 165 (115)
and 197 (155) days, respectively. Mean (median) duration of responsewas 280 (332) dayswith 8
patients alive at the last follow up. This is significantly better than achieved with current
therapies. Responders had higher DSC3 expression compared to non-responders (mean DSC3
50% vs 29%; p= 0 .002537). ORR was higher in patients with Stage IVA (57% ) compared to IVC
(20% ) DSC3 TPSwas higher than PD-L1 CPS in all patients with disease control. TIL and PD-L1
levels were not correlated with response. Injection site ulcer was the only side effect seen in 8
(40%), which include 6 (75%) of the responders. No systemic adverse events were observed.
Conclusions:DSC3 targeted immunotherapywas safe and improvedoutcomes inpre-treatedR/
MHNSCC expressing DSC3, with disease control rate 45%, response rate 35%.Median duration
of response was 332 days with median PFS and OS of 115 and 155 days, respectively. Research
Sponsor: None.
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RP2 oncolytic immunotherapy alone and in combination with nivolumab (nivo) in
patients with advanced solid tumors: Final safety, efficacy, and biomarker results
from the phase 1 first-in-human (FIH) study.

Joseph J. Sacco, Kevin Joseph Harrington, Andres Cervantes, Maria de Miguel, Guzman Alonso, Sara Valpione, Anna Olsson-Brown, Tze Y. Chan, Pablo Nenclares,
Isla Leslie, Praveen Bommareddy, Alireza Kalbasi, Ben Xie, Dishan Liu, Danielle Ulanet, Vineetha Edavana, Gary Vanasse, Francesca Aroldi, Aglaia Skolariki,
Mark R. Middleton; The Clatterbridge Cancer Centre and University of Liverpool, Liverpool, United Kingdom; The Institute of Cancer Research/Royal Marsden NIHR
Biomedical Research Centre, London, United Kingdom; Department of Medical Oncology, INCLIVA Biomedical Research Institute, University of Valencia, Valencia, Spain;
START Madrid CIOCC Hospital HM Sanchinarro, Madrid, Spain; Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; Division of Cancer Sciences, University of
Manchester, Cancer Research UK, National Biomarker Centre, and Department of Medical Oncology, Christie NHS Foundation Trust, Manchester, United Kingdom; The
University of Liverpool and Sussex Cancer Centre, University Hospitals Sussex NHS Foundation Trust, West Sussex, United Kingdom; The Clatterbridge Cancer Centre,
Wirral, United Kingdom; Replimune, Inc., Woburn, MA; Department of Oncology, University of Oxford, Oxford, United Kingdom; Churchill Hospital and University of Oxford,
Oxford, United Kingdom

Background: RP2 is an HSV-1-based oncolytic immunotherapy expressing a fusogenic glyco-
protein (GALV-GP-R–), humanGM-CSF, and ahumananti–CTLA-4antibody.Wepresent final
safety, efficacy, and biomarker data from the FIH study of RP2 in patients (pts) with advanced
solid tumors (NCT04336241). Methods: Enrolled pts had advanced/metastatic solid tumors
with $1 measurable, injectable lesion ($1 cm) and had progressed following, or could not
tolerate, available standard therapy. Pts received RP2 monotherapy via intratumoral injection
in dose escalation (Part 1; 5 doses Q2W). Pts in Parts 2 (RP2 + nivo) and 3 (RP2 monotherapy)
received up to 8 doses of RP2 (Q2W3 8 or Q2W3 4 followed by Q4W3 4 doses) at the RP2D. In
Part 2, nivo was administered starting at Cycle 2 or 4 for ~20 to 22months. Pts could receive an
additional course of RP2 per protocol. Results: As of 01DEC2025, 85 pts (median age 59 y) were
enrolled and treated in RP2 (n = 25) or RP2 + nivo (n = 60) cohorts. Tumor types included uveal
or cutaneousmelanoma (UM, n = 17; CM, n = 11); colorectal (n = 14), head and neck (n = 13), and
pancreatic (n = 12) cancers; and sarcoma (n = 7); 42% of pts received prior immune checkpoint
inhibitor treatment. All pts have completed treatment. Treatment-related adverse events
(TRAEs) in . 10% of pts included pyrexia, chills, fatigue, influenza-like illness, hypotension,
pruritus, and nausea. Grade $3 TRAEs occurred in 20% of pts (no single event occurred in . 2
pts). Amajority of pts (58/85) received injections into deep/visceral lesions, mainly in liver and
lung, which were well tolerated. Among pts with $1 post-baseline scan (75/85), the ORR was
17.3% (13/75; 1 unconfirmed)with amedian DORof 22.1months andDCR (CR+PR+SD) of 44.0%
(33/75). Responses occurred in 5/15 (33.3%) pts with UM. RP2 monotherapy resulted in con-
firmed responses in 4/21 (19%) pts (1 esophagogastric adenocarcinoma, 1 UM, 1 chordoma, 1
mucoepidermoid), with best overall response of CR and median DOR not reached. Tumor
regression occurred in both injected and non-injected lesions, including all 3 pts with mono-
therapy responses with non-injected lesions. A robust intratumoral immune response with
increased CD8+ T-cell infiltrates, PD-L1 upregulation, and inflammatory immune pathway
activation were observed, as well as epitope spreading with novel virus- and cancer-associated
T-cell clones. Conclusions:RP26 nivo treatment waswell tolerated in ptswith both superficial
and deep visceralmetastases. Durable responseswere observedwith RP2monotherapy andRP2
+ nivo in heavily pretreated pts with diverse tumors with evidence of systemic anti-tumor
immune activity, including tumor reduction in distant non-injected lesions. This study sup-
ports the ongoing evaluation of RP2 in pts with UM (NCT06581406) and the planned evaluation
in other solid tumors. Clinical trial information: NCT04336241. Research Sponsor: Replimune,
Inc.
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Phase 2 basket trial of precision TIL therapy for immunotherapy-resistant advanced
cancers.

Shravan Leonard-Murali, Chetana Bhaskarla, Ghanshyam S. Yadav, Alquama Lokhandwala, Josh A. Tobin, Kristen Maurer, Allyson Welsch, Lorenzo Sellitto, Qiyiwen Zhang,
Brigitte Senechal, Devanjan Sikdar, Udai Kammula; University of Pittsburgh Medical Center (UPMC) Hillman Cancer Center, Pittsburgh, PA

Background: Adoptive cell therapy (ACT) using unselected autologous tumor-
infiltrating lymphocytes (TIL) has demonstrated clinical activity in metastatic cutaneous
melanoma, an immunotherapy-sensitive cancer with high tumor mutational burden (TMB).
However, we recently demonstrated in metastatic uveal melanoma, a prototypic low-TMB,
immunotherapy-resistant cancer, that efficacy of TIL ACT requires infusion of TIL with mea-
surable anti-tumor reactivity. Thus, to extend TIL ACT to additional immunotherapy-resistant
cancers, we developed TILScore, a pan-cancer in situ transcriptomic biomarker designed to
preoperatively identify metastases enriched with clinically active TIL. Here we report initial
results from a pilot phase 2 TIL therapy trial prospectively evaluating TILScore as a precision
biomarker for immunotherapy-resistant cancers. Methods: This single-center phase 2 trial
(NCT03935893) enrolled patients with treatment-refractory, locally advanced, recurrent, or
metastatic cancers into tenhistology-defined cohorts. After a feasibility run-in,metastaseswith
core biopsyTILScore.0.248were selected for TILharvest andmanufacturing. Patients received
non-myeloablative lymphodepletion (NMA-LD) with cyclophosphamide and fludarabine, fol-
lowed by infusion of TIL and high-dose interleukin-2. The primary endpoint was cohort-specific
objective response rate (ORR) by RECIST v1.1 using a Bayesian basket design targeting ORR .

20% as evidence of promising activity. Results: As of 1/17/2026, 19 patients received TIL
therapy. Tumor types included pancreatic adenocarcinoma (PDAC, n = 7), leiomyosarcoma
(n = 3), peritoneal mesothelioma (PeM, n = 2), and single cases each of non–small cell lung
cancer, cervical squamous cell carcinoma (SCC), nasopharyngeal SCC, andmelanoma subtypes
(cutaneous, acral,mucosal, unknownorigin). All had progression after frontline therapy,with a
median of 5 prior metastatic treatments; 58% had received checkpoint blockade. Liver me-
tastases were themost common TIL source (37%), followed by lung and soft tissue (32% each).
Infusion products contained a median of 5.36E10 TIL with an even mix of CD4 and CD8 cells.
Adverse events were consistent with NMA-LD and interleukin-2; no grade 5 events occurred.
Among 18 evaluable patients, ORRwas 33%(6/18)with cohort specific responses in PDAC (50%,
3/6: 1 CR, 2 PR), PeM (100%, 2/2: 1 CR, 1 PR), andmelanomaof unknownorigin (100%, 1/1: 1 CR).
TILScore predicted clinical response with an area under the receiving operating characteristic
curve of 0.806 (P = 0.041). Conclusions: TILScore-guided selection of metastases for TIL
manufacturing is feasible and enables consistent generation of clinically active TIL in patients
with immunotherapy-resistant cancers. Promising clinical activity in PDAC and PeM supports
evaluation of this biomarker-driven TIL ACT approach in larger, histology-specific cohorts.
Clinical trial information: NCT03935893. Research Sponsor: UPMC Enterprises Translational
Sciences.
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Initial phase 1 study results of NT-175 engineered T-cell therapy in TP53
R175H–mutated unresectable advanced solid tumors.

Rishi Surana, Adam Jacob Schoenfeld, Mandana Kamgar, Ecaterina Elena Dumbrava, Andrew Scott Paulson, Carlos Roberto Becerra, Rom S. Leidner, Patrick M. Boland,
Joel R. Hecht, Madappa N. Kundranda, Janie Yue Zhang, Meredith Pelster, Ying Yan, Yijie Liao, Yoonjung Shin, Helicia Paz-Chang, Jennifer Whangbo, Afzal Ahrorov,
Sarah Cohen, Marwan Fakih; Dana-Farber Cancer Institute, HarvardMedical School, Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY; Medical College of
Wisconsin and the LaBahn Pancreatic Cancer Program, Milwaukee, WI; The University of Texas MD Anderson Cancer Center, Houston, TX; Texas Oncology-Baylor Charles
A. Sammons Cancer Center, Dallas, TX; Baylor University Medical Center, Dallas, TX and Hoag Family Cancer Institute, Newport Beach, CA; Providence Cancer Institute,
Earle A. Chiles Research Institute (EACRI), Portland, OR; Rutgers Cancer Institute, New Brunswick, NJ; UCLA Jonsson Comprehensive Cancer Center, Santa Monica, CA;
Banner MD Anderson Cancer Center, Gilbert, AZ; University of Pittsburgh School of Medicine, Pittsburgh, PA; Sarah Cannon Research Institute, Nashville, TN; ORD,
AstraZeneca, Santa Monica, CA; Statistics, AstraZeneca, Wilmington, NC; CPSS Cell Therapy, AstraZeneca, Santa Monica, CA; Global Development, AstraZeneca, Waltham,
MA; Cell Therapy Oncology, AstraZeneca, Gaithersburg, MD; Clinical Development, AstraZeneca, Waltham, MA; City of Hope National Medical Center, Duarte, CA

Background: TP53 is themost frequentlymutated tumor suppressor gene across various tumor
types, but no approved targeted therapies exist. NT-175 is an autologous engineered T-cell
receptor (eTCR) T-cell therapy expressing an HLA-A*02:01-restricted TCR that targets the
TP53 R175H tumor neoantigen. Methods: This open-label Phase 1 study (NCT05877599)
enrolled HLA-A*02:01-positive adults with advanced/metastatic, TP53 R175H-mutated solid
tumors. NT-175 was manufactured from autologous T cells modified by CRISPR/Cas9 gene-
editing to delete endogenous TGFbR2 and replace the TCRa locus with the A*02:01-restricted
R175H specific TCR. Patients (pts) received lymphodepletion with fludarabine and cyclophos-
phamide followed by a single NT-175 infusion alongwith subcutaneous recombinant IL-2. NT-
175 was administered at 3 escalating dose levels (DLs) of eTCR+ T-cells. Cytokine release
syndrome (CRS) and immune effector cell-associated neurotoxicity syndrome (ICANS) were
graded per ASTCT consensus definitions. Responsewas determined by investigator assessment
per RECIST v1.1. The primary objective was safety; secondary and exploratory objectives in-
cluded preliminary antitumor activity and pharmacokinetics (PK), respectively. Results: As of
Oct 31, 2025, 26 ptswere enrolled and21were infusedwithNT-175 (median age 58 years, [range
43–77] across all DLs (DL1, n = 3; DL2, n = 4; DL3, n = 13; other, n = 1). Pts had amedian of 3 prior
lines of systemic therapy. Median time from apheresis to NT-175 infusion was 36 days and
median follow-upwas 6.0 (range: 0.9–9.5)months. Pts had colorectal adenocarcinoma (CRC, n
= 10), pancreatic adenocarcinoma (PDAC, n = 6), breast cancer (BC, n = 2), and other solid
tumors (n =3). There were no DLTs or Grade 5 events. CRS occurred in 11 (52.4%) pts (Grade$3
in 2 [9.5%]); ICANS occurred in 1 pt (Grade 3, 4.8%). Across all dose levels, objective response
rate (ORR, including 7 confirmed and 3 unconfirmed responses) was 47.6% (95% CI,
25.7–70.2); in DL3, ORR was 53.8% (95% CI, 25.1–80.8). Partial responses (PR) were observed
in 10 pts including 5/6 pts (83%) with PDAC and 5 pts across various tumor histologies (2/10
CRC, 2/2 BC, 1 other), and stable disease in 4 pts. Of 7 evaluable PR pts with$6months of follow
up, 5 remain in PR (2 PDAC, 1 leiomyosarcoma, and 2 CRC). Overall, disease control rate was
66.7% (95%CI, 43.0–85.4). Peripheral blood PK analyses (n =21) showed dose-dependent NT-
175 expansion, peaking at Week 1 post-infusion, and persistence . 300 days. Conclusions:
Manufacturing and treatment with autologous NT-175 eTCR T cells was safe and feasible in pts
with heavily pre-treated metastatic TP53-mutated malignancies. Further, NT-175 demon-
strated encouraging preliminary antitumor activity across multiple histologies, with most
notable early signals in PDAC and may offer a prolonged treatment-free interval in pts with
refractory solid tumors. Clinical trial information: NCT05877599. Research Sponsor:
AstraZeneca.
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2507 Oral Abstract Session

First-in-human results with IMA401, a MAGEA4/8-targeted T-cell receptor–based
bispecific T-cell engager (TCER) in recurrent or refractory solid tumors.

Martin Wermke, Dirk Jaeger, Annalen Bleckmann Prof. Dr., Manik Chatterjee, Stefanie Groepper, Daniel Heudobler, Judith S. Hecker, Silvia Spoerl, Martin Sebastian,
Moritz Kleemiss, Heiko Becker, Stefan Knop, Farastuk Bozorgmehr, Mathias Haenel, Sarah Missel, Carsten Reinhardt, Olga Veremchuk, Manuel Ruh, Cedrik Michael Britten,
Sebastian Ochsenreither; TU Dresden University of Technology, NCT/UCC Early Clinical Trial Unit, Dresden, Germany; National Centre for Tumor Diseases, Heidelberg,
Germany; Universitätsklinikum Münster, Münster, Germany; University of Wuerzburg/Medizinische Klinik 2, Würzburg, Germany; Marien Hospital Dusseldorf, Düsseldorf,
Germany; University Hospital Regensburg, Regensburg, Germany; Department of Medicine III, Technical University of Munich, Munich, Germany; University Hospital
Erlangen, Erlangen, Germany; University Hospital Frankfurt, Frankfurt, Germany; University Hospital Bonn, Bonn, Germany; Department of Hematology, Oncology, and Stem
Cell Transplantation, Faculty of Medicine, Medical Center – University of Freiburg, Freiburg, Germany; Nuremberg General Hospital, Nuremberg, Germany; Thoraxklinik
Heidelberg gGmbH, University Hospital Heidelberg, Heidelberg, Germany; Klinikum Chemnitz gGmbH, Chemnitz, Germany; Immatics Biotechnologies GmbH, Tübingen,
Germany; Charite Universitatsmedizin Berlin, Berlin, Germany

Background: IMA401 is a next-gen bispecific TCR-based T-cell engager designed to redirect
T cells to antigen-positive cancer cells. It combines a high-affinity, highly specific TCR domain
against an HLA-A*02:01-presented target peptide common to cancer-specific antigens
MAGEA4 and MAGEA8 with a low-affinity T-cell–recruiting domain for improved tolerability
and biodistribution, and an Fc part for half-life extension. IMA401-101 (NCT05359445) is a
first-in-human phase 1a/b basket study evaluating IMA401 in pts with advanced solid tumors.
Methods: Pts were$18 y, HLA-A*02:01+, MAGEA4+ and/or MAGEA8+, have R/R solid tumors,
measurable disease (RECIST 1.1), ECOG performance status 0-2, and have exhausted SOC
options. Dose escalation involved cohorts of 1-6 pts using adaptive design (BLRM). Doses
ranged from 0.0066mg - 2.5 mg IMA401 q2w (6 pembrolizumab [pembro] q6wwith 1.0 mg or
1.5mg IMA401).Weekly step dosingof IMA401was implemented for the first 2-3 doses at$1mg
. Primary endpoint was MTD assessed by BLRM and/or RP2D as monotherapy and in combi-
nation with pembro. Secondary endpoints included safety and initial antitumor activity (con-
firmed objective response rate [cORR] and disease control rate [DCR]). Results: As of Sep 26,
2025, 55 heavily pretreated pts across. 15 different tumor types with a median of 4 prior lines
of therapy (range 1-9) received IMA401 6 pembro. Most frequent TRAEs were low-grade CRS
(G1: 24%;G2: 11%; no$G3 events), expected and transient lymphopenia (any grade: 29%;$G3:
24% which typically improved within 1-3 days), and reversible neutropenia (any grade: 29%;
$G3: 18%). No ICANS was observed. Tolerability of IMA401 + pembro (n = 9) was consistent
with the IMA401 monotherapy safety profile. MTDwas not reached (3 DLTs at 2.5 mg IMA401).
RP2D range was determined to be 1-2 mg IMA401. Efficacy was evaluable in 38 pts receiving a
target dose of $1 mg IMA401. Promising clinical activity was noted in pts with head and neck
(HN) cancer (cORR: 25%[2/8]; DCR: 63%[5/8]) andmelanoma (cORR: 29%[2/7]; DCR: 57%[4/
7]) with duration of all confirmed responses beyond 6months postinfusion. In squamous non-
small cell lung cancer (sqNSCLC [n = 3]), 1 PRwith reduction in all target lesions, 1 SDwith OS of
~16months and 1 PDwith reduction in all liver target lesions were observed. After data cutoff, 2
more cPRswere observed inHNcancer resulting in a cORRof 33%(4/12). Anupdated full dataset
will be presented. Conclusions: IMA401 demonstrated overall favorable tolerability without
reaching formal MTD and encouraging antitumor activity in pts with HN cancer, melanoma,
and sqNSCLC at RP2D range. Based on the promising results and preclinical proof of concept
data, further development steps are being evaluated including a potentially synergistic com-
bination with the PRAME-directed bispecific IMA402 in sqNSCLC and other solid tumor in-
dications. Clinical trial information: NCT05359445. Research Sponsor: None.

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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/NCT05359445
http://meetings.asco.org


2508 Oral Abstract Session

Objective response rates with Ori-C101, an armored GPC3-directed CAR-T, in
heavily pretreated advanced HCC: Updated results from the phase Ib BEACON
study.

Jia Fan, Jian Zhou, Xiao-Wu Huang, Qiang Gao, Jieyi Shi, Xiao-bo Cheng, Wenwen Wang, Sidi Wei, Lan Gu, Li Zheng, Shanzhi Gu, Chunyi Hao, Jianhui Wu, Zhongwei Zhao,
Rick Xu, Qian Zhang, Bin Li, Yu Tang, Xiaomin Ding, Zongmin Yu; Department of Hepatobiliary Surgery and Liver Transplantation, Liver Cancer Institute, Zhongshan
Hospital, and Key Laboratory of Carcinogenesis and Cancer Invasion of Ministry of Education, Fudan University, Shanghai, China; Clinical Center for Biotherapy, Shanghai,
China; Clinical Center for Biotherapy, Zhongshan Hospital, Fudan University, Shanghai, China; West China Hospital of Sichuan University, Chengdu, China; Hunan Cancer
Hospital, Changsha, China; Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing), Department of Hepato-Pancreato-Biliary Surgery,
Peking University Cancer Hospital & Institute, Beijing, China; Key Laboratory of Imaging Diagnosis and Minimally Invasive Intervention Research, Affiliated Lishui Hospital
of Zhejiang University/The Fifth Affiliated Hospital of Wenzhou Medical University/The Central Hospital of Zhejiang Lishui, Lishui, China; Oricell Therapeutics Co., Ltd.,
Shanghai, China

Background: Advanced hepatocellular carcinoma (HCC) remains a high unmet-medical-need
malignancy with limited therapeutic options. Ori-C101 is a novel, armored, autologous GPC3-
directed CAR-T cell therapy. Following promising results from early-phase trials
(ChiCTR190028121; NCT05652920, BEACON study), we shall herein update outcomes from
the BEACON study with focusing on long-term safety, durability of response, and survival after
more than 2 years of follow-up. Methods: This is an open-label, multi-center, phase Ib dose-
escalation and expansion study enrolled patients (pts) with GPC3+ advanced HCC who had
progressed on$2 prior lines of systemic therapy (including ICIs and TKIs). A single dose of Ori-
C101 was administered via hepatic arterial infusion to enhance regional cell delivery. Integrated
analyses assessed safety, tolerability, PK, and efficacy (per RECIST v1.1)，aiming to determine
the RP2D. Results: As of Dec 24, 2025, 19 pts received Ori-C101 infusion across 4 dose levels
(DLs). All pts had BCLC stage B/C disease and 31.6% (6/19) had extrahepatic metastases. Pts
were previously treated with amedian of 3 lines (range 2–8) therapies. Safety: Safety remained
manageable; no late-onset nor cumulative toxicities were observed through the extended
follow-up period. The most common $G3 TEAEs ($10.0%) were transient hematologic tox-
icities and hepatic laboratory abnormalities. CRS occurred in 100.0% (19/19) of pts; while $G3
CRS observed in 42.1% (8/19). No ICANS occurred. One pt at DL4 experienced a DLT of G4 CRS
complicated by secondary DIC. Efficacy: In 18 efficacy-evaluable pts, Ori-C101 demonstrated a
robust dose-dependent response. Confirmed ORRwas 50.0% (9/18); DCRwas 77.8% (14/18). At
RP2D (DL3), the confirmed ORR and DCR were 66.7% (6/9) and 88.9% (8/9), respectively.
Critically, responses were not only rapid but also remarkably durable. 88.9% (8/9) of re-
sponders achieved objective responsewithin 1.1months; atM3, 83.3% (5/6) of responders at the
RP2D remained PR. Notably, 1 pt at DL4 achieved CR with a duration exceeding 20 months.
Preliminary overall survival data indicate a substantial long-term survival benefit with a
median OS of 14.4 months (range 2.6–22.0). In addition, Dose-Exposure-Responses analysis
showed dose-dependent CAR-T cells expansion, pharmacodynamic effects and improved
tumor response. Conclusions: Ori-C101 demonstrates a manageable safety profile and com-
pelling, durable anti-tumor activity in GPC3+ advanced HCC. The combination of high ORR and
prolonged survival benefit distinguishes Ori-C101 as a potential paradigm-shifting therapy for
patients who have failed standard-of-care treatments. A phase II/III study is currently un-
derway to further confirm the efficacy and asses the safety of Ori-C101. Clinical trial infor-
mation: NCT05652920. Research Sponsor: None.
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2509 Clinical Science Symposium

An investigator-initiated phase I study evaluating the safety, tolerability, and
preliminary efficacy of a personalized neoantigen mRNA vaccine (XP-004) com-
bined with PD-1 inhibitor as adjuvant therapy in resected pancreatic cancer patients
intolerant to chemotherapy.

Xinjing Wang, Wei Wang, Dan Cao, Binwei Hu, Shuai Zhang, Baiyong Shen; Department of General Surgery, Pancreatic Disease Center, Ruijin Hospital, Shanghai Jiao Tong
University School of Medicine, Shanghai, China; Shanghai Xinpu BioTechnology Company Limited, Shanghai, China

Background: Pancreatic cancer has a high postoperative recurrence rate. Although adjuvant
chemotherapy is standard of care, many patients are unable to tolerate it, highlighting an
unmet need for alternative adjuvant strategies. Personalized neoantigen mRNA vaccines can
induce tumor-specific T-cell responses and may synergize with PD-1 blockade. This study
evaluated the safety, tolerability, and preliminary clinical activity of XP-004 combined with a
PD-1 inhibitor as adjuvant therapy in resected pancreatic cancer patients intolerant to che-
motherapy. Methods: This open-label, single-arm, investigator-initiated phase I trial
(2024PCV004; NCT06496373) initiated in May 2024 plans to enroll 16-20 patients with
resected pancreatic cancer intolerant to chemotherapy. Patients received XP-004 intramus-
cularly (1.0 mg Q3W for 13 cycles), including a KRAS-targeted single-neoantigen vaccine for 4
cycles followed by a personalized multi-neoantigen vaccine for 9 cycles, combined with
toripalimab (PD-1 inhibitor). Each personalized vaccine encoded 10–20 personalized neo-
antigens selected using next-generation sequencing andbioinformatic prediction. The primary
endpoint was safety and tolerability; secondary endpoints included neoantigen-specific CD4⁺
andCD8⁺T-cell responses, recurrence-free survival (RFS), andoverall survival (OS).Results:As
of December 15, 2025, 16 patients were enrolled. XP-004 mRNA vaccine was well tolerated.
Treatment-related AEs included fever (100%), injection-site pain (87.5%), nausea (43.8%),
vomiting (37.5%), pruritus (50.0%), rash (25.0%), and fatigue (37.5%). Grade $3 AEs were
observed in 12.5% patients, including fever (12.5%) and pruritus (6.3%), the latter attributed to
toripalimab. No other immune-related AEs were observed. Transient cytokine increases (IFN-
g, IL-5, IL-6, IL-8, IL-10)were observedwithout organ dysfunction. At amedian postoperative
follow-up of 43.9 weeks (range of 6.1–72.0 weeks), and a median follow-up of 37.6 weeks
(range of 0.9–63.7 weeks) after first vaccination, all patients remained recurrence-free, with
no clinical or molecular evidence of recurrence, including no tumor-informed MRD relapse.
Among the 13 patients evaluable for immunogenicity, 13 (100.0%) developed neoantigen-
specific T-cell responses; 53 of 165 neoantigens (32.1%) were immunogenic. Conclusions:
XP-004 combined with PD-1 inhibitor demonstrated favorable safety and tolerability and
induced robust neoantigen-specific T-cell responses in resected pancreatic cancer patients
intolerant to chemotherapy. Early follow-up suggests potential RFS benefit, supporting further
investigation of this adjuvant immunotherapy strategy. Clinical trial information:
NCT06496373. Research Sponsor: None.
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2510 Clinical Science Symposium

Synthetic lethality–informed neoantigen prioritisation to support mechanism-
specific therapeutic strategies across human cancers.

Michael E. Bryan, Om H. Gandhi, Will Ince, Richard Mair, Anna Schuh, Siow Ming Lee, Eleni Adamopoulou, Robert A. Watson, Carol S. K. Leung, Tim Elliott, Lennard YW Lee;
Centre for Immuno-Oncology, University of Oxford, Oxford, United Kingdom; Addenbrooke’s Hospital, Cambridge University Hospitals NHS Foundation Trust, Cambridge,
United Kingdom; Division of Neurosurgery, Department of Clinical Neurosciences, University of Cambridge, Cambridge, United Kingdom; Department of Oncology,
University of Oxford, Oxford, United Kingdom; Department of Oncology, University College London Hospital NHS Foundation Trust, London, United Kingdom

Background: Personalised neoantigen vaccines can elicit strong tumour-specific T cell re-
sponses, yet tumours may evade immune pressure by deleting or silencing the targeted gene.
Current selection pipelines treat gene-based escape as an unpredictable failure. For tumour
suppressor genes, however, loss of the target can create predictable synthetic lethal (SL)
dependencies. We present a framework that classifies tumour suppressor mutations by their
therapeutic implications. We hypothesised that hypomorphic mutations, which generate im-
munogenic neoantigens while retaining partial function, may be suited to sequential therapy,
where vaccination selects for complete loss and exposes druggable vulnerabilities. In contrast,
null mutations with pre-existing SL dependencies may benefit from upfront vaccine–drug
combinations. Methods: We analysed 9,953 tumours across 32 cancer types from TCGA. Tu-
mour suppressor mutations were assessed for neoantigen potential using NetMHCpan-4.2,
MHCflurry 2.0, and PRIME 2.0 (%rank, 2%),with filtering for clonality, expression (TPM. 1),
and multi-allele HLA presentation. Functional status was assigned using gene-specific anno-
tations, including TP53 transactivation scores. SL relationships were curated from DepMap,
SynLethDB 2.0, and published clinical evidence, restricted to partners with approved or Phase
II+ inhibitors. Results: 7.4% of patients (n = 741) harboured tumour suppressor neoantigens
with matched SL vulnerabilities, which segregated into two distinct groups. The first group
(4.6%, n = 458) carried hypomorphic mutations that generated immunogenic neoantigens
while retaining partial gene activity, consistent with candidacy for sequential vaccination
followed by SL inhibition upon escape. TP53 missense mutations predominated (58%), with
progression to null status predicted to confer WEE1 or CHK1 vulnerability. Additional recurrent
pairings included PTEN–AKT (14%), ATM–ATR or PARP (11%), KMT2D–EZH2 (9%), and
BRCA2–PARP (8%). The second group (2.8%, n = 283) carried functionally null mutations
with SL dependencies present at diagnosis, nominating these patients for upfront vaccine–
drug combinations. Endometrial (12.1%) and colorectal (9.8%) cancers were enriched for both
patterns, whereas high-grade serous ovarian cancer was dominated by hypomorphic muta-
tions. Conclusions: This framework reframes immune escape from neoantigen vaccination,
conventionally viewed as treatment failure, as a predictable and potentially exploitable ther-
apeutic event. Functional classification of tumour suppressor neoantigens provides a rationale
for distinguishing sequential from upfront vaccine–SL inhibitor strategies. Prospective trials
with longitudinal monitoring will be required to determine whether vaccination-induced gene
loss consistently exposes the predicted vulnerabilities. Research Sponsor: None.
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2511 Clinical Science Symposium

Personalized neoantigen vaccine as adjuvant therapy in high-risk postoperative
esophageal carcinoma.

Ming Wu, Hong Shen, Fan Mo, Shuqing Chen, Zixiang Wu, Chuanqiang Wu, Youping Wang, Shanshan Zhang, Ning Han; Department of Thoracic Surgery, The Second
Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; Department of Medical Oncology, The Second Affiliated Hospital, Zhejiang University School
of Medicine, Hangzhou, China; Hangzhou Neoantigen Therapeutics Co., Ltd., Hangzhou, China; Zhejiang University, Hangzhou, China; The Second Affiliated Hospital of
Zhejiang University School of Medicine, Hangzhou, China

Background: Effective adjuvant strategies for patients with esophageal carcinoma (EC) with
residual pathological disease (non-pCR) following neoadjuvant chemoimmunotherapy and
radical surgery are urgently needed to reduce the high risk of recurrence. This investigator-
initiated, single-arm clinical trial (NCT05307835) evaluated the safety, efficacy, and immu-
nogenicity of iNeo-Vac-P01, a personalized neoantigen peptide vaccine, administered as ad-
juvant therapy in this high-risk setting. To our knowledge, this study represents the first and
largest global cohort of a personalized neoantigen vaccine for postoperative EC, with the
longest follow-up duration to date. Methods: Eligible stage IIA-IIIB EC patients with non-
pCR were enrolled. For each patient, somatic mutations were identified, and up to 20 individ-
ualized long peptides (15-30 amino acids), encompassing predicted HLA-I and II neoantigens,
were designed and synthesized using a proprietary bioinformatics platform. The vaccine
(300mg per peptide) was administered subcutaneously in conjunction with GM-CSF (40mg)
on a multi-dose schedule (Days 1, 4, 8, 1563, 2263, 5267, and 8267). The primary endpoints
were safety and 1-year recurrence-free survival (RFS). Secondary endpoints included RFS,
overall survival (OS), and antigen-specific T-cell responses assessed by ELISpot and TCR
sequencing. Results: As of November 15, 2025, 26 patients were enrolled, with 23 patients
constituting the efficacy-evaluable population. Treatment-related adverse events were pri-
marily Grade 1-2 (fatigue: 39.1%; fever: 30.4%; injection site reactions: 21.7%), with one Grade
III acute hypersensitivity event. All 23 patients completed the initial 7-vaccination course.
With amedian follow-up of 25.3months from surgery, the 1-year, 2-year, and 3-year RFS rates
were 91.3%, 85.6%, and 78.5%, respectively. The corresponding 1-year, 2-year, and 3-year OS
rates were 100%, 95%, and 83.1%. These survival outcomes compare favorably with historical
controls, notably exceeding the 3-year RFS of 43% reported in the landmark CheckMate 577
trial (adjuvant nivolumab). Immunological analyses confirmed robust vaccine-induced im-
munogenicity. ELISpot assays detected neoantigen-specific T-cell responses in 100% (23/23)
of evaluated patients, with 79.5% (233/296) of the administered vaccine peptides eliciting de
novo T-cell activation. TCR sequencing further demonstrated the durable expansion of
neoantigen-reactive T-cell clones, which were detectable during treatment and persisted
for at least sixmonths following the final vaccination.Conclusions:These results demonstrates
that adjuvant therapywith a personalized neoantigen peptide vaccine confers a substantial and
durable survival benefit in high-risk EC patients following surgery, coupled with a favorable
safety profile. Clinical trial information: NCT05307835. Research Sponsor: Hangzhou Neo-
antigen Therapeutics Co., Ltd.
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2512 Rapid Oral Abstract Session

Phase 2 trial of TIL therapy for metastatic uveal melanoma: Evaluation of T cell
potency and an in situ precision biomarker.

Shravan Leonard-Murali, Chetana Bhaskarla, Ghanshyam S. Yadav, Alquama Lokhandwala, Josh A. Tobin, Kristen Maurer, Allyson Welsch, Lorenzo Sellitto, Qiyiwen Zhang,
Brigitte Senechal, Devanjan Sikdar, Udai Kammula; University of Pittsburgh Medical Center (UPMC) Hillman Cancer Center, Pittsburgh, PA

Background:Uvealmelanoma (UM) is a rare eye cancer that frequentlymetastasizes to the liver
and responds poorly to systemic therapies. We previously reported that adoptive transfer of
autologous tumor-infiltrating lymphocytes (TIL) produced a 35%objective response rate (ORR)
in metastatic UM, with infusion product tumor reactivity being the strongest predictor of
response. To guide surgical harvest of metastases enriched for tumor-reactive TIL, we devel-
oped Uveal Melanoma Immunogenomic Score (UMIS), an in situ tumor transcriptomic bio-
marker. Herewe present results of a phase 2 trial designed to validate the efficacy of TIL therapy
in metastatic UM and prospectively evaluate predictors of response. Methods: In this single-
center phase 2 trial (NCT03467516) metastatic UM patients underwent metastatectomy to
generate early TIL cultures. Cultures demonstrating growth potential and autologous anti-
tumor reactivity were expanded for infusion. Patients received non-myeloablative lympho-
depletion with cyclophosphamide and fludarabine, followed by infusion of TIL and high-dose
interleukin-2. The primary endpoint was ORR per RECIST v1.1. Exploratory analyses to identify
response predictors were performed in the current cohort and a pooled dataset including the
NCT01814046 cohort. Results: Thirty-three UM patients received TIL therapy. Most had high
disease burden (82% M1b/M1c; 76% elevated LDH; 70% hepatic and extrahepatic metastases;
24% CNS), received amedian of 2 prior metastatic treatments (64% checkpoint blockade, 33%
tebentafusp), and had liver metastases as their TIL source (52%). Infusion products had a
median of 5.24E10 TIL, were CD8-enriched (median 68%), and demonstrated autologous tumor
reactivity in 61% (19/31). Among 32 evaluable patients, the ORR was 22% (7/32) with a median
response duration of 10.8 months (maximum ongoing at 58 months). Tumor-reactive TIL
conferred higher response rates (37%, 7/19) than nonreactive products (0%, 0/12; P = 0.026).
Responders demonstrated higher persistence of infused TIL clones in peripheral blood (R/NR
ratio = 10.69, P = 0.020). In the pooled cohort (n = 54, 52 evaluable), ORR was higher with
reactive products (43%, 12/28) versus nonreactive products (0%, 0/20; P = 5.06E-4). UMIS of
the sourcemetastases predicted growth of tumor-reactive TIL cultures (Rho = 0.55, P = 2.72E-
5), final infusion product reactivity (P = 0.040), and clinical response (P = 0.004). Conclusions:
TIL therapy demonstrates clinicallymeaningful activity in advanced, pretreatedmetastatic UM.
Infusion product tumor reactivity was the strongest predictor of response. UMIS identified
metastases enriched with tumor-reactive TIL and predicted final product potency and clinical
outcome. These findings support implementation of UMIS as a minimally invasive precision
biomarker to guide patient and tumor selection for optimal therapeutic benefit. Clinical trial
information: NCT03467516. Research Sponsor: None.
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2513 Rapid Oral Abstract Session

Perioperative tislelizumab plus chemotherapy versus chemotherapy in MHC-II
positive/MHC-II negative locally advanced GC/GEJC: A prospective, randomized,
open-label, biomarker-driven, phase 2 trial.

Xiangdong Cheng, Zhiyuan Xu, Can Hu; Zhejiang Cancer Hospital, Hangzhou, Zhejiang Province, China; Department of Gastric Surgery, Zhejiang Cancer Hospital, Hangzhou
Institute of Medicine (HIM), Chinese Academy of Sciences, Hangzhou, Zhejiang, China; Zhejiang Cancer Hospital, Hangzhou, Zhejiang, China

Background: Neoadjuvant immunotherapy achieves major pathologic response (mPR) in 40%
of locally advanced gastric cancer (LAGC) patients. Tumor-specific MHC-II
expression(tsMHC-II) has been linked to a better enhanced response to immune checkpoint
inhibitor therapy. Herein, we conducted a prospective, randomized study to evaluate the
effectiveness of chemotherapy combined with anti-PD-1 therapy versus chemotherapy alone
as neoadjuvant treatment for tsMHC-II-positive LAGC patients.Methods: Patients with locally
advanced GC/GEJC (cT3-4N+M0, CY0, P0) were enrolled according to tsMHC-II expression.
Within each stratum, patients were subsequently randomized 1:1 to receive either tislelizumab
combined with chemotherapy or chemotherapy alone, including Arm A (tsMHC-II-positive,
chemotherapy + tislelizumab), Arm B (tsMHC-II-positive, chemotherapy), Arm C (tsMHC-II-
negative, chemotherapy + tislelizumab), Arm D (tsMHC-II- negative, chemotherapy). For
experimental group, patients received either 3 preoperative and 3 postoperative cycles of
tislelizumab plus SOX/XELOX, followed by 11 cycles of tislelizumab. For control group, patients
received either 3 preoperative and 3 postoperative cycles of SOX/XELOX. The primary endpoint
was mPR rate (Arm A vs. Arm B). The key secondary endpoint was pCR rate (Arm A vs. Arm B).
This clinical trial was registered at Clinicaltrial.gov (NCT06374901). Results: 136 patients (34
per arm)were enrolled from July 2024 toMarch 2025,with amedian age of 65 years (range, 30-
75), and 105 (76.64%)weremale. The study achieved its primary endpoint. The results revealed
that tsMHC-II-positive patients in the tislelizumab plus chemotherapy group achieved a
greater proportion of mPR (61.8% versus 26.5%; P = 0.003) and pCR (32.4% versus 8.8%; P
= 0.016) than did those in the chemotherapy group, which met a prespecified endpoint. In
contrast, this benefit was absent in tsMHC-II-negative patients (mPR: 23.5% vs 26.5%, P =
0.886; pCR: 5.9% vs 8.8%, P = 0.642). There were no significant differences in treatment-
related adverse reactions among each group. Conclusions: In conclusion, compared with
perioperative chemotherapy alone, the addition of tislelizumab to a given chemotherapy
regimen significantly increased the proportion of mPR and pCR in tsMHC-II-positive patients
withGAC/GEJAC only,which revealed that tsMHC-II could be a biomarker to guide the selection
of appropriate GAC/GEJAC patients for perioperative immunotherapy. Clinical trial informa-
tion: NCT06374901. Research Sponsor: None.
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2514 Rapid Oral Abstract Session

A randomized prospective trial evaluating duration of PD-1 and PD-L1 inhibitor
therapy in advanced solid tumors.

Vincent Edgar Reyes, Ryan Sweeney, Mark Jelinek, HongWang, Julie Alexander, James Ohr, Lijun Dai, Gaurav Goel, Nitin Kapoor, Christopher RitchieMarsh, Daniel P. Petro,
Gauri J. Kiefer, Dhaval R. Mehta, John K. Waas, Robert L. Ferris, Rushir J. Choksi, Stanley M. Marks, Jason J. Luke, Antoinette J. Wozniak, Dan Paul Zandberg; UPMC
Hillman Cancer Center, University of Pittsburgh, Pittsburgh, PA; Department of Biostatistics, University of Pittsburgh, Pittsburgh, PA

Background: Immune checkpoint inhibitors (IO) have revolutionized the treatment of ad-
vanced solid tumors. Despite theirwidespread adoption, the optimal duration of IO hasnot been
clearly established, and this remains an unmet clinical need.Methods: In our prospective trial,
patients (pts) with advanced solid tumors who achieved at least stable disease (SD) after 1 year
of standard-of-care PD-1/PD-L1 inhibitors were randomized 1:1 to either stop or continue IO
beyondone year. Ptswho stopped IOand thenprogressed couldbe retreatedwith IO at physician
discretion. Primary endpointwas cure rate, defined as the proportion of ptswithout progressive
disease, death, or initiation of new treatment (including re-treatment with IO) at five years.
Cure rate was calculated using Kaplan-Meier (KM) estimates with 95% confidence intervals
(CI) and compared between arms using a multivariable logistic regression model to adjust for
pre-specified stratification factors of tumor type and expected efficacy by IO indication, and
reported as an odds ratio (OR) with CI and p-value. Secondary endpoints included PFS, OS, and
incidence of iRAEs.Median PFS andOSwere estimated fromKMcurves, with hazard ratios (HR)
and p-values obtained from stratified Cox proportional hazards models. All analyses were
conducted using R version 4.4.2. Results: From 2019 to 2025, leveraging our central hub and
community network, a total of 161 pts (Stop = 81, Continue = 80) were enrolled. The trial was
closed early due to slow accrual (goal 578 pts). Median age was 71 and themost common tumor
types were: NSCLC(39.8%), mismatch repair-deficient tumors(18.6), RCC(11.8%),
HNSCC(8.1%), and melanoma (7.5%). There was no difference in baseline characteristics
between arms. With a median follow up of 43.2 months (mo), cure rate was 45% (32%-
63%)in the stop arm vs 38% (27-54%) in the continue IO arm (OR 2.26, 95% CI [0.62-
8.22], p = 0.22). Median PFS was 55.4(27.5-NR) vs. 31.2 mo(20-NR) HR 0.77, 95% CI (0.48-
1.24), p = 0.28 andmedian OS was NR (55.4 vs. NR) vs. 53.5 mo(40.8-NR) HR 0.54, 95%CI (0.3-
0.99), p =0.04 for the stop vs continue IO arms, respectively. In the continue IO arm, themedian
number of IO doses was 11 (range 0-36) and 52 of these pts discontinued IO with the most
common reason being disease progression (42.3%), and 7.7% discontinued for toxicity. In the
stop IO arm, 17 pts who progressed were retreated with IO; 20% achieved subsequent partial
response and themedian PFS was 10.5 mo(6.5-NR) andmedian OS was 26.7mo(10.5-NR) after
retreatment. Conclusions: Our trial is unique as a prospective randomized evaluation of length
of IO treatment in advanced solid tumors. Cure rates and PFS were similar across arms and OS
was improved in pts that discontinued IO at 1 year. These findings suggest that stopping IO at 1
year may be as effective as indefinite IO therapy, though validation in a larger, adequately
powered trial is needed. Clinical trial information: NCT04157985. Research Sponsor: Hillman
Cancer Center; Pennsylvania Department of Health; SAP # 410095621.
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2515 Rapid Oral Abstract Session

Clinical and translational study of p38 inhibitor pexmetinib plus nivolumab fol-
lowing anti–PD-1/L1 failure in advanced solid tumors.

Matthew Nguyen, Andrew Stewart Poklepovic, Hyun Lee, Mark Jelinek, Rebekah E. Dadey, Mohammadreza Amjadzadeh, Jason J. Luke, Dan Paul Zandberg, Riyue Bao;
University of Pittsburgh, Pittsburgh, PA; Department of Internal Medicine, Division of Oncology, Massey Comprehensive Cancer Center, Virginia Commonwealth University,
Richmond, VA; Virginia Commonwealth University - Massey Comprehensive Cancer Center, Richmond, VA; Department of Biostatistics, University of Pittsburgh, Pittsburgh,
PA; UPMC Hillman Cancer Center, Pittsburgh, PA; Department of Radiology, University of Pittsburgh, UPMC Hillman Cancer Center, Pittsburgh, PA; UPMC Hillman Cancer
Center, University of Pittsburgh, Pittsburgh, PA

Background: Cancers resistant to immune checkpoint blockade typically harbor a non-T cell-
inflamed phenotype, characterized by low type I/II interferon activity and limited CD8⁺ T-cell
infiltration within the tumormicroenvironment. We previously identified p38MAPK activation
as a tumor-intrinsic immune exclusion mechanism associated with resistance to immuno-
therapy across solid tumors. Based on these preclinical observations, we conducted a Phase II
clinical trial (NCT04074967) combining pexmetinib, a p38 inhibitor, with nivolumab in ad-
vanced solid tumors. Here, we report safety, clinical activity, and translational results in
patients with PD-1 refractory head and neck (HN) cancer and lung cancers. Methods: Patients
received pexmetinib 200 mg orally once daily plus nivolumab 480 mg intravenously every
4 weeks. The primary endpoint was overall response rate (ORR) assessed by RECIST v1.1.
Translational analyses included pharmacodynamic assessment, plasma proteomics, single-
cell RNA sequencing (scRNAseq), and computed tomography-based radiomic analyses. Re-
sults: Thirty-five patients were enrolled (HN cohort = 11 [31%; 100% squamous cell carci-
noma]), lung cohort = 24 [69%; 63% adenocarcinoma]). Median age was 62 years; 60% were
male and 89% had ECOG performance status 1. Twenty-nine patients were radiographically
evaluable. Partial responses were observed in four patients (ORR 14%), and 13 patients (45%)
experienced stable disease. Median duration of responsewas 11.1 months. Median progression-
free survival (PFS)was 7.2months and overall survival (OS)was 9.3months. Treatment-related
adverse events (TRAEs) of any grade occurred in 89% of patients; 47% experienced grade $3
TRAEs. No fatal TRAEs were reported. Plasma proteomic profiling identified on-treatment
immune modulation relative to baseline, with increased T cell-associated cytokines/
chemokines in patients with durable clinical benefit (PFS . 6 months). Among three patients
with paired pre- and on-treatment tumor scRNAseq, an increase in intratumoral T-cell
abundance was observed in one patient with tumor shrinkage but not in two patients with
progressive disease. On-treatment increases in T-cell radiomic score relative to baseline were
significantly greater in responders vs. non-responders, andwere associatedwith improved PFS
and OS (P, 0.05). Conclusions: In patients with PD1-refractory HN cancer and lung cancers,
pexmetinib plus nivolumab demonstrated an acceptable safety profile and durable clinical
benefit.Multimodal translational profiling revealed increased inflammatory cytokine signaling
and radiomic and molecular features consistent with enhanced CD8⁺ T-cell engagement in
responders. These findings suggest that targeting tumor-intrinsic p38 MAPK may represent a
mechanistically informed strategy to overcome immunotherapy resistance. Clinical trial in-
formation: NCT04074967. Research Sponsor: U.S. National Institutes of Health; University of
PittsburghCancer Cell BiologyProgram;National Cancer Institute; TheUniversity of Pittsburgh
Center for Research Computing and Data; Pfizer.

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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/NCT04074967
http://meetings.asco.org


2516 Rapid Oral Abstract Session

PRaG 5.0: Personalized thymosin alpha-1 and radioimmunotherapy for advanced
refractory solid tumors—Data from an expanded cohort.

Yuehong Kong, Rongzheng Chen, Meiling Xu, Junjun Zhang, Liyuan Zhang; Center for Cancer Diagnosis and Treatment, The Second Affiliated Hospital of Soochow
University, Suzhou, China

Background: Treatment-related lymphopenia and inadequate anti-tumor immune activation
remains major barriers to improving outcomes of combination immunoradiotherapy, espe-
cially for advanced refractory solid tumors. PRaG 5.0 innovatively integrates personalized
thymosin alpha-1 (Ta-1) into the PRaG regimen (PD-1 inhibitor + radiotherapy + GM-CSF)
to preserve lymphocytes and enhance anti-tumor immunity. We report updated efficacy and
safety data of PRaG 5.0 in advanced refractory solid tumors. Methods: This is a prospective,
single-armed, phase II study enrolled 43 heavily pretreated patients. Eligible patients were
stratified by baseline T-lymphocyte counts to receive personalized Ta-1 dosing: 7-day loading
dose for low baseline T-lymphocyte counts, and maintenance Ta-1 (1.6 mg, thrice weekly) for
thosewith normal counts. Ta-1 was combinedwith the PRaG regimen for at least 2 cycles. After
PRaG cycles, patients continued PD-1 inhibitor plus Ta-1 until disease progression or intol-
erable toxicity. The primary endpoint was objective response rate (ORR) per RECIST v1.1.
Secondary endpoints included median progression-free survival (mPFS), disease control rate
(DCR), safety, and immune cell dynamics (assessed by flow cytometry, single-cell sequencing,
andTCRsequencing).Results:Among the43 screened subjects, 39 received treatment, ofwhom
30 required loading dose thymosin a1 (Ta1) therapy, 36 were treated with PRaG regimen and 17
entered themaintenance phase with PD-1 inhibitor combined with Ta1. The objective response
rate (ORR) of the 39 patients was 30.8% (95%CI 17.0%, 47.6%), including 4 cases of complete
response (CR) and 8 cases of partial response (PR); themedian progression-free survival (PFS)
was 4.2 months (95%CI 2.3, 6.9). No Grade 3 or above TRAE was reported. Immune analysis
revealed significant increases in CD8+ T cells, NK cells, and CD4+TEM cells post-Ta-1 loading,
with a notable decrease in Tregs (p = 0.001). Single-cell sequencing demonstrated higher
clonality in GZMK-CD8+T in responders, while TRDV2-CD8+T cells expanded in non-
responders. Conclusions: Integrating of Ta-1 into the PRaG regimen is a promising therapeutic
strategy, offering enhanced efficacy and a favorable safety profile. Detailed immune profiling
identified distinct T-cell dynamics associated with treatment response, highlighting potential
biomarkers for clinical application. Further validation in larger cohorts is warranted. Clinical
trial information: NCT05790447. Research Sponsor: None.
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2517 Rapid Oral Abstract Session

Evaluation of the combination of regorafenib + avelumab in patients with HPV-
associated cancer: The phase II REGOMUNE study.

Sophie Cousin, Carine A. Bellera, Jean-Philippe Guegan, Rastislav Bahleda, Iphigenie Korakis, Emmanuelle Samalin, Fanny Bouteiller, Jean Palussière, Laura Leroy,
Lola Jade Palmieri, Isabelle Soubeyran, Alban Bessede, Antoine Italiano; Early Phase Clinical Trials Unit and Thoracic Unit, Institut Bergonié, Bordeaux, France; INSERM CIC
14.01, Bordeaux, France; Explicyte, Bordeaux, France; Gustave Roussy Cancer Center, Villejuif, France; Institut Universitaire Du Cancer De Toulouse Oncopole, Toulouse,
France; Digestive Oncology CRLC Val d’Aurelle, Montpellier, France; Clinical and Epidemiological Research Unit, Institut Bergonié, Comprehensive Cancer Center, Bordeaux,
France; Department of Interventional Radiology, Institut Bergonié, Bordeaux, France; Department of Medical Oncology, Institut Bergonié, Bordeaux, France; Early phase
trials unit, Institut Bergonié, Bordeaux, France; Department of Molecular Biology, Institut Bergonié, Bordeaux, France; Early Phase Trials Unit, Institut Bergonié, and
University of Bordeaux, Bordeaux, France

Background: HPV-associated malignancies—including cervical, anal, head and neck, and
penile cancers—form a biologically distinct group with limited responsiveness to immune
checkpoint inhibitors (ICP) in monotherapy. Combining anti-angiogenic agents with immu-
notherapy may enhance efficacy by reshaping the tumor microenvironment. REGOMUNE
explores this rationale by evaluating regorafenib plus avelumab association. Methods: REGO-
MUNE is a French multicenter, open-label, phase II trial assessing the combination of regor-
afenib (160 mg daily for 3 weeks of a 4-week cycle) and avelumab (10 mg/kg biweekly) in
patients with advanced/metastatic HPV-driven solid tumors. The primary endpoint is the 6-
month disease control rate (DCR) per RECIST 1.1 after central review. Secondary endpoints
include overall response rate (ORR), progression-free survival (PFS), overall survival (OS), and
safety. Correlative studies will analyze baseline tumor samples to identify biomarkers of
response. An exact single stage design was used testing 10% vs 25% DCR (5% type 1 error
rate and 80% power), requiring $ 8 patients with disease control at 6 months among 40
patients to demonstrate efficacy. Results: From March 2023 and to February 2024, 44 patients
were enrolled across 6 centers. Median age was 62 (range :33-80). Median follow-up was
18.3 months (95% CI : 14.9-21.1). Median number of prior treatment lines was 2 (range :0-7).
Anal (41%) and cervical (32%) cancers were the predominant primary sites, with squamous cell
carcinoma representing 70.5% of cases. Among 33 evaluable patients for efficacy, the 6-month
DCRwas 45.5% (N = 15) [90%CI : 30.5-61.1], with 12 (36.4%) partial response, 11 (33.3%) stable
disease, and 10 (30.3%) progressions. Median PFSwas 5.3months (95%CI: [3.0– 7.3]). Median
OS was 15.0 months (95% CI [7.2 – 21.6]). Treatment modifications due to adverse events
occurred in 33/42 (78.6%)patients. Commongrade 3/4 adverse events includedpalmar-plantar
eryhtrodysesthesia syndrome (11.9%), diarrhea (9.5%) and fatigue (7.1%). One treatment-
related deathwas reported. Conclusions: REGOMUNE is the first phase II trial to demonstrate a
clinically meaningful efficacy signal surpassing historical CPI outcomes as monotherapy with
an anti-angiogenic plus immune CPI combination in patients with HPV-positive tumors.
Biomarker analyses are ongoing to identify predictive signatures associated with the durable
responses observed in this cohort. Clinical trial information: NCT03475953. Research Sponsor:
None.
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2518 Rapid Oral Abstract Session

Phase 1 study of NTX1088, a first-in-class anti-PVR monoclonal antibody, as
monotherapy and combined with pembrolizumab, in patients with advanced solid
malignancies.

Sarina A. Piha-Paul, Marc Ryan Matrana, Gagandeep Brar, Miguel Villalona-Calero, Shirly Grynberg, Jonathan Cohen, Yakir Rottenberg, Iwona A. Lugowska,
Michael Jon Chisamore, Eric Keith Rowinsky, Guy Cinamon, Pini Tsukerman, Keren Paz; The University of Texas MD Anderson Cancer Center, Houston, TX; Ochsner Health,
NewOrleans, LA; City of Hope, Mission Hills, CA; City of Hope, Duarte, CA; Ella Lemelbaum Institute for Immuno Oncology andMelanoma, ShebaMedical Center, Ramat Gan,
Israel; Sharett Institute of Oncology, The Wohl Institute for Translational Medicine, Hadassah Medical Center, Hadassah Hebrew-University Medical Center, Hebrew
University of Jerusalem, Jerusalem, Israel; Hadassah Medical Center, Jerusalem, Israel; Department of Phase Clinical Trials, Narodowy Instytut Onkologii im. Marii
Sklodowskiej-Curie – Panstwowy Instytut Badawczy, Warsaw, Poland; Department of Clinical Development, Merck & Co., Inc., Rahway, NJ; Nectin Therapeutics, Fort Lee,
NJ; Nectin Therapeutics, Jerusalem, Israel

Background: Poliovirus Receptor (PVR; CD155), a transmembrane protein upregulated across
multiple solid tumors and associated with poor clinical outcomes and resistance to immune
checkpoint inhibitors (CPIs), plays a central role in tumor-mediated immune suppression. PVR
suppresses anti-tumor immunity by interacting with the co-stimulatory receptor DNAM1
(CD226) on T and NK cells, leading to its internalization and degradation. PVR also engages
the inhibitory immune receptors, TIGIT, CD96, and KIR2DL5A. NTX1088 is a first-in-class
monoclonal antibody targeting PVR. Methods: NTX-1088-01 (NCT05378425) is a Phase 1a/1b,
open-label, multicenter dose-escalation and expansion study evaluating the safety, tolera-
bility, pharmacokinetics (PK), pharmacodynamics, recommended dose for expansion (RDE),
and preliminary efficacy of NTX1088 alone and in combinationwith pembrolizumab in patients
(pts) with advanced solid tumors known to express PVR (prescreening not required). NTX1088
was administered intravenously (IV) every 3weeks (Q3W) in dose levels (DLs) from 12-1750mg
as monotherapy or from 160-1750 mg in combination with pembrolizumab 200 mg IV Q3W.
Phase 1a employed a standard 3+3 dose-escalation design. Phase 1b comprises dose-expansion
monotherapy and combination cohorts in gastric, bladder, lung, and other PVR-expressing
solid tumors at the RDE. Results: As of January 2026, 81 pts were treated with NTX1088 (24
monotherapy; 57 combination). Median age was 61 years; median lines of prior therapy was 4
andprior CPI exposurewas 70%.NTX1088waswell toleratedwithnodose-limiting toxicity and
1750 mg was selected as the RDE in monotherapy and in combination with pembrolizumab,
based on PK and target occupancy. Preliminary efficacy analysis was focused on active DLs of
NTX1088 (1200 and 1750 mg) in combination with pembrolizumab. Forty-eight pts were
treated at these DLs and 35 pts were evaluable for response. Of these 35 pts, median age
was 57, median lines of prior therapy was 4 and 89% received prior CPI. Six (17%) pts achieved
confirmed partial responses (PR) including gastric (2), bladder (1), non-small cell lung (1),
squamous cell carcinoma of the head and neck (1), and melanoma (1). All PRs were seen in pts
with prior CPI exposure. Sixteen (46%)pts achieved stable disease. At data cutoff, all but one PR
pt remain on treatment, with a maximum treatment duration of 20 months. Exploratory
analyses of tumor biopsies identified potential predictive biomarkers. Conclusions:
NTX1088 demonstrated favorable tolerability and encouraging clinical activity in heavily pre-
treated pts who had progressed on prior PD-1/PD-L1 inhibitors. These findings support further
evaluation of NTX1088 in Phase 2 studies, incorporating less heavily pre-treated pts and
biomarker selection. Clinical trial information: NCT05378425. Research Sponsor: Nectin Ther-
apeutics; Cancer Focus Fund; European Innovation Council.
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2519 Rapid Oral Abstract Session

KEYNOTE-B59: An open-label, multicenter, phase 1/2 study of efdelikofusp alfa (GI-
101A; CD80-IgG4 Fc-IL2v2) in advanced solid tumors (part E & F of GII-101-P101).

Jae Lyun Lee, Byoung Chul Cho, Byoung Yong Shim, Sang Joon Shin, Hyo Jin Lee, Jung-Yun Lee, John D. Powderly II, Soohyeon Lee, Thomas Urban Marron,
Michael Jon Chisamore, Nari Yun, Mina Ham, Kwang-Soo Shin, Myoung Ho Jang; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine,
Seoul, South Korea; Division of Medical Oncology, Yonsei Cancer Center, Seoul, South Korea; Department of Medical Oncology, St. Vincent’s Hospital, The Catholic
University of Korea, Seoul, South Korea; Yonsei Cancer Center and Severance Hospital, Seoul, South Korea; Chungnam National University College of Medicine, Daejeon,
South Korea; Yonsei Cancer Center and Severance Hospital, Yonsei University College of Medicine, Seoul, South Korea; Carolina BioOncology Institute PLLC, Huntersville,
NC; Division of Medical Oncology and Hematology, Department of Internal Medicine, Korea University College of Medicine, Seoul, South Korea; Division of Hematology and
Medical Oncology, Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY; Merck & Co., Inc., Rahway, NJ; GI Innovation, Inc., Seoul, South Korea

Background: Efdelikofusp alfa is a novel immunocytokine consisting of CD80 fused to an
engineered IL-2 variant (IL-2v2) optimized to reduce IL-2Ra affinity. It blocks CTLA-4–
mediated immune suppression while preferentially activating and expanding immune effector
cells over regulatory T cells. Here, we report results from the dose-escalation phases of Part E
(monotherapy) and Part F (combination with pembrolizumab) of the ongoing KEYNOTE-B59
study. Methods: KEYNOTE-B59 is an open-label, phase 1/2 study evaluating efdelikofusp alfa
alone or in combination with pembrolizumab in patients (pts) with advanced solid tumors. In
Part E, escalating doses of efdelikofusp alfa (0.05–0.3mg/kg) were administered intravenously
every 3 weeks (Q3W). In Part F, pts received efdelikofusp alfa (0.05–0.3 mg/kg) plus pem-
brolizumab (200 mg) Q3W. Primary objectives were to assess safety, tolerability, and to
determine maximum tolerated dose (MTD) and/or recommended phase 2 dose. Results: As
of 29December 2025, a total of 84 ptswho had progressed on available therapieswere enrolled,
including 36 pts in Part E and 48 pts in Part F. In Part E, one dose-limiting toxicity (DLT)
occurred at 0.1 mg/kg (grade 3 hypertension). However, MTDwas not reached up to 0.3 mg/kg,
and efdelikofusp alfa was generally well tolerated. At the biologically effective dose range
(0.2–0.3 mg/kg), monotherapy demonstrated clinical activity in immunotherapy (IO)-
experienced bladder cancer (confirmed CR; DoR 5.8 months; PFS 13.9 months) and mesothe-
lioma (confirmed PR; DoR 5.6 months; PFS 6.7 months). In Part F, 48 pts were treated with
efdelikofusp alfa in combination with pembrolizumab. Median age was 63 years and 45.8% of
pts had received prior IO. The overall safety profile of the combination was comparable to
monotherapy,with common treatment-related adverse events including pyrexia (89.6%), liver
enzyme elevation (47.9%), chills (37.5%), and decreased platelet count (33.3%). Objective
responses were observed across multiple tumor types, including ccRCC, urothelial cancer,
squamous NSCLC, cutaneous squamous cell carcinoma, pancreatic adenocarcinoma, and cer-
vical cancer, irrespective of prior IO exposure. In pts with ccRCC (n = 10), the most frequently
enrolled indication (70.0% prior IO-treated), the objective response rate was 40.0% and the
disease control rate was 70.0%, with durable responses observed from 5.5+ to 16.7+ months;
median DoR was not reached. Efdelikofusp alfa induced robust peripheral lymphocyte expan-
sion, mainly CD8+ T and NK cells, which correlated with longer median PFS. Conclusions:
Efdelikofusp alfawaswell tolerated as amonotherapy and in combinationwith pembrolizumab.
Antitumor activity was observed with a favorable benefit–risk profile, supporting continued
development in selected tumors, including ccRCC. Clinical trial information: NCT04977453.
Research Sponsor: GI Innovation, Inc.; Korea Drug Development Fund; HN22C0451.
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2521 Poster Session

CS2009, a novel PD-1/VEGF/CTLA-4 trispecific antibody, in patients with advanced
solid tumors: Updated results from an open-label, multicenter, phase 1 first-in-
human study.

Charlotte Rose Lemech, Caicun Zhou, John J. Park, Bo Gao, Sanxing Guo, Jian Fang, Jermaine Ian George Coward, Maggie A. Moore, Peng Zhang, Yan Yu, Sophia Frentzas,
Xiaorong Dong, Haifeng Liu, Jingru Wang, Qiang Wang, Teng Fang, Bo Wang, Hangjun Dai, Qingmei Shi, Jason Yang; Medical Oncology, Scientia Clinical Research and
Prince of Wales Clinical School, UNSW Sydney, Randwick, NSW, Australia; Department of Medical Oncology, Shanghai East Hospital, Shanghai, China; Macquarie Medical
School, Macquarie University, Sydney, NSW, Australia; Medical Oncology, Blacktown Hospital, Blacktown, NSW, Australia; Department of Oncology, The First Affiliated
Hospital of Zhengzhou University, Zhengzhou, China; Department of Thoracic Oncology II, Key Laboratory of Carcinogenesis and Translational Research (Ministry of
Education/Beijing), Peking University Cancer Hospital and Institute, Beijing, China; Oncology, ICON Cancer Care Brisbane, Brisbane, QLD, Australia; Medical Oncology, The
Alfred Hospital, Melbourne, VIC, Australia; Department of Thoracic Surgery, Shanghai Pulmonary Hospital, Shanghai, China; Department of Medical Oncology, Harbin
Medical University Cancer Hospital, Harbin, China; Department of Medical Oncology, Monash Health, Clayton, VIC, Australia; Cancer Center, Union Hospital, Tongji Medical
College, Huazhong University of Science and Technology, Wuhan, China; Clinical Research Ward, Jilin Cancer Hospital, Changchun, China; Clinical Development, CStone
Pharmaceuticals Co., Ltd., Shanghai, China; R&D, CStone Pharmaceuticals Co., Ltd., Shanghai, China

Background: CS2009 is a first-in-class trispecific antibody targeting PD-1, VEGF and CTLA-4.
Initial data from this phase 1 study showed a favorable safety profile and encouraging antitumor
activity. Here, we report updated safety and efficacy results in 98 patients. Methods: This
ongoing, open-label, multicenter, phase 1 dose-escalation trial enrolled patients with ad-
vanced solid tumors who progressed on standard therapy or had no available standard therapy.
CS2009was administered intravenously every 3weeks at 6 dose levels ranging from 1 to 45mg/
kg. Dose escalation followed an accelerated titration design at the first dose level and a 3+3
design thereafter. In parallel, additional patients were backfilled to selected dose levels deemed
safe to further evaluate safety and efficacy. Primary objectives include safety, tolerability and
determination of the maximum tolerated dose (MTD)/tentative recommended phase 2 dose
(RP2D). Secondary and exploratory objectives include pharmacokinetic/pharmacodynamic
profile and preliminary efficacy per RECIST v1.1, etc. Results: As of January 4, 2026, 98 patients
(55.1% male; median age 61 [range 19-80] years; 54.1% Asian, 43.9% White) had received
CS2009 across 6 dose levels, with half (49/98) remaining on study treatment. Tumor types
included non-small cell lung cancer (NSCLC, n = 49), ovarian cancer (n = 12), soft tissue
sarcoma (n = 9), renal cell carcinoma (RCC, n = 6), triple-negative breast cancer (TNBC, n = 6),
colorectal cancer (n = 4), and others. Most (98.0%) patients received at least one prior line of
systemic anti-cancer therapy. No dose-limiting toxicities (DLTs) occurred; MTD was not
reached. The incidences of any-grade and grade$3 treatment-related adverse events (TRAEs)
were 69.4% and 20.4%, respectively. The most common ($10%) TRAEs were pruritus (n = 14,
14.3%), alanine aminotransferase increased (n = 11, 11.2%) and aspartate aminotransferase
increased (n= 10, 10.2%). Five (5.1%)patients discontinued treatment due toTRAEs. Therewere
no treatment-related deaths. Encouraging antitumor activity was observed across multiple
tumor types that have received heavy prior treatment including PD-1/PD-L1 inhibitors or
antiangiogenesis therapies where appropriate, including NSCLC without known actionable
oncogenic alterations (n = 27), soft tissue sarcoma (n = 9), non-clear cell RCC (n = 5), and TNBC
(n = 6) with ORR of 18.5%, 33.3%, 20.0%, 16.7%, respectively, and DCR of 74.1%, 66.7%,
100.0%, 50.0%, respectively (detailed and updated data to be presented at the conference).
Conclusions: CS2009 demonstrated a manageable safety profile and promising antitumor
activity in heavily pretreated patients with advanced solid tumors, which warrants further
clinical development in anongoingphase 2 study innine tumor types. Clinical trial information:
NCT06741644. Research Sponsor: CStone Pharmaceuticals.
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2522 Poster Session

Pemivibart for prevention of COVID-19: Subset analysis of CANOPY participants
with solid tumor or hematologic malignancies.

Meredith Leston, Jeremy Lyle Warner, Kristin Narayan, Ilker Yalcin, David Wilfret, Mark Wingertzahn; Invivyd, Inc., New Haven, CT; Brown University, Providence, RI; Invivyd,
inc., New Haven, CT; The Conjugate Group, Waltham, MA

Background: Due to the chronic immunosuppression associated with both their condition and
treatments, patients with solid tumors or hematologic malignancies experience reduced vac-
cine protection and are at high risk of infections, including COVID-19. This post hoc analysis of
the phase 3 CANOPY study assesses the safety and outcomes of pemivibart in the oncology
subset from the open-label, single-arm, immunocompromised Cohort A. Methods: Cohort A
dosing: 4500mg of pemivibart (intravenous) on day 1; 2nd dose at month 3. Primary objectives:
1) Evaluation of pemivibart safety and tolerability via study drug-related treatment emergent
adverse events (TEAEs), serious adverse events (SAEs), and treatment interruption/
discontinuation, 2) Evaluation of protection against symptomatic COVID-19 based on sVNA
titers against SARS-CoV-2 after receiving pemivibart. Exploratory endpoint: composite inci-
dence of RT-PCR-confirmed symptomatic COVID-19, including COVID-19-related hospital-
ization and all-cause mortality. Data were analyzed through Month 6. Results: Enrollment
began in Sep 2023. The oncology subset included 55 (18.0%) Cohort A participants; median age
[range] 65 [35-83] years; 25 (45.5%) female. Eight participants (14.5%) were receiving im-
munosuppressants, including 6 (10.9%) receiving corticosteroids. Prior to enrollment, 89.1%
received$1 COVID-19 vaccine; seropositivity: N antigens (43.6%), S antigens (98.2%).Month 6
TEAEs were reported in 32 (58.2%) participants; 5 (9.1%) were considered study drug-related
with 1 (1.8%) requiring treatment interruption due to infusion site extravasation and tachy-
cardia (Table). SAEs occurred in 5 (9.1%) participants; none were considered drug-related.
Following pemivibart dosing, sVNA titers in the oncology subset were elevated to levels as-
sociated with protection against COVID-19 and comparable with Cohort A. No anaphylaxis was
reported in the oncology subset; 4 cases among 306 participants in Cohort A. ThroughMonth 6,
there was no RT-PCR-confirmed symptomatic COVID-19 in the oncology subset; with 9/298
(3.0%) in Cohort A. Conclusions: Pemivibart was well tolerated in the CANOPY Cohort A
oncology subset. These data showed limited events overall and no development of symptomatic
COVID-19 in the oncology subset through Month 6. Clinical trial information: NCT06039449.
Research Sponsor: Invivyd, Inc.

Select outcomes through month 6.

Parameter Immunocompromised Cohort A Cohort A Oncology Subseta

Study drug-related TEAE, n (%)
- Leading to death
- Leading to interruption
- Leading to discontinuation

34/306 (11.1)
0/306 (0)

14/306 (4.6)
7/306 (2.3)

5/55 (9.1)
0/55 (0)
1/55 (1.8)
0/55 (0)

COVID-19 composite event, n (%)
PCR-confirmed COVID-19, n (%)
All-cause mortality, n (%)

11/298 (3.7)
9/298 (3.0)
2/298 (0.7)

1/55 (1.8)
0/55(0)

1/55 (1.8)b

a20 (36%) were being actively treated for solid tumor or hematologic malignancy; 40 (73%) had a
hematologic malignancy.
bUnrelated to study drug.
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2523 Poster Session

Aphase 1 study of BGB-A3055 (anti-CCR8)with orwithout tislelizumab (anti–PD-1)
in patients with solid tumors.

Judith Raimbourg, Martin Gutierrez, Antoine Italiano, Shiraj Sen, Afaf Abed, Jermaine Ian George Coward, Muhammad Furqan, Dingzhi Huang, Rongbo Lin, Pu Sun,
Zhaoyin Zhu, Rose Huang, Andongfac Florinas, Hua-Xin Gao, Christophe Le Tourneau; Institut de Cancerologie de l’Ouest, Saint-Herblain, France; John Theurer Cancer
Center, Hackensack University Medical Center, Hackensack, NJ; Centre de Lutte Contre Le Cancer – Institut Bergonie, Bordeaux, France; Next Oncology, San Antonio, TX;
Linear Clinical Research, Nedlands, Western Australia, Australia; Icon Cancer Centre South Brisbane, Brisbane, QLD, Australia; University of Iowa, Iowa City, IA; Tianjin
Medical University Cancer Institute & Hospital, Tianjin, China; Department of Gastrointestinal Oncology, Fujian Provincial Cancer Hospital, Fuzhou, China; BeOneMedicines
Ltd, Shanghai, China; BeOne Medicines Ltd, Cambridge, MA; BeOne Medicines Ltd, San Carlos, CA; Gustave Roussy, Paris, France

Background: BGB-A3055 is a humanizedmonoclonal antibody targeting C-Cmotif chemokine
receptor 8 (CCR8), a receptor highly expressed on intratumoral regulatory T cells (Tregs). CCR8
overexpression correlates with poor prognosis in certain tumor types. Preclinical studies have
shown potent antitumor activity of BGB-A3055.Here, we present results from a phase 1a dose-
escalation trial of BGB-A3055 alone (Part A [A]) or combinedwith tislelizumab (TIS; Part B [B])
in patients (pts) with advanced or metastatic solid tumors (NCT05935098). Methods: Eligible
pts had histologically confirmed advanced or metastatic solid tumors with high prevalence of
CCR8 expression. In A, pts received BGB-A3055 (six dose levels) intravenously (IV) every
3 weeks (Q3W). In B, pts received BGB-A3055 (six dose levels) and TIS 200mg IV Q3W. Primary
endpoint was safety; secondary endpoints included preliminary antitumor activity (RECIST
v1.1). Results:As ofNov 19, 2025, 98 ptswere treatedwith BGB-A30556TIS (A: n=42; B: n=56).
Median (range) study follow-upwas 3.94 (0.9-19.0)months in A and 4.67 (0.5-16.8)months in
B. Treatment-emergent adverse events (TEAEs) are provided in the Table. The most common
BGB-A3055-related TEAEs were neutrophil count decreased (23.8%) in A and pyrexia (23.2%)
in B. The most common serious TEAE was immune-mediated enterocolitis (A: 4.8%; B: 7.1%).
The most common immune-mediated adverse events (imAEs) were rash, rash maculo-
papular, and hypothyroidism in A (7.1% each) and rash maculo-papular in B (17.9%). Dose-
limiting toxicities occurred in 1 pt in A (immune-mediated hepatitis) and 3 pts in B (colitis,
nephrotic syndrome, and rash maculo-papular in a single pt each). No treatment-related
TEAEs leading to death were reported. Maximum tolerated dose was not reached. Unconfirmed
objective response rate was 7.5% (95% confidence interval [CI]: 1.6-20.4; 3 partial responses
[PRs]) in A and 18.2% (95% CI: 9.1-30.9; 1 complete response and 9 PRs) in B. Disease control
rate was 35.0% (95% CI: 20.6-51.7) in A and 56.4% (95% CI: 42.3-69.7) in B. Among the 13
responders, 6 received prior immunotherapies. Robust Treg reduction was observed in pe-
ripheral blood and tumor tissue post-treatment, indicating potent on-target pharmacody-
namic activity of BGB-A3055. Conclusions: BGB-A3055 6 TIS demonstrated a safety profile
consistent with selective CCR8 on-target effects in pts with advanced solid tumors and had
preliminary antitumor activity. Clinical trial information: NCT05935098. Research Sponsor:
BeOne Medicines Ltd.

Part A
BGB-A3055 monotherapy

(n=42)

Part B
BGB-A3055 + TIS

(n=56)

Any TEAE, n (%) 41 (97.6) 55 (98.2)
Grade ‡3 26 (61.9) 47 (83.9)
Serious 17 (40.5) 37 (66.1)
Leading to death 1 (2.4) 3 (5.4)
Leading to treatment discontinuation 9 (21.4) 23 (41.1)
Any BGB-A3055-related TEAE, n (%) 35 (83.3) 53 (94.6)
Grade ‡3 18 (42.9) 31 (55.4)
Serious 5 (11.9) 20 (35.7)
Any imAE, n (%) 15 (35.7) 33 (58.9)
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2524 Poster Session

Phase 1b dose-expansion study of IMC-002, a anti-CD47 monoclonal antibody, in
patients with advanced triple negative breast cancer (TNBC).

Ji Hyung Hong, Keun Seok Lee, Sung Hoon Sim, Kyung Hae Jung, Hee Kyung Ahn, Junghoon Shin, Jin Seok Ahn, Subin Lee, SeongYeon Kang, Sung Young Lee,
Heung Tae Kim; Center for Breast Cancer, National Cancer Center, Goyang, South Korea; Department of Oncology, Asan Medical Center, University of Ulsan College of
Medicine, Seoul, South Korea; Division of Hematology-Oncology, Department of Medicine, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul,
South Korea; ImmuneOncia Therapeutics Inc., Seoul, South Korea

Background: IMC-002 is a novel therapeutic agent with a distinct mechanism of action. In a
phase 1a dose-escalation study, IMC-002 demonstrated favorable safety and tolerability, and
clinical activity was observed in patients with hepatocellular carcinoma (HCC) in a subsequent
phase 1b trial. Here, we present results from the phase 1b expansion cohort in patients with
triple-negative breast cancer (TNBC), focusing on safety, efficacy, and analyses of soluble
biomarkers.Methods: Eligible pts had advanced TNBCwith progression after$1 prior systemic
therapy and ECOG PS #1. IMC-002 (20 mg/kg Q3W) was administered in combination with
gemcitabine plus carboplatin or paclitaxel and continued until disease progression. Tumor
response was assessed every 6 weeks per RECIST 1.1 and iRECIST. Baseline ctDNAwas analyzed
using the AlphaLiquid 1000 platform (1,023 -gene panel). To exclude germline and clonal
hematopoiesis of indeterminate potential (CHIP) variants, paired PBMC sequencing was
performed. The assay detected single nucleotide variants (SNVs), small insertions anddeletions
(INDELs), fusions, copynumber alterations (CNAs),microsatellite instability (MSI), andblood-
based tumormutational burden (bTMB).Results: A total of 12 pts with advanced TNBC received
IMC-002 in combination with gemcitabine plus carboplatin (n=9) or paclitaxel (n=3). Most pts
had received $2 prior systemic therapy (n=11), and ECOG PS 1 was observed in 10 pts. TRAEs
reported in . 1 pt included grade 3 hematologic events, namely anemia (n=6) and hemolytic
anemia (n=5). Non-hematologic TRAEswere limited to grade 1–2 and included skin rash (n=9),
vitreous floaters (n=4), photopsia (n=3), and IRR (n=2). Among 12 efficacy-evaluable pts, the
ORR was 25%, the DCR was 75%, and the CBR (disease control $ 6 months) was 42%.
Exploratory ctDNA analyses identified no MSI-H tumors. One patient with a partial response
was BRCA-positive. Patients achieving clinical benefit showed a higher median maximum
somatic allele frequency (MSAF) than those without clinical benefit (32.65 vs 1.00; p=0.19). No
clear association between bTMB and clinical activity was observed. Conclusions: IMC-002 in
combination with gemcitabine plus carboplatin or paclitaxel demonstrated encouraging an-
titumor activity with a manageable safety profile in heavily pretreated patients with advanced
TNBC. Exploratory baseline ctDNA analyses did not identify molecular features clearly asso-
ciatedwith clinical benefit. Clinical trial information: NCT05276310. Research Sponsor: Immu-
neOncia Therapeutics Inc.
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2525 Poster Session

Phase I trial of the anti-CAPRIN1 antibody TRK-950 alone or with nivolumab in
Japanese patients with advanced solid tumors.

Takafumi Koyama, Kan Yonemori, Jun Sato, Yuki Katsuya, Mao Okada, Tatsuya Yoshida, Fumiyoshi Okano, Noboru Yamamoto; Department of Experimental Therapeutics,
National Cancer Center Hospital, Tokyo, Japan; Toray Industries, Inc., Kanagawa, Japan

Background: CAPRIN-1 is expressed on the tumor-cellmembrane acrossmany solid cancers but
not on normal cells. TRK-950 is a first-in-class humanized IgG1 that mediates antibody-de-
pendent cellular phagocytosis and cytotoxicity. A series of pre-clinical studies demonstrates its
potency and safety. In the phase I study of TRK-950 monotherapy (NCT02990481) in US and
France, it appears safe and well tolerated. No DLT was observed and MTD was not reached at
doses of 3-30mg/kg IV weekly. Here, we evaluated safety/tolerability, pharmacokinetics (PK),
and preliminary antitumor activity in Japanese patients with advanced solid tumors.Methods:
Open-label, single-center, dose-escalation study in Japan (NCT05423262). Part 1 evaluated TRK-
950 at 5 or 10mg/kg IVweekly in patientswith locally advanced ormetastatic solid tumors. Part
2 evaluated TRK-950 at 10 mg/kg weekly or 20 mg/kg every 2 weeks in combination with
nivolumab 240 mg every 2 weeks in patients with locally advanced or metastatic solid tumors
who were eligible for standard nivolumab monotherapy. Primary endpoints were safety/
tolerability (DLT; Treatment-related AEs per CTCAE v5.0). Secondary endpoints included
PK, immunogenicity, and antitumor activity by RECIST v1.1. Results: Thirteen patients were
treated (Part 1 n=7; Part 2 n=6). No DLTs occurred and the MTD was not reached; both
monotherapy and combination regimens were well tolerated. TRK-950 PK was consistent with
IgG1; exposures were comparable between 10 mg/kg weekly and 20 mg/kg every 2 weeks, with
no meaningful PK interaction with nivolumab. In Part 1, a partial response was achieved in a
patient with melanoma achieved a partial response, and the response was sustained for an
extended period. In Part 2, no response were observed. Conclusions: TRK-950, asmonotherapy
and with nivolumab, was safe and tolerable in Japanese patients with advanced solid tumors.
Durable antitumor activity with monotherapy supports continued development. Both the 10
mg/kg weekly and the more convenient 20 mg/kg biweekly dosing regimens of TRK-950 in
combination with nivolumab were safely administered, supporting the potential for further
development of this combination. Clinical trial information: NCT0542326. Research Sponsor:
Toray Industries, Inc.
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2526 Poster Session

Safety, pharmacokinetics, and immunogenicity of HLX6018, amonoclonal antibody
targeting the GARP/TGF-b1 complex, in healthy subjects: A randomized, double-
blind, placebo-controlled, phase I clinical study.

Yanhua Ding, Jixuan Sun, Jiajia Mai, Xiaojiao Li, Min Wu, Hongyan Ni, Jiahui Wang, Qingyu Wang, Haoyu Yu; The First Hospital of Jilin University, Jilin, China; Shanghai
Henlius Biotech, Inc., Shanghai, China

Background:HLX6018 is a novel anti-GARP/TGF-b1monoclonal antibody that inhibits TGF-b1
release and suppresses the activation, proliferation, and extracellular matrix secretion of
fibroblasts. Preclinical studies have shown its efficacy in improving pulmonary fibrosis
with a manageable safety profile. A phase 1 first-in-human study was conducted to evaluate
the safety and tolerability of single-doseHLX6018 in healthy Chinese subjects.Methods: In this
dose escalation phase 1 study, healthy subjects of age 18 to 55 were randomized to receive
intravenous, single dose of either HLX6018 or placebo at 0.25 mg/kg, 1.0 mg/kg, 4.0 mg/kg, 12
mg/kg, 25mg/kg, 50mg/kg, and 70mg/kg. A sentinel dosing approach was adopted: each dose
group initially enrolled 2 subjects, with 1 receivingHLX6018 and the other receiving placebo in a
blinded manner. These 2 subjects then entered a safety observation period after the infusion
before the enrolment of remaining subjects for that dose group. The primary endpoint was
safety. Secondary endpoints included pharmacokinetics (PK) and immunogenicity. Results: A
total of 180 subjects were screened and 66 were randomized. 52 subjects received HLX6018
(0.25mg/kg, 6; 1.0mg/kg, 6; 4.0mg/kg, 8; 12mg/kg, 8; 25mg/kg, 8; 50mg/kg, 8; 70mg/kg, 8)
while 14 received placebo (2 subjects in eachdosegroup). Themedianagewas42.0; 93.9%of the
subjects were of Han ethnicity, 50.0% were male. Overall, 46 subjects (69.7%) experienced
treatment-emergent adverse events (TEAEs), with 1 subject (1.5%) receiving HLX6018 at 25
mg/kg reporting a serious TEAE of osteonecrosis that was unrelated to HLX6018. 39 subjects
(59.1%) experienced treatment-related adverse events (TRAEs). Most common TRAEs ($ 10%
in any dose group) included neutrophil count decreased (HLX6018 vs placebo group: 11.5% vs.
21.4%), injection site pain (11.5% vs. 21.4%), blood corticotrophin decreased (9.6% vs. 14.3%),
blood triglycerides increased (9.6%vs. 14.3%) andblood follicle stimulatinghormone increased
(5.8%vs. 14.3%). Therewere noTEAEs leading to death, TRAEs leading to drug discontinuation,
TRAEs of grade 3 or more in severity, or serious TRAEs. The incidence of TEAEs and TRAEs
across the HLX6018 dose groups showed no clear dose-related pattern and was comparable to
the placebo group. HLX6018 exhibited approximately linear PK characteristics after single
intravenous infusion with the dose range of 0.25–70 mg/kg. Anti-drug antibody was detected
in 3 subjects (5.8%) who received HLX6018; no neutralizing antibody was detected. Conclu-
sions: HLX6018 is safe and well tolerated across the investigated doses. Further clinical
investigation of its efficacy is warranted. Clinical trial information: NCT06310746. Research
Sponsor: Shanghai Henlius Biotech, Inc.
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2527 Poster Session

Safety and efficacy of a novel PD-L1/4-1BB bispecific antibody QLF31907 in
previously-treated patients with advanced melanoma: Results from a phase 2
study.

Jun Guo, Lu Si, Yu Chen, Di Wu, Xueying Zhang, Chuanliang Cui, Haixia Zhang, Liwei Zhou, Xianlin Duan, Xiaoyan Kang; Department of Melanoma and Sarcoma, Key
Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing), Peking University Cancer Hospital and Institute, Beijing, China; Fujian Cancer
Hospital, Fuzhou, China; The First Hospital of Jilin University, Changchun, China; Jilin Cancer Hospital, Changchun, China; Beijing GoBroad Hospital, Beijing, China; Xiangya
Hospital of Central South University, Changsha, China; Qilu Pharmaceutical Co., Ltd., Jinan, China

Background: QLF31907, a bispecific antibody that simultaneously block PD-1/L1 immunosup-
pressive pathway on cancer cells and conditionally activate 4-1BB co-stimulatory pathway on
tumor-specific T cells, was designed to restrict 4-1BB agonism to the tumor microenviron-
ment, which might overcome resistance to PD-(L)1 inhibitor and reduce hepatoxicity as
traditional 4-1BB monoclonal antibodies reported. Although immunotherapy (IO) has revo-
lutionized the treatment of melanoma, a significant proportion of patients (pts), particularly
those with mucosal and acral subtypes, either fail to respond initially or experience disease
relapse after treatment. Here, we present results of QLF31907 in previously-treated pts with
advanced melanoma, including IO-exposed. Methods: This phase 2 trial was comprised of
safety observation stage and efficacy expansion stage. Ptswith unresectable locally advanced or
metastatic melanoma who failed, were intolerable to, or refused standard treatment were
recruited and administered QLF31907 via intravenous infusion from5mg/kg to 20mg/kg every
2weeks (Q2W) or 3weeks (Q3W). The primary endpointswere dose-limiting toxicity (DLT) and
safety in safety observation stage, and was objective response rate (ORR) per RECIST v1.1
assessed by investigator in efficacy expansion stage. Results: As of Dec 31, 2025, 59 pts were
enrolled (median age: 57.0 years; male: 47.5%; ECOG PS of 1: 42.4%; stage IV: 93.2%). The
mucosal subtype accounted for the most (40.7%), followed by acral (33.9%), cutaneous (non-
acral; 18.6%) and primary unknown (6.8%). Median prior lines of therapies were 2.0 (range,
1–5). Fifty-five (93.2%) pts received prior immunotherapy, including 50 (87.7%) pts received
prior anti-PD-1/PD-L1 agents. NoDLT occurred. Grade$3 treatment-emergent adverse events
(TEAEs) occurred in 34 (57.6%) pts. The most common grade $3 TEAEs ($10%) were liver
injury (18.6%), neutrophil count decreased (15.3%), anemia (13.6%), white blood cell count
decreased (11.9%). In 57 efficacy-evaluable pts, seven had partial response. The ORR and
disease control rate (DCR) was 12.3% (95% confidence interval [CI], 5.1%-23.7%) and 56.1%
(95% CI, 42.4%-69.3%), respectively. The median progression-free survival, duration of
response, and overall survival was 2.6 months (95% CI, 1.6-3.7), 5.8 months (95% CI, 2.3-
not evaluable [NE]), and 15.3 months (95% CI, 11.6-NE), respectively. Conclusions: QLF31907
showed potential anti-tumor activity and acceptable safety profile in heavily-treated pts with
advanced melanoma, including IO-exposed pts. These results warrant validation in further
clinical trials. Clinical trial information: NCT05823246. Research Sponsor: Qilu Pharmaceutical
Co., Ltd.

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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/NCT05823246
http://meetings.asco.org


2528 Poster Session

Preliminary results of safety and antitumor activity from a first-in-human phase 1
study of AWT020, a bifunctional anti–PD-1/IL-2 fusion protein, in patients with
advanced tumors.

Jermaine Ian George Coward, Ganessan Kichenadasse, Mark Voskoboynik, Sophia Frentzas, Eugene Liu, Fang Huang, Xiaoli Cheng, Ziyang Zhong; ICON Cancer Care, South
Brisbane, QLD, Australia; Southern Oncology Clinical Research Unit, Bedford Park, SA, Australia; Alfred Health, Monash University, Melbourne, VIC, Australia; Department of
Medical Oncology, Monash Health and Faculty of Medicine, Nursing and Health Sciences, Monash University, Clayton, VIC, Australia; Anwita Biosciences Inc., San Carlos,
CA; Anwita Biosciences Inc, San Carlos, CA

Background: Immune checkpoint inhibitors have transformed treatment landscape across
multiple cancer types, however, resistance to anti-PD-(L)1 therapies remains a significant
unmet medical need. AWT020 is a bifunctional fusion protein comprised of an anti-PD-1
antibody and a potency optimized IL-2. In preclinical studies, the mouse surrogate of AWT020
demonstrated superior antitumor activity compared to anti-mPD-1 alone or in combination
with IL-2. These findings suggest that AWT020monotherapymay benefit patients resistant to
anti-PD-1 therapies. Methods: This first-in-human Phase 1 dose escalation study evaluates
AWT020 monotherapy in adults with advanced or metastatic cancers who failed or were
intolerant to standard therapies. The dose-escalation utilizes a Bayesian Optimal Interval
design. Key endpoints include safety, maximum tolerated dose (MTD)/recommended phase
2 dose (RP2D), pharmacokinetics (PK), pharmacodynamics, immunogenicity, and antitumor
responses. Initial dose escalation results are presented herein. Clinical trial information:
NCT06092580. Results: As of January 14, 2026, 41 patients received AWT020 at doses of 0.3,
0.6, and 1 mg/kg, including single-step (0.1 or 0.3 mg/kg) and two-step (0.1→0.3 mg/kg)
priming regimens. Preliminary PK analysis showed approximately dose-proportional expo-
sure. The majority of treatment-related adverse events (TRAEs) were low grade. The most
frequently reported TRAEs were arthralgia (59%), rash (34%), fatigue (32%), and nausea
(32%). Grade $3 TRAEs occurring in more than one subject included arthralgia (n=4), colitis
(n=2), and thrombocytopenia (n=2). No patient experienced vascular leak syndrome. Among
the 27 RECIST-evaluable patients, the overall response rate was 30%, and the disease control
rate was 67%. Of the eight responders, five partial responders (thymic carcinoma, thymoma,
clear cell renal cell carcinoma, neuroendocrine non-small cell lung cancer, and cholangio-
carcinoma)haddeveloped secondary resistance to anti-PD-(L)1 therapies. The remaining three
responders were anti-PD-(L)1-näıve, including a cervical cancer patient who experienced
confirmed complete response, and two partial responders with proficient mismatch repair
(pMMR) tumors (adrenocortical carcinoma and uterine sarcoma). Ten additional patients with
diverse cancer types achieved stable diseases, with tumor shrinkage observed in half of the
patients, further supporting preliminary antitumor activity across broad tumor types. Con-
clusions: AWT020 demonstrates a manageable safety profile and promising early antitumor
activity, including inpatientswith acquired resistance to anti-PD-(L)1 therapies and inpatients
with pMMR tumorswhich typically are unresponsive to immunemonotherapy. Dose escalation
is ongoing to establish MTD/RP2D. Clinical trial information: NCT06092580. Research Spon-
sor: Anwita Biosciences Inc.
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2529 Poster Session

A phase II study of perioperative cadonilimab (AK104) in patients with recurrent
resectable head and neck squamous cell carcinoma.

Lei Liu, Jun Wang, Yi Li, Fei Chen, Bing Yan, Yuanyuan Zeng, Zhongzheng Xiang; Division of Head & Neck Tumor Multimodality Treatment, Cancer Center, West China
Hospital, Sichuan University, Chengdu, Sichuan, China; Division of Head & Neck Tumor Multimodality Treatment, Cancer Center, West China Hospital, Sichuan University,
Sichuan, China; Department of Head and Neck Oncology, West China Hospital of Stomatology, Sichua, Chengdu, China; Department of Otolaryngology-Head and Neck
Surgery, West China Hospital, Chengdu, China; State Key Laboratory of Oral Diseases and National Clinical Research Center for Oral Diseases and Department of Head and
Neck Oncology, West China Hospital of Stomatology, Sichuan University, Chengdu, China

Background: Salvage surgery is standard of care for patients with recurrent, resectable head
and neck squamous cell carcinoma (HNSCC); However, the efficacy of salvage surgery remains
limited. Therefore, there is an urgent need to explore new therapeutic strategies to further
improve the survival of this patient subset. Cadonilimab, a PD-1/CTLA-4 bispecific antibody,
uses an IgG-ScFv structure with Fc domain point mutations, allowing for high retention in
tumor tissue, and providing enhanced stability and improved safety. In this study, we aim to
explore the efficacy and safety of neoadjuvant andadjuvant Cadonilimab combinedwith salvage
surgery inpatientswith recurrent, resectableHNSCC.Methods:Thiswas anopen-label, single-
institutional phase II clinical trial (ChiCTR2400079741). Patients aged 18-75 years, patholog-
ically confirmed recurrent HNSCC (oral, laryngeal, hypopharyngeal, and oropharyngeal car-
cinoma), and with resectable diseases assessed by surgeons were included. Eligible patients
received two cycles of Cadonilimab (6mg/kg, ivgtt, q2w) 2-4weeks before surgery, then treated
by salvage surgery, followed by 12 cycles of adjuvant Cadonilimab. Primary endpoint was 1-year
disease free survival (DFS), and secondary endpoints were objective response rate (ORR),major
pathological response (MPR), OSand safety.Results:FromNovember 2023 toDecember 2024, a
total of 32 patients were enrolled. One patient refused surgery, and 31 patients were included in
the final analysis. According to radiological assessment, the ORRwas 28.1% (9/32), with 2 cases
of complete response (CR) and 7 cases of partial response (PR). Among the patients receiving
surgical resection, the MPR rate was 32.3% (10/31), with 9.7% (3/31) of patients achieving
pathological CR.With amedian follow-up of 18.8months (range, 13.0-25.7months), the 1-year
DFS rate was 77.4%, and the 1-year OS rate was 87.1%. Treatment-related adverse events
(TRAEs) occurred in 74.2% (23/31) of patients. The majority of TRAEs were grade 1 or 2.
Grade$3 TRAEs occurred in 6.5% (2/31) of patients, including one case of grade 3 neutropenia
and one case of grade 4 immune-related hepatitis. The most common TRAEs were hypothy-
roidism (25.8%, n=8), anemia (25.8%, n=8), lymphocytopenia (19.4%, n=6), fatigue (16.1%,
n=5), myocarditis (12.9%, n=4), constipation (12.9%, n=4), rash (12.9%, n=4), elevated ALT/
AST levels (12.9%, n=4), and neutropenia (6.5%, n=2). Conclusions: Cadonilimab demon-
strated encouraging anti-tumor activity and acceptable safety profile in patients with recur-
rent, resectable HNSCC. Cadonilimab may change the therapeutic approach for recurrent,
resectable HNSCC. Clinical trial information: ChiCTR2400079741. Research Sponsor: None.
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2530 Poster Session

Anti-tumor activity of Man 9 x PS targeting immunotherapies in diffuse intrinsic
pontine glioma (DIPG) and pancreatic cancers.

Shabnam Samimi, Jiadong Li, Kelly Mulraney, Derek Adler, Julia Herbert, Shoreh Miller, Johannes Zakrzewski, Sonia Sequeira, Mahiuddin Ahmed; Vitruviae, Nutley, NJ;
Rutgers University, Piscataway, NJ; HMH Center for Discovery and Innovation, Nutley, NJ

Background: Aberrant cell-surface glycans and lipids are attractive immunotherapy targets
due to their stable tumor expression. High-mannose glycan mannose-9 (Man9), and phos-
phatidylserine (PS) are co-expressed across multiple malignancies and contribute to immune
suppression. We developed Man93PS-targeting effector immunotherapy platforms for the
treatment of solid tumors, with a focus on pancreatic cancer and diffuse intrinsic pontine
glioma (DIPG). Methods: The Man93PS3CD3 trispecific T cell engager (TCE), VTRU200, was
expressed and purified fromCHO cells. TheMan93PS CART cell, VCAR300, was generated from
murine splenic T cells transduced with a Man93PS CAR-encoding viral vector. In vitro tumor
cytotoxicity of VTRU200was assessed using human T cells co-culturedwith cell lines (PANC-1,
AsPC-1) or patient-derived primary cultures (DIPG-008, DIPG-011) and compared with bis-
pecificMan93CD3 or PS3CD3 controls. Tumor selectivity and potential off-target bindingwere
evaluated by immunohistochemistry (IHC) on pancreatic and breast tumors with matched
normal tissues, and by immunofluorescence (IF) across a panel of 33 normal human tissues. In
vivo dose escalation of VCAR300was evaluated by bioluminescence imaging in a Panc02murine
orthotopic pancreatic tumor model. Cancer stem cell binding was verified by co-staining with
anti-CD133 antibody. Previously, VTRU200was evaluated in syngeneic, xenograft, and patient-
derived xenograft (PDX) acute myeloid leukemia (AML) models, and VCAR300 persistence was
tested in a pilot orthotopic pancreatic cancer model. Results: VTRU200 demonstrated potent,
target-dependent cytotoxicity with 0.1-5 nMEC50 values acrossmultiple solid tumor cell lines
in the presence of human T cells. Cytotoxicity required engagement of both Man9 and PS, with
additive effects relative to bispecific controls. IHC demonstrated strong staining in pancreatic
and breast tumorswith absence of staining in corresponding paired normal tissues, while there
was no detectable reactivity across normal human tissue panels by IF. Consistent with prior
AML studies showing robust anti-leukemic activity, VCAR300 exhibited high anti-tumor ac-
tivity in vitrowith aneffector:target ratio at 50%maximumkilling (ET50) of less than 1, and in a
murine orthotopic pancreatic cancer model (25-fold reduction in tumor size after 2 weeks of
treatment with 2x106 CAR T/mouse) with an excellent safety profile. Anti-tumor activity was
associated with tumor stem cell targeting and release of inflammatory cytokines. Conclusions:
Man9 x PS dual targeting is a promising strategy for treating solid tumors. VTRU200 and
VCAR300 are potential therapeutic candidates with potent anti-tumor activity across multiple
tumor types and impressive safety. Following a successful pre-IND interaction with the FDA,
first-in-human studies are planned to initiate in 2027. Research Sponsor: None.
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2531 Poster Session

Multiomic machine learning integration of DNA and RNA features to predict im-
munotherapy benefit in MSS-CRC and other rare cancers.

Michelle Ting-Lin, Yan Liu, Rossin Erbe, Alia Zander, Ailin Jin, Xingyu Zheng, Matthew E. Campbell, Michelle M. Stein, Kyle A. Beauchamp, Ben Terdich, Dana F. DeSantis,
Victoria L. Chiou, SeungWon Hyun, Chithra Sangli, Halla Nimeiri, Emmanuel S. Antonarakis, Ronan Joseph Kelly; Tempus AI, Inc., Chicago, IL; University of Minnesota-Twin
Cities, Masonic Cancer Center, Minneapolis, MN; Baylor University Medical Center, Dallas, TX

Background: Immune checkpoint inhibitors (ICIs) have revolutionized the oncology landscape,
yet remain constrained by imprecise predictive biomarkers (i.e., PD-L1, TMB, MSI), which fail
to capture the complexity of the tumormicroenvironment. The Immune Profile Score (IPS), an
AI/machine learning (ML) driven DNA-/RNA-based molecular signature addresses this gap in
translational molecular biomarkers of ICI response. IPS integrates TMB, single-gene RNA
features and RNA signatures, and was independently validated for prognostic utility in. 1,500
advanced solid tumor patients (pts) treated with FDA-approved ICI. Here we evaluated the
ability of IPS to accurately stratify ICI treatment outcomes in two independent cohorts
representing traditionally ICI-resistant populations. Methods: From our multimodal real-
world database, we used the ML-derived IPS algorithm to analyze two cohorts of high unmet
need for which ICI is not approved: 1) microsatellite stable colorectal cancer (MSS CRC); and 2)
rare solid cancer as defined by FDA (, 200,000 cases/year) treated with off-label ICI. Pts were
categorized as IPS-H and IPS-L using a previously independently validated and published
threshold. Cox proportional hazardsmodels were fit to demonstrate prognostic utility for real-
world overall survival (rwOS). Association with time-to-next-treatment (TTNT) on prior
chemotherapy (CT) was compared in the same pts to rwOS on subsequent ICI therapy to assess
ICI-specific predictive value of IPS . Results: IPS-H consistently identified a subset of pts with
improved clinical outcomes across both cohorts. In theMSS-CRC cohort (n = 46): IPS-H pts (6/
46 = 13%) had longer rwOS than IPS-L pts (40/46 = 87%) (HR 0.22; 90% CI: 0.04-1.16). No
differencewas observed in TTNTbetween IPS-Hand IPS-L for prior CT (HR 1.07; 90%CI: 0.60-
1.91),while therewas improvement in rwOS IPS-Hvs IPS-L on subsequent ICI therapy (HR0.21;
90% CI: 0.04-1.22). In the rare cancer cohort (n = 90): there were 26 solid tumor subtypes
without an FDA-approved ICI label; carcinosarcoma (n = 19, 21%) and pancreatic ductal
adenocarcinoma (n = 17, 19%) were the most commonly represented. IPS-H pts (16/90 =
18%) had longer rwOS than IPS-L pts (HR 0.26, 95% CI: 0.09-0.73). In this rare cancer cohort,
IPS remained significant evenwhen restricted to subtypeswith representation fromboth IPS-H
and IPS-L (HR = 0.18, 95% CI: 0.04-0.69). Conclusions: IPS is a novel multiomic genomic
signature that identifies a subset of advancedMSS-CRC and rare solid cancer patients whomay
benefit from ICI therapy. By integrating multimodal genomic features, IPS emerged as a
possible predictive biomarker in a population where ICI is not currently approved. IPS
suggests a paradigm shift toward AI/ML-driven signatures to refine ICI candidate selection
and personalize clinical decision-making in oncology. Research Sponsor: None.
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2532 Poster Session

AI-powered spatial tumor microenvironment analysis in metastatic microsatellite-
stable colorectal cancer receiving immunotherapy.

Sojin Kim, Yeong Hak Bang, Jeong Eun Kim, Yong Sang Hong, Tae Won Kim, Ji-Hyang Lee, Chang Ho Ahn, Sun Young Kim; Department of Internal Medicine, Asan Medical
Center, University of Ulsan College of Medicine, Seoul, South Korea; Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South
Korea; Asan Medical Center, University of Ulsan, Seoul, South Korea; Lunit Inc., Seoul, South Korea

Background: Microsatellite-stable (MSS) colorectal cancer (CRC) is typically immune-cold,
limiting the routine use of immune checkpoint inhibitors (ICIs). However, a subset of MSS CRC
patientsmay still derive benefit from ICIs. Leveraging an AI-powered whole-slide image (WSI)
analyzer applied to hematoxylin and eosin (H&E)–stained slides, we sought to identify subsets
of MSS CRC more likely to benefit from ICIs. Methods: Between August 2016 and May 2024,
pretreatmentH&E–stainedWSIswere collected frompatientswithmetastaticMSSCRC treated
at Asan Medical Center, Seoul, Korea. After quality control, 91 WSIs (93.8%) from 51 patients
were included in the final analysis. Patients were treated with anti-PD-1/PD-L1 ICIs in clinical
trials, with the majority treated in the third-line setting (n = 46, 90.2%). An AI-powered WSI
analyzer (Lunit SCOPE IO, Lunit, Seoul, Korea) segmented cancer area (CA) and stromal area
and identified tumor-infiltrating lymphocytes (TILs), tertiary lymphoid structures (TLS),
fibroblasts, and endothelial cells within tumor tissue. We then evaluated the associations
between CA-specific densities of TILs, macrophages, and endothelial cells, as well as the
summed TLS area, and progression-free survival (PFS) and overall survival (OS). Results:
Using maximally selected rank statistics based on PFS, patients were dichotomized into high
and low groups according to the summed TLS area and the densities of TILs, macrophages,
endothelial cells, and fibroblasts within the CA. Notably, patients with a high summed TLS area
had significantly improved PFS and OS compared with those with a low TLS area (median PFS,
3.6 vs. 1.6months; P=0.026;median OS, 11.6 vs. 6.6months; P=0.024). High endothelial cell and
fibroblast densities within the CA were not significantly associated with PFS (P=0.160, P=0.112,
respectively), but were associated with worse OS, with a significant association for endothelial
cells (median, 7.6 vs. 14.7 months; P=0.024) and a trend toward worse OS for fibroblasts
(median, 8.9 vs. 12.2 months; P=0.056). Higher macrophage density within the CA showed a
favorable trend toward improved PFS (median, 10.2 vs. 8.5 months, P=0.092), but was not
associated with OS (P=0.399). In contrast, none of these biomarkers were associated with
clinical outcomes in the first-line chemotherapy. Conclusions: Despite microsatellite-stable
status, a higher summed TLS area was associated with improved progression-free and overall
survival following immunotherapy, with endothelial cell and fibroblast densities providing
additional prognostic information. AI-powered WSI analysis enabled effective stratification of
these features. Research Sponsor: Lunit.
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2533 Poster Session

Multimodal immunoprofiling of peripheral blood using foundation models of the
immune system for predicting immunotherapy response and toxicity in the
RADIOHEAD pan-cancer cohort.

Artemii Nikitin, Alena Frank, Evgeny Barykin, Vardan Harutyunyan, Gor Chobanyan, Maria Savchenko, Svetlana Bezlepkina, Nazar Arutyunyan, Anna Tarasova,
Tatiana Tiutiunnik, Lizzie Sheehan, Tori Conroy, Noel English, Iris Wang, EnJun Yang, Aleksander Bagaev, Samantha Liang, Aleksandr Zaitsev, John Connolly,
Michael F. Goldberg; BostonGene Corporation, Waltham, MA; Parker Institute for Cancer Immunotherapy, San Francisco, CA

Background:While immune checkpoint inhibition (ICI) is an emerging gold standard for cancer
therapy, positive response is limited among treated patients and up to 70%experience toxicity.
Early and accurate response prediction that accounts for immune-related adverse events
(irAEs) is crucial for identifying patients who may benefit from ICI. We present AI-powered
approaches for predicting ICI response by transcriptional and cellular profiling of blood im-
mune cells from a pan-cancer cohort. Methods: Peripheral blood mononuclear cells (PBMC)
were isolated at pre- (baseline) and early on-treatment for flow cytometry and RNA-seq
profiling from the RADIOHEAD cohort (Quandt et al. 2025) receiving ICI (n=1,070). Patients
were clustered based on variational autoencoder embeddings for real-world progression-free
survival (rwPFS) and irAEs derived by a peripheral immune system encoder trained on the
BostonGene patient database (n=45,000). The logrank test and Fisher’s exact test were used to
analyze survival and compare irAE frequencies between clusters, respectively. RNA-seq tra-
jectory featureswere identified usinghierarchical clustering, alongwith elastic net-regularized
and simple multivariate Cox regression models for feature selection. Results: Pre-trained
immunotype models (Dyikanov et al. 2024) applied to baseline PBMC revealed that G2-
primed (memoryCD4+Tcell-enriched) andG5-suppressive (monocyte enriched) immunotype
scores stratified patients into responders (R) and non-responders (NR) (p = 0.00001). T cell
receptor (TCR) dynamics revealed a significantly greater decrease in TCR diversity in NR during
treatment (p = 0.046). We discovered a baseline gene set containing immune checkpoint and
cancer antigen genes as well as a longitudinal trajectory set of monocyte and myeloid cell
activation markers that both stratified patients by rwPFS (p=0.006; 0.03). Trained immune
systemembeddings identified a novel severe-risk patient groupwith both a high irAE incidence
(p = 0.025) and short rwPFS. This group displayed both active inflammatory and tolerance
pathways that stratified patients with irAEs by rwPFS (p = 0.003). Conclusions: Using pre-
trained multimodal immune system projections, we 1) independently confirmed the associ-
ation of peripheral immunotypes with ICI response; and 2) identified a novel severe-risk
signature from patients with high irAE incidence ($Grade 3) and short rwPFS. We also found
that greater TCR diversity and T cell differentiation were associated with ICI response, while
innate myeloid activation and trafficking correlated with non-response. Our unique AI-driven
analytical framework underscores the potential of peripheral blood immunoprofiling for ICI
treatment selection and patient stratification in prospective trials. Research Sponsor: None.
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2534 Poster Session

External validation of a deep learning CT biomarker to predict first-line immune
checkpoint inhibitor monotherapy-associated survival in PD-L1–high metastatic
non–small cell lung cancer.

Ravi Bharat Parikh, Jacqueline Law, Lauren Michelle Damato, Paul M. Novotny, Joel Brooks, Ryan Beasley, Chiharu Sako, Petr Jordan, George R. Simon; Emory University,
Atlanta, GA; Flatiron Health, New York, NY; Onc.AI, San Carlos, CA; OhioHealth, Columbus, OH

Background: Immune checkpoint inhibitor (ICI) monotherapy is a standard first-line treat-
ment for patients with metastatic non–small cell lung cancer (mNSCLC) with high PD-L1
expression. However, 60% of patients treated with ICI monotherapy progress within 1 year of
treatment. Imaging-based biomarkers from routine pretreatment computed tomography (CT)
scans may provide a noninvasive approach to refine patient selection and guide treatment
decisions.Methods: Enhanced CTResponse Score (eCTRS v0.0.2; Sako et al, JCO CCI, 2024) is an
imaging-based biomarker that stratifies patient survival amongmNSCLC patients receiving ICI
monotherapy. eCTRS is derived from pre-treatment CT scans, using deep-learning extracted
imaging features, lesion features, and clinical variables of age and sex. eCTRS was previously
trained on a diverse, real-world multi-institutional dataset of 1,058 mNSCLC patients. This
retrospective study externally validated eCTRS using a deidentified, EHR-derived longitudinal
database with imaging from Flatiron Health. Patients with PD-L1–high (PD-L1 tumor pro-
portion score $ 50%) mNSCLC without actionable mutations who received first-line ICI
monotherapy and had imaging from 12 weeks before to 2 weeks after treatment start were
included. Patients were stratified into eCTRS High and eCTRS Low groups using a pre-
determined threshold. Survival analyses were conducted by an external, independent group.
Kaplan-Meier and Cox proportional hazards analyses evaluated progression-free survival
(PFS) and overall survival (OS) stratification. PFS was derived from RECIST 1.1 assessments
by a centralizedmulti-reader radiologist adjudication process, andOSwas defined as time from
treatment start to death by any cause. Results: 205 patients met all inclusion criteria (median
age 72 years, 48% female, 20% non-White). Eighty (39%) patients were classified as eCTRS
Lowand 125 (61%) as eCTRSHigh. PFSwas improved amongeCTRSHighpatients (HazardRatio
[HR], 0.71; 95% CI, 0.51–1.00; p=0.048), withmedian PFS of 231 (95% CI: 133, 350) days versus
88 (95% CI: 57, 179) days in eCTRS Low patients. eCTRS High patients demonstrated signif-
icantly improved OS (HR, 0.56; 95% CI, 0.39–0.80; p=0.001), with median OS of 484 (95% CI:
361, NA) days for eCTRSHigh, versus 155 (95%CI: 75, 295) days for eCTRS Low. Conclusions: A
deep learning–based imaging biomarker derived from routinely acquired pretreatment CT
imaging identified survival benefit in patients with PD-L1–highmetastatic NSCLC treated with
first-line ICI monotherapy. These findings suggest that imaging-based biomarkers may serve
as complementary, noninvasive tools to identify patients most likely to derive benefit from ICI
monotherapy and to support risk-adapted treatment strategies. Research Sponsor: U.S. Na-
tional Institutes of Health; 1R44CA291456.
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2535 Poster Session

Artificial intelligence (AI) foundation model as a predictor of efficacy of next-
generation checkpoint inhibition with botensilimab (BOT) + balstilimab (BAL) in
solid tumors using pretreatment H&E images.

Ryan Dalton, Eshed Margalit, Keith Mitchell, Daniel Millman, Maede Zolanvari, Lucas Samir Ramalho Cavalcante, Joy S. Tea, Dexter Antonio, Maxime Dhainaut,
Chloe Delepine, Dulce Ovando, Francis Fernandez, Aaron Salm, Angela Hafner, Joseph Elan Grossman, Dhan Sidhartha Chand, Ronald Alfa, Daniel Bear, Emily Corse,
Lacey Padrón; Noetik, South San Francisco, CA; Agenus Inc, Lexington, MA

Background: Predicting immunotherapy response is challenging in treatment-refractory/
resistant (R/R) tumors where heterogeneity limits conventional biomarker utility. BOT (Fc-
enhanced anti–CTLA-4) augments T-cell priming, depletes Tregs, and activates antigen-
presenting cells. BOT+BAL (anti–PD-1) has shown activity across “cold” and R/R tumors
including PD-L1–low and tumor mutational burden–low disease; thus, non-conventional
predictive biomarkers are needed. A self-supervised AI foundation model applied to routine
pretreatment H&E images was used to infer spatial transcriptomics and identify features
associated with therapeutic benefit from BOT+BAL in microsatellite-stable colorectal cancer
(MSS CRC), sarcoma, and ovarian cancer.Methods: A self-supervised AI foundationmodel was
trained to infer spatial transcriptome expression from H&E images using purpose-built mul-
timodal training data from thousands of human tumors profiled with multimodal assays.
Pretreatment H&E images (not used for training) from 121 BOT+BAL–treated patients (pts)
with R/R MSS metastatic CRC (included 20 pts with liver metastases), sarcoma, and ovarian
cancer from the phase 1b C-800-01 trial (NCT03860272) were analyzed. Pt-specific embed-
dings were used to fit cross-validated classifiers predicting BOT+BAL clinical benefit (defined
as complete or partial response [CR/PR] or stable disease [SD]). Results: Fitted logistic re-
gression classifiers separated responders and non-responders in all tumor types, as measured
by area under the receiver operating characteristic curve (AUROC; ranges from 0.5 [chance] to
1.0 [perfect separation]). Cross-validated AUROC was 0.61 in MSS CRC, 0.67 in sarcoma, and
0.77 in ovarian cancer (table; shows all findings). The model-recommended population is
predicted to have a higher rate of clinical benefit, as measured by cross-validated precision.
Beyond this binary analysis, the concordance index (C-index; measures accuracy and ranges
from 0.5 [chance] to 1.0 [perfect]) for predicting overall survival (OS; via Cox proportional
hazardsmodel) was.0.5 in all tumor types, and highest in ovarian cancer. Conclusions: A self-
supervised AI foundation model applied to routine pretreatment H&E images predicted BOT+-
BAL responses in MSS CRC, sarcoma, and ovarian cancer. These findings support AI-derived,
H&E–based biomarker strategies for BOT+BAL and warrant prospective validation. Research
Sponsor: Agenus Inc.; Noetik Inc.

Sample characteristics and model predictions.

MSS CRC Sarcoma Ovarian

Sampled populationa

No. of pt samples 67 30 24
Pts with CR/PR or SD 65% 57% 54%
Modeled population
AUROC 0.61 0.67 0.77
OS prediction, C-index 0.58 0.69 0.78
Model recommended population
Population size 43% 50% 46%
Estimated pts with CR/PR or SD 76% 67% 73%
aData cutoff: Mar 13, 2025; analyses ongoing.
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2536 Poster Session

Clinical and translational results from the phase 1 portion of the phase 1/2 study to
evaluate CHM-2101, an autologous cadherin 17 (CDH17) chimeric antigen receptor
(CAR) T cell therapy for the treatment of relapsed or refractory gastrointestinal
cancers.

Jennifer Rachel Eads, Daniel Olson, Meredith Pelster, Xianxin Hua, Amelia A. Langston, Ardaman Shergill, Rachael Purri, Kimberly Hummel, Stephanie H. Astrow,
Jason Blair Litten, Daniel M. Halperin; University of Pennsylvania, Abramson Cancer Center, Philadelphia, PA; University of Chicago Comprehensive Cancer Center, Chicago,
IL; Sarah Cannon Research Institute, Nashville, TN; University of Pennsylvania Perelman School of Medicine, Philadelphia, PA; Emory University School of Medicine,
Atlanta, GA; Department of Hematology/Oncology, University of Chicago Medical Center, Chicago, IL; Chimeric Therapeutics, Carlton, Australia; Department of
Gastrointestinal Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX

Background: CHM-2101 is a Cadherin 17 directed autologous CAR T-cell product being devel-
oped to address the continuing unmet medical need for effective therapy against relapsed or
refractory gastrointestinal (GI) cancers. Solid tumors of the GI tract such as gastric cancer,
colorectal cancer (CRC) and neuroendocrine tumors (NETs) are devastating diseases associated
with poor outcomes and more than 1.3 million global deaths annually. Despite advances in
surgical and medical treatment of these solid tumors, the prognosis for patients with relapsed
or refractory disease remains poor. There remains a need for innovative and effective treat-
ments for patients with advanced and treatment-recalcitrant GI malignancies. Methods: The
ongoing clinical trial is a seamless Phase 1/2 study enrolling subjectswith gastric cancer, CRC or
NETs of the midgut or hindgut. Enrolled subjects undergo screening and apheresis to enable
manufacturing of CHM-2101. After completing apheresis, bridging therapy is permitted to
provide disease control. After confirming successful CHM-2101 manufacturing and washout of
bridging therapy, study subjects receive 3 days of lymphodepleting chemotherapy (fludarabine
30mg/m2/day and cyclophosphamide 500mg/m2/day). After twodays of rest, subjects receive a
one-time IV infusion of CHM-2101. Results: As of October 24, 2025, 13 subjects have been
enrolled with 2 screen failures. Eleven of eleven successful manufacturing runs enabled treat-
ment of 9 subjects to date (4 subjects at Dose Level 1 and 5 subjects at Dose Level 2). Most AEs
were Grade 1-2. Aside from lymphodepleting chemotherapy-related cytopenias, Grade 3
Treatment-Related Adverse Events (TRAEs) were Cytokine Release Syndrome (CRS) and En-
terocolitis in 1 subject each. There have been no Grade 4 or 5 TRAEs or DLTs. After IV infusion,
CHM-2101 was noted to expand and persist (by flow and ddPCR) in the peripheral blood of all
treated subjects. Conclusions: CHM-2101 has demonstrated cellular expansion and persistence
with clinical tolerability in study subjects with advanced GI cancers at two dose levels. Enroll-
ment of patients at Dose Level 3 is ongoing at US Cancer Centers. Clinical trial information:
NCT06055439. Research Sponsor: None.
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2537 Poster Session

Tumor infiltrating lymphocytes (LM103 infusion) in solid tumors: A phase I trial
evaluating clinical and immunological anti-tumor activity.

Fenge Li, Chunhua Ma, Yongming Xue, Mei Liu, Wenhan Lu, Jinglong Yang, Yupeng Wang, Weihong Feng, Xinyi Wang, Shengnan Wu, Yue Xu, Ning Mu; The First Affiliated
Hospital of Nankai University, Tianjin, China; Suzhou Blue Horse Medical Technology Co., Ltd, Suzhou, China; Suzhou Blue Horse Biotech. Co., Tianjin, China; Tianjin Cancer
Hospital, Tianjin, China; Tianjin Beichen Hospital, Tianjin, China; Tianjin Beichen Hosipital, Tianjin, China

Background: Tumor-infiltrating lymphocyte (TIL) therapy has shown clinical promise in
melanoma, but its applicability across diverse solid tumors in Asian patients remains unclear,
and exploringmolecular targets to improve anti-tumor responses of TIL are needed.Methods:
In the phase I investigator-initiated trial, we evaluated the safety, feasibility, and preliminary
efficacy of autologous TIL therapy in twelve patients with advanced melanoma, cervical, lung,
or head and neck cancers. Twelve patients who failed with standard treatments were success-
fully enrolled in the trail from August 2022 to December 2024. The patients received a
lymphodepletion therapywhich consisted of cyclophosphamide (30mg/kg) for 2 days, followed
by fludarabine (25mg/m2) for 5 days, approximately 24 hours before receiving the intravenous
autologousTILs infusion, and then receivedhighdoses of IL-2 for 6-12dayswith thepurpose of
maintaining T cell survival and proliferation. After a 28 days safety observation, tumor as-
sessment according toRECIST 1.1was conducted every 6weeks until 6months followedby every
12 weeks long-term follow-up. T cell receptor (TCR) sequencing was performed to explore TIL
persistence in vivo after TIL infusion. Differential genes were identified via Bulk-RNA se-
quencing on TILs of responders and non-responders. Target gene knocking out of TIL using
CRISPR/Cas9 technologywas performed to enhance its anti-tumor function.Results:Themost
common adverse observed events were fever, anemia, nausea, hypertension, and hyponatre-
mia. The objective response rate (ORR)was 33.3% (4/12), including one complete response (CR)
and threepartial responses (PR), and the disease control rate (DCR) reached75%(9/12). Infused
TILs persisted in peripheral blood and induced reversed peripheral CD4+T and CD8+T per-
centages. T cell receptor (TCR) sequencing revealed dynamic clonal remodeling in responders.
Transcriptomic profiling of infused TILs identified ASS1 and CEP20 as genes negatively asso-
ciated with therapeutic activity. CRISPR/Cas9-mediated knockout of these targets enhanced
TIL memory phenotypes, cytokine production, and tumor cytotoxicity in vitro and in vivo.
Conclusions: Autologous TILmonotherapy is feasible and safe. This study reveals effective TIL
therapy in diverse solid tumors of Asian patients and potent anti-tumor activity of genetically
enhanced ASS1 KO and CEP20 KO TILs, which offer mechanistic insights that may guide
optimization of TIL therapy for broader clinical application. Trial registration number:
NCT05366478. Clinical trial information: NCT05366478. Research Sponsor: None.
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2538 Poster Session

Extended monitoring and biomarker analysis in metastatic melanoma patients
treated with TIL therapy and conditioning-replacing igrelimogene litadenorepvec
virotherapy: Pre-infusion immune cell and cytokine profiles associated with
survival.

Victor Cervera-Carrascon, Tatiana Kudling, James Clubb, Lyna Haybout, Tine Monberg, Santeri Pakola, Benedetta Albieri, Susanna Juteau, Eva Ellebaek, Marco Donia,
Victor Arias, Amir Khammari, Claudia Kistler, Elise Jirovec, Dafne Carolina Alves Quixabeira, Suvi Sorsa, Brigitte Dreno, Inge Marie Svane, Akseli Hemminki; TILT
Biotherapeutics Ltd., Helsinki, Finland; University of Helsinki, Helsinki, Finland; National Center for Cancer Immune Therapy, Department of Oncology, Copenhagen
University Hospital, Herlev, Denmark; Cancer Gene Therapy Group, Translational Immunology Research Program, University of Helsinki, Helsinki, Finland; Department of
Pathology, Helsinki University Hospital, Helsinki, Finland; Department of Oncology and Center for Cancer ImmuneTherapy, Department of Hematology, Copenhagen
University Hospital Herlev, Herlev, Denmark; National Center for Cancer Immune Therapy (CCIT-DK), Copenhagen University Hospital, Herlev, Denmark; Cancer Gene
Therapy Group, University of Helsinki, Helsinki, Finland; Oncodermatology Department, Nantes University Hospital, Nantes, France; University Hospital of Nantes, Nantes,
France; National Center for Cancer Immune Therapy, CCIT-DK, Department of Oncology, Copenhagen University Hospital, Herlev, Copenhagen, Denmark

Background: Adoptive transfer of tumor-infiltrating lymphocytes (TILs) can be effective in
metastatic melanoma, but its routine use is limited by the need for lymphodepleting chemo-
therapy and systemic high-dose IL-2. To reduce toxicity while preserving antitumor activity, a
strategy pairing TIL therapywith the oncolytic adenovirus igrelimogene litadenorepvec (TILT-
123) was assessed. This virus selectively replicates in malignant tissue and drives local ex-
pression of TNF and IL-2 within tumors, functionally replacing the need for pre-infusion
chemotherapy and post-infusion IL-2 administration. Methods: Seventeen patients with ad-
vanced melanoma resistant to immune checkpoint inhibitors were treated and sampled
(NCT04217473). Treatment with igrelimogene litadenorepvec started upon tumor biopsy col-
lection for TIL manufacturing took place and eventually followed by autologous TIL infusion
around 36 days after. Hypotheses generated during data analysis were validated using addi-
tional patient datasets (NCT04695327,NCT05271318).Results:The regimenwaswell tolerated,
with no dose-limiting toxicities. Objective response rate was 11.7%,with disease control in 35%
by RECIST 1.1 and 47% by PET; metabolic responses were seen in 27%. Among those patients,
higher baseline expression of epidermal and hepatocyte growth factors (EGF and HGF respec-
tively) was associated with poorer prognosis. Higher than median HGF was negatively corre-
latedwith survival (p=0.032). Additionally, patients that achieved disease stabilization or better
had a lower presence of circulating MDSCs (p=0.017). The link between growth hormones,
MDSCs and disease progression was extrapolated to a larger dataset including other patients
treated with igrelimogene litadenorepvec to find out the same trend for survival (HGF; p =
0.003, EGF; p = 0.029). In parallel, baseline circulating young memory T cells
(CD27+CD28+CD8+) and an early expansion of NK cells (CD45+CD56+CD3-) correlated
with a lower chance of progressing (T cells p=0.005,NK cells p=0.003).Conclusions:Combining
TILT-123 with TIL therapy was safe and produced meaningful clinical activity in checkpoint
inhibitor-refractorymelanoma, especially in patientswith lowerHGF and EGF at baseline and a
higher presence of young memory T cells and NK cells. In this clinical set-up, adapting the
inclusion exclusion criteria to select patientswith those defined immune system features, could
help improve efficacy beyond. This approach may substantially broaden the feasibility and
accessibility of TIL-based immunotherapy, especially due to the omission of the toxic condi-
tioning regimens. Clinical trial information: NCT04217473. Research Sponsor: None.
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2539 Poster Session

Immunologic and clinical outcomes of perfluoroalkyl substances (PFAS) exposure
in solid tumors treated with pembrolizumab.

Charles Jeffrey Lay Tan, Wenjiang Zhang, Zhihui Amy Liu, Ben Wang, Giselle M. Boukhaled, Simone C. Stone, Jeffrey Bruce, Stephenie Prokopec, Aaron Richard Hansen,
Philippe Bedard, Stephanie Lheureux, Anna Spreafico, Albiruni Ryan Abdul Razak, Lillian L. Siu, Eric Xueyu Chen; Princess Margaret Cancer Center, Toronto, ON, Canada;
Princess Margaret Cancer Centre, University Health Network, Toronto, ON, Canada; Princess Margaret Cancer Centre, University Health Network, University of Toronto,
Toronto, ON, Canada; University Health Network, Toronto, ON, Canada; Princess Margaret Cancer Centre, Toronto, ON, Canada; Division of Cancer Services, Princess
Alexandra Hospital, Brisbane, Australia; Princess Margaret Cancer Centre – University Health Network, University of Toronto, 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 and
Hematology, Princess Margaret Cancer Center, University Health Network, Toronto, ON, Canada

Background: Perfluorooctanoic acid (PFOA) and perfluorooctane sulfonate (PFOS) are two
major PFAS with persistent and widespread human exposure. Epidemiologic studies in non-
cancer individuals suggest PFAS-associated immune dysregulation and anti-inflammatory
effects. We assessed immunologic and clinical effects of PFAS on patients (pts) with advanced
solid tumors treated with pembrolizumab. Methods: In the investigator-initiated INSPIRE
study (NCT02644369) (n = 106) of advanced solid cancer pts treatedwith pembrolizumab (head
and neck squamous cell cancer, triple-negative breast cancer, high-grade serous carcinoma,
melanoma and other mixed solid tumors), we quantified baseline PFOS and PFOA via HPLC-
tandem mass spectrometry. PFAS were evaluated as continuous variables and dichotomized at
themedian (,median vs.median; PFOS 3.6 ng/ml; PFOA 1.0 ng/ml). Associationswith clinical
anddemographic factorswere assessed using correlation/regression analyses. Associationwith
toxicity andobjective response (ORR) usedWilcoxon rank-sumtests; progression-free survival
(PFS) and overall survival (OS) used Cox proportional hazards models. Immune correlates
(immune infiltration measured by multiplex IHC, bulk-RNA sequencing of tumor tissue and
plasma cytokine levels measured by Luminex multiplex cytokine assay) were evaluated using
median-split Wilcoxon comparisons with Benjamini-Hochberg false discovery rate (FDR)
control (q, 0.2). Results: Baseline PFOS and PFOA levels were moderately correlated (Pearson
r = 0.49, p, 0.001). PFOS levels were significantly higher with increasing age (median age 59.4
years; range 21.1-81.8; p = 0.016). PFOA levels were significantly higher with increasing age (p =
0.001), in males (p = 0.042), and in themelanoma cohort (p = 0.015), and significantly lower in
ptswith prior systemic therapy (p = 0.001). For immune parameters, higher PFOA exposurewas
associated with reduced CD4 T-cell infiltration in tumor and stromal areas (q = 0.07). RNA
sequencing of genes and immune signatures showednoassociations reachingFDRsignificance.
10 cytokines were significantly lower in pts with high PFOA levels: IL-16, IL-2R, IL-3, HGF,
IFN-g, MCP-2/CCL8, MDC/CCL22, TNF-RII, TSLP, and BLC/CXCL13 (all q = 0.15) in ovarian
cancer and melanoma pts. Neither PFOS nor PFOA levels showed significant associations with
ORR, toxicity, PFS or OS. Conclusions: PFOS and PFOA levels vary by demographic and clinical
factors but show no direct association with toxicity and treatment outcomes in pts treated with
pembrolizumab. Elevated PFOA exposure correlates with reduced T-cell infiltration and cy-
tokine suppression, potentially inducing systemic and local immune dysregulation. These
findings highlight immunologic effects of PFAS and warrant mechanistic and longitudinal
studies. Research Sponsor: None.
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GK01 stemness-enriched tumor-reactive T-cell therapy plus IL-2 in advanced solid
tumors: ORR and clonal persistence results in a first-in-human phase I study
(GUARDIAN-01).

Jun Yu, Guiying Bai, Mengyu Li, Tao Wang, Zhen Zhao, Xiuchao Wang, Huikai Li, Qing Yang, Yuan Pan, Zhansheng Jiang, Ning Liu, Zongjing Lv, Yadi Wang, Libo Wang,
Huihui Sun, Qi Wang, Xu Zhang, Weifeng Lai, Jun Yong, Jihui Hao; Tianjin Medical University Cancer Institute & Hospital, Tianjin, Tianjin, China; Tianjin Medical University
Cancer Hospital, Tianjin, China; Tianjin Medical University Cancer Institute and Hospital, Tianjin, China; Tianjin Cancer Hospital Airport Hospital, Tianjin, Tianjin, China;
Department of Gastric Oncology, Tianjin Medical University Cancer Institute & Hospital, Tianjin, China; Tianjin Medical University Cancer Institute and Hospital, Tianjin,
Tianjin, China; Geekgene, Beijing, China

Background: T-cell exhaustion and poor persistence limit tumor infiltrated lymphocytes
(TILs) efficacy in solid tumors. GK01 is an autologous tumor-reactive T-cell product enriched
for stem cell memory T cells (TSCM: CD45RA+CD62L+) and diverse T-cell receptor (TCR)
clonotypes to promote durable engraftment. We conducted GUARDIAN-01 (NCT06954558), a
phase I study of GK01 plus IL-2 in advanced solid tumors. Methods: This single-arm, open-
label study enrolled patients with advanced solid tumors (ECOG PS 0-1; measurable disease per
RECIST v1.1). Patients received standard lymphodepletion, GK01 (53109-131011 cells per
manufacturing yield), and IL-2 (300,000 IU/kg IV q12h, up to 5 days). Repeat infusion was
permitted at investigator discretion based on clinical benefit. Primary endpoint was safety;
secondary endpoints included objective response rate (ORR), disease control rate (DCR), and
cellular kinetics via absolute lymphocyte count (ALC) and TCR sequencing. Results: From
March 2025 to January 2026, 6 patients were enrolled (median age 53.5 years; median 2 prior
lines; tumor types included gastric n = 3, pancreatic n = 1, penile SCC n = 1, andmelanoma n = 1).
Manufacturing succeeded in all patients; median time from tissue procurement to infusionwas
28 days (range 25-39). InfusedGK01 exhibitedmedianTSCM frequency of 71% (range 42-92%)
and demonstrated robust expansion and stemness properties. Upon tumor challenge, these
T cells secreted IFN-g at amedian of 1,632 pg/mL (range, 35 - 4,886).Median dosewas 2.831010

cells (range 1.431010-8.831010); 2 patients received repeat infusion. Themedian total IL-2 dose
administered was 4 (range 1-5), with the first dose administered approximately 6 hours after
GK01 infusion. No dose-limiting toxicities (DLTs) occurred. G3/4 adverse events were exclu-
sively hematologic (neutropenia, thrombocytopenia, leukopenia, lymphopenia in all patients),
attributable to lymphodepletion. Chills, fever, and erythrodermaoccurred in all patients butG1-
2, resolving within 2 weeks. At median follow-up of 169 days (range 80-297), ORR was 66.7%
(4/6 PR; 2/6 SD), and DCR was 100%. The median peak ALC reached at 11.33109/L (range 4.9-
22.7) at days 7-9 post-infusion, remained elevated at 3.13109/L (range 2.0-6.4) at 1 month.
Among patients with available peripheral-blood samples (n = 4), product-derived TCR clo-
notypes comprised 94% of the circulating repertoire at day 7 and 92% at 2 months. Conclu-
sions: In this first-in-human study, GK01 plus IL-2 demonstrated a favorable safety profile
with no DLTs and manageable toxicity. The TSCM-enriched product achieved a 67% ORR and
100% DCR, with product-derived clonotypes persisting at . 90% of the T-cell repertoire at
2 months. These findings validate the stemness-enriched T-cell platform and support expan-
sion cohorts in selected solid tumor indications. Clinical trial information: NCT06954558.
Research Sponsor: Geekgene.
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2541 Poster Session

Longitudinal immune programs and association with toxicity burden and antitumor
response during immunotherapy.

Mireille Diane Langouo Fontsa, Mario Stabile, Andrea Garavello, Soizic Garaud, Pauline Delvaux, Anouk Goudsmit, Mariana Brand~ao, Thierry Berghmans, Jeremy Blanc,
Maxime Ilzkovitz, Louis Wolff, Anne-Pascale Meert, Anais Boisson, Doina Sofronii, Loic Baudelet, Thila Vanhulst, Francine Padonou, Ahmad Awada, Karen Willard-Gallo;
Molecular Immunology Laboratory, Institute Jules Bordet, Universisté Libre de Bruxelles, HUB, Brussels, Belgium; Department of Internal Medicine andMedical Specialties,
University of Genoa, Genoa, Italy; Dipartimento di Scienze Farmacologiche e Biomolecolari, Università degli Studi di Milano Statale, Milano, Italy; Laboratoire LBAI -
UMR1227, Brest, France; Department of Thoracic Oncology, Institute Jules Bordet, Universisté Libre de Bruxelles, HUB, Brussels, Belgium; Thoracic Oncology Functional
Unit & Phase 1 Unit, Institut Jules Bordet, Université Libre de Brussels, HUB, Bruxelles, Belgium; Department of Thoracic Oncology, Institut Jules Bordet, Hôpital
Universitaire de Bruxelles, Brussels, Belgium; Institut Jules Bordet, Université Libre de Bruxelles, Hôpital Universitaire de Bruxelles (HUB), Brussels, Belgium; Internal
Medicine Department, Institute Jules Bordet, HUB, Bruxelles, Belgium; Internal Medicine Department, Institute Jules Bordet, HUB, Brussels, Belgium; Institut Jules Bordet
Institute, Université Libre de Bruxelles, HUB, Brussel, Belgium; Oncology Medicine Department, Chirec Cancer Institute CHIREC, Brussels, Belgium

Background: Immune-related adverse events (irAEs) and tumor responses often co-occur
during immune checkpoint inhibitor (ICI) therapy. We investigated whether blood immune
programs associatedwith toxicity can be temporally and biologically dissociated from response
programs. Methods: ICI-naı̈ve patients with advanced solid tumors (n=37; enriched for mel-
anoma and NSCLC) were profiled at baseline (T0), early on-treatment (T1; week 4), and later
timepoints (T2–T3); patients with irAEs had an additional sample at onset (Ttox) before
immunosuppression. PBMCs were analyzed by multiparameter flow cytometry and plasma
cytokines by 48-plex multiplex assay (log2). We compared timepoints and delta windows
(DT1–DT3), controlled multiple testing with Benjamini–Hochberg (q,0.1), and evaluated
baseline predictors from T0 alongside landmark Cox models from T1 for DT1 predictors to
avoid immortal-time bias; baseline multiple-irAE signatures were tested in penalized multi-
variable models with clinical covariates. Results: irAEs occurred in 20/37 (54%) patients
(grade $3: 8/37, 22%); multiple irAEs occurred in 14/37 (38%). Objective response occurred
in 15/37 (41%), and 10/15 (67%) responders developed irAEs; median time to first irAE was
86 days (IQR 63–108). Baseline multiple-irAE susceptibility centered on Tfh states (higher
Tfh1/Tfh17 PD1+ICOS2 and lower Tfh1 PD12ICOS+), and a MultiTox signature predicted mul-
tiple irAEs (OR 5.46; p=0.033). Early dynamics strengthened toxicity prediction: DT1 Tfh2
PD1+ICOS2 decreased in AnyTox/MultipleTox and predicted subsequent irAEs (HR 0.41;
p=0.0019), whereas DT1 PDGF-BB (log2) increased risk (HR 2.25; p=0.006). Approaching onset,
activated regulatory compartments (activated Treg and Tfr) contracted, followed at Ttox by a
surge in IFN-inducible CXCR3 chemokines (CXCL9/MIG p=3.1310⁻⁵; CXCL10/IP-10 p=0.0021),
consistent with a Th1/IFN axis. In contrast, response-associated programs emerged later and
reflected aTfh/B cell–activatedCD8axis (memoryBatT1 p=0.036;DT2Tfh2PD12ICOS2q,0.1,
p=0.0010; DT2 eosinophils q,0.1, p=0.0071) and remained independently associated with
response (p»0.02–0.03). Conclusions: Toxicity—particularly high-burden toxicity—appears
to reflect a baseline susceptibility that is amplified by early on-treatment immune trajectories
and culminates in a chemokine-rich onset state. In contrast, response-associated programs
emerge later and are at least partly dissociable fromhigh-burden toxicity. Distinct Tfh states—
especially early Tfh2 dynamics—may support timing-informed monitoring and improved
benefit–risk stratification during ICI therapy. Research Sponsor: None.

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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
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Phase 1 trial of a KRAS G12V/HLA-A*11:01–restricted TCR-engineered T-cell
therapy in advanced solid tumors.

Ding Xiaoyan, Wen Zhang, Ying Teng, Chun-Xia Du, Wenying Qiao, Ronghua Jin, Jinglong Chen, Zhen Huang, Zhichao Jiang, Lin Yang, Yefan Zhang, Dongbing Zhao,
Hai-Tao Zhou, Yihebali Chi, Shun He, Jianming Ying, Yongkun Sun, Chaoying Hu, Hong Zhao; Medical Oncology Department, Beijing Ditan Hospital, Capital Medical
University, Beijing, Beijing, China; Department of Oncology, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of
Medical Sciences and Peking Union Medical College, Beijing, China; National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese
Academy of Medical Sciences and Peking Union Medical College, Beijing, Beijing, China; Department of Medical Oncology, National Cancer Center/ National Clinical
Research Center for Cancer/ Cancer Hospital, Chinese Academy of Medical Sciences and Peking UnionMedical College, Beijing, Beijing, China; Department of Hepatobiliary
Surgery，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 Colorectal Surgery, National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical
Sciences and Peking UnionMedical College, Beijing, China; State Key Laboratory of Molecular Oncology, Department of Pathology, National Cancer Center/National Clinical
Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking UnionMedical College, Beijing, Beijing, China; Drug Clinical Trial Institution,
Beijing Ditan Hospital, Capital Medical University, Beijing, Beijing, China; Department of Hepatobiliary Surgery, State Key Laboratory of Molecular Oncology, National
Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, Beijing,
China

Background:KRASG12V is a prevalent oncogenic driver in solid tumors, particularly pancreatic
cancer (PC), occurring in approximately 20-30% of patients (pts). Advanced solid tumors
harboring this mutation carry a poor prognosis and limited treatment options following
standard chemotherapy. This phase 1 study evaluates a novel TCR-engineered T cell (TCR-
T) therapy derived from a naturally occurring, KRAS G12V/HLA-A*11:01–restricted T cell
receptor (TCR) isolated from patient tumor-infiltrating lymphocytes. Methods: This open-
label, single-arm, dose-escalation phase 1 trial assessed the safety, tolerability, and prelim-
inary efficacy of autologous TCR-T cells in pts with advanced solid tumors. Eligible pts had
confirmed KRAS G12V mutation and HLA-A*11:01 positivity. Using a standard 3+3 design,
autologous T cells were transduced with a lentiviral vector encoding the TCR and a CD8 co-
receptor. Pts received lymphodepletion with cyclophosphamide and fludarabine, followed by a
single infusion of TCR-T cells at either 5310⁹ (DL1) or 1310¹⁰ (DL2) cells, with adjunctive
interleukin-2. Results: As of January 2026, 8 pts were enrolled; of whom 6 (median age 69.5
years, ECOG PS 1) received the planned infusion, including pts with colorectal cancer (n = 2),
pancreatic cancer (n = 3), and endometrial cancer (n = 1). All pts had liver or lung metastases
and . 2 metastatic sites. No dose-limiting toxicities (DLTs) or grade $3 treatment-related
adverse events (TRAEs) were observed. The treatment was generally well-tolerated; the most
common ($50%) treatment-emergent adverse events (TEAEs) were pyrexia, cytokine release
syndrome (CRS), neutropenia, anemia, and thrombocytopenia. Grade 1-2 CRS occurred in 4/6
pts and resolved without sequelae. No immune effector cell–associated neurotoxicity syn-
drome (ICANS) was observed. TCR-T cells peaked in peripheral blood at a median of day 4
(range, 1–10), with amedian peak expansion of 61,863 copies/mgDNA (range, 40,394–80,824).
The objective response rate (ORR) was 50.0% (3/6), with a disease control rate (DCR) of 83.3%
(5/6). In the pancreatic cancer subset, the ORR was 66.7% (2/3) and the DCR was 100%.
Conclusions: This KRAS G12V/HLA-A*11:01–restricted TCR-T therapy demonstrated a favor-
able safety profile and encouraging preliminary antitumor activity in advanced solid tumors.
Notably, a high response rate was observed in heavily pretreated pancreatic cancer patients,
supporting further clinical development of this novel cellular therapy. Clinical trial informa-
tion: NCT06767046. Research Sponsor: Beijing CorreGene Biotechnology Co., Ltd;
2023YFC3403800, 2024ZD0520500, Z221100007922022.
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Safety and preliminary efficacy of a novel armored mesothelin-targeted CAR-T
therapy in advanced solid tumors.

Changsong Qi, Wei Li, Panpan Zhang, Dan Liu, Chang Liu, Jiarui Li, Miao Zhang, Jifang Gong, Changshun Wu, Lingling Lu, Cong Han, Xiaojun Liu, Yangbing Zhao, Lin Shen;
State Key Laboratory of Holistic Integrative Management of Gastrointestinal Cancers, Beijing Key Laboratory of Carcinogenesis and Translational Research, Department of
Early Drug Development Centre, Peking University Cancer Hospital & Institute, Beijing, Beijing, China; UTC Therapeutics Inc., Shanghai, China; Key Laboratory of
Carcinogenesis and Translational Research (Ministry of Education/Beijing), Department of Early Drug Development Centre, Peking University Cancer Hospital & Institute,
Beijing, China; Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education), Department of Gastrointestinal Oncology, Peking University Cancer
Hospital & Institute, Beijing, China; Beijing Key Laboratory of Cell & Gene Therapy for Solid Tumour, Key Laboratory of Carcinogenesis and Translational Research (Ministry
of Education), 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

Background: UCMYM802 is an autologousmRNA-electroporated CAR-T cell therapy targeting
mesothelin (MSLN), incorporating a lymphocyte-antigen-presenting cell costimulatory
(LACO-Stim) molecule. This first-in-human study aimed to assess its safety, tolerability,
preliminary efficacy, and pharmacokinetic/pharmacodynamic (PK/PD) profiles.Methods:This
phase I study enrolled patients with metastatic or recurrent MSLN-positive solid tumors who
failed standard therapies. Three dose levels were evaluated: 13108 (n = 1), 53108 (n = 1), and
13109 CAR-T cells (n = 7). No lymphodepletion was required prior to infusion. Patients received
up to 4 weekly infusions. Primary endpoints were safety and determination of the maximum
tolerated dose (MTD). Secondary endpoints included objective response rate (ORR) by RECIST
v1.1, disease control rate (DCR), andPK/PDparameters.Results:AsofNov. 2025, 9patientswere
enrolled and treated (median age67, range52-67). Tumor types includedpancreatic cancer (n=
3), peritoneal malignant mesothelioma (n = 1), adenocarcinoma of unknown primary, consis-
tent with a gynecologic or peritoneal origin (n = 1), extrahepatic cholangiocarcinoma (n = 1),
cholangiocarcinoma (n = 1), ovarian cancer (n = 1), and lung cancer (n = 1). All patients received
at least one infusion. The 13109 dose level was defined as the MTD, with one dose-limiting
toxicity (DLT) observed (grade 4 cytokine release syndrome [CRS] with hypotension).
Treatment-related adverse events (TRAEs) occurred in all patients, most commonly CRS
(88.9%), fever (88.9%), decreased lymphocyte count (77.8%), anemia (77.8%), prolonged
prothrombin time (66.7%), and hypoxia (55.6%). Grade $3 CRS occurred in 25% of patients.
Among seven efficacy-evaluable patients, two patients achieved partial response (PR; one each
in 53108 and 13109 cohorts), and two had stable disease (SD; one each in 13108 and 13109

cohorts). TheORRwas 28.6%(2/7) andDCRwas57.1% (4/7). Notable responses included aPR in
gynecologic or peritoneal origin adenocarcinoma and a PR at 6 months (converted to SD at
7.5 months) in extrahepatic cholangiocarcinoma. PK analysis showed peak CAR-T expansion
(by copy number) at 1-hour post-infusion, with the highest andmost sustained exposure after
the first infusion. PD analysis indicated IFN-g elevation correlating with CAR-T peak expan-
sion. CAR-T exposure and activation marker expression showed a dose-dependent trend.
Conclusions: UCMYM802 demonstrated a manageable safety profile consistent with expected
CAR-T-related toxicities, primarily CRS. Preliminary anti-tumor activity was observed in
heavily pretreated patients with MSLN-positive advanced solid tumors, with encouraging
signals in gynecologic or peritoneal origin adenocarcinoma and biliary tract cancers. The
recommended dose for expansion is 1310^9 CAR-T cells. These results support continued
investigation of UCMYM802. Clinical trial information: NCT06256055. Research Sponsor:
None.
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Phase 1 dose escalation study of CD34 selected CD19 directed CAR T with met-
abolic programming in relapsed/refractory B-cell lymphoma.

Brian Hess, Elizabeth Goodwin Hill, Lindsey Hendrickson, Kent Armeson, Nathaniel Oberholtzer, Tara Duke, Mary McGann, James A. Davis, Katherine Antel,
Ashwath Gurumurthi, Mohammad Alhousani, Sara Goodwin, Lauren Pearce, Breanne Burke, Emma Kryway, Patrick J. Stiff, Nasheed Mohammad Hossain, Gina Scurti,
Michael Nishimura, Shikhar Mehrotra, Leukemia Research Foundation; Medical University of South Carolina, Hollings Cancer Center, Charleston, SC; Department of
Surgery, Medical University of South Carolina, Hollings Cancer Center, Charleston, SC; Department of Medicine, Stritch School of Medicine, Loyola University Chicago,
Maywood, IL; Division of Hematology/Oncology, Cell Therapy and Transplant Program, University of Pennsylvania - Perelman School of Medicine, Philadelphia, PA;
Department of Surgery, Stritch School of Medicine, Loyola University Chicago, Maywood, IL

Background: CD19 CAR T cell therapy (CAR-19) has been a breakthrough for relapsed/
refractory (R/R) B-cell non-Hodgkin lymphoma (B-cell NHL). However, both relapse and
toxicity remain major challenges. We utilized novel programming conditions aimed at en-
hancing the function and persistence of our CAR T products by improvingmetabolic fitness, via
promotion of a hybrid Th1/Th17 phenotype. Additionally, CD34 selection was employed, via
CD34 tag, to yield a more purified product and reduce potential toxicity. Methods: This single
institution IRB approved phase 1B trial (NCT 05702853) evaluated a novel CD28 co-stimulated
CAR-19 product, with metabolic programming and CD34 selection (CD19-CAR-CD34t hybrid
T cells). Eligible patients had R/R B-cell NHL and were enrolled at dose level (DL) 1, 2, or 3
(1x106, 1.5x106, 2x106 CAR T cells/kg with max dose of 2.0x108). Dose escalation (Desc) used a
model-assisted keyboard design. Dose-limiting toxicity (DLT) evaluation occurred in the first
28 days following infusion per CTCAE v5.0, with CRS and ICANS assessed per ASTCT criteria.
The primary objectives were to evaluate safety and determine recommended dose for expan-
sion. Results: Desc completed enrollment with 15 patients across dose levels DL1-3, DL2-3,
DL3-9. NHL subtypes included DLBCL (8), mantle cell (4), follicular (2), and marginal zone
lymphoma (1). Patients received a median of two prior systemic therapies (range 1-5), and 11
(73%) received bridging therapy. All patients underwent successful leukapheresis,
manufacturing, CAR T infusion, and completion of the 28-day DLT evaluation. Common
AEs included neutropenia (100%), fatigue (53%), and nausea (47%). One DL3 patient
experienced a DLT (grade 4 lung infection). CRS was noted in 9 patients (60%; (grade 1: 7
pts; grade 2: 2 pts), with no grade 3+ events. No ICANS was observed. Six patients (40%)
received tocilizumab (toci) and two (13%) received corticosteroids for CRS management with
cumulative administration of 8 doses of toci (mean 0.5 doses/patient) and 20 mg of dexa-
methasone (mean 1.3 mg/patient) for entire cohort. With 11.1-month median follow-up, ORR/
CR rates were 73%/67% (1-year PFS 0.67; 95% CI 0.47-0.95). All 10 patients with CR remained
relapse-free as of 1/1/26; 2 deaths occurred due to lymphoma progression. The median per-
centage of CD34 CAR T cells at infusion was 67%. Median total T-cell doses were 165.1 (DL1),
262.8 (DL2), and 236.2 (DL3) x 106. Data on persistence/expansion of Desc cohort are forth-
coming. Conclusions: CD19-CAR-CD34t hybrid T cells showed promising efficacy and dura-
bility, with no relapses among patients with CR. There were no occurrences of either ICANS or
grade 3+ CRS and limited CRS intervention needed. This is a promising toxicity profile for a
CD28 co-stimulated CAR-19, likely owing to a more purified product via CD34 selection. DL3
was chosen for dose expansion and currently ongoing. Clinical trial information: NCT05702853.
Research Sponsor: None.
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Effects of resorcinol isoprenyl benzene derivative IPI201 on natural killer cell cy-
totoxicity and tumor cell viability in human colorectal adenocarcinoma cells.

Brett Lanier, Deborah Mosca, Herbert Neuman, Robert Stein, Timothy R. Wright, Nathaniel P. Hernandez; Isosceles Pharmaceuticals, Wilmington, NC

Background: Natural killer (NK) cells play a critical role in anti-tumor immunity, yet their
cytotoxic efficacy can be limited by tumor resistance. Resorcinyl isoprenyl benzene derivatives
have previously shown anti-tumor activity, but effects on NK cell-mediated cytotoxicity
remain unclear. IPI201 is a synthetic resorcinyl isoprenyl benzene derivative. We evaluated
whether IP201 augments NK cell cytotoxicity and explored potential mechanisms. Methods:
Cytotoxicity assays were performed using HT-29 colorectal carcinoma cells co-cultured with
either standard NK cells or activated NK cells genetically modified to produce soluble IL-15
(sIL15 NK) under conditions of IPI201 pre-treatment or co-treatment. Cancer cell lysis was
quantified over time to assess total cytolysis (AUC),maximum rate of killing (Vmax), and time to
50% maximal cytolysis (T50). NK activation markers were assessed by flow cytometry. NK cell
survival following IPI201 exposure was assessed over 7 days using cell density quantification.
Results: IPI201 enhanced NK cell-mediated cytotoxicity against colorectal cancer cells. Pre-
treatment increased overall cytolysis and killing rates by 625% in standard NK cells and 50% in
sIL15 NK cells (P,0.05). Co-treatment similarly increased tumor cell lysis (P,0.05). IPI201
alone induced rapid tumor cell death, outperforming standard NK cells alone in overall cytol-
ysis, killing rate, and time to peak effect (P,0.05). Enhanced cytotoxicity was not associated
with changes in NK activationmarkers. Instead, IPI201 increased NK cell survival across doses,
with the highest dose increasing Day 7 density by 117% in standard NK cells and 214% in sIL15
NK cells (P,0.05). Further, IPI201 sensitized tumor cells to NK-mediated killing following
tumor cell pre-treatment (+130% in both NK cell types; P,0.05). Conclusions: IPI201 induces
tumor cell death independent of NK cells and enhances NK cell-associated cytotoxicity during
pre- or -co-treatment. These effects may arise from increased NK cell survival and/or height-
ened tumor cell susceptibility to immune-mediated killing. Toour knowledge, IPI201 is now the
third knownmolecule alongside IL-2 and IL-15, that is independently sufficient to support NK
cell survival. These findings support further investigation of IPI201 as a multifunctional im-
munomodulatory and cytotoxic agent in combination cell-based cancer therapies. Research
Sponsor: None.
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2546 Poster Session

Epigenetic reprogramming of allogeneic NK cells via antigen-specific “training” to
generate target-specific memory-like NK cells for B-cell lymphoma without genetic
engineering.

Jialu Kang, Mingming Lu, Bo Liu, Ruoxi Zhong, Yize Jiang, Linkai Yang, Chunzhe Zhang, Jing Lu, Xin Yan, Yong Zhang, Yifei Ma, Sha Peng; The First Affiliated Hospital of
Xi’an Jiaotong University, Xi’an, China; First Affiliated Hospital of Xi’an Jiao Tong University, Xi’an, China; CROSSVIWER Inc., Ontario, CA; Guangzhou Celling Biotechnology
Co., Ltd., Guangzhou, China; First Affiliated Hospital of Xi’an Jiao Tong University, Xi’an, China

Background: Clinical application of CAR-NK cells is restricted by manufacturing complexity,
cost, and potential genotoxicity. Furthermore, synthetic CAR expressionmay disrupt native NK
biology and impose steric hindrance. We hypothesized that NK cells can be epigenetically
reprogrammed ex vivo to acquire antigen-specific, memory-like cytotoxicity via a novel, non-
genetic “Targeted Priming Platform” (TPP), bypassing the fundamental constraints of CAR
engineering. Methods: Healthy donor NK cells were co-cultured with CD19+ Raji cells in the
presence of a CD16xCD19 bispecific engager (BiKE) and IL-12/15/18 cytokines. After a 7-day
priming phase and subsequent rest, cells were re-challenged to assess recall responses. Deep
profiling was performed using mass cytometry, ATAC-seq, and ChIP-seq. In vivo efficacy was
evaluated in NSG mice engrafted with CD19+ Raji lymphoma. Comparisons were made against
cytokine-only primed (Cyt-NK) and näıve NK cells. Results: TPP-NK cells demonstrated a
stable, antigen-specific recall response. Upon secondary challenge with CD19+ targets, TPP-
NKs exhibited superior expansion, degranulation (CD107a), and IFN-g production compared
with Cyt-NK or näıve controls. This specificity was absent in mismatched target settings.
Epigenetic analysis revealed that TPP induced durable chromatin remodeling, characterized by
stable hypomethylation and open chromatin at critical cytotoxicity loci (e.g., IFNG, PRF1,
GZMB), distinct from the transient changes observed in Cyt-NKs. In vivo, a single infusion
of TPP-NKs combined with low-dose BiKE induced sustained remission and significantly
prolonged survival compared with controls (P , 0.001). Conclusions: We demonstrate a
paradigm-shifting strategy to generate “target-trained” memory NK cells without genetic
engineering. TPP epigenetically imprints antigen specificity, combining the precision of an-
tibody therapy with the persistence of cellular therapy. This scalable, “off-the-shelf” platform
offers a safer, cost-effective alternative to CAR-based modalities for B-cell malignancies.
Research Sponsor: None.
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2547 Poster Session

An LNP-mRNA–based in vivo cell engager as a producer of T macrophage tumor
triads in situ for targeted anti-solid tumor therapies.

Xudong Wang, Jin Zhang; Liangzhu Laboratory, Hanghzou, Zhejiang, China; Zhejiang University, Hangzhou, Zhejiang, China

Background: The solid tumor microenvironment promotes infiltration of myeloid cells, with
tumor-associated macrophages as the most abundant innate immune population. A recent
study showed tumor-reactive T cells enriched in functional clusters with tumor or antigen-
presenting cells, and T cells expanded from these clusters ex vivo exhibit enhanced tumor-
killing activity. Bispecific and trispecific antibodies have emerged to link T cells with tumor and
myeloid cells, improving antitumor immunity. However, their clinical use is limited by struc-
tural complexity, manufacturing challenges, and immunogenicity risks. Here, we developed a
“live-cell engager” by harnessing and engineering macrophages in vivo to form T-
macrophage-tumor triads, activating both T cells and macrophages near tumor cells to boost
antitumor responses.Methods:We engineeredmacrophages to express a single-chain variable
fragment (scFv) targeting CD3 (aCD3), a tumor-specific chimeric antigen receptor (CAR) and
CD80 on their surface. Each was encoded by separate mRNAs encapsulated within one lipid
nanoparticle formulation (LNP-C-3-80).Mouse bonemarrow-derivedmacrophages (BMDMs)
were used ex vivo to evaluateT cell activation and antitumor function. The efficacy of LNP-C-3-
80was further tested in immunocompetent syngeneicmodels including ID8 ovarian cancer and
Hepa1-6 hepatocellular carcinoma. Results: In vitro, BMDMs engineered with LNP-3-80 ef-
fectively engagedTcellswithmacrophages, significantly boostingT cell activation compared to
LNP-3 alone, as shownby increasedCD69expression andelevated secretionof IFN-g, IL-2, and
Granzyme B. Furthermore, BMDMs engineered with LNP-C-3-80 were able to engage both
T cells and tumor cells, and when co-cultured with T cells, showed tsuperior antitumor activity
over control groups (LNP-3-80, LNP-3, LNP-GFP). The LNP-delivered aCD3 and CD80mRNAs
were mainly expressed on macrophages but not on T cells, facilitating macrophage-T cell-
tumor cell cluster formation. This proximity enabled mutual activation and synergistic tumor
cell killing. In vivo, LNP-C-3-80 achieved nearly complete tumor regression and strong pre-
vention of recurrence in ovarian and liver cancer models after intraperitoneal or intravenous
administration. Toxicity studies in healthy C57BL/6J mice showed no organ damage or adverse
serum biochemical changes, indicating a favorable safety profile. Conclusions: In summary,
in vivo macrophage engineering promotes the formation of T cell–macrophage–tumor cell
clusters, reducing immune cell–cancer cell distance and concurrently activating T cells. LNP-
C-3-80 shows significantly enhanced antitumor efficacy in syngeneic solid tumormodels with
minimal toxicity. These results highlight LNP-C-3-80’s strong potential as a promising
therapeutic strategy against diverse solid tumors. Research Sponsor: None.
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2548 Poster Session

Combining immune checkpoint inhibition and dendritic cell vaccination in advanced
pleural and peritoneal mesothelioma: The phase 1b MESOVAX trial.

Laura Ridolfi, Angelo Delmonte, Jenny Bulgarelli, Francesco De Rosa, Massimiliano Petrini, Anna Maria Granato, Elena Pancisi, Irene Azzali, Giorgia Gentili, Lilla Vizza,
Franco Stella, Marco Angelo Burgio, Carla Casadei, Anna Miserocchi, Pietro Cortesi, Alice Rossi, Claudio Doglioni, Silvia Carloni, Giada N. Sabatino, Massimo Guidoboni;
IRCCS Istituto Romagnolo per lo Studio dei Tumori "Dino Amadori" - IRST, Meldola, Italy; Thoracic Oncology Unit, IRCCS Istituto Romagnolo per lo Studio dei Tumori “Dino
Amadori” (IRST), Meldola, Italy; IRCCS Istituto Romagnolo per lo Studio dei Tumori "Dino Amadori" - IRST S.r.l., Meldola, Italy; IRCCS Istituto Romagnolo per lo Studio dei
Tumori (IRST) "Dino Amadori", Meldola, Italy; Thoracic Surgery Unit, Hospital Morgagni -Pierantoni, Forlı̀, Italy; Department of Pathology, Istituto Scientifico Ospedale San
Raffaele, Milan, Italy; Clinical Oncology, University Hospital of Ferrara, Ferrara, Italy

Background: Mesothelioma (M) remains a rare malignancy with limited therapeutic options.
While immunotherapy combinations have recently become the standard of care for non-
epithelioid subtypes, further strategies are required to enhance clinical outcomes. Dendritic
cell vaccines (DCvax) have demonstrated preliminary activity and a favorable safety profile in
M. Preclinical data suggest that DCvax induces PD-L1 expression on tumor cells; therefore,
combining DCvax with Pembrolizumab (P) may sensitize patients (pts) to PD-1 blockade.
Methods: MESOVAX is a proof-of-concept, Phase Ib, study evaluating the safety of P
200 mg combined with an autologous anti-tumor DCvax administered every 3 weeks (Q3W)
for 6 cycles, followed by P monotherapy until disease progression or up to 2 years. Subcuta-
neous IL-2 (3 MU) was administered for 5 days following each vaccination. The primary
endpoint was safety. Secondary endpoints included: changes in PD-L1 expression evaluated
in pre- and post-therapy tumor samples by immunohistochemistry (IHC); immunological
efficacy evaluated in vivo by DTH test and ex vivo measuring the immune response against
selected tumor antigens (i.eMESOTHELIN,WT1, 5T4, TWIST-1, KRT-18, THBS2) by Interferon
gamma (IFNg) Enzyme-Linked Immunosorbent Spot (ELISpot) Assay; and treatment activity
(objective response rate [ORR], duration of response [DOR], progression-free survival [PFS],
and overall survival [OS]). Results: As of 28/11/2025, 9 pts (median follow-up: 32.5 months
(mths))were evaluable for safety and efficacy.Median agewas 62 years; 89% (n = 8)weremale,
and all had epithelioid histology. Treatment-related adverse events (TRAEs) of any grade
occurred in all 9 pts, with the most frequent being injection site reactions, asthenia, and fever.
No grade 3–4 TRAEs were reported. Regarding treatment exposure, 4 pts received 6 cycles of
P+DC, 6 pts receivedmaintenance P, and one pt completed themaintenance phase. Best overall
responses included 1 partial response (PR), 4 stable diseases (SD), and 4 progressive diseases
(PD), with a median PFS of 5.3 mths (95% CI 1.8–17.3). Notably, one pt with prolonged SD
(duration 9mths) exhibited a PD-L1 conversion in the tumor tissue (from negative to positive)
following treatment. Regarding the immunological activity, 4 pts experienced a positive DTH
test during treatment, and interestingly for 3 of them we were able to measure a concomitant
increase of the ex vivo antitumoral immune response against the tested antigens. Conclusions:
The combination of DCvax and P is safe and demonstrates encouraging clinical activity in
pretreated epithelioid M. The observed PD-L1 induction at the tumor site supports the syn-
ergistic potential of this combinatorial immunotherapeutic strategy. This trial is supported in
part by a research grant from Investigator-Initiated Studies ProgramofMSD Italia S.r.l. Clinical
trial information: NCT03546426. Research Sponsor: MSD Italia S.r.l.
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2549 Poster Session

B cell responses in recurrent respiratory papillomatosis patients treated with DNA
immunotherapy INO-3107.

Nabil F. Saba, Albert Sylvester, Emma L. Reuschel, Sarah A. Marcus, Sadie Wisotsky, Alex Dolgoter, Katherine S. Reed, Grace S. Tan, Jeffrey Skolnik, Elisabeth B. Gillespie;
Emory University Winship Cancer Institute, Atlanta, GA; Inovio Pharmaceuticals, Inc., Plymouth Meeting, PA; Inovio Pharmaceuticals, Inc., San Diego, PA

Background: Recurrent respiratory papillomatosis (RRP) is a chronic, debilitating disease of
the airway primarily caused by infection with human papillomavirus (HPV) types 6 and/or 11
and characterized by recurrent, benign tumor growth with potential for malignant transfor-
mation. Current standard of care consists of repeated surgical removal of papillomas,which can
lead to lasting airway damage and impaired vocal function. Thus, a non-surgical approach to
treat RRP is paramount. Previously, we described T cell responses associated with an overall
clinical response rate of 81% (26/32) to INO-3107, a DNA immunotherapy designed to generate
T cells capable of targeting HPV-infected cells, in adult RRP patients during a Phase 1/2 trial
(NCT04398433). Here, we describe B cell responses in these patients. Methods: INO-3107 was
administered during study weeks 0, 3, 6 and 9. Peripheral blood mononuclear cells (PBMCs)
were obtained at screening/day 0, weeks 6, 9, 11, 26 and 52. Formalin-fixed, paraffin-
embedded papilloma tissue was obtained prior to INO-3107 treatment (Scr) and at the end
of the 52-week study (EOS). Both PBMCs and tissuewere subjected to RNA andBCR sequencing,
which additionally underwent single sample gene set enrichment analysis and CloneTrack
analysis, respectively. Clinical response was defined as any reduction in frequency of RRP
surgical interventions in the 52 weeks following dose 1 of INO-3107 (Y1) compared to the
52weeks prior.Results: Following INO-3107 treatment, 85% (23/27) of patients exhibited B cell
expansion in PBMCs that was sustained through Y1 for responders, which in contrast began to
contract at week 26 for non-responders. Enrichment of B cell signatures, inclusive of total,
näıve, memory, and plasma B cells, in papilloma tissue increased significantly by EOS in
responders compared to non-responders. Increases in tissue BCR clone counts from Scr to
EOS correlated significantly with clinical response during Y1. BCR sequences detected in tissue
taken at EOS displayed a low degree of overlap with those detected at Scr. Newly detected BCR
sequences in EOS tissue were present in PBMCs prior to EOS. Some of these B cell clones were
detectable in PBMCs and papilloma tissue only after INO-3107 treatment. Conclusions: B cell
immunogenicity may play a role in mediating clinical responses to DNA immunotherapy INO-
3107 for the treatment of RRP. INO-3107 treatment induced expansion and emergence of B cells
in the blood of RRP patients, which trafficked to and infiltrated papilloma tissue by EOS as
evidenced by increased B cell enrichment and clone counts. These immune responses were
associated with improved clinical outcomes. These results suggest that INO-3107 engages
B cells equipped with the potential to promote activation of T cell responses described pre-
viously (doi: 10.1038/s41467-025-56729-6) and that they may play a role in long-term im-
munity against RRP. Clinical trial information: NCT04398433. Research Sponsor: Inovio
Pharmaceuticals, Inc.
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2550 Poster Session

Anitocabtagene autoleucel (anito-cel) clinical trial manufacturing experience in
patients with relapsed/refractory (RR) or newly diagnosed (ND) multiple myeloma
(MM).

Krina K. Patel, Clare Spooner, Monique Giordana, Taryn Shuler, David Myers, Marı́a-Victoria Mateos; The University of Texas MD Anderson Cancer Center, Houston, TX;
Kite, a Gilead Company, Santa Monica, CA; University Hospital of Salamanca/IBSAL/CIC/CIBERONC, Salamanca, Spain

Background: Anito-cel is an autologous D-Domain–based anti-BCMA chimeric antigen re-
ceptor (CAR) T-cell therapy that demonstrated deep and durable efficacy and manageable
safety in a Phase 1 study and a Phase 2 registrational study (iMMagine-1) in 4L+ RRMM (Bishop
et al. ASH 2024; Patel et al. ASH 2025). The D-Domain has a fast off-rate and facilitates high
transduction efficiency, high CAR expression, decreased risk of tonic signaling, and potential
for enhanced manufacturing efficiency and optimal tumor cytotoxicity. Anito-cel is also being
investigated in patients with RRMM with 1-3 prior therapies and in patients with NDMM. The
anito-cel CAR T-cell therapy manufacturing process has been optimized by leveraging the
learnings from the robust development process of another CAR T-cell therapy, axicabtagene
ciloleucel (axi-cel). Axi-cel is an autologous anti-CD19 CART-cell therapy approved in 2L large
B-cell lymphoma based on the ZUMA-7 trial, with a demonstrated highmanufacturing success
rate (MSR) in both clinical trial and commercial real-world settings (100% and 99%, respec-
tively; Alquist et al. TCT 2024). Here we report initial anito-cel manufacturing experience from
2 MM clinical trials. Methods: Pooled manufacturing outcomes from adults with MM enrolled
and leukapheresed in iMMagine-3 or GEM-AnitoFIRST from 09/2024 to 10/2025 were in-
cluded. First pass (FP)-MSR was defined as anito-cel lots manufactured on first attempt and
within specification per total first attempt lots dispositioned plus lots not dispositioned due to
termination in the period (excluding those terminated for patient withdrawal). The median
turnaround time (mTAT) was defined as the time from leukapheresis to the quality release of
final anito-cel product. Results: There was a total of 104 patients who were leukapheresed and
whose lots were dispositioned as of October 31, 2025; anito-cel was successfully manufactured
for 100% of these patients. The FP-MSR was 99.0% with 1/102 lots rejected on disposition
(Table). The global mTAT was 18 days (interquartile range [IQR], 17-20 days) for the 101 lots
released. Updated data to be presented. Conclusions:Our results demonstrate rapid and reliable
anito-cel manufacturing forMM clinical trials globally, with highmanufacturing success rates
and consistent turnaround times. These results were consistent with axi-cel manufacturing
outcomes and highlight the importance of leveraging axi-cel manufacturing experience in the
development of anito-cel. Clinical trial information: NCT06413498 and NCT07045909.
Research Sponsor: Arcellx Inc. and Kite, a Gilead Company.

FP-MSR, n/N (%) 101/102 (99.0)

Global mTAT, days (IQR)
Lots released, n

18 (17-20)
101

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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/NCT06413498
http://www.clinicaltrials.gov/ct2/show/NCT07045909
http://meetings.asco.org


2551 Poster Session

A phase 3 trial of adagloxad simolenin/OBI-821 in patients with high-risk early-
stage triple-negative breast cancer.

Hope S. Rugo, Bernardo Leon Rapoport, Javier Cortes, Carlos H. Barrios, Rita Nanda, Sung-Bae Kim, Binghe Xu, Chiun-Sheng Huang, Michelle E. Melisko, Daphne T. F. Tsoi,
Claudio Lima Rocha, Zaida Morante, Keun Seok Lee, Maricela Garcia Garces, Dong Xu, Ingly Lee, Chu-Yun Chi, Chia Ling Chen; City of Hope Comprehensive Cancer Center,
Duarte, CA; The Medical Oncology Centre of Rosebank, Clinical and Translational Research Unit (CTRU), Department of Immunology, Faculty of Health Sciences, University
of Pretoria, Saxonworld, South Africa; International Breast Cancer Center (IBCC), Pangaea Oncology, Barcelona, Spain; Latin American Cooperative Oncology Group,
LACOG, Porto Alegre, Brazil; University of Chicago Medicine, Chicago, IL; Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Cancer Hospital
Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; National Taiwan University Hospital, National Taiwan University College of
Medicine, Taipei, Taiwan; University of California, San Francisco, San Francisco, CA; St. John of God Hospital Subiaco, Subiaco, Australia; Oncocĺınica, Teresina, Brazil;
Instituto Nacional de Enfermedades Neoplásicas (INEN), Lima, Peru; National Cancer Center, Goyang, South Korea; Centro Oncologico Estatal ISSEMYM, Toluca, Mexico;
OBI Pharma USA, Inc., San Diego, CA; OBI Pharma Inc, Taipei City, Taiwan; OBI Pharma Inc., Taipei City, Taiwan

Background: Adagloxad simolenin (AS) is a therapeutic cancer vaccine composed of Globo H
linked to the carrier protein keyhole limpet hemocyanin. OBI-821 is an adjuvant administered
with AS to strengthen immune response. This phase 3 trial assessed safety/efficacy of AS/OBI-
821 in patients with triple negative breast cancer (TNBC; NCT03562637). Methods: Eligible
patients for this randomized, open-label trial were adults with high-risk ($1cm residual
primary, $1 residual axillary node after neoadjuvant chemotherapy, or stage IIB or III cancer
treated with adjuvant chemotherapy alone), primary localized early-stage, Globo H-positive
(H-score$15) TNBC. Patients were required to have received$4 cycles of standard taxane- and
anthracycline-based chemotherapy. Patients were randomized 1:1 to receive standard of care
(SOC; observation alone [29%], capecitabine [69%], or a checkpoint inhibitor 6 capecitabine
[2%]) or AS/OBI-821 and SOC (observation alone [26.6%], capecitabine [69.6%], or a check-
point inhibitor6 capecitabine [3.8%]). Patients in the AS/OBI-821 arm received 4 weekly doses
of study drug administered via subcutaneous injection, followed by 4 biweekly doses, 4 doses
every 4 weeks, then doses every 8 weeks up to 100 weeks. The primary endpoint was invasive
disease-free survival (IDFS); secondary endpoints included safety assessed via treatment-
emergent adverse events (TEAEs) and overall survival (OS). Patients were followed for up to 5
years after randomization for OS.Results: The intent-to-treat (ITT) populationwas comprised
of 575 patients, with 286 in the AS/OBI-821 arm, and 289 in the SOC arm. Patients were a
median age of 51 years (range 24-85), all were female, and most were white (52.7%). A total of
5.2% of patients had stage I cancer, 50.3% had stage II, and 37.1% had stage III. IDFS in the AS/
OBI-821 arm was not statistically different than in the SOC arm (IDFS hazard ratio [HR], 1.23
[95% CI: 0.88, 1.73]; P= 0.23). Three-year IDFS rate was 54.5% for AS/OBI-821 arm and 56.4%
for the SOC arm. Similar pattern was observed for OS with HR = 1.36 [95%CI: 0.77, 2.38). TEAEs
occurred in 79.6% of patients in the AS/OBI-821 arm and 66.7% in the SOC arm. The most
common TEAEs in the AS/OBI-821arm were palmar-plantar erythrodysaesthesia syndrome
(18.7%), fatigue (11.6%), and headache (11.3%). Serious TEAEs occurred in 5.3% of patients in
the AS/OBI-821 arm vs 6.2% in the SOC arm. One patient (0.4%) in the AS/OBI-821 arm had a
TEAE of interstitial lung disease, assessed as unlikely related to treatment and one patient
(0.3%) in the SOC arm had acute coronary syndrome that led to death. Conclusions: In this
phase 3, randomized, open-label trial, AS/OBI-821 was well-tolerated, with a safety profile
similar to SOC. IDFS and OS were similar between the AS/OBI-821 and SOC arms. The trial was
terminated per recommendation by theData andSafetyMonitoring Board as itmet prespecified
futility criteria. Clinical trial information: NCT03562637. Research Sponsor: None.
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2552 Poster Session

Phase 1 study of META 10-19, an IL-10-expressing, anti-CD19 CAR T cell product in
patients with high-risk DLBCL.

Qianwen Xu, Chongling Liu, Min Gao, Miaomiao Wu, Lei Xue, Youjia Li, Qian Chen, Jingjing Ren, Karthik Sathiyanadan, Hui Xu, Xing Hu, Hui Li, Yugang Guo, Li Tang,
Xingbing Wang; State Key Laboratory of Immune Response and Immunotherapy, University of Science and Technology of China, Hefei, Anhui, China; Leman Biotech Co.,
Ltd., Shenzhen, Guangdong, China; State Key Laboratory of Advanced Drug Delivery and Release Systems, Zhejiang University, Hangzhou, Zhejiang, China; Department of
Hematology, Centre for Leading Medicine and Advanced Technologies of IHM, The First Affiliated Hospital of USTC, Division of Life Sciences and Medicine, University of
Science and Technology of China, Hefei, Anhui, China; Institute of Materials Science and Engineering, École Polytechnique Fédérale de Lausanne, Lausanne, Switzerland,
Lausanne, Vaud (Canton of Vaud), Switzerland

Background: Chimeric antigen receptor (CAR) T-cell therapy has revolutionized the treatment
of B cell lymphoma.However, limited duration of remission remains a significant challenge.We
designed a metabolically armored anti-CD19 CAR T-cell product (META 10-19) that autocrine
interleukin (IL)-10 to enhance antitumor activity, and assess the therapeutic potential in
patientswith relapsed/refractory diffuse large B-cell lymphoma (DLBCL).Methods:This phase
1 study is designed to evaluate the safety and preliminary efficacy of META 10-19 in relapsed/
refractory DLBCL patients aged 3–70 years old. Cytokine release syndrome (CRS) and immune
effector cell-associated neurotoxicity syndrome (ICANS) were graded by ASTCT criteria, and
other adverse events (AEs) were evaluated according to CTCAE 5.0. Tumor response was
assessed by investigators using Lugano 2014 criteria and IPCG criteria.Results: FromDecember
2022 to December 2024, 14 patients with a median age of 54.5 years have been enrolled and
received META 10-19 infusion at doses ranging from (0.002–0.1) 3106 cells/kg, following a
standard lymphodepletion regimen (30 mg/m2/day Flu 33 days, 300 mg/m2/day Cy 33 days).
All patients had relapsed/refractory disease, with high-risk features including primary refrac-
tory (n=9), nodal and extranodal involvement (n=6), CNS lymphoma (n=5), and bulkydisease
(n = 2). The most frequent Grade 3–4 AEs comprised neutropenia (100%, 14/14), thrombo-
cytopenia (85.7%, 12/14), and anemia (71.4%, 10/14). CRS was predominantly manifesting as
low-grade events (Grade 1–2, n = 13; Grade 3, n = 1). ICANS developed in 2 patients (14.3%)with
primary CNS disease, manifesting as transient seizures and classified as Grade 3. At 3 months
post-infusion, the overall response rate was 100%, including 13 patients (92.9%) achieved
complete response (CR), and 1 patient achieved partial response. As of December 1, 2025, with a
median follow-up of 23.3months (range, 5.6–33.4), 9 patientsmaintained CR for over 1 year, 4
for over 2 years, and the earliest infused patient remains in remission at 33.4 months. The
median progression-free survival (PFS) and overall survival (OS) have not yet been reached,
while the 12-month PFS rate and 12-month OS rate were 71.4% and 92.9% , respectively.
Conclusions: This first-in-human trial ofMETA 10-19, an IL-10 expressing, anti-CD19 CAR T-
cell product, for the treatment of relapsed/refractory DLBCL has exhibited manageable safety
profile and durable efficacy at ultra-low doses in patients with high-risk features. Studies
evaluating larger cohorts and longer follow-up are ongoing. Clinical trial information:
NCT05715606. Research Sponsor: Research Funds of Centre for Leading Medicine and Ad-
vanced Technologies of IHM; National Natural Science Foundation of China.
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2553 Poster Session

Erythrocyte–anti–PD-1 conjugates in patientswith advanced solid tumors resistant
to anti–PD-1/PD-L1 therapy: Long-term follow-up of a phase I trial.

Xiaoqian Nie, Liu Yang, Kurban Mattursun, Zheling Chen, Xiaofei Gao; Westlake University, Hangzhou, Zhejiang, China; Cancer Center, Department of Medical Oncology,
Zhejiang Provincial People’s Hospital, People’s Hospital of Hangzhou Medical College, Hangzhou, China; Westlake Therapeutics, Hangzhou, Zhejiang, China; Zhejiang
Provincial People’s Hospital, People’s Hospital of Hangzhou Medical College, Hangzhou, China; Research Center for Industries of the Future and School of Life Sciences,
Westlake University, Hangzhou, China

Background: Despite the clinical success of immune checkpoint blockade, most patients with
advanced solid tumors fail to achieve durable benefit due to limited efficacy and/or immune-
related toxicities. aPD-1-Ery is an erythrocyte–antibody conjugate that covalently links an
anti–PD-1 antibody to erythrocyte membranes. Unlike conventional antibodies, aPD-1-Ery
preferentially accumulates in the spleen, where it remodels the splenic immune microenvi-
ronment by expanding effector T cells and reducing immunosuppressive myeloid cell reser-
voirs, thereby inducing systemic anti-tumor immunity. We previously reported favorable
safety and preliminary efficacy of aPD-1-Ery in patients with PD-1/PD-L1–resistant solid
tumors. Here, we report long-term follow-up results assessing durability of benefit and
exploratory biomarkers. Methods: 14 heavily pretreated patients with 11 types of advanced
solid tumors who had progressed on PD-1/PD-L1–containing regimens as their most recent
line of therapy were enrolled. Patients received aPD-1-Ery monotherapy at 2310¹¹ or 3310¹¹
cells. Endpoints included safety, efficacy, and exploratory correlations between immune bio-
markers and clinical outcomes. Results: As of October 31, 2025, all patients had completed
treatment,with amedian follow-up of 18.9months. Treatment discontinuation occurred due to
disease progression in 57.1% (8/14), CR in 7.1% (1/14), completion of planned treatment cycles
in 21.4% (3/14), and other reasons (including AE or withdrawal) in 14.3% (2/14). No DLTs were
observed. TRAEs occurred in 64.3% (9/14) of patients, with no grade .3 TRAEs, no grade $3
immune-related AEs, and no treatment discontinuations due to TRAEs. aPD-1-Ery demon-
strated sustained anti-tumor activity, with a DCR of 78.6% (11/14) and an ORR of 42.9% (6/14; 1
CR, 1 uCR, 4 PR), with improved responses observed in the higher-dose cohort. mPFS was
5.6 months and mOS was 23.4 months. Durable benefit was observed in most responders, with
4/6 maintaining response after treatment discontinuation; 1 received no subsequent therapy
and 3 resumed PD-1/PD-L1–based immunotherapy despite prior resistance. mDoR had not
been reached (range, 4.8–24.7months). Exploratory analyses indicated that clinical benefitwas
observed in both primary (n = 3) and acquired (n = 3) anti–PD-1/PD-L1–resistant patients.
Responders had higher baseline circulating PMN-MDSCs and DCs and experienced rapid and
sustained PMN-MDSC reduction following treatment. Tumor MMR status was available in 5
patients (all MSS), with objective responses observed in 3. Conclusions: Spleen-directed PD-1
blockade using erythrocyte–antibody conjugates induces durable clinical benefit. aPD-1-Ery
represents a novel immunotherapeutic strategy for PD-1/PD-L1–resistant solid tumors and
supports further clinical development. Clinical trial information: NCT06026605. Research
Sponsor: None.
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2554 Poster Session

Single-cell multi-omics and TCR sequencing to identify early tumor cavity homing
and phenotypic evolution of CAR-T cells in glioblastoma.

Qi Zhu, Shuyu Zheng, Xiaobo Yu, Yan Chen, Charles Zhao, Feng Yan; 2nd Hospital, Zhejiang University School of Medicine, Hangzhou, China; The Second Affiliated Hospital,
Zhejiang University School of Medicine, Hangzhou, China; Elpis Biopharmaceuticals, Lexington, MA

Background: Chimeric antigen receptor T-cell (CAR-T) therapy has shown remarkable efficacy
in hematological malignancies but remains largely ineffective in glioblastoma. A systematic
understanding of early CAR-T cell trafficking and phenotypic adaptation within the tumor
immune microenvironment may provide critical insights into this limitation. Methods: We
performed single-cell multi-omics profiling using the 10x Chromium Single-Cell 5’ Immune
Profiling platform on infused CAR-T cells and matched tumor cavity cerebrospinal fluid (CSF)
obtained via an Ommaya reservoir at day 3 post-infusion. Paired transcriptome/TCR data
enabled analyses of composition, clonal tracking, and phenotypic transitions within CAR-T
populations following early tumor cavity homing. Results: Single-cell profiling of the infused
CAR-T product revealed a T cell–dominant population, primarily composed of CD8⁺ T cells
(62.24%) and CD4⁺ T cells (34.63%). Analysis of tumor cavity CSF demonstrated a heteroge-
neous immune landscape, including CD4⁺ T cells (32.79%), CD8⁺ T cells (20.83%), dendritic
cells,monocyte/macrophage populations, and other innate immune subsets. Gene set variation
analysis across all immune cell populations showed enrichment of memory-associated pro-
grams in the CSF, while exhaustion-related signatures were not prominent, indicating a rel-
atively non-exhausted immune state at this early time point. TCR-based clonal tracking
identified 188 CAR-T cells in the CSF that originated from the infusion product, corresponding
to an early homing rate of 2.19%. These homed CAR-T cells were predominantly derived from
cytotoxic and proliferating CD8⁺ T cell subsets, as well as effector CD4⁺ T cells. Notably,
cytotoxic CD8⁺ CAR-T cells exhibited pronounced clonal expansion in the CSF, whereas pro-
liferating CD8⁺CAR-T cells underwent phenotypic transitions toward cytotoxic states following
tumor cavity infiltration. In parallel, activated CD4⁺ CAR-T cells preferentially adopted
memory-like phenotypes. Consistently, TCR-tracked CAR-T cells in the CSF displayed signif-
icantly stronger memory-associated transcriptional signatures compared with their clonal
counterparts in the infusion product (CSF vs. product, -0.187 vs -0.088，p = 2.48 3 10⁻⁹).
Conclusions: This study provides a single-cell and clonal-level view of early CAR-T cell
trafficking and phenotypic adaptationwithin the glioblastoma tumor cavity. Early tumor cavity
infiltration is a selective process driven by cytotoxic and proliferative CAR-T subsets and occurs
in the context of preserved memory-associated programs with limited exhaustion. These
findings suggest that the limited efficacy of CAR-T therapy in glioblastoma is likely to stem
from barriers that emerge at later stages following initial tumor entry instead of immediate
CAR-T dysfunction. Research Sponsor: None.
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2555 Poster Session

Rab11 family interacting proteins as regulators of T cell recognition and infiltration
in triple negative breast cancer.

Paras R. Sahani, Kathleen Conway, Christopher Kywe, Saffet Guleryuz, Joseph Kainov, Ethan Rodriguez, Khushi Tekale, Jessica Contreras, Erin N. Howe; Rosalind Franklin
University of Medicine and Science, North Chicago, IL

Background: Triple negative breast cancer (TNBC) accounts for 10-15% of all breast cancer
cases and has the worst prognosis (5 year relative survival rate of 78%). TNBC is defined by
absent estrogen and progesterone receptors and lack of HER2 amplification. First-line treat-
ment for metastatic TNBC has evolved in the past several years to include immunotherapy for
PD-L1+ patients. Recent NCCN guidelines recommend antibody-drug conjugate (ADC) therapy
as first line treatment for metastatic TNBC regardless of PD-L1 positivity. ADCs target cell
surface proteins that are abundant on tumors and sparse on healthy cells, delivering cytotoxic
payloads selectively to the tumor. ADC efficacy depends on surface localization of target
antigens, whose localization is dictated by endosomal trafficking via Rab GTPases. We showed
that Rab11b-mediated endosomal trafficking is required for breast cancer brain metastasis.
Here we investigate how trafficking-mediated control of the cell surface dictates immune
recognition and response. Methods: Using a CRISPR screen we found that Rab11 family
interacting proteins, Rab11fip2 and Rab11fip3, are required for immunogenic breast cancer
cells to be recognized byCD8+Tcells. Flow cytometry revealed that the loss of recognition is not
due to changes in surface PD-L1 or MHC/antigen presentation. Knockout of either Rab11fip did
not change cell proliferation or tumor burden in immunocompromised animals, but led to
significantly increased tumor growth in immunocompetent animals. This suggests that knock-
out of either Rab11fip causes loss of immune recognition to allow faster tumor growth while
control tumors are restrained by the immune system. IHC analysis revealed a significant
decrease of tumor infiltrating T cells in Rab11fipKO tumors. Interestingly, immune disruption
is systemic, as splenic architecture is disrupted in Rab11fipKO tumor bearing mice. Results:
Since the primary function of Rab11fips is to mediate trafficking of Rab11 cargo proteins, our
results suggest that surface localization of these cargo proteins is required for immune cell
recruitment, recognition, or activation. Conclusions: We are currently focused on identifying
these cargo proteins, determining whether Rab11 controls trafficking of Trop-2 the target of
several current ADCs, and characterizing Rab11 control of the T cell-cancer cell interaction in
humanbreast cancer cell lines. Ourworkholds thepromise of findingnovel targets forADCs and
biomarkers for responsiveness to immunotherapy. Research Sponsor: American Cancer Soci-
ety; RSG-23-136584-01-MM; Mary Kay Ash Foundation; METAvivor.
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2557 Poster Session

Long-term follow-up of satricabtagene autoleucel (satri-cel) as sequential therapy
after first-line treatment for advanced gastric cancer: A subgroup analysis.

Chang Liu, Changsong Qi, Jifang Gong, Dan Liu, Panpan Zhang, Yanru Qin, Sai Ge, Miao Zhang, Zhi Peng, Jun Zhou, Zhihao Lu, Yakun Wang, Ran Xue, Xiaohui Peng,
YumengWang, Daijing Yuan, Jian Li, Xiaotian Zhang, 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 Early Drug Development Centre, Peking University Cancer Hospital &
Institute, Beijing, 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; Key Laboratory of Carcinogenesis and
Translational Research (Ministry of Education/Beijing), Department of Early Drug Development Centre, Peking University Cancer Hospital & Institute, Beijing, Beijing, China;
Department of Oncology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China; Key Laboratory of Carcinogenesis and Translational Research (Ministry
of Education/Beijing), Department of Gastrointestinal Oncology, Peking University Cancer Hospital & Institute, Beijing, China; CARsgen Therapeutics Co., Ltd., Shanghai,
China

Background: Claudin18.2 (CLDN18.2) has emerged as a new target for the treatment of gastric
cancer in the first-line (1L) setting with the approval of zolbetuximab. This long-term analysis
reports the extended efficacy and safety of satri-cel (autologous CLDN18.2-specific CART cells)
as sequential therapy after 1L treatment in patients with advanced gastric/gastroesophageal
junction (G/GEJ) cancer, after the results of all cohorts published in 2024 (Qi C, et al. Nat Med.
2024;30(8):2224-2234. NCT03874897). Methods: This trial is an open-label, multi-cohort,
phase 1 trial, which evaluated the safety and efficacy of satri-cel in patients with CLDN18.2-
positive advanced gastrointestinal cancers. Cohort 3 in dose-expansion stage enrolled patients
with advance G/GEJ cancer and were given satri-cel as sequential treatment after 1L therapy.
The primary endpoint was safety; secondary endpoints included efficacy, pharmacokinetics
and immunogenicity. Results: As of October 18, 2025, 5 patients with CLDN18.2-positive G/GEJ
cancer received satri-cel infusion(s) of 2503106 cells, sequentially after 1L therapy. Each
patient received a total of one (n=1), two (n=1), and three doses (n=3) of satri-cel. Patients
had received a median of 5 cycles (range, 4-11) of 1L chemotherapy before satri-cel infusion,
with 1 (20%) treated with PD-1 inhibitor. Notably, only 1 patient achieved PR after first-line
therapy. Three patients (60%) were Lauren diffuse type and 1 (20%) with mixed type, 4 (80%)
had signet ring cell carcinoma, and 4 (80%) had peritonealmetastases. Median follow-up from
initial 1L therapywas 54.6months (reverse KM, 95%CI: 51.1, NE). Among 4 patientswith target
lesions, confirmatory objective response rate was 100%, and median duration of response was
not reached. One has maintained SD for 20.9 months and 2 received surgical resection after
satri-cel therapy. Median progression-free survival and median overall survival since 1L
therapy was 20.9 months (95% CI: 10.8, NE) and 22.1 months (95% CI: 10.8, NE), respectively.
Two were still alive as of cutoff date, with a follow-up of 58.1 months and 51.1 months. Safety
was manageable. No grade 3 or higher cytokine release syndrome (grade 1: n=1, 20%; grade 2:
n=4, 80%), any grade immune effector cell-associated neurotoxicity syndrome, or treatment-
related deaths occurred. Despite common hematologic toxicities, no severe infections
(grade $3) or febrile neutropenia were reported. Conclusions: With an extended follow-up
exceeding 4.5 years, satri-cel as first-line sequential treatment continues to demonstrate
durable survival benefit with a manageable safety profile in patients with advanced G/GEJ
cancer, supporting its highly promising potential in earlier lines of therapy. Clinical trial
information: NCT03874897. Research Sponsor: None.
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2558 Poster Session

Concurrent chemoradiotherapy plus cytokine-induced killer cells therapy or ob-
servation in patients with locoregionally advanced nasopharyngeal carcinoma: A
ten-year follow-up of a randomized, phase II study.

Xiuyu Cai, Song-Bin Guo, Jiang Li, Xiao-Wen Yao, Fang-Cen Lan, Yan-Zi Cheng, Yuan-Rong Ning, Yu-Ning Deng; Sun Yat-sen University Cancer Center, Guangzhou,
Guangdong, China

Background: Concurrent chemoradiotherapy (CCRT) is the standard of care for patients with
locoregionally advanced nasopharyngeal carcinoma (NPC). We aimed to evaluate the efficacy
and safety of Cytokine-Induced Killer cells (CIK) consolidation therapy in combination with
CCRT in these patients.Methods: Patients with locoregionally advanced NPC were randomized
in a 1:1 ratio to receive concurrent chemoradiotherapy therapyplus CIK consolidation therapyor
concurrent chemoradiotherapy alone in this single-center, randomized, phase II study. The
primary endpoints were disease-free survival (i.e., survival period free from disease recurrence
[distant metastasis and/or locoregional recurrence] or death from any cause) and overall
survival in the intention-to-treat population. Safety was a secondary endpoint. Results: 58
patients were enrolled in this study (29 in the CIK therapy group and 29 in the control group).
Themedian follow-up time was 144.70months. In the CIK therapy group, the 10-year disease-
free survival rate was significantly higher than that in the control group (82.5% versus 61.3%;
hazard ratio for recurrence or death, 0.258; 95% confidence interval [CI], 0.094-0.712;
P=0.005). The 10-year overall survival rate was 86.2% and 67.5%, respectively; (hazard ratio
for death, 0.377; 95% CI, 0.131-1.087; P=0.06). Themain adverse effects of CIK was fever which
resolved after symptomatic treatment. In the CIK therapy group, 23.1% of patients experienced
acute adverse events of grade 3 or 4 versus 17.2% in the control group during CCRT. The most
frequent adverse events of grade 3 are mucositis, followed by decreased appetite, marrow
suppression. Conclusions: CIK consolidation therapy plus CCRT significantly improved
disease-free survival in patients with locoregionally advanced NPC. (This trial is registered
with Chinese CilnicalTrial.gov, number ChiCTR-TRC-08000262). Clinical trial information:
ChiCTR-TRC-08000262. Research Sponsor: None.
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2559 Poster Session

Optimization of tumor-infiltrating lymphocyte (TIL) manufacturing in non-small cell
lung cancer (NSCLC) using an IL-7/IL-15/IL-2 expansion protocol.

Jorge Bartolome, Daniel Tovar, Marı́a Mateos González, Nabil Subhi-issa, Marta Amann Arevalo, Marina Garcı́a Gómez, Jose Ramon Jarabo, Maria Guzman,
Florentino Hernando Trancho, Silvia Sanchez Ramon, Pedro Perez Segura, Alberto Oca~na; Hospital Clinico San Carlos and IdISSC, Madrid, Spain

Background: Adoptive cell therapy with tumor-infiltrating lymphocytes (TILs) is a promising
strategy in non-small cell lung cancer (NSCLC), although ex vivo expansion remains chal-
lenging due to variability in yield and product quality. Optimizing cytokine support during TIL
expansion may improve manufacturing robustness while preserving a clinically relevant
immunophenotype. Methods: Tumor tissue specimens were obtained from immediately
resected NSCLC lesions and processed for TIL outgrowth and rapid expansion over 28 days
using either standard IL-2 or an experimental IL-7/IL-15/IL-2 protocol. Manufacturing end-
points included expansion yield, viability and CD3⁺ proportion.Multiparametric flow cytometry
assessed memory differentiation subsets and exhaustion-associatedmarkers at baseline, pre-
REP and post-REP. Clinical-pathological variables included disease stage, PD-L1 expression
and prior systemic treatment. Results: 11 NSCLC TIL expansions were analyzed (experimental:
n=7; IL-2: n=4). Median age was 73.1 years (range 48.5–92.3) and ECOG was 0–1 in 91% of
patients; 64% had early-stage disease and 27% had advanced-stage (III–IV). PD-L1 was ,1%
in 73%, 9% showed PD-L1 1–49%, and none $50%. The cohort included pretreated patients,
including prior anti–PD-1 exposure. Comparedwith IL-2, IL-7/IL-15/IL-2 resulted in amodest
reduction in expansion yield (15–28%) and a lower CD4+/CD8+ ratio (6.62 vs 19.86), but
showed improved manufacturing robustness, with all expansions meeting predefined quality
criteria, whereas standard IL-2 expansions showed more variable product quality. Immuno-
phenotypic profiling showed amore stablememory-oriented differentiation patternwith IL-7/
IL-15/IL-2, including reduced näıve and TEMRA subsets and increased CD4+ TCM cells; CD8+
TCM remained predominant in both protocols. A polarisation towards the effector memory
phenotype (CCR7⁻CD45RA⁻) was observed in the experimental protocol. CD28 remained highly
expressed in both protocols, while CD134 tended to decrease with IL-7/IL-15. During pre-REP,
PD-1 and TIM-3 were reduced in several subpopulations under the experimental protocol,
suggesting a transiently less exhausted phenotype. After REP, these differences disappeared,
with comparable levels betweenprotocols. DuringREP, Th1 andTfh increased in bothprotocols,
while Th2 and Th17 remained low. Conclusions: Supplementation with IL-7 and IL-15 during
NSCLC-derived TIL expansion improves consistency of product quality and supports a favor-
ablememory-oriented and functional phenotypewithout increasing exhaustionmarkers at the
end of manufacturing. This approach may enable more reliable generation of clinically appli-
cable TIL products in heterogeneous and pretreated NSCLC populations, facilitating broader
implementation of TIL-based therapies. Research Sponsor: None.
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2560 Poster Session

Preliminary phase 1 results of a MICA/B-targeted CAR T cell designed to overcome
solid tumor escape mechanisms and avoid the requirement for conditioning
chemotherapy.

Manish Ramesh Patel, Ecaterina Elena Dumbrava, Heinz-Josef Lenz, Kyla D. Omilusik, Samad Ibitokou, Cara Bickers, Olena A. Kolesnichenko, Beatrice Ferguson, Seth Peng,
Deepa Patel, Martin Hosking, Bahram Valamehr, Rebecca L. Elstrom, Lilly Wong, Ida Micaily; University of Minnesota Medical School, Department of Medicine, Division of
Hematology, Oncology, and Transplantation, Minneapolis, MN; The University of Texas MD Anderson Cancer Center, Houston, TX; University of Southern California Norris
Comprehensive Cancer Center, Los Angeles, CA; Fate Therapeutics, Inc., San Diego, CA; Fate Therapeutics, San Diego, CA; Sidney Kimmel Comprehensive Cancer Center at
Thomas Jefferson University Hospital, Philadelphia, PA

Background: FT836 is a multi-engineered CAR T cell targeting the conserved a3 domain of
MICA/B stress ligands, enabling recognition of diverse solid tumors with additional edits
including, (i) the hnCD16a FC receptor to enable multi-antigen targeting in combination with
monoclonal antibodies (mAb), (ii) Sword and Shield engineering consisting of alloimmune-
defense receptor (ADR) expression and CD58 deletion to coordinately avoid host recognition
eliminating the need for conditioning chemotherapy (CCT), and (iii) CXCR2 and TGFb signal
redirection receptors to maximize tumor trafficking and adaptability within an immunosup-
pressive tumor niche, respectively. Manufactured from an iPSC-master cell bank, it is available
off-the-shelf and delivered on-demand to patients (pts). Methods: The Phase 1 trial of FT836
in pts with advanced solid tumors (NCT07216105) evaluates multiple regimens including
monotherapy (Regimen A), combination with EGFR-targeting mAb cetuximab or HER2-
targeting mAb trastuzumab (Regimen C or E, respectively). CCT is not required and FT836 is
given twice during the treatment cycle, with retreatment available for eligible patients. First
dose of FT836 is administered with a 24-hour hospital stay while the 2nd dose is given as
outpatient. Results: First three pts (all MSS mCRC; median: age 45 y, prior therapies of 5,
disease duration of 51 months) were treated in Regimen C dose level 1 (DL1 = 300 million cells/
dose, Days 1 and 15 with cetuximab, no CCT) and completed dose limiting toxicity (DLT)
evaluation (data cut-off 15 JAN 2026) with no DLTs, FT836-related serious adverse events,
cytokine release syndrome (CRS), immune effector cell-associated neurotoxicity syndrome
(ICANS), or graft-versus-host disease (GvHD) reported. One of the three pts demonstrated a
CEA response with .50% reduction (480 ng/mL at BL; 230 ng/mL at 4 weeks after first FT836
infusion) that correlated to mass shrinkage in all target lesions in a week 7 CT scan (obtained
after data cut-off date). Of the other two pts, one experienced PD while the other was not yet
assessed at the time of abstract submission. FT836 was detected in peripheral blood (PB)
following the first dose, with persistence observed up to 1 week. Notably, FT836 cells were
detected beyond the initial PB detection in a tumor biopsy obtained at Day 22 (63 days)
indicating greater persistence in tissue compared to PB, supporting the value of additional
engineered elements. EGFR andMICA/B antigenswere identified in 3/3 baseline tumor biopsies,
highlighting the relevance ofmulti-antigen targeting in driving patient outcome. Conclusions:
FT836 Regimen CDL1waswell-tolerated and early clinical data supports anti-tumor activity in
highly refractory mCRC where there is significant unmet need. This trial is actively enrolling
and updated clinical and translational data will be presented. Clinical trial information:
NCT07216105. Research Sponsor: Fate Therapeutics.
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2561 Poster Session

Extreme persistence of polyclonal CD8⁺ CAR T cells as a driver of marrow failure,
neurotoxicity, and fatal immune collapse after ciltacabtagene autoleucel.

Djordje Atanackovic, Tim Luetkens, Rediet Mulatu, Daniel Yamoah, Samuel Weeks, Aerielle Matsangos, Aaron P. Rapoport; University of Maryland Greenebaum
Comprehensive Cancer Center, Baltimore, MD; University of Maryland School of Medicine and Greenebaum Cancer Center, Baltimore, MD

Background: BCMA-directed chimeric antigen receptor (CAR) T-cell therapies induce deep
responses in relapsed/refractory multiple myeloma (MM), but increasing potency has ex-
panded the spectrum of treatment-related toxicities. While cytokine release syndrome and
immune effector cell–associated neurotoxicity are well characterized, the consequences of
extreme and prolonged CAR T-cell persistence remain poorly understood, particularly as CAR
T-cell strategies are extended to solid tumors. Methods: We performed longitudinal, multi-
compartment immunomonitoring in a patient with high-risk MM treated with ciltacabtagene
autoleucel (cilta-cel) who developed an unusual leukemia-like clinical course. Peripheral blood
(PB), bone marrow (BM), and cerebrospinal fluid (CSF) samples were analyzed by multipa-
rameter flow cytometry, functional cytokine secretion assays, multiplex cytokine profiling,
single-cell RNA sequencingwith paired T-cell receptor (TCR) repertoire analysis, and lentiviral
CAR integration site mapping. Results: Following cilta-cel infusion, the patient developed
massive and persistent expansion of non-malignant CD8⁺ effector-memory CAR T cells,
comprising .90% of circulating lymphocytes and ~95% of BM lymphocytes, with absence
of detectable non-transduced T cells. Despite achieving complete remission of MM, extensive
BM infiltration by CAR T cells was associated with marked marrow hypocellularity, trilineage
hypoplasia, and prolonged pancytopenia. A distinct trafficking-competent CD8⁺ effector-
memory subset (TEM5) was selectively enriched in CSF and associated with severe neurotox-
icity and a local pro-inflammatory cytokinemilieu. Single-cell transcriptomics demonstrated a
highly migratory, cytotoxic effector program with suppressed proliferation, MAPK/TCR sig-
naling, and tissue-residency signatures. TCR repertoire and integration site analyses confirmed
polyclonality and excluded malignant transformation or insertional oncogenesis. Sustained
CAR T-cell dominance coincided with profound hypogammaglobulinemia, failure of immune
reconstitution, recurrent life-threatening infections, and ultimately fatal sepsis. Conclusions:
These findings define a previously underrecognized toxicity paradigm of BCMA CAR T-cell
therapy characterized by pathologic immune dominance and extreme persistence of cytotoxic
CART cells, leading tomarrow failure, neurotoxicity, and lethal immunosuppression. Extended
multi-parametric immunomonitoring may identify patients at risk and inform risk-adapted
management strategies, and this principle has potential implications for the design of next-
generation CAR T-cell therapies, including for solid tumors. Research Sponsor: None.
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2562 Poster Session

Influence of onboard, tethered IL-12 on potency of the Tmod NOT gate and
selectivity.

Jushen Liang, Sara Imboden, Sanam Shafaattalab, Richele Bruno, Jingli A. Zhang; A2 Biotherapeutics, Agoura Hills, CA

Background: To realize the full therapeutic potential of engineered immune cells in solid
tumors, high potency must be coupled with absolute selectivity. While synthetic NOT logic
gates, such as the LIR-1NOTgate (Tmod) system, effectively address non-specific cytotoxicity,
overcoming the suppressive tumor microenvironment (TME) requires auxiliary stimulation.
This study focused on Interleukin-12 (IL-12)—a potent pro-inflammatory cytokine—as an
“armoring” strategy to bridge this gap. Methods: We designed an antigen-inducible,
membrane-tethered IL-12 system to boost antigen-specific Tmod activity. The performance
of this inducible IL-12 construct was evaluated across various long-term in vitro and in vivo
assays to measure Tmod T cell exhaustion (specifically the upregulation of PD-1 and down-
regulation of CD62L) and its ability to mitigate the immunosuppressive effects of TGFb, a
primary barrier in the solid tumor microenvironment. We further assessed the reversibility of
IL-12 expression upon antigen clearance and monitored for IL-12 shedding both in vitro and
in vivo. Results: The inducible IL-12 construct boosted antigen-specific Tmod activity, pre-
ventedT cell exhaustion, and effectivelymitigated the immunosuppressive effects of TGFb that
typically hamper CAR-T persistence. Crucially, this potency boost did not “override” the LIR-1
blocker; the IL-12-enhanced cells remained selective, sparing normal cells. Furthermore, data
showed that the expression of membrane-tethered IL-12 is reversible once the antigen is
cleared. Minimal IL-12 shedding was observed, suggesting the pro-inflammatory signal
remained localized to the immunological synapse. Conclusions: The antigen-inducible
membrane-tethered IL-12 system enhances Tmod potency while maintaining a high degree
of selectivity and an acceptable safety profile for clinical translation. An Investigational New
Drug (IND) application for MSLN-targeted Tmod boosted by antigen-inducible membrane-
tethered IL-12 has been approved by the FDA, and a Phase 1 clinical trial is currently ongoing.
Research Sponsor: None.
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2563 Poster Session

Novel transposon BAFF CAR-T cells (LMY-920) for non-Hodgkin lymphoma (NHL).

Paolo Fabrizio Caimi, Matthew A. Spear, Jeff Liter, Branden Moriarity, Beau Webber; Cleveland Clinic, Cleveland, OH; Dark Horse, Rancho Santa Fe, CA; Luminary
Therapeutics, Inc., Minneapolis, MN; University of Minnesota, Minneapolis, MN

Background: CAR-T cells targeting CD19 using scFv-based CARs have been effective and
approved to treat lymphoma. Response rates are high, but a significant number of patients
fail to respond or relapse. This has been linked toT cell exhaustion, immunedysregulation, and/
or epitope loss. To overcome this, we developed a CAR-T cell product expressing a BAFF-ligand
(LMY-920). The CAR consists of truncated humanBAFF on a 3rd generation CAR backbonewith
CD28, OX40, andCD3z intracellular signaling domains. TheBAFF-liganddomain confers ability
to bind the 3 BAFF receptors (BAFFR/BR3, TACI and BCMA). These are attractive tumor-
associated antigens being variably expressed in all B-lineage malignancies such as B cell
NHL, chronic lymphocytic leukemia (CLL), hairy cell leukemia and multiple myeloma (MM),
and are important for B-cell survival, reducing the chance of antigen escape. Additionally, they
are expressed on B-lineage cells involved in antibody-mediated autoimmune diseases. BAFF
ligand interactions are lower affinity than scFv interactions, potentially reducing T-cell ex-
haustion. The novel TcBuster transposon system is used to improve manufacturing time,
efficiency, cost, and safety. Methods: Patients with refractory B cell NHL are treated in this
study (NCT05312801). Autologous LMY-920 CAR-T cells are manufactured, then patients
receive 3 days of fludarabine (30 mg/m2/d) and cyclophosphamide (500 mg/m2/d) lympho-
depletion. LMY-920 is administered intravenously in a 3+3 dose escalation design from 1-8 x
106 BAFF-CAR-T cells/kg. Response is assessed using the Lugano criteria. CAR-T expansion
and biologic characteristics are assessed.Results: Five patients have been treatedwith 1-2 x 106

BAFF-CAR-T cells/kg in this study, 2 patients each with mantle cell lymphoma (MCL), diffuse
large B cell lymphoma (DLBCL), and one with marginal zone lymphoma (MZL). Patients had
received 2–6 prior lines of therapy and all were refractory. One patient experienced grade 1 CRS
(fever), but no ICANS was reported. All patients experienced grade 3 or higher hematologic
toxicity that recovered prior to day 28, and grade 1-2 fatigue. There have been no dose limiting
toxicities and dose escalation continues. Responses included 2 complete responses (CR)
(DLBCL), a partial response (MZL), a mixed response (MCL) and one stable disease (MCL).
Of note, one of the DLBCL patients in CR had received prior axicabtagene ciloleucel (anti-CD19)
CAR-T cells as well as anti-CD20 bispecific antibodies, with lymphoma cells resulting in CD19
andCD20antigen loss.Conclusions:The successful use of a novel transposon-engineeredBAFF
ligand-based CAR-T cell product demonstrates the potential of a new direction in CAR-T cell
development. Safety and efficacy were seen, including patients with prior CAR-T failure and
epitope loss, as hypothesized. This product is also being evaluated in patientswith CLL,MMand
systemic lupus erythematosus. Clinical trial information: NCT05312801. Research Sponsor:
Luminary Therapeutics.
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2564 Poster Session

Depletion of T-regulatory cells by denileukin diftitox-cxdl (E7777) in combination
with pembrolizumab in relapsed/refractory (r/r) gynecologic malignancies: Phase 1
study results.

Haider Mahdi, Kristine Cooper, Sarah E. Taylor, Paniti Sukumvanich, Jamie Lee Lesnock, Ronald Buckanovich, Lan Gardner Coffman, Shannon Rush, Michelle M. Boisen,
Alison Garrett, Mackenzy Radolec, Jessica L. Berger, Madeleine Courtney-Brooks, Robert P. Edwards, Myron S. Czuczman, Victor D. Acevedo, Alexander Olawaiye; Magee-
Womens’ Hospital of UPMC, Pittsburgh, PA; UPMC Hillman Cancer Center, Pittsburgh, PA; Magee Women’s Hospital, Pittsburgh, PA; Magee-Womens Hospital of the
University of Pittsburgh Medical Center, Pittsburgh, PA; Magee-Women’s Hospital of UPMC, Pittsburgh, PA; UPMC Magee-Womens Hospital, Pittsburgh, PA; Magee-
Women’s Research Institute at the University of Pittsburgh, Pittsburgh, PA; Magee-Womens Hospital of UPMC, Pittsburgh, PA; Citius Pharmaceuticals, Cranford, NJ; Citius
Oncology Incorporate, Cranford, NJ

Background: Denileukin diftitox-cxdl (E7777) is an FDA-approved direct cytotoxic agent that
depletes T-regulatory cells by targeting the IL-2 receptor. Pre-clinical studies have demon-
strated synergistic activity between the immunomodulator E7777 and PD-1 immune check-
point inhibitor (ICI). Here, we report positive results from a phase I study of E7777 +
pembrolizumab (P) in r/r gynecological (GYN) malignancies. Methods: Phase I dose-
escalation trial of E7777 given at 4 IV dose levels (DL): 3, 6, 9, and 12 mg/kg on days 1-3,
combined with P (IV 200 mg, day 1) in a 21-day cycle x8, followed by maintenance P until
progression. Dose-limiting toxicities (DLTs) were assessed during cycle 1 according to CTCAE
v5 criteria. Responses were measured using the RECIST 1.1 criteria. Blood samples were col-
lected for translational studies. Results: Pt demographics included: median age 64y (43, 88);
race, 88%white; histology 40%endometrial, 36%ovarian. Of the 24/25 pts evaluable for DLTs,
only 1 case of reversible capillary leak syndrome (CLS) was seen at DL4. Anemia, fatigue, chills,
and hypoalbuminemia were the most common AEs. A comprehensive overview of AEs, SAEs,
and immune-related adverse events (irAEs) will be presented at the annual meeting. Table 1
describes the 4 DLs and their responses in the 21 pts evaluable for efficacy. An ORR of 24% (5
PRs) was reported in this heavily pretreated patient population with a mDOR of 21.1m (4.2-
35.0). E7777+P responseswere seen inpatientswhoprogressedonprior ICI therapy, and across
different GYN histologies. The median Progression-free survival (mPFS) was 5.8 m (1.1 – 37),
with 5 pts having a PFS of $20 months. The clinical benefit rate (CR; PR; SD $ 6 m) was
demonstrated in 48% of pts (n=10), who achieved a mPFS = 17.4m (6.2 – 37); patients with
documented PD had amPFS = 2.1m (1.1– 4.7). Conclusions: The results from this Phase I study
of two immunomodulatory agents in combination, E7777 + P, in patients with r/r GYN tumors
was well tolerated and demonstrated promising efficacy. A max tolerated dose wasn’t estab-
lished. No new significant safety signals or irAEswere reported. ORR of 24%was demonstrated.
Responders achieved amDOR of 21.1m (4.2 - 35.0) and amPFS = 23m (10.4– 37.0). Thus, E7777
+ P showed prolonged responses and clinical benefit in pts with r/r GYN malignancies and
limited options. These results will inform a Phase II study. Clinical trial information:
NCT05200559. Research Sponsor: Citius Oncology Inc.

Response- evaluable
patients (RECIST v1.1) DL1 (N=3) DL2 (N=2) DL3 (N=6) DL4 (N=10) Total (N=21)

Best response
CR 0 (0%) 0 (0%) 0 (0%) 0 (0%) 0 (0%)
PR 1 (33.3%) 0 (0%) 1 (16.7%) 3 (30.0%) 5 (23.8%)
SD 1 (33.3%) 1 (50.0%) 2 (33.3%) 2 (20.0%) 6 (28.6%)
PD 1 (33.3%) 1 (50.0%) 3 (50.0%) 5 (50.0%) 10 (47.6%)

CBR w/ Durable SD
(CR/PR/SD$ 6m) 2 (66.7%) 1 (50.0%) 2 (33.3%) 5 (50.0%) 10 (47.6%)

PD 1 (33.3%) 1 (50.0%) 4 (66.7%) 5 (50.0%) 11 (52.4%)
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2565 Poster Session

Transposon-engineered hypoxia-inducible T cells for treatment of solid tumors.

Yannick Schreiber, Joshua Leonard; Northwestern University, Evanston, IL

Background: Engineered cell therapies expressing a chimeric antigen receptor (CAR) in human
T cells have demonstrated significant promise for the treatment of hematological malignan-
cies. However, translating CAR T cell therapies to solid tumors remains challenging due to two
limitations: (1) specificity, as few antigens are truly unique to solid tumors, leading to off-
target toxicities; and (2) suppression, as solid tumors establish immunosuppressive micro-
environments that limit T cell survival and cytotoxicity. To address these challenges and
improve the safety and potency of solid tumor cell therapies, we engineered cells with synthetic
circuits designed to amplify hypoxia-induced signaling through feedback and synthetic tran-
scriptional control, enabling augmented and tunable responses within both modestly and
profoundly hypoxic environments. Methods: We evaluated circuit architectures in
HEK293FT cells in which the HBS promoter drove either native HIF transcription factors or
synthetic transcription factors and promoters controlling a fluorescent reporter. Circuits were
stably integrated using PiggyBac transposon vectors, and cells were cultured under normoxic
(21% O₂), modestly hypoxic (5% O₂), and profoundly hypoxic (1% O₂) conditions. Fluorescent
reporter expression was quantified by flow cytometry over three days, and candidate circuits
exhibiting high-output, low-background expression under hypoxia were identified. These
candidate circuits were subsequently introduced into primary human T cells using transposon
vectors. CAR expression in engineered T cells wasmeasured by flow cytometry after culture for
three days in modest or profound hypoxia, and cytotoxic activity was assessed in co-culture
assays with BT-474 breast cancer and SKOV3 ovarian cancer cells. Results:We identified novel
circuit architectures that produced rapid induction with minimal background under hypoxia
and defined design rules governing transgene amplification. Circuit topologies incorporating
synthetic transcription factor–mediated feedback exhibited markedly amplified expression
relative to native HIF-based circuits. CAR-expressing T cells demonstrated cytotoxic activity
compared with unmodified T cells in co-culture assays. Conclusions:We present a therapeutic
platform that enables hypoxia-dependent sensing andhigh-output control of therapeutic gene
expression within solid tumormicroenvironments. This approach has the potential to improve
the safety and efficacy of engineered cell therapies for solid tumors and to providemechanistic
insights that inform the development of hypoxia-responsive cell therapies. Research Sponsor:
None.
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2566 Poster Session

Targeting MAN1A1 to address immune checkpoint inhibitors resistance: A novel
mechanism of vascular-endothelial reprogramming in NSCLC.

Ai Gao, Yingying Huo, Linlin Zhang, Diansheng Zhong; Tianjin Medical University General Hospital, Tianjin, China; Department of Hematology, Beijing Chao-Yang Hospital,
Capital Medical University, Beijing, China

Background: Despite the efficacy of immune checkpoint inhibitors (ICIs) in NSCLC, resistance
remains a major hurdle. The role of non-immune components, particularly vascular endothe-
lial cells (VECs), is poorly understood. We aimed to identify key drivers of ICI resistance by
focusing on VEC-mediated remodeling of the tumor microenvironment (TME). Methods: We
integrated transcriptomic data from public cohorts of ICI-treated and treatment-naı̈ve NSCLC
patients (GSE225620), proteomic profiling from in-housewhole blood samples, and peripheral
blood lymphocyte subset analysis from NSCLC patients and healthy controls. Differential
expression analysis and machine learning (LASSO, SVM-RFE) were employed to identify key
resistance-associated genes, including MAN1A1. Functional validation was performed using
shRNA-mediated MAN1A1 knockdown in A549 and H1299 NSCLC cell lines, with apoptosis
measured by flow cytometry. Single-cell RNA-seq data (GSE207422) from pre- and post-
treatment NSCLC tumors were analyzed using Seurat for cell annotation. Cell-cell communi-
cation (CellChat) and pathway activity (AUCell) analyses were used to investigate VEC-immune
cell interactions and their association with treatment response. Statistical analyses included
Kaplan-Meier survival, Cox regression, and ROC curves to assess the prognostic and predictive
value of MAN1A1. Results: Multi-omics analysis identified MAN1A1 as a key candidate asso-
ciated with ICI resistance. Elevated MAN1A1 expression predicted inferior clinical outcomes,
including shorter mPFS (3.2 vs. 8.5 months; P=0.019) in our cohort and reduced OS (47.4 vs.
65.1 months; HR=0.95, P=0.017) in the TCGA dataset. MAN1A1 expression effectively distin-
guished ICI non-responders (AUC=0.784). MAN1A1 knockdown significantly induced apoptosis
in NSCLC cell lines (A549, P=0.00022; H1299, P=0.0004). Increased peripheral B-cell counts
post-chemotherapy correlated with treatment response, and MAN1A1 protein levels inversely
associated with B-cell levels (r=-0.38, P,0.05). Single-cell RNA-seq analysis revealed VECs as
the primary expressors and communication hubs of MAN1A1. In non-responders, MAN1A1-
high VECswere reprogrammed to drive a pro-inflammatory feedback loopwith neutrophils via
ANXA1-FPR1/NAMPT-integrin signaling axes. In contrast, VECs from responders exhibited a
shift towards T-cell-recruiting LGALS9-CD45 signaling. Conclusions: Our study identifies
MAN1A1 as a novel driver of ICI resistance in NSCLC, mediating vascular-endothelial reprog-
ramming that fosters an immunosuppressive TME characterized by pro-tumor neutrophil
recruitment and impaired T- and B-cell immunity via the ANXA1-NAMPT axes. Targeting
MAN1A1 represents a promising therapeutic strategy to overcome ICI resistance, providing a
strong rationale for future translational development. Research Sponsor: None.
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2567 Poster Session

Circulating extracellular vesicles carrying PD-1, PD-L1, and CTLA-4 to inform re-
sistance to immunotherapy in HCC.

Joao Gorgulho, Ramsha Masood, Gustav Buescher, Henrike Salie, Moritz Waldmann, Thomas Renne, Mohsin Shafiq, Katharina Müller, Carsten Bokemeyer, Cecile L. Maire,
Franz Ricklefs, Kai Breitwieser, Meike J. Saul, Jens U. Marquardt, Bernhard Scheiner, Matthias Pinter, Enrico de Toni, Najib Ben-Khaled, Kornelius Schulze,
Johann von Felden; Department of Oncology, Hematology and Bone Marrow Transplantation with Section of Pneumology, University Medical Centre Hamburg-Eppendorf,
Hamburg, Germany; Department of Medicine, University Medical Centre Hamburg-Eppendorf, Hamburg, Germany; Institute of Clinical Chemistry and Laboratory Medicine
(O26), University Medical Center Hamburg-Eppendorf, Hamburg, Germany; Institute of Neuropathology, University Medical Center Hamburg-Eppendorf, Hamburg,
Germany; Department of Pathology, University Medical Center Hamburg-Eppendorf, Hamburg, Germany; Department of Oncology, Hematology and Bone Marrow
Transplantation with Section of Pneumology, University Medical Center Hamburg-Eppendorf, Hamburg, Germany; Department of Neurosurgery, University Medical Center
Hamburg-Eppendorf, Hamburg, Germany; Department of Medicine I, University Hospital Schleswig-Holstein, Kiel, Schleswig-Holstein, Germany; Divison of
Gastroenterology and Hepatology, Department of Internal Medicine III, Medical University of Vienna, Vienna, Austria; Hepatology AKH,Medical University of Vienna, Vienna,
Austria; Department of Medicine II, University Hospital, LMU Munich, Munich, Germany, Munich, Germany; Department of Medicine I, University Medical Center Hamburg-
Eppendorf, Hamburg, Germany

Background:First-line immunecheckpoint inhibitor (ICI) therapyhas contributed to improved
outcomes in hepatocellular carcinoma (HCC). However, only around 30% of patients respond,
highlighting the need for biomarker driven patient selection. Considering the lack of tissue
acquirement in HCC in clinical routine, liquid biopsy holds great promise. In this study, we
aimed at profiling immune checkpoints (IC) on circulating extracellular vesicles (EVs) as
potential liquid biopsy-based biomarkers for prediction of treatment response.Methods:Three
distinct cohortswere analyzed in this study: (1)HCCExplorer Cohort (n=40), testing the presence
ofmembrane-bound ICs on EVs; (2) early-stage HCC Cohort (n=37with paired blood and tissue),
assessing the interplay between EV and tissue ICs alongside clinicopathological parameters and
(3) Treatment Cohort (n=161 with 548 sequential blood samples), comprising a training
(n=79,n=402 sequential samples) and a validation group (n=82, n=146 sequential samples),
to identify predictors of immunotherapy response through IC profiling of circulating EVs via
multiplex immunoassay. Results: PD-1, PD-L1 and CTLA-4 were enriched in EVs compared to
EV-depleted serum. Baseline and early dynamics in EV-IC levels significantly discriminated
between responders and non-responders in the training and validation cohort, while simul-
taneously predicting PFSandOS. In addition, dynamic changes of EV-IC levels during therapy in
patients with initial response predicted acquired therapeutic resistance, approximately 36-
42weeks before progressionwas traceable on imaging. High serumEV-IC levels correlatedwith
“cold” tumor features onpaired tissue samples and single-EVprofiling revealed various cells of
origin of our EV-IC, e.g., PD-L1+ EV mainly derived from hepatocyte/HCC cells and antigen
presenting cells, and PD-1+ EV mainly from T-cells and macrophages, as expected. Conclu-
sions: EVs carrying PD-1, PD-L1 and CTLA-4 represent readily quantifiable, non-invasive
biomarkers to predict response and survival in advanced HCC patients undergoing ICI therapy
and serve to identify biological ICI resistancemuch earlier than current standardswith imaging.
Research Sponsor: None.

Dataset on diverse clinical endpoints in training and validation cohorts.

Biomarker Cohort
Objective

Response p-value
mPFS High vs
Low (months)

mOS High vs
Low (months)

EV-PD-L1 Training 0.022 2.8 vs 10.8 (p,0.001) 13.7 vs 25.7 (p=0.021)
Validation ,0.001 3.1 vs 5.8 (p=0.008) 10.4 vs 12.5 (p=0.97)

EV-PD-1 Training ,0.001 2.9 vs 15.9 (p,0.001) 6.4 vs 25.7 (p=0.002)
Validation ,0.001 2.9 vs 8.4 (p=0.001) 7.3 vs 12.7 (p=0.056)

EV-CTLA-4 Training ,0.001 3.3 vs 16.1 (p,0.001) 20.2 vs 21.9 (p=0.081)
Validation ,0.001 2.9 vs 9.0 (p,0.001) 8.8 vs 16.3 (p=0.003)

High vs low -. based on ideal cut-off.
NR = not reached.
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2568 Poster Session

Baseline peripheral blood activated-to-total CD8⁺ central memory T cell ratio to
identify melanoma patients at high risk for severe toxicity but limited clinical
benefit.

Magdalena Kovacsovics, Tian-Gen Chang, Aikchoon Tan, Nicolas Gonzalo-Nunez, Eytan Rupin, Siwen Hu-Lieskovan; Huntsman Cancer Institute at The University of Utah,
Salt Lake City, UT; Cancer Data Science Laboratory, Center for Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, MD; Faculty of Chemical
Sciences, National University of Cordoba, Cordoba, Argentina; Cancer Data Science Laboratory, Center for Cancer Research (CCR), National Cancer Institute (NCI), National
Institutes of Health (NIH), Bethesda, MD

Background: Immune-related adverse events (irAEs) represent a major clinical challenge that
limits the usage of immune checkpoint blockade (ICB) for cancer therapy. The occurrence of
irAEs often correlates with improved therapeutic response to ICB therapy, creating a thera-
peutic dilemma. Many known irAEs predictors correlate with treatment efficacy, further
complicating clinical decision-making. Biomarkers that decouple severe irAEs risk from ther-
apeutic benefit are thus urgently needed to guide clinical decision-making. Methods: We
performed comprehensive peripheral blood immune profiling in two HCI (Huntsman Cancer
Institute) clinical cohorts with 201 melanoma patients treated with ICB, analyzing 488-626
immune cell subsets and 1,463-2,926 plasma proteins at two timepoints: pretreatment and 3-
6 weeks on therapy. Activated CD8+ T central memory (CD8Tcm) cells were defined by the
expression of CD38, HLA-DR, or Ki67. Associations with severe irAEs, survival and treatment
outcomes were evaluated across the largest test cohort composed of nine independent, multi-
institutional clinical cohorts, two HCI cohorts, five Swiss cohorts, and two publicly available
datasets. Results: Elevated pretreatment activated-to-total CD8+Tcm ratio robustly predicts
severe irAEs. Patients with high versus low activated-to-total CD8+Tcm ratio showed two-fold
or higher odds of developing severe irAEs across nine independent melanoma cohorts. Re-
markably, this immune signature is associatedwithworse patient survival following ICB. These
results suggest that there is a dedicated toxicity predictor in the peripheral blood. Incorporation
of pretreatment plasma CXCL9 levels into a machine-learning regression model further im-
proved irAEs predictive performance (mean AUC=0.78 across four independent cohorts). These
baseline biomarkers outperformed previously reported irAEs predictors. Conclusions: The
pretreatment activated-to-total CD8+Tcm ratio, alone or in combination with plasma CXCL9,
identifies melanoma patients at high risk for severe irAEs who are not likely to respond to ICB
treatment. This first of blood-based biomarker was tested and validated onmany independent
patients’ cohorts and will allow to select patients based on the risk stratification prior to
treatment initiation. Research Sponsor: None.
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2569 Poster Session

Impact of eftilagimod alfa, an APC activator via MHC class II, on lymphocyte ac-
tivation and survival outcomes in metastatic cancer patients.

Martin David Forster, Frederic Forget, Serafin Morales Murillo, Isabel Garcı́a-Fructuoso, Nuhad K. Ibrahim, Omkar Marathe, Claus Andrup Kristensen, Simon Laban,
Robert Metcalf, Margarita Majem, Julio Antonio Peguero, Hans Wildiers, Frederik Marmé, Irene Brana, Christian Mueller, Chrystelle Brignone, Frederic Triebel; UCL Cancer
Institute / University College London Hospitals NHS Foundation, London, United Kingdom; Centre Hospitalier de l’Ardenne, Libramont-Chevigny, Belgium; Hospital
Universitario Arnau de Vilanova, IRB-Lleida, Lleida, Spain; Hospital Clı́nic de Barcelona, Barcelona, Spain; The University of Texas MD Anderson Cancer Center, Houston, TX;
The Oncology Institute, Whittier, AK; Copenhagen University Hospital-Rigshospitalet, Copenhagen, Denmark; Ulm University Medical Center, Ulm, Germany; The Christie
NHS Foundation Trust, Manchester, United Kingdom; Hospital de la Santa Creu i Sant Pau, Barcelona, Spain; Oncology Consultants, Houston, TX; University Hospital
Leuven, Leuven, Belgium; University Medical Center Mannheim, Mannheim, Germany; Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; Clinical Development,
Immutep, Berlin, Germany; Research & Development, Immutep SAS, Saint-Aubin, France

Background: Immune activation is important for survival in cancer. Eftilagimod alfa (E), an
antigen-presenting cell (APC) activator, binds to a subset of MHC class II molecules on APCs to
mediate lymphocyte, e.g. T cell (CD4/CD8), recruitment/activation. Clinical studies of E in
combination with a PD-1 antagonist (P) or chemotherapy (C) have shown promising results in
phase 2 studies, and E is currently investigated in a phase 3 study in combinationwith P and C in
first-line NSCLC (NCT06726265). We present cumulative correlation studies of immune ac-
tivation in blood after administration of E with clinical efficacy in late-stage cancer patients
(pts).Methods: Five (5) studieswith 569ptswere evaluated. 30mgE in combinationwith either
P (pembrolizumab IV at 200mg q3w or 400mg q6w or 2mg/kg q3w) or C (paclitaxel 80mg/m2

day 1, 8, 15, q4w)was administered SC biweekly for 6months (mo), then every 2-4weeks for 6-
18 mo in pts with late-stage metastatic NSCLC, HNSCC, melanoma, or breast cancer.
Absolute lymphocyte count (ALC) was taken before dosing (day 1 per cycle). ALC response
was pre-defined as a change $0.2 x 109/L in #3 mo on study. Samples for gene expression
profile (GEP) were taken pre-dose / 3 mo in a subset (N=111). IFN-g and CXCL10 were assessed
pre-dose / after 1st E admin in a subset (N=79). Clinical efficacy was assessed by iRECIST and
survival. Results: Treatment with E led to a rapid (3 mo) and sustained (~12 mo) stat. sign.
(p=0.03) ALC gain versus control arm. 54.4% of all pts treated with E were ALC responders
(53.6% forE+P; 55.1% for E+C). InALC responderswithE, overall survival (OS)was significantly
improved (see Table 1) compared to non ALC responders. Effects were observed irrespective of
the combination partner, P or C, with a median increase of 6.8 or 5.2 mo, respectively. In pts
treated with P or C alone (control), 40.4% were ALC responders but with no sign. median OS
gain. Clinical responders (iPR or iCR as BOR) exhibited consistent upregulation of immune
pathways associatedwith T-cell functions, NK cell functions and cytotoxicity during treatment
in GEP analysis. These functions were not upregulated in non-responders. IFN-g and CXCL10
concentrations increased quickly (~8h) and significantly post-first E dosing compared to
baseline and levels remained elevated until next E dosing. This effect with E was consistent
with P or C. Conclusions: E leads to immediate and sustained ALC increase and TH1 type
reaction, which is associated with clinical efficacy in combination with P or C. Research
Sponsor: None.

Treatment Effects Results

E (N=408) ALC Responder with E 54.4% (N=222/408)
Impact on survival: ALC

responder vs. ALC non-responder
Median OS+ 7.7 mo(23.4 vs.15.7 mo)

HR=0.69; p=0.002
Control arm (N=161) ALC Responder in control arm 40.4% (N= 65/161)

Impact on survival: ALC
responder vs. ALC non-responder

Median OS+2.9 mo(20.4 vs. 17.4 mo)
HR=0.98; p=0.93
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2570 Poster Session

Effects of a multimodal TCR/BCR repertoire foundation model on blood RNA-
seq–based prediction of severe adverse event risk and rheumatoid arthritis.

Anatoly Bobe, Dmitrii Fastovets, Armen Harutyunian, Anna Vardazaryan, Ilya Fedin, Vasiliy Minkov, Aleksander Bagaev, Mikhail Shugay, Aleksandr Zaitsev; BostonGene
Corporation, Waltham, MA

Background: Severe immune-related adverse events (irAEs) limit the use of immune check-
point inhibitors (ICIs). Clinically, irAEs can resemble autoimmune diseases such as rheumatoid
arthritis (RA), suggesting shared dysregulation of adaptive immune receptor repertoires (T-
cell receptor [TCR] and B-cell receptor [BCR]). We developed a TCR/BCR foundation model to
predict severe irAE risk prior to ICI treatment and to detect RA fromperipheral blood.Methods:
Peripheral blood RNA sequencing (RNA-seq) from cancer patients prior to ICI therapy, healthy
donors, and RA patients was analyzed across six cohorts (Table 1). Severe irAEs were defined as
grade $3. Gene expression quantification and signature scores were computed using kallisto
and ssGSEA. Adaptive immune receptor repertoire (AIRR) features for TCR and BCR were
derived from blood RNA-seq using an in-house pipeline (pyigmap). We trained neural network
models to (i) estimate severe irAE risk in ICI-treated cancer patients and (ii) distinguish RA
from healthy donors, using TCR/BCR embedding features alone or combined with gene sig-
nature scores. Performancewas evaluated acrossmultiple datasets to assess discrimination and
cross-cohort robustness. Results: The model combining TCR/BCR embedding features with
gene signature scores achieved improved discrimination for severe irAE risk prediction (AUC
0.78; p=1310⁻⁵) and RA detection (AUC 0.70; p=5310⁻¹⁴). This outperformed models based on
gene signatures alone (irAE AUC 0.67; p=8310⁻³; RA AUC 0.66; p=4310⁻⁹), TCR/BCR diversity
alone (irAE AUC 0.66; p=2310⁻²; RA AUC 0.61; p=6310⁻⁵), or signatures plus diversity (irAE AUC
0.70; p=2310⁻³; RAAUC0.69; p=9310⁻¹³). Embedding-based representationsweremore robust
to technical variation than conventional diversitymetrics: batch-effect decomposition showed
higher biological variability (0.012 vs 0.002) and lower technical variability (0.460 vs 0.861) for
embeddings versus diversity features, consistent with improved cross-cohort generalization.
Conclusions: A TCR/BCR foundation model integrated with gene signatures improves pre-
treatment prediction of severe irAE risk and detection of autoimmune disease from peripheral
blood RNA-seq. These repertoire-informed representations capture clinically relevant clono-
type biology and support minimally invasive risk stratification and monitoring for patients
receiving ICIs. Research Sponsor: None.

Cohort description.

Cohort Source N Severe irAE No severe irAE

#1 (irAE Train Set 1) Internal 726 48 678
#1 (irAE Test Set 1) Internal 187 12 175
#2 (irAE Test Set 2) Internal 47 10 37

Cohort Source N Healthy RA

#3 (RA Train Set 1 /
Validation Set)

Open source 211 97 114

#4 (RA Test Set 1) Open source 101 50 51
#5 (RA Test Set 2) Open source 24 12 12
#6 (RA Test Set 3) Open source 140 20 120
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2571 Poster Session

Exploratory biomarker analysis of ociperlimab (OCI) plus tislelizumab (TIS) in
patients (pts) with PD-L1–positive non–small cell lung cancer (NSCLC) in
AdvanTIG-105.

Yan Yu, Yanyan Peng, Wei Tan, Guohua Yu, Jun Zhang, Se Hyun Kim, Han Yan, Hanying Li, Yun Zhang, Zinan Bao, Yunxia Zuo, David S. Shames, Shun Lu; Harbin Medical
Cancer Hospital, Harbin, Heilongjiang, China; BeOne Medicines Ltd, Shanghai, China; Weifang People’s Hospital, Weifang, Shandong, China; University of Kansas Medical
Center, Kansas City, KS; Seoul National University Bundang Hospital, Seongnam, South Korea; BeOne Medicines Ltd, Beijing, China; BeOne Medicines Ltd, San Carlos, CA;
Shanghai Chest Hospital, Shanghai, China

Background: OCI (anti-TIGIT) plus TIS (anti-PD-1) may enhance antitumor immune re-
sponses in advanced solid tumors. We present a retrospective biomarker analysis of pts in
AdvanTIG-105 (NCT04047862), a phase 1/1b open-label study of OCI plus TIS for treatment-
näıve metastatic non-squamous (NSQ) and squamous (SQ) PD-L1-positive (TC $1%) NSCLC.
Methods: Pts in cohort 3 (n=46)were treatedwith 900mgOCI plus 200mgTIS. Pts in cohort 10
(n=68)were treatedwith 450mg (ArmA), 900mg (ArmB), or 1800mg (ArmC)OCI plus 200mg
TIS. Baseline tumor tissue was used tomeasure PD-L1 and TIGIT expression (SP263 and SP410
IHC assays). Gene expression profiling (GEP) was performed using TrueSeq RNA Access
(Illumina); gene signature scores were evaluated with ssGSEA. Progression-free survival
(PFS) hazard ratio (HR) was calculated by Cox proportional hazards regression. Results: At
Aug 2024 data cutoff, median follow-up was 19.7months (range: 0.7-41.6mo) for cohort 3 and
9.8mo (range: 0.3-21.4mo) for cohort 10. Baseline characteristics, overall response rate (ORR),
and PFS were comparable across cohorts and between biomarker-evaluable and intent-to-
treat (ITT) pts. PD-L1$25%vs,25%andTIGIT$5%vs,5%subgroupswere associatedwith a
trend toward higherORR and longer PFS,with greater increment in ptswithNSQ- vs SQ-NSCLC
(Table). PD-L1/TIGIT double high subgroup showed further enriched clinical efficacy in NSCLC
(Table). Anti-TIGIT mechanism of action-related GEP signatures (NK cells, Treg, macro-
phages) were associated with a trend toward longer PFS primarily in pts with NSQ-NSCLC.
Conclusions: Pts with NSCLC with PD-L1 $25%, TIGIT $5%, or PD-L1/TIGIT double high can
achieve a trend toward longer PFSandhigherORR thanPD-L1 loworTIGIT lowsubgroupswhen
treated with OCI plus TIS. Longer PFS in PD-L1$25% or TIGIT$5% subgroups in NSQ- vs SQ-
NSCLCmay be associatedwith biological differences in histology. Confirmation of these results
will require prospective evaluation of OCI plus TIS in randomized studies. Clinical trial infor-
mation: NCT04047862. Research Sponsor: BeOne Medicines Ltd.

Subgroup mPFS (mo) ORR (%)

NSCLC Evaluable pts (n=113) 5.5 34.5
PD-L1 $25% vs ,25%

(n=57 vs 56)
6.9 vs 4.2

HR 0.58 (95% CI: 0.37-0.9)
47 vs 22

TIGIT $5% vs ,5%
(n=62 vs 48)

6.8 vs 4.1
HR 0.64 (95% CI: 0.41-1)

45 vs 19

PD-L1/TIGIT double positive vs other
(n=38 vs 72)

8.3 vs 4.2
HR 0.53 (95% CI: 0.33-0.86)

55 vs 22

NSQ-NSCLC PD-L1 $25% vs ,25%
(n=35 vs 32)

8.3 vs 4.2
HR 0.55 (95% CI: 0.32-0.98)

49 vs 19

TIGIT $5% vs ,5%
(n=36 vs 29)

6.5 vs 4.1
HR 0.53 (95% CI: 0.3-0.94)

50 vs 14

SQ-NSCLC PD-L1 $25% vs ,25%
(n=22 vs 24)

5.5 vs 5.3
HR 0.63 (95% CI: 0.35-1.29)

45 vs 25

TIGIT $5% vs ,5%
(n=26 vs 19)

5.5 vs 5.5
HR 0.93 (95% CI: 0.46-1.87)

38 vs 26
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2572 Poster Session

Molecular progression defined by longitudinal ctDNA dynamics for prediction of
outcomes in immune checkpoint inhibitor–treated solid tumors.

Muhammad Anees, Patrick Wagner, Ashten N. Omstead, Erin Grayhack, Christopher Sherry, Lee D. McDaniel, Matthew Gordon Varga, Arul Goel, Ibrahim Ahmed,
Seyed Mohammad Hossein Hosseiny, William LaFramboise, John Nakayama, Thomas C. Krivak, Benny Weksler, Nathan Bahary, David L. Bartlett, David Tsao,
Ali Hussainy Zaidi; Allegheny Health Network Cancer Institute, Allegheny Health Network, Pittsburgh, PA; BillionToOne, Inc., Menlo Park, CA; Highmark Health, Pittsburgh,
PA; Allegheny Health Network Cancer Institute, Pittsburgh, PA; Allegheny Health Network, Pittsburgh, PA; Division of Gynecologic Oncology, Allegheny Health Network
Cancer Insitute, Pittsburgh, PA

Background:Reliable early biomarkers of immune checkpoint inhibitor (ICI) resistance remain
an unmet need due to delayed imaging and non-classical response kinetics. While ctDNA has
shown promise, current methods often require tumor tissue or rely on static comparisons. We
investigated whether longitudinal ctDNA dynamics measured using a tumor-naive,
methylation-based assay could define molecular progression and predict outcomes in patients
receiving ICIs. Methods: Patients with advanced solid tumors treated with ICI regimens were
analyzed in a primary cohort (n=65) with serial plasma sampling. Tumor Methylation Scores
(TMS) were generated using Northstar Response. Molecular progression based on ctDNA
trajectory was assessed for associations with PFS and OS and compared with conventional
landmark ctDNA approaches and RECIST v1.1. Independent validation was performed in a
second cohort (n=72).Results:Molecular progression strongly stratified survival in the primary
cohort (OS HR=4.9, p,0.001; PFS HR=5.3, p=0.0002) and demonstrated superior prognostic
performance relative to RECIST. These results were independently validated (PFS HR=4.6,
p=0.00004; OS HR=4.3, p=0.005). Notably, among RECIST-defined non-progressors at
6 months, molecular progression identified patients with markedly worse outcomes (PFS
HR=6.7, p=0.002; OS HR=4.5, p=0.011). Molecular progression preceded radiographic and
clinical progression by median lead times of 63.5 and 77 days, respectively. Conclusions:
Longitudinal ctDNA dynamics measured using a tumor-naive methylation assay define mo-
lecular progression that robustly predicts survival and identifies early ICI resistance, including
in RECIST-stable patients. This approach offers clinically meaningful lead time and supports
integration of ctDNA dynamics into response assessment frameworks for immunotherapy.
Research Sponsor: None.
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2573 Poster Session

Molecular pathways of immune checkpoint inhibitor–induced hepatitis.

Erika Bushatsky, Natasha Ryan, Manuel Flores Molina, Steph A. Pang, Judith Lapierre, Madelyn Abraham, Sonia del Rincón, Jun Ding, Marie Hudson, Wilson H. Miller Jr.;
Department of Medicine, Division of Oncology, Jewish General Hospital, Montreal, QC, Canada; Lady Davis Institute for Medical Research, Montreal, QC, Canada;
Department of Medicine, Division of Experimental Medicine, McGill University, Montreal, QC, Canada; Department of Medicine, Division of Rheumatology, Jewish General
Hospital, Montreal, QC, Canada

Background: Immune checkpoint inhibitor (ICI) related hepatitis is a clinically significant
immune-related adverse event (irAE) and a common cause of treatment interruption. It occurs
in roughly 5 to 10 percent of patients receiving anti PD-(L)1monotherapy and in up to one third
of those treated with combination ICI therapy. Despite increasing clinical recognition, the
molecular mechanisms and predictive factors underlying ICI hepatitis remain poorly defined.
The Montreal Immune-Related Adverse Events (MIRAE)-led hepatitis project aims to char-
acterize the immune cell populations and underlying transcriptional programs associated with
ICI-hepatitis pathogenesis. Methods: This translational study is conducted within the MIRAE
biobank, a prospective multicenter cohort of ICI-treated patients with and without irAEs. The
hepatitis cohort includes patients with longitudinal plasma samples collected at baseline, on
treatment, and at irAE onset. Ongoing immune profiling efforts include plasma-based cytokine
and chemokine analysis, high-throughput plasma proteomics, and single cell RNA sequencing
of PBMCs. Preliminary analysis focused on plasma proteomics. Five patients with high-grade
ICI-hepatitis and five ICI-treated controlswithout irAEswere selected andmatchedby age, sex,
and primary tumor. Plasma samples were analyzed using the SomaScan 11K assay to identify
differentially expressedproteins and enriched immunepathways.Results: ICI-related hepatitis
was clinically severe, requiring systemic corticosteroids in all cases and additional immuno-
suppressive therapies inmost patients. ICI-hepatitis cases showed significantly higher plasma
levels of liver injury markers, including ALT and AST, compared with matched controls.
Widespread alterations were observed in the circulating proteome, with strong upregulation
of liver-enriched proteins and inflammatorymediators. Gene set enrichment analyses revealed
enrichment of liver-associated pathways including xenobiotic andbile acidmetabolism, aswell
as IL-12 signaling, interferon-a and g, neutrophil-associated pathways, and liver-resident
macrophage signatures. Pathway analysis of single cell data revealed enhanced cytotoxic
activity of CD8 T cells during ICI hepatitis, as exemplified by upregulation of the CTL and
IL-6 pathways. Conclusions: ICI-hepatitis was associated with circulating immune signature
characterized by liver injury markers, inflammatory mediators, and enrichment of innate
immune pathways. These findings provide molecular insight into the immunopathogenesis
of ICI hepatitis and inform future biomarker discovery, druggable pathways, and risk strat-
ification. Research Sponsor: None.
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2574 Poster Session

Association of neutrophil percentage-to-albumin ratio with progression-free sur-
vival and overall survival in cancer patients treated with PD-1/PD-L1 inhibitors.

Wenhui Liu, Xinyu Jia, Ya Jun Zhu, Bi Kui Zhang Sr., Bao Sun; The Second Xiangya Hospital of Central South University, Changsha, Hunan, China

Background: The Neutrophil Percentage-to-Albumin Ratio (NPAR) reflects systemic inflam-
mation andnutritional status. Its prognostic andpredictive value in cancer patients treatedwith
PD-1/PD-L1 inhibitors remains unclear.We investigated the associationof thebaseline ofNPAR
with PFS and OS in cancer patients who received PD-1/PD-L1 inhibitors. Methods: A retro-
spective cohort of 532 patients treated with PD-1/PD-L1 inhibitors at the Second Xiangya
Hospital of Central South University between 2018 and 2024 was enrolled. Participants were
divided into tertiles based on the baseline of NPAR. PFS and OS were assessed using Kaplan–
Meier method and log-rank tests. Univariable and multivariable Cox proportional hazards
models were employed to examine the association between NPAR and survival outcomes, with
sequential adjustment for clinically relevant confounders. Results: The median PFS and OS of
total patients was 21.3months (IQR, 10.5–32.7) and 24.7months (IQR, 16.9–41.5), respectively.
Individualswith elevatedNPAR experienced significantlyworse PFS andOS than thosewith low
NPAR and medium NPAR (PFS: p , 0.05; OS: p , 0.0001). Subgroup analyses showed the
consistent results in the lung cancer patients (PFS: p , 0.05; OS: p , 0.01). In univariate COX
regression analyses, each one-unit increment in NPAR corresponded to hazard ratios (HRs) of
1.032 (95%CI, 1.004–1.062; p, 0.05) for PFS and 1.069 (95%CI, 1.035–1.104; p, 0.001) for OS.
Multivariate Cox regression analysis identified that a high NPAR level remained independently
associated with inferior survival outcomes after adjusting for confounders. Compared with the
lowNPARgroup, the highNPARgroup showedworse PFS (HR, 1.38; 95%CI, 1.03-1.84; p,0.05)
and OS (HR, 1.95; 95% CI, 1.36-2.79; p , 0.001) in the fully adjusted model (Model 4). Con-
clusions: Elevated NPAR can independently predict worse PFS and OS in cancer patients
receiving PD-1/PD-L1 inhibitors and represents a simple, low-cost biomarker for clinical risk
stratification. Research Sponsor: None.

Association between NPAR and PFS/OS of cancer patients.

Model 1
HR (95%CI) p-value

Model 2
HR (95%CI) p-value

Model 3
HR (95%CI) p-value

Model 4
HR (95%CI) p-value

NPAR PFS OS PFS OS PFS OS PFS OS PFS OS PFS OS PFS OS PFS OS
Low

group
ref ref ref ref ref ref ref ref

High
group

1.40(1.06-
1.85)

2.05(1.45-
2.90)

0.018 ,0.001 1.42
(1.07-
1.89)

1.98
(1.40-
2.82)

0.015 ,0.001 1.40
(1.05-
1.87)

1.99
(1.40-
2.83)

0.023 ,0.001 1.38
(1.03-
1.84)

1.95
(1.36-
2.79)

0.032 ,0.001

Model 1: unadjusted. Model 2: adjusted for sex, diabetes, hyperlipidemia, cardiovascular disease, cerebrovascular disease, pulmonary tuberculosis
and viral hepatitis type B. Model 3: adjusted for model 2 + single ICIs, chemotherapy, radiotherapy. Model 4: adjusted for model 3 + NSAIDS, PPI,
b-blocker, hormone, whiteboard-raising drugs, anticoagulant and antithrombotic drugs.
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2575 Poster Session

Plasma-TMB (pTMB) and circulating tumor fraction (ctF) dynamics as biomarkers
of benefit from the addition of atezolizumab to first-line FOLFOXIRI/bevacizumab in
metastatic colorectal cancer (mCRC): A translational analysis of the AtezoTRIBE
study.

Veronica Conca, Michelle Ting-Lin, Roberto Moretto, XifengWang, Matteo Landi, Francesca Bergamo, Vittorio Studiale, SeungWon Hyun, Anna Chiaramonte, Ada Taravella,
Ilaria Toma, Chithra Sangli, Carlotta Antoniotti, Maria Alessandra Calegari, Sabina Murgioni, John M. Abran, Federica Manoni, Stefano Tamberi, Halla Nimeiri,
Chiara Cremolini; Unit of Medical Oncology 2, Azienda Ospedaliera Universitaria Pisana and Department of Translational Research and New Technologies in Medicine and
Surgery, University of Pisa, Pisa, Italy; Tempus AI, Inc., Chicago, IL; Unit of Medical Oncology 2, Azienda Ospedaliera Universitaria Pisana, Pisa, Italy; Department of
Translational Research and New Technology in Medicine and Surgery and Unit of Medical Oncology 2, Pisa, Italy; Oncology 1 Unit, Department of Medical Oncology, Veneto
Institute of Oncology IOV - IRCCS, Padua, Italy; Fondazione IRCCS Istituto Nazionale dei Tumori, Milan, Italy; Department of Translational Research and New Technologies
in Medicine and Surgery, University of Pisa & Unit of Medical Oncology 2, Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy; Oncology and Palliative Care Department,
Tricase City Hospital, Tricase, Italy; Medical Oncology, Comprehensive Cancer Center, Fondazione Policlinico Universitario Agostino Gemelli, IRCCS, Rome, Italy; Oncology
Unit 1, Veneto Institute of Oncology IOV-IRCCS, Padova, Italy; Oncology Unit, Ravenna. AUSL Romagna and DIMEC, University of Bologna, Ravenna, Italy

Background: TMB-high pMMR mCRC patients (pts) do not seem to derive benefit from
immune checkpoint inhibitors (ICIs). In the CO.26 trial, pMMR/MSS mCRC pts with high
baseline pTMB had better outcome with ICIs than those with low pTMB. Moreover, in the
AtezoTRIBE study, tissue TMB was identified as a promising biomarker able to identify a
subgroupwith potential benefit from the addition of atezolizumab to first-line FOLFOXIRI/bev.
In that trial, the addition of atezolizumab did not improve ORR, and PFS curves separated only
after approximately 6 months. Given this delayed treatment effect observed, we hypothesized
that dynamic liquid biopsy biomarkers could identify early molecular changes associated with
subsequent immune-sensitivity. Here we evaluated the prognostic and predictive role of both
pTMB and on-treatment ctF dynamics in the AtezoTRIBE trial. Methods: Pts with untreated
mCRC enrolled in the AtezoTRIBE trial (NCT03721653) and with available plasma at baseline
(T0) andat the endof induction (T1)were included. Sampleswere analyzedusing theTempus xF
assay, a 105-gene cell-free liquid biopsy panel, to determine ctF by Tempus xFv2 cTF algo-
rithm, and pTMB. pTMB was assessed as a dichotomous variable (high: $26 mut/Mb). ctF
dynamics between T0 and T1 identified molecular responders (MRs), i.e. pts with the top 30%
relative ctF reduction including clearance below quantification/detection limits at T1, and non
responders (nMRs). Cox models stratified by liver metastases, and including treatment-by-
biomarker interaction when appropriate, were used for PFS analyses (likelihood ratio test,
p,0.15). Results: pTMB was evaluable in 123/155 (79%) T0 samples, and 20 (16%) were
classified as pTMB-high. Baseline characteristics were balanced between pTMB-high and
pTMB-low groups. High pTMB was associated with longer PFS (HR: 0.69 [90%CI 0.43-
1.10], p=0.095), while no interaction between pTMB and treatment arm was observed
(pint=0.871). Among 89 pts with evaluable ctF at T0 and T1, 63 (71%) were MRs. Baseline
clinical and molecular characteristics did not differ in the MR and nMR groups. A significant
interaction (p=0.132) between ctF dynamics andMRwas reported, with nMRs achieving higher
benefit from the addition of atezolizumab to FOLFOXIRI/bev (HR: 0.33 [90%CI: 0.16-0.69])
than MRs (HR: 0.76 [90%CI: 0.03- 3.95). A sensitivity analysis including 6 additional pts with
undetectable ctF both at T0 and T1 provided consistent findings (pint=0.108). Conclusions: The
addition of ICI to first-line chemotherapymay bemore efficacious amongmCRC pts with lower
molecular response to the upfront induction regimen, as measured by ctF dynamics. If inde-
pendently validated, ctFmolecular response biomarkermight be useful for future trials’ design.
Research Sponsor: Tempus; GONO Foundation.
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2576 Poster Session

A phase 2, open-label, multi-center, single-arm study of atezolizumab and bev-
acizumab in the treatment of second line and beyond, recurrent/metastatic en-
dometrial cancer.

Katherine Cynthia Fuh, Camille Jackson, Matthew A. Powell, Rebecca Christian Arend, Carolyn K. McCourt, Robert S. Mannel, Kai Ding, Andrew Cohoon, Wanda Gan,
Joan Walker, Anna Wilbanks, Haller Smith, Charles A. Leath III, Warner King Huh, Lisa Michelle Landrum, Katherine M. Moxley, Kathleen N. Moore; University of California,
San Francisco, San Francisco, CA; Mercy Clinic Oncology and Hematology, Oklahoma City, OK; Washington University in St. Louis, St. Louis, MO; The University of Alabama
at Birmingham, Birmingham, AL; Washington University School of Medicine, Saint Louis, MO; University of Oklahoma Health Sciences Center, Oklahoma City, OK; The
University of Oklahoma Health Sciences Center, Oklahoma City, OK; University of Oklahoma Stephenson Cancer Center, Oklahoma City, OK; Helen Diller Family
Comprehensive Cancer Center, UCSF, San Francisco, CA; Oklahoma University Stephenson Cancer Center, Oklahoma City, OK; UAB O’Neal Comprehensive Cancer Center,
Division of Gynecologic Oncology, Birmingham, AL; University of Alabama at Birmingham, Birmingham, AL; IU Health Simon Cancer Center, Indianapolis, IN; Oklahoma
Cancer Specialists and Research Institute (OCSRI), Ann Arbor, MI; Gynecologic Cancers Clinic, Stephenson Cancer Center at The University of Oklahoma Medical Center,
and GOG-F, Oklahoma City, OK

Background: The treatment paradigm for advanced/recurrent endometrial cancer (EC) is
undergoing rapid transformation. Currently, use of immune checkpoint inhibitors (ICI) is
standard of care for deficient mismatch repair (dMMR) tumors in the front line setting and
ICI “can” be used in proficient MMR (pMMR). The purpose for this study is to evaluate an
alternative ICI and anti-angiogenic regimen, atezolizumab plus bevacizumab in pts with
recurrent EC with no prior ICI use and to identify blood-based correlates of non-responders
early in treatment. Methods: This multicenter, single-arm, open label phase 2 trial
(NCT03526432) enrolled pts with recurrent EC who had relapsed following platinum based
chemotherapy. No prior ICI was allowed. Treatment consisted of atezolizumab 1,200 mg plus
bevacizumab 15 mg/kg iv on day 1 every 21 days until progression or toxicity. The primary
endpoint was objective response rate (ORR). Peripheral whole blood was collected at baseline
and after 2 cycles of therapy, and high-dimensional immune profiling was performed. Results:
Sixty-five pts were enrolled and received at least one dose of trial treatment. Fifty-six pts were
response-evaluable (45 with pMMR tumors, 7 with dMMR tumors and 4 with unknown MMR
status).Median agewas 65 years. All pts had received at least one prior chemotherapy and22pts
(39.3%) received prior radiation therapy. The ORR was 33.9%; 95% CI, 21.8 to 47.8; (19/56
patients), which include 5 complete and 14 partial responses; median duration of response
(DOR) was 16 months. In addition, 63% of pts survived progression-free for at least 6 months.
The median PFS was 8.8 months (95% CI, 5.5 to 12.0). The median OS was 41.55 months (95%
CI, 27.0 – 57.5). The most common grade 3 or 4 adverse events were hypertension (21.5%),
fatigue (7.7%) and diarrhea (7.7%). In peripheral blood analysis, non-responders demon-
strated expansion of a suppressive myeloid population characterized by PD-L1⁺CD16+ mono-
cytes. There was an increase of ICOS⁺ Tregs consistent with an immunosuppressive phenotype.
Within the effector T cell compartment, central memory CD8⁺ T cells expressing Fas and CD27
expanded innon-responders.Conclusions:The combinationof atezolizumab andbevacizumab
in patients with recurrent EC and post cytotoxic chemotherapy has efficacy in both dMMR and
pMMR populations and a toxicity profile that appears more favorable than other treatments.
This data suggests atezolizumab and bevacizumab could be considered as an alternative
regimen in the recurrent, metastatic setting among pts who are ICI näıve and for whom there
are concerns regarding the adverse events of treatment. Peripheral whole blood analysis of
non-responders correlated with immune angiogenic escape mechanism with higher levels of
ICOS+Tregs, Fas+CD27+ CD8T cells, and PDL1+ CD16+ monocytes. Clinical trial information:
NCT3526432. Research Sponsor: Genentech.
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2577 Poster Session

Analysis of circulating small extracellular vesicle-associated miRNA in head and
neck squamous cell carcinoma (HNSCC): Biomarker discovery in pre-operative
neoadjuvant nivolumab.

Joseph Patrick Flemming, Kylie Preihs, Sophia Crocker, Alban Linnenbach, Larry Harshyne, Joseph M. Curry, Adam J. Luginbuhl, My G. Mahoney; Department of Medicine,
Jefferson Abington Hospital, Abington, PA; Departments of Pharmacology, Physiology, and Cancer Biology, Thomas Jefferson University, Philadelphia, PA; Department of
Otolaryngology Head & Neck Surgery, Thomas Jefferson University, Philadelphia, PA; Department of Microbiology and Immunology, Thomas Jefferson University,
Philadelphia, PA; Department of Otolaryngology, Thomas Jefferson University, Philadelphia, PA

Background: Standard treatment options forHNSCC include chemotherapy, radiation, surgery,
and immunotherapy. Immune Checkpoint Inhibitors (ICI) are safe and improve survival in
platinum-refractory and metastatic HNSCCs. Further studies are needed to efficiently stratify
patients who may benefit from ICIs. MYC-V1 is a family of oncogenes, induced by MYC
signaling, that is negatively correlated with response to ICI in HPV+ HNSCC. Non-invasive
Biomarkers (NiBs) identifying patients with low MYC-V1 expression may aid in predicting
response to ICIs. Small extracellular vesicles (sEVs) are membrane-bound mediators of in-
tercell communication that are present in circulation, serving as a promising source of NiBs.
The Let-7 family of tumor suppressors are negative regulators of the MYC-V1 gene family and
exhibit low expression in HNSCC compared to healthy controls. Let-7 family members, such as
Let-7d andLet-7c,mayplay a role in ICI responsiveness via PD-L1 andMYCmRNAdegradation,
respectively. Here,we analyze themiRNAprofile of sEVs frompatients enrolled in a randomized
Phase I clinical trial undergoing Neoadjuvant Nivolumab therapy. (NCT03238365). Methods:
Plasmawas collected before and after treatment (N=24) with ICI. 12 patients were included and
stratified based on HPV status (6 HPV-, 6 HPV+) and pathologic treatment response (pTR) (6
Responders [R], 6 Nonresponders [NR]). pTR .20% of tumor surface area as graded by two
pathologists was R; 0% was NR. sEVs were isolated via immunoprecipitation targeting tetra-
spanins CD63/9/81.miRNAwas isolated andNGSwas performed. Analysis was performed using
Python and Biomni. Log2FC (FC) compared expression levels between groups and a False
Discovery Rate (FDR),.05 was significant. Results: 189miRNAs were detected in HNSCC sEVs.
Analysis comparing HPV+ R vs NR revealed 48 miRNAs with significantly different levels
between these pretreatment groups. 47 weremore abundant in R; 1 was less abundant. miRNAs
found at higher levels in HPV+ R include the Let-7 family. Let-7dwasmost abundant (FC: 2.26,
FDR 0.04), with a family (Let-7a,b,d,f,g,i) FC range of 1.63-2.26 (FDR 0.03-0.05). Following
treatment with ICI, HPV+ patients had increased Let-7c levels (FC 4.71, FDR 0.02) compared to
pretreatment. Analysis of HPV– R vs NR showed 0 miRNA that met statistical significance.
Conclusions:Here, we show that ICI-responsive HPV+ HNSCC is associated with high levels of
circulating, sEV-contained Let-7 family members and that Let-7c is increased in response to
ICI in those same patients. We propose that aMYC-V1-suppresive, PD-L1-destabilizingmech-
anism may be present in patients with higher than average Let-7 expression, conferring
sensitivity to ICI, and that sEV-associated Let-7 levels may serve as NiBs to identify these
patients as favorable ICI candidates prior to treatment. Research Sponsor: U.S. National In-
stitutes of Health.
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2578 Poster Session

T-cell stem-like memory cells as a novel biomarker to identify patients with sus-
tained disease control during treatment with PD-(L)1 immunotherapy.

Victor Joo, Robin Bartolini, Pierre Van Mol, Douglas Daoudlarian, Nuria Mederos, Sofiya Latifyan, Hasna Bouchaab, Nicolas Etienne, Keyvan Shabafrouz, Solange Peters,
Giuseppe Pantaleo, Michel Obeid; CHUV, Lausanne, Switzerland; Lausanne University Hospital, Lausanne, Switzerland; Department of Oncology, University of Lausanne,
Lausanne, Switzerland; Oncology Department, Centre Hospitalier Universitaire Vaudois, Lausanne University, Lausanne, Switzerland; CHUV, LCIT Center, Lausanne,
Switzerland

Background: Reliable, clinically easily testable biomarkers to monitor the benefit of treatment
with immune checkpoint inhibitors (ICI) remain limited. We performed comprehensive anal-
ysis of markers defining differentiation and functional status of different populations of
peripheral blood T-cell in order to identify biomarkers associates to treatment response in
treated patients. Methods: Peripheral blood was analyzed from metastatic patients receiving
PD-(L)1–based therapy: anti–PD-(L)1 monotherapy (n=102), combination therapies (n=35),
or chemo-immunotherapy (n=14). Sampling time on therapy was heterogeneous, recorded,
and included in sensitivity analyses. All patients provided informed consent under IRB approval.
A variety of CD4 andCD8 cell populations (naive, stem-like memory [SCM], central memory
[CM], effector memory [EM], EMRA/TEMRA). were analyzed using -standardized multipa-
rameter flow cytometry. Pre-specified stem-like–to–effector balance ratios were computed
within CD4 and CD8 (SCM/CM and SCM/EM; SCM/EMRA exploratory). Markers analysis in-
cluded CD45RA, CCR7, CD95, TCF1/TCF7, TOX, TIGIT, and Ki-67). Clinical benefit was assessed
by disease control rate (DCR=CR+PR+SD) versus progressive disease ( PD). Biomarkers were
analyzed using Mann–Whitney U tests and clustered using unsupervised 1D k-means. Time-
to-event analyses used univariable Cox models for time to disease control loss (DCL), defined
from ICI initiation to first PD (or discontinuation for progression).Results:Among 151 patients,
DCR n=89 and PD n=62, disease control was characterized by a stem-like/early memory blood
T-cell profile. DCR showed higher CD4 and CD8 naive and SCM frequencies (p,0.05), whereas
PD showed enrichment in differentiated T cell populations including CD4 CM/EM and CD8 EM
(p#0.01 to p,0.0001). Stem-like–to–effector cell ratios were higher in DCR for both CD4 and
CD8 (SCM/CMp,0.001; SCM/EMp,0.01) and for CD4SCM/EMRA (p,0.05). In total CD3T cells,
DCR had higher CD45RA (p,0.001), CCR7 (p,0.05), and TCF1/TCF7 (p,0.05), with lower CD95
(p,0.05) and reduced TIGIT (p,0.01), TOX (p,0.05), and Ki-67 (p,0.05). In Cox models for
DCL (inverse-coded; HR.1 favorable), significant associations were observed across subsets,
ratio, and marker features (HR range 1.7–4.8; all p,0.05), with the strongest effects for stem-
like–to–effector cell ratios and differentiated subset metrics. Associations were observed
across PD-(L)1–based regimens. Conclusions: Stem-like memory CD4 and CD8 T cells
represent a new marker associated with efficacious response to ICI and DCR while a dominant
effector/terminal differentiation profile to DCL and PD. These findings underscore the impor-
tance of immune monitoring to identify patients at risk of early loss of treatment benefit and
disease progression and to guide treatment modifications. Research Sponsor: None.
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Real-world concordance of tumor mutational burden (TMB) between blood (cir-
culating tumor DNA) and tissue, and its association with immunotherapy response.

Kyle VanDommelen, Suneel Deepak Kamath; Cleveland Clinic, Cleveland, OH; Cleveland Clinic Cancer Center, Cleveland, OH

Background:Tissue-derived tumormutation burden (tTMB)$10mutations/Mb is a histology-
agnostic predictive biomarker for the immune checkpoint inhibitor (ICI) pembrolizumab. It is
unknown if circulating tumor DNA–derived TMB (bTMB) is also predictive and current ASCO
guidelines recommend against using bTMB alone. Concordance between tTMB and bTMB is
only moderate, with reported Pearson correlation coefficients between 0.54-0.70. In prior
studies, bTMB was a median 2.4-fold greater than tTMB in matched samples. This study
evaluated the correlation and predictive accuracy of immunotherapy response of bTMB vs.
tTMB in solid tumors. Methods: 221 patients with solid tumors were included from the
Cleveland Clinic genomics repository who had at least one tTMB and one bTMB result between
July 1, 2021, and July 1, 2025. High TMB was defined as tTMB $10 mutations/Mb. For bTMB,
thresholds of $10 and $16 mutations/Mb were evaluated, as prior studies suggest a bTMB
threshold of 16 for Guardant 360may be comparable to a tTMBof 10. Correlation between bTMB
and tTMB was assessed using Pearson’s correlation coefficient. Among patients treated with
ICIs, treatment response and time to treatment failure (TTF) were analyzed using both bTMB
thresholds and compared with tTMB. Results: Among the 221 patients included in the analysis,
80 received ICIs.Median bTMBwas 2.3-fold higher thanmatched tTMB. A strong positive linear
correlationwas observed between bTMBand tTMBboth amongpatientswho received ICIs (R² =
0.845, p , 0.001) and across the full cohort of 221 patients (R² = 0.818, p , 0.001). High tTMB
was associatedwith numerically longer TTF in thosewith both lowbTMB (median 21.3months)
and high bTMB (median 15.2 months), as shown in Table 1. Those with high tTMB/low bTMB
had numerically longer median TTF compared to those with low tTMB/high bTMB (21.3 vs.
7.0 months). Increasing the bTMB threshold from 10 to 16 was associated with improved
median TTF from 3.5 to 7.0 months among patients with low tTMB. Conclusions: This study
confirms that bTMB values are consistently higher than tTMB and demonstrates a strong
positive correlation between the twomeasures. Raising the bTMB threshold appears to improve
prediction of immunotherapy response in patientswith low tTMB.However, tTMB continued to
show evidence of predictive value for response to ICIs regardless of bTMB, although these
subgroup analyses were limited by small sample sizes. Larger, disease-specific studies are
needed to better define the independent clinical utility of bTMB. Research Sponsor: None.

Time to treatment failure in TMB-high vs. TMB-low patient pairs.

bTMB -10=H bTMB -16=H
Median TTF (months) Median TTF (months)

tTMB-L, bTMB-L
(n=35)

4.9 tTMB-L, bTMB-L
(n=51)

3.9

tTMB-H, bTMB-L
(n=3)

21.3 tTMB-H, bTMB-L
(n=4)

21.3

tTMB-L, bTMB-H
(n=32)

3.5 tTMB-L, bTMB-H
(n=16)

7.0

tTMB-H, bTMB-H
(n=10)

10.2 tTMB-H, bTMB-H(n=9) 15.2
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Functional binding of PD-1 ligands: Overcoming PD-L1 staining limitations to
predict therapy response.

Bar Kaufman, Olga Radinsky, Adit Ben-Baruch, Salem Billan, Tarek Taha, Mark Shlapobersky, Alejandro Livoff, Keren Rouvinov, Amichay Meirovitz, Moshe Elkabets,
Angel Porgador; Ben-Gurion University of the Negev, Beer Sheva, Israel; Tel Aviv University, Tel Aviv, Israel; Rambam Health Care Campus, Haifa, Israel; Rambam, Haifa,
Israel; Barzilai Medical Center, Ashkelon, Israel; Gallil Medical Center, Nahariya, Israel; Soroka Medical Center, Beer Sheva, Israel; Soroka - University Medical Center, Beer
Sheva, Israel

Background: Immune-checkpoint blockade (ICB) targeting the PD-1/PD-L1 axis has improved
outcomes across multiple malignancies, yet response prediction remains unreliable due to
fundamental limitations of PD-L1 immunohistochemistry (IHC). As a static expression assay,
PD-L1 IHC does not capture functional ligand engagement, does not account for PD-L2 con-
tributions to PD-1 signaling, and is confounded by N-glycosylation that masks epitopes and
distorts measurable abundance. These mechanistic gaps undermine biomarker accuracy and
impede appropriate patient selection. To overcome these limitations, we established IcAR-
PD1, a functional reporter system designed to quantify the true biological availability of PD-L1
and PD-L2 for therapeutic blockade by anti-PD-1/PD-L1 ICBs. Methods: We conducted a
double-blinded retrospective study spanning multiple tumor types. IcAR-PD1 scores from
patient-derived samples were correlated with clinical outcomes to anti-PD1 therapy and
benchmarked against PD-L1 IHC, evaluating predictive accuracy, response probability, and
duration-of-response. To define how PD-L1 N-glycosylation modulates inhibitory signaling
and drug susceptibility, IcAR-PD1 was combined with a full four-site glycosylation mutation
array and validated using primary CD8⁺ T-cell cytotoxicity assays. Results: IcAR-PD1 demon-
strated markedly superior predictive power compared with PD-L1 IHC, achieving AUCs of
0.87–0.92 versus 0.55–0.62. High IcAR-PD1 scores aligned with .90% response probability
and .3-fold longer median duration-of-response (p,0.01). Incorporation of PD-L2 activity
and direct measurement of functional ligand availability explained the improved performance
across tumor types. Glycosylation analysis showed that fully glycosylated PD-L1 reduced
blockade efficiency, with anti-PD1 treatments markedly more sensitive to glycan status than
anti-PDL1. Loss of the N35 site diminished anti-PD1 efficacy by increasing release of functional
soluble PD-L1, partially affecting anti-PDL1 activity. The non-glycosylated Nx4 variant dis-
played enhanced susceptibility to both therapies, with a disproportionately greater improve-
ment for anti-PD1 blockade. Conclusions: IcAR-PD1 resolves the major limitations of PD-L1
IHC by quantifying functional ligand activity, incorporating PD-L2 contribution, and revealing
glycosylation-driven resistance mechanisms. These findings support IcAR-PD1 as a precise,
mechanism-based biomarker for selecting patients most likely to benefit from anti-PD1
therapy. Research Sponsor: None.
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Spatial immune profiling to identify GPNMB as a mediator of immune suppression
that limits response to PD-1 blockade in TNBC.

Anna-Maria Lazaratos, Matthew G. Annis, Yitong Liu, Elham Karimi, Yunyun Shen, Afnan Abu-Thuraia, John Heath, Emilie Solymoss, Dongmei Zuo, Vanessa Brien,
Hellen Kuasne, Marco Biondini, Matthew Dankner, Yuhong Wei, April A. N. Rose, Josie Ursini-Siegel, John Stagg, Morag Park, Logan Walsh, Peter Siegel; Rosalind & Morris
Goodman Cancer Institute, McGill University, Montreal, QC, Canada; McGill University, Montreal, QC, Canada; The Princess Margaret Cancer Centre, Toronto, ON, Canada;
Segal Cancer Centre, Jewish General Hospital, McGill University, Montreal, QC, Canada

Background: Breast cancer (BC) is the leading cause of female cancer-related deaths. Triple-
negative BC (TNBC), accounting for ~25% of BC-related deaths, carries the poorest prognosis
due to limited targeted therapies and the significant, yet still modest overall, benefit achieved
with immune checkpoint blockade (ICB). Identifying drivers of immune evasion is essential to
expand patient benefit from ICB. Glycoprotein-NMB (GPNMB) is highly expressed in TNBC and
associatedwith immune suppression,metastasis, and poor clinical outcomes. However, its role
in shaping the TNBC immune landscape and contributing to ICB resistance remains unclear.We
investigated the impact of tumor-derived GPNMB on the tumor immune microenvironment
and whether its inhibition enhances ICB efficacy. Methods: Imaging mass cytometry, a high-
dimensional spatial proteomics platform enabling simultaneous single-cell and spatial anal-
ysis of intact tissue, was used to map the immune landscape of GPNMB-proficient and -de-
ficient EO771 tumors. Therapeutic relevance was evaluated by combining GPNMB loss with
anti-PD-1 treatment. Associations between tumor GPNMB expression, immune infiltration,
and clinical outcomes were evaluated in human TNBC tumors. Results: GPNMB loss in mam-
mary tumor cells significantly impaired tumor growth in syngeneic, but not athymic (T cell-
deficient) mice, suggesting a T cell-dependent mechanism. GPNMBKO tumors showed in-
creased immune infiltration, notably GZMB+/PD-1+CD8+ T cells, and enhanced formation of
stimulatory CD8+ T cell/CD4+ T cell/CD86+macrophage immune triads. GPNMB loss impaired
tumor engraftment in an adoptive OT-1 T cell transfer model and significantly improved
response to anti-PD-1 therapy in two independentTNBCmodels, reducingbreast tumorgrowth
and lung metastasis. Therapeutic benefit was accompanied by increased intratumoral T cell
infiltration and functional reinvigoration, reflected by increased GZMB+CD8+ T cells. In human
TNBC, high tumor GPNMB expression was associated with reduced intratumoral T cell infil-
tration and poorer clinical outcomes. GPNMBhigh tumors exhibited reduced infiltration of CD8+,
GZMB+CD8⁺, and CD4+ T cells and were enriched in immune-desert and margin-restricted
phenotypes. In contrast, GPNMBlow tumors showed increased CD8+ T cell/CD4+ T cell/
macrophage triads, indicating enhanced immune activation. Together, these data show that
elevated GPNMB expression in human TNBC is associated with T cell exclusion, and an
immune-excluded tumor architecture. Conclusions: Our findings identify tumor-derived
GPNMB as a clinically relevant mediator of T cell exclusion and suppression in TNBC. Ther-
apeutic targetingofGPNMB in combinationwithPD-1 blockademay enhance the efficacy of ICB
and expand the subset of TNBC patients who derive meaningful clinical benefit, ultimately
improving clinical outcomes. Research Sponsor: Canadian Institutes of Health Research
(CIHR); 202211FBD.
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Age-associated genomic instability and inflammatory pathway activation: A pan-
cancer multi-omics analysis of the TITANIA framework.

Shugo Yajima, Yuichiro Tsukada, Yumi Sota, Seiyu Ohtani, Riu Yamashita, Takao Fujisawa, Takeshi Kuwata, Genichiro Ishii, Nina Gabelia, Hartmut Juhl, Mari Takahashi,
Sakie Takasu, Hideaki Bando, Takayuki Yoshino, Masaaki Ito, Hitoshi Masuda; National Cancer Center Hospital East, Kashiwa, Japan; Department of Colorectal Surgery,
National Cancer Center Hospital East, Kashiwa, Japan; Division of Translational Informatics, Exploratory Oncology Research & Clinical Trial Center, National Cancer Center,
Chiba, Japan; Translational Research Supporting Office, National Cancer Center Hospital East, Kashiwa, Japan; Department of Pathology and Clinical Laboratories,
National Cancer Center Hospital East, Kashiwa, Japan; Indivumed GmbH, Hamburg, Germany; TR Sample Management Office, National Cancer Center Hospital East,
Kashiwa, Japan; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan

Background:Aging is associatedwith increased cancer incidence and altered tumor biology, yet
molecular mechanisms underlying age-related differences remain poorly characterized at the
multi-omics level. We hypothesized that elderly patients may exhibit coordinated increases in
genomic instability and inflammatory pathway activation. Methods: We performed integrated
multi-omics analysis comprising whole genome sequencing, RNA sequencing, and data-
independent acquisition mass spectrometry-based proteomics on 153 treatment-naive pa-
tients across six cancer types (colorectal cancer n=52, gastric n=19, kidney n=32, non-small cell
lung cancer n=27, ovarian n=19, liver n=4). The TITANIA study provided matched tumor and
normal tissue specimenswith standardized collection protocols (median cold ischemia time: 12
minutes). Patients were stratified by age (#60 years, n=40; .60 years, n=113). Inflammation
scores were calculated using ssGSEA of six Hallmark inflammatory pathways. Tumor micro-
environment subtypes were identified using xCell deconvolution followed by k-means clus-
tering (k=3). Results: Tumor mutation burden (TMB) showed a significant positive correlation
with age (Spearman r=0.334, P,0.001), with elderly patients demonstrating higher median
TMB than younger patients (4.55 vs 2.84 mut/Mb, P,0.001). Inflammation scores showed
positive correlations with age in tumor tissues at both RNA (r=0.223, P=0.01) and protein
(r=0.233, P=0.005) levels. Normal tissue inflammation correlatedwith paired tumorTMB (RNA:
r=0.283, P=0.027; Protein: r=0.387, P,0.001), raising the possibility that systemic inflammag-
ing may be associated with tumor genomic instability. TME clustering identified three sub-
types: Immune-Hot (n=14), Immune-Cold (n=92), and Vascular-Rich (n=30). Notably, all
patients in the Immune-Hot cluster were elderly (.60 years). TMB positively correlated with
B cells, neutrophils, and M1 macrophages, while negatively correlated with stromal score and
endothelial cells. The EPITHELIAL_MESENCHYMAL_TRANSITION pathway showed potential
as a prognostic marker at both omics levels (C-index: RNA 0.63, Protein 0.61), though further
validation is warranted. Conclusions: This pan-cancer multi-omics analysis demonstrates
age-dependent genomic instability coupled with inflammatory pathway activation in both
tumor andnormal tissues, consistentwith the inflammaginghypothesis. Thenovel finding that
normal tissue inflammation correlates with tumor TMB suggests systemic inflammaging may
contribute to tumor evolution, with potential implications for age-adapted immunotherapy
strategies. Research Sponsor: None.
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AnewHLA genotyping algorithm to showaccuracy and concordance between tumor
and normal samples.

Ariane Lozac’hmeur, Mansen Yu, Qidi Yang, Taylor Harding, Wenjin Gu, Michael Mumphrey, Yingyue Li, Pauline Funchain; Tempus AI, Inc., Chicago, IL; Stanford University,
Stanford, CA; Division of Oncology, Department of Medicine, Stanford University, Stanford, CA

Background: HLA genotyping, specifically HLA-A*02:01 is an actionable marker in uveal
melanoma for Tebentafusp, a bispecific gp100 peptide-HLA-directed CD3 T cell engager, with
ongoing clinical trials investigating its use in HLA-A*02:01 positive cutaneous and mucosal
melanoma. However, prior work has shown a discrepancy in this marker between blood and
somatic tumor testing (Seedor R et al ASCO 2023). Given therapeutic implications of these
discordances, a better understanding of tumor versus normal HLA testing concordance is
critical. Methods: The Tempus HLA genotyping algorithm was run on a cohort of 191 patients,
each with a tumor and a normal sample. The reference HLA genotype was determined by an
independent lab using the GenDx HLA genotyping kit and long read sequencing of the normal
sample. Samples that failed sequencing in either lab were excluded from the analysis. Con-
cordance between tumor and normal samples was additionally evaluated on a cohort of 7,821
solid-tumor samples from a variety of sites, selected from the Tempus multimodal database.
Results: The Tempus HLA genotyping algorithm is highly accurate (.98.9% on all HLA genes
except DQA1). Specifically, it has an accuracy of 100% on the HLA-A gene, using either the
tumor or normal sample. On the larger tumor/normal comparison cohort (7,821 samples), the
TempusHLAgenotyping algorithm is highly concordant (.99% for all genes exceptHLA-DQA1
[94.3%]). For the 183melanoma samples in this cohort, concordancewas similar with 100% for
HLA-A and HLA-B and 99.5% (182/183) for HLA-C, further confirming that HLA genotyping
can be performed accurately onmelanoma tumor samples. Investigation of all discordances on
HLA genes for which HLA LOH results were available (HLA-A, -B and -C) shows that 84% (88/
105) of those discordant samples have somatically lost the allele responsible for the discor-
dance. Of LOH positive discordant samples, 73% (64/88) had a tumor purity$70%. Thus, over
half (64/105) of the discordances between tumor- and normal-HLA genotyping are caused by
high tumor purity HLA LOH positive samples. On samples meeting these criteria, concordance
drops to 86%-89%. Conclusions: The Tempus HLA genotyping algorithm is an extremely
accurate laboratory developed test that provides accurate results, regardless of whether the
normal or tumor sample is used. Concordance between normal- and tumor-based results is
above 99.5% in a large-scale dataset, provided the sample does not have HLA LOH and a tumor
purity over 70%. These findings suggest that this test can rapidly screen patients for HLA
genotype and match them to appropriate clinical trials but emphasize the importance of a
normal sample for high tumor purity specimens. Research Sponsor: Tempus AI, Inc.

Accuracy (normal) N (normal) Accuracy (tumor) N (tumor)

HLA-A 100.0% 189 100.0% 189
HLA-B 99.5% 187 99.0% 189
HLA-C 100.0% 185 98.9% 185
HLA-DQA1 99.5% 182 97.9% 189
HLA-DQB1 100.0% 186 99.5% 187
HLA-DRB1 98.9% 182 98.9% 182

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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


2585 Poster Session

Pan-cancer analysis of STAT6 expression and its relationship with tumor micro-
environment characteristics and survival.

Hiba Narvel, Daisuke Nishizaki, Taylor J. Jensen, R.J. Seager, Paul DePietro, Shumei Kato, Razelle Kurzrock; Division of Hematology and Oncology, Medical College of
Wisconsin, Milwaukee, WI; Department of Obstetrics, Gynecology and Reproductive Science, UC San Diego Moores Cancer Center, La Jolla, CA; Labcorp, Buffalo, NY; UC
San Diego Moores Cancer Center, La Jolla, CA; Medical College of Wisconsin, Milwaukee, WI

Background: Co-targetable immune pathways influence cancer outcomes and responses to
immune checkpoint inhibitors (ICIs). We examined the transcriptomic expression and clinical
significance of signal transducer and activator of transcription-6 (STAT6), an immune-
modulatory signaling factor activated by IL-4 and IL13 and involved in innate immunity in
infection and cancer. Methods: Transcriptomic expression across 395 genes was measured in
various solid tumors from 514 patients with advanced cancer, normalized to a reference
population (n=735), and reported as percentiles (high defined as $75th percentile). We eval-
uated association between high STAT6 expression and transcriptomic expression of STAT6-
related markers (IL4, IL13, TGFB1, IL10, CD8, CCL18, TNFRSF14 [HVEM], VISTA) and currently
targetable immune checkpoints (PD-1, PD-L1, PD-L2, CTLA-4, LAG3). Genomic alterations
were also assessed for the association with high STAT6 expression. Variables with P,0.2 in
univariable analysis were included in the subsequent multivariable logistic regression model
incorporating genomic, immunomic, and clinical factors. Clinical outcomes were evaluated
using Kaplan–Meier method and Cox regression model. Results: High STAT6 expression was
observed in 184 patients (35.8%); 2 (0.4%) had zero measurable expression. High STAT6 was
associated with TMB,10muts/Mb, high expression of LAG3, PD-L2, IL13, TNFRSF14 (HVEM),
and VISTA (all immunosuppressive), and a diagnosis of colorectal cancer in multivariable
analysis. Breast cancer was negatively associated with high STAT6. In univariable analysis,
alterations in SMAD4, KRAS, and APC were significantly associated with high STAT6, though
none remained significant in themultivariablemodel. In advanced cancer patients, high STAT6
was associated with shorter survival (N=489 with clinical data curated, Hazard ratio 1.44, 95%
confidence interval 1.03–2.02, p=0.034). Among 217 ICI-treated patients, high STAT6 did not
correlate with survival. Conclusions: High STAT6 expression associates with a biologically
coherent tumor microenvironment characterized by factors mediating profound immune
suppression. The STAT6-high phenotype is mechanistically linked to an exhausted immune
landscape, evidenced by the co-expression of inhibitory checkpoints LAG3 and VISTA, andmay
be further driven by an IL13/STAT6 autocrine loop. Clinically, high STAT6 correlates with
shorter survival in patientswith advanced cancers. Prospective validation of this STAT6-driven
signature is warranted to guide the development of precision therapy trials aimed at co-
targeting this pathway to improve outcomes. Research Sponsor: None.
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Beyond TMB: Characterizing tumor-intrinsic genomic architectures of immune
resistance.

Ashok K. Vaid, Kunjahari Medhi, Amarendra Amar, Sewanti Atul Limaye, Suman Suryanarayana Karanth, Shailesh Bondarde, Darshana Suresh Patil, Rajan Datar,
Priyanka Desale, Neha Shaikh, Stefan Schuster, Vineet Datta, Aakriti Datta, Ravi Mehrotra, Favaz Ali, Adwaita Gore, Shefali Sardana, Ajay Gupta; Medanta, The Medicity,
Gurugram, India; Jayprabha Medanta Superspeciality Hospital, Patna, India; Medical & Precision Oncology, Clinical and Translational Oncology Research, Sir HN Reliance
Foundation, Mumbai, India; Fortis Memorial Research Institute Gurugram, Gurugram, India; Apex Wellness Hospital, Nashik, India; Datar Cancer Genetics, Nashik, India;
Datar Cancer Genetics Europe GmbH, Bayreuth, Germany; Kasturba Medical College, Manipal, India; Centre of Health Innovation & Policy, Noida, India; VPS Lakeshore
Medial Centre, Kozhikode, India; Nanavati Max Super Speciality Hospital, Mumbai, India; Max Super Speciality Hospital, New Delhi, India; Apollo Hospitals, Delhi, India

Background: Immune checkpoint inhibitors (ICI) are increasingly selected based on tumor
mutational burden (TMB); however, clinical benefit remains inconsistent. We hypothesized
that tumor-intrinsic genomic alterations associated with immune suppression, immune ex-
clusion, and antigen presentation failure frequently coexist with ICI-enabling biomarkers and
define distinct resistance architectures.Methods:We analyzed tissue-based genomic profiling
data from 7,773 solid tumors. TMB-high (TMB-H) tumors were evaluated for genomic alter-
ations implicated in ICI resistance, including PTEN loss-of-function (LOF), STK11 and KEAP1
LOF, WNT/b-catenin pathway alterations (CTNNB1 activating mutations, APC truncation/
biallelic loss), B2M LOF (antigen presentation), JAK1/2 LOF (interferon signaling), and
MDM2/MDM4 amplification. Results: Among 908 TMB-H tumors, 30.6% harbored at least
one immune resistance–associated alteration. PTEN LOF was the dominant functional resis-
tance event (7.6%) and represented the central hub in tumors with multiple resistance alter-
ations (65.6%; 21/32). WNT pathway alterations were frequent, with APC truncation (15.9%;
144/908) exceeding CTNNB1 mutations (2.6%; 24/908), indicating heterogeneous modes of
WNT activation. Importantly, WNT-driven tumors demonstrated divergent immune escape
architectures: CTNNB1-mutant tumorswere enriched forB2MLOF (16.7%; 4/24),whereasAPC-
mutant tumors rarely harbored B2M loss (0.7%; 1/144), suggesting antigen presentation-
dependent versus immune-exclusion-dominant resistance, respectively. Across the TMB-H
cohort, increasing mutational burden was significantly associated with higher B2M LOF fre-
quency (Wilcoxon rank-sum p = 3.6 3 10⁻⁶), consistent with immune editing under high
neoantigen pressure. Interferon signaling alterations were rare (JAK1: 0.2%; 2/908; JAK2:
0.0%; 0/908). Conclusions: TMB identifies immune pressure but not immune competence.
Intrinsic ICI resistance in TMB high tumors is structured around a PTEN-WNT-B2M genomic
axis, with distinct immune escape architectures determined by the mode of WNT activation.
Integrating negative genomic predictors of immune responsewith established biomarkersmay
improve immunotherapy stratification and inform development of rational combination strat-
egies. Research Sponsor: None.

Prevalence of genomic alterations associated with intrinsic ICI resistance in TMB-high solid tumors.

ICI resistance marker Prevalence in TMB-High Tumors

STK11 2.4%
KEAP1 0.3%
PTEN 7.6%
CTNNB1 2.6%
APC 15.9%
B2M 2.4%
JAK1 0.2%
JAK2 0.0%
MDM2 2.5%
MDM4 0.4%
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Safety, PK/PD, and efficacy results from Expand-1: A phase 1 dose escalation study
of the novel PD-1 targeted IL-2R-bg agonist sunekafusp alpha (ANV600) as a single
agent and in combination with pembrolizumab in patients with advanced solid
tumors.

Markus Joerger, Emiliano Calvo, Martina Imbimbo, Iphigenie Korakis, Sophie Cousin, Thorsten Oliver Goetze, Käıssa Ouali, Alexander Desuki, Valentina Gambardella,
Guzman Alonso, Neeltje Steeghs, Sebastian Ochsenreither, Yusra F. Shao, Apostolia Maria Tsimberidou, Anna Vilalta-Lacarra, Rachel Galot, Michael Jon Chisamore,
Virginie Casarotto-Collins, Richard Sachse, Pascale Tomasini; Health Ostschweiz (HOCH), St. Gallen, Switzerland; START Madrid-CIOCC, Centro Integral Oncológico Clara
Campal, Madrid, Spain; Oncology Institute of Southern Switzerland, Bellinzona, Switzerland; Institut Universitaire Du Cancer De Toulouse Oncopole, Toulouse, France;
Institut Bergonié, Bordeaux, NA, France; Frankfurt Institute of Clinical Cancer Research (IKF), Krankenhaus Nordwest, UCT-University Cancer Center, Frankfurt Am Main,
Germany; Gustave Roussy and Paris-Saclay University, Villejuif, France; University Cancer Center Mainz, Johannes Gutenberg University Mainz, Mainz, Germany; Hospital
Clinico de Valencia, Valencia, Spain; Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; Netherlands Cancer Institute, Amsterdam, Netherlands; Charite
Universitatsmedizin Berlin, Berlin, Germany; Barbara Ann Karmanos Cancer Institute, Wayne State University, Detroit, MI; The University of Texas MD Anderson Cancer
Center, Houston, TX; Department of Medical Oncology, Cĺınica Universidad de Navarra, Pamplona, Spain; University Hospital Saint-Luc, Brussels, Belgium;Merck & Co., Inc.,
Rahway, NJ; Anaveon AG, Basel, Switzerland; CEPCM, Hôpital de la Timone, APHM, Marseille, France

Background: Sunekafusp alpha (ANV600) is a novel PD-1-targeted, IL- 2Rb/g agonist, which
binds, without blocking, a unique epitope distinct from pembrolizumab, or other PD-1 check-
point inhibitors. Methods: In this phase 1 study, safety, tolerability, pharmacokinetics, phar-
macodynamics, and preliminary efficacy of increasing doses of ANV600 administered
intravenously in two different dosing regimen were investigated in patients with advanced
solid tumors as monotherapy and in combination with pembrolizumab. A Bayesian Optimal
Interval design guided the dose escalation to determine theMTDandRP2D.Results:63 patients
were treated: 44 inmonotherapy at 10 to 150mg/kgANV600 and 19 in combination therapy at 30
to 90 mg/kg ANV600. Themedian (range) number of previous lines of treatment was 4 (1-16) in
monotherapy and 4 (2-10) in combination therapy. In mono- and combination therapy 27
(61%) and 9 (47%) patients were previously treated with a checkpoint inhibitor (CPI). ANV600
was generally well tolerated. Most common treatment related adverse events were pyrexia,
transient and self-limiting transaminase elevations, and low-grade (#G2) cytokine release
syndrome. No treatment-related death was reported. The recommended phase 2 dose of
ANV600 was determined to be 90 mg/kg Q1W as starting dose for 4 weeks followed by 150
mg/kg Q2W as maintenance dose. Selective targeting of PD-1-expressing cells was demon-
strated, with preferential induction of proliferation of PD-1⁺ CD8⁺ T cells compared to PD-1⁻
CD8⁺T cells. In themonotherapy setting, 12 patients (32%) experienced target lesion shrinkage;
4 of these (33%) were CPI treatment-naı̈ve. Disease control was observed in 16 patients (42%).
Clinical benefitwas in general long lasting. A complete responsewas confirmed in 1 patientwith
bronchial adenocarcinoma, starting at 6months after initiation ofmonotherapy treatment and
still ongoing after 9months of treatment. The patient was previously progressing under 1st line
anti-PD-L1 therapy and 2nd line chemotherapywith carboplatin and paclitaxel. Similarly, in the
combination therapy setting, 4 patients (24%) experienced target lesion shrinkage; 2 of these
(50%) were CPI treatment-naı̈ve. Disease control was observed in 10 patients (59%). Conclu-
sions: ANV600 as monotherapy and in combination with pembrolizumab showed a favorable
safety profile. Highly promising efficacy signals with one ongoing complete response, several
long-lasting partial responses and stable diseases were reported in CPI-naı̈ve and CPI pre-
treated patients, including CPI-resistant tumors. Clinical trial information: NCT06470763.
Research Sponsor: Anaveon AG.
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2588 Poster Session

Multi-omics analysis from the IMMUcan consortium to identify predictors of
chemo-immunotherapy response in early-stage triple-negative breast cancer.

Andrea Joaquin Garcia, Marcela Carausu, Mattia Rediti, Marie Morfouace, David Venet, Xavier Catteau, Camille Goudemant, Elisa Agostinetto, Daniel Schulz,
Bernd Bodenmiller, Stephanie Tissot, Sylvie Rusakiewicz, Robin Liechti, Flavia Marzetta, Nicolas Penel, Julio Oliveira, Jean-Charles Goeminne, Henoch Hong,
Laurence Buisseret, Christos Sotiriou; Institut Jules Bordet, Université Libre de Bruxelles, Bruxelles, Belgium; Breast Cancer Translational Research Laboratory J.-C.
Heuson, Institut Jules Bordet, Université Libre de Bruxelles, Brussels, Belgium; Gustave Roussy and Paris-Saclay University, Villejuif, France; Institut Jules Bordet,
Université Libre de Bruxelles, Brussels, Belgium; Institut Jules Bordet, Hôpital Universitaire de Bruxelles (H.U.B), Université libre de Bruxelles (ULB), Bruxelles, Belgium;
Institute of Molecular Health Sciences, ETH Zurich, Zurich, Switzerland; Department of Oncology, Center for Experimental Therapeutics, Lausanne University Hospital
CHUV and Ludwig Cancer Research Lausanne, Lausanne, Switzerland; SIB Swiss Institute of Bioinformatics, Lausanne, Switzerland; Vital-IT Group, SIB Swiss Institute of
Bioinformatics, Lausanne, Switzerland; Centre Oscar Lambret, Lille, France; Instituto Português de Oncologia, Porto, Portugal; CHU-UCL-Namur site Sainte Elisabeth,
Namur, Belgium; The Healthcare Business of Merck KGaA, Darmstadt, Germany; Institut Jules Bordet, Hôpital Universitaire de Bruxelles (H.U.B), Université Libre de
Bruxelles (ULB), Bruxelles, Belgium; Institut Jules Bordet, Hôpital Universitaire de Bruxelles (HUB), Université Libre de Bruxelles, Brussels, Belgium

Background: Combining PD-1/PD-L1 immune checkpoint blockade (IO) with neoadjuvant
chemotherapy (CT) is now a standard treatment for early-stage triple-negative breast cancer
(eTNBC).However, no validated biomarker is currently used to guidepatient selection for CT-IO
benefit. We aimed to define baseline tumor–immune–stroma ecosystem states that explain
differential responses and could inform future biomarker-driven trial designs. Methods: The
IMMUcan consortium prospectively enrolled 422 patients with eTNBC treated with CT alone
(n=221) or CT-IO (n=201). Pretreatment FFPE biopsies underwent whole-exome sequencing
(n=397), RNA sequencing (n=360), multiplex immunofluorescence (2 panels, n=353/368), and
imaging mass cytometry (n=341). Response was assessed as pathological complete response
(pCR) versus residual disease (n=400). Clinical, genomic, transcriptomic, and spatial features
were analyzed for associations with pCR and treatment interaction. Multi-omics integration
was performed using Multi-Omics Factor Analysis (MOFA) to derive latent factors and eco-
system states. Results: Baseline clinicopathological characteristics were balanced between
groups, while the pCR rate was higher with CT-IO than CT alone (73.1% vs 54.8%;
D=20.4%; p,0.01). High tumor grade and tumor-infiltrating lymphocytes predicted pCR in
both groups without IO-specific predictive value. Among transcriptomic TNBC subtypes, im-
munomodulatory,mesenchymal (M), and luminal androgen-receptor (LAR) derived the great-
est benefit from CT-IO. Spatial profiling identified as key CT-IO responsive feature the
enrichment of activated PD-1⁺GZMB⁺CD8⁺ T cells in proximity to tumor cells. MOFA identified
biological axes with predictive value, including organized adaptive immunity, effector func-
tions, immune-memory, stromal/angiogenic barrier, and luminal-metabolic lineage. Orga-
nized adaptive immunity predicts CT-IO benefit inM and LAR subtypes (OR: 5.42; 95%CI 0.87-
33.6; p interaction = 0.048; and OR: 2.97; 95% CI 0.98-8.9; p interaction = 0.036, respectively).
Conversely, LAR tumors characterized by luminal–metabolic lineage showed no benefit from
CT-IO. Conclusions: Integration of multi-omics data revealed distinct baseline biological
ecosystem states capable of identifying patients most likely to benefit from, or exhibit resis-
tance to, CT-IO. These findings provide a comprehensive framework for designing biomarker-
driven therapeutic strategies in next-generation neoadjuvant trials for early-stage TNBC.
Research Sponsor: EU’s Horizon 2020 and EFPIA; IMI2 JU grant agreement 821558; Fondation
contre le cancer - Belgium.
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2589 Poster Session

Chemotherapy-induced gut microbiota taxonomic deviation and its association
with outcomes and toxicities in breast cancer: CANTO microbiota.

Joana M. Ribeiro, Antonio Di Meglio, Marine Fidelle, Julie Havas, Anne-Laure Martin, Catherine Gaudin, William Jacot, Claire Cheymol, Coureche-Guillaume Kaderbhai,
Anne Kieffer, Olivier Trédan, Paul H. Cottu, François Cherifi Sr., Mario Campone, Carole Tarpin, Olivier Rigal, Ines Luis, Lisa Derosa, Laurence Zitvogel; Gustave Roussy and
Paris-Saclay University, Villejuif, France; Université Paris-Saclay, UVSQ, Gustave Roussy, Inserm, CESP, Villejuif, France; Gustave Roussy Cancer Campus (GRCC),
ClinicObiome, Villejuif, France; Unicancer, Le Kremlin-Bicêtre, France; Unicancer, Paris, France; Department of Medical Oncology, Institut du Cancer de Montpellier,
Université de Montpellier, Montpellier, France; Centre Oscar Lambret, Lille, France; Medical Oncology Department, Université Bourgogne-Europe, Centre Georges-François
Leclerc, Dijon, France; Institut de Cancerologie de Lorraine, Vandoeuvre, France; Medical Oncology, Centre Léon Bérard and Cancer Research Center of Lyon, Lyon, France;
Medical Oncology, Institut Curie, Universite, Paris, France; Centre François Baclesse, Medical Oncology Department, Caen, France; Institut de Cancérologie de l’Ouest,
Angers, France; Institut Paoli-Calmettes, Marseille, France; Centre Henri Becquerel, Rouen, France; Gustave Roussy, Cancer Survivorship Program, INSERM U981, IHU-
National PRecISion Medicine Center in Oncology, Villejuif, France; Institut Gustave Roussy, Villejuif, France

Background:Gutmicrobiota (GM)modulates immunotherapy (IT) efficacy and toxicity, but its
impact on outcomes in breast cancer (BC) patients (pts) remains unclear. TOPOSCORE is a GM-
derived score reflecting the ecosystem structure that classifies pts into SIG1+ or SIG2+ profiles,
the latter being enriched in obligate anaerobes with immunostimulatory proprieties and as-
sociated with favorable IT outcomes. Methods: CANTO-Microbiota (target N=1000) is an
ongoing substudy of the prospective CANTO cohort (NCT01993498). Stool samples were
available from 209 pts (202 pre-treatment (Tx) and 94 post-Tx [after surgery, chemotherapy
(CT) 6targeted-, and/or radiotherapy]), enrolled 2015-2024. GM was profiled by shotgun
metagenomics and assessed as TOPOSCORE (SIG1+ vs. SIG2+) pre- and post-Tx. Associations
of GM with invasive (iDFS), distant disease-free (DDFS), and overall survival (OS) (Kaplan–
Meier andCox regressionmodels), andwith treatment-related toxicities (multivariable logistic
regression). Post-treatment analyses were landmark-based. Results: Median age was 46.6
years, 72%were premenopausal, 79%had stage II-III, 36%HER2+, 34%HR+/HER2-, and 30%
TN, 89% received (neo)adjuvant CT, 15% IT and 33% anti-HER2-therapy. Median follow-up
was 2.2 years. At baseline, 74% of pts had a SIG2+ profile. This profile was not associated with
clinicopathologic features or clinical outcomes; however, SIG2+ was associated with a reduced
incidence of post-treatment diarrhea and long-termneuropathy, and remained independently
protective against neuropathy (OR 0.25, 95% CI 0.09–0.64; p=0.005). Paired analyses (n=87)
revealed a significant shift in TOPOSCORE signatures post-treatment, resulting in an increase
in SIG1+ prevalence from 28% to 47% (p=0.004), In univariable landmark Cox analyses, post-
treatment SIG1+ was associated with worse iDFS (HR 5.0, 95% CI 1.1–4.2; p=0.04), DDFS
(p=0.0053) and OS (p=0.04). In multivariate model adjusted for age, stage, and subtype, post-
treatment SIG2+ remained independently protective for iDFS (HR 0.17, 95% CI 0.03–0.88;
p=0.035). Assessing longitudinal GM trajectories, worsening patterns (SIG2+→SIG1+ in 28%
and persistent SIG1+→SIG1+ in 20% of pts ) were associated with an increased risk of iDFS (HR
5.25, 95% CI 1.11–24.7; p = 0.036). Post-treatment TOPOSCORE associations with outcomes
were validated in two independent prospective cohorts outside France. Conclusions: Chemo-
therapy is associated with measurable shifts in GM composition that correlated with
treatment-related long-term toxicity and outcomes. These findings support the evaluation
of microbiota centered interventions during treatment in eBC. Research Sponsor: None.
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2590 Poster Session

Safety and preliminary efficacy of OH2 combined with BS006 sequential intra-
tumoral injection in patients with advanced solid tumors: An open-label, dose-
escalation phase Ib/II study.

Han Wu, Kejie Zhou, Lei Yang, Qingqing Wang, You Wang, Hui Xu, Xin Long, Jin Peng, Fuxiang Zhou, Qin Zhang, Qingrui Song, Binlei Liu; Department of Radiation and
Medical Oncology, Zhongnan Hospital of Wuhan University, Wuhan, China; Department of Radiation and Medical Oncology, Hubei Cancer Clinical Study Center, Zhongnan
Hospital, Wuhan University, Wuhan, China; Department of Radiation and Medical Oncology, Zhongnan Hospital of Wuhan University, Wuhan, Hubei, China; Department of
Radiation and Chemotherapy for Hepatobiliary, Pancreatic, Bone and Soft Tissue Tumors, Wuhan, China; Binhui Biopharmaceutical Co., Ltd., Wuhan, China

Background: The immunosuppressive (“cold”) tumormicroenvironment (TME) limits patient
response to checkpoint inhibitors. Oncolytic viruses (OVs) can selectively replicate in tumor
cells, leading to robust TME-remodeling. Reported here is the first clinical evaluation of a dual
TME-modulating strategy based on an oncolytic HSV2 platform, whereby OH2, a clinically
validated oncolyticHSV2expressingGM-CSF,which enhances tumor lysis, antigen release, and
dendritic cell recruitment in the TME, is co-injected with BS006, a second HSV2-based OV,
which expresses a PD-L1/CD3 bispecific antibody that can redirect bystander T cells to tumor
cells in the TME. Methods: BS008-001 is a multicenter, open-label phase Ib /II trial in heavily
pre-treated patients with advanced solid tumors. Patients received biweekly sequential intra-
tumoral injections of OH2 (fixed dose: 10⁷ CCID₅₀/mL) followed by BS006 (dose escalation:
10⁶–10⁷ CCID₅₀/mL), with identical volumes being injected at the same lesion. The primary
endpoint is safety and tolerability; secondary endpoints included efficacy outcomes assessed by
RECIST 1.1/iRECIST.Results: As of January 5, 2026, a total of 15 patients with amean age of 59.3
were enrolled (4 soft tissue sarcoma, 3 colorectal cancer, 2 melanoma, 2 biliary tract tumors, 2
breast cancer, 1 pancreatic cancer, and 1 liver cancer). 93.3%of the patients had a baseline ECOG
score of 1. The mean maximum diameter of the target lesion at baseline was 91.3 mm. 100% of
the patients had distant metastases to internal organs such as the liver and lungs. Safety:
Incidence of TRAEs in the Safety Set was 53.3% (8/15) with mild grade 1-2 reactions, including
fever (40.0%) and decreased lymphocyte count (20.0%). 1 patient developed Grade $3 TRAE
(6.7%), but no DLT-causing AEs or premature withdrawal from the trial occurred. Efficacy: In
the 13 patients with evaluable advancedmulti-line solid tumors, ORRwas 7.7% andDCR 38.5%.
1 melanoma patient achieved 1 PR after 11 treatments, with the total diameter of the target
lesions significantly decreasing by 70.8% to 30.4 mm; another melanoma patient received 39
doses over a treatment duration of 18.9 months (SD), whereas 1 subject with leiomyosarcoma
achieved SD and survived for 27.1 months. While the mOS of the 15 patients has not yet been
reached, landmark 1-year OS is 78% (95% CI: 47%-92%), with 3 patients still on treatment.
Conclusions: Sequential intratumoral administration of OH2 and BS006 in heavily pre-treated
patients is feasible and safe and results in reasonable DCR, with some patients achieving long-
term clinical benefits. This study supports the clinical relevance of an HSV2-based platform
combination of 2 oncolytic viruses encoding GM-CSF and T-cell redirected bispecific anti-
bodies to warm up the cold TME. Further clinical research of the platform is warranted.
Research Sponsor: None.
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Association of SARS-CoV-2 vaccination with survival outcomes in patients with
metastatic solid tumors treated with immune checkpoint inhibitors.

Haris Sohail, Hira Sajid, Jennifer Collins, Amir Kamran; Charleston Area Medical Center, Charleston, WV; Lincoln Medical Center, Bronx, NY; Charleston Area Medical Center
(CAMC), Charleston, WV

Background: Patients with cancer experience disproportionately high morbidity and mortality
from SARS-CoV-2 infection, and COVID-19 vaccination is recommended for all patients with
cancer. Although vaccines primarily reduce infection related complications, emerging data
suggest SARS-CoV-2 mRNA vaccines may also enhance antitumor immune responses and
potentially synergize with immune checkpoint inhibitors (ICIs). We evaluated survival out-
comes in vaccinated versus unvaccinated patients with metastatic solid tumors treated with
immunotherapy.Methods: Data for adults with metastatic cancers for which ICIs are indicated
were obtained from the TriNetX Research Network (2019–2024). Patients were classified by
receipt of $1 SARS-CoV-2 mRNA vaccine around the time of ICI initiation (61 year) and
compared with unvaccinated patients. Those with prior systemic antineoplastic, endocrine,
or immunosuppressive therapy before ICI initiation orwho developedCOVID-19were excluded.
Cohortswere propensitymatched for demographics, cancer type, comorbidities, and laboratory
values. Outcomes included overall survival at 90 days, 1 year, and 5 years using Kaplan–Meier
analyses, and all-cause hospitalization and immune-related adverse events (irAEs) within
90 days. Results: After matching, 543 vaccinated and 543 unvaccinated patients were well
balanced. Vaccination was not associated with increased irAEs, with similar rates of any irAE
(19.0% vs 17.9%, p=0.64), gastrointestinal (3.87% vs 3.87%, p=1.00), dermatologic (11.8% vs
10.7%, p=0.56), and neurologic events (2.76% vs 2.39%, p=0.70); pulmonary and hepatic irAEs
were rare. Hospitalization rates were comparable (24.9% vs 23.9%, p=0.72). Vaccinated pa-
tients demonstrated improved intermediate-term survival, with higher 1-year survival
(73.35%vs 64.12%;HR0.70, 95%CI 0.56–0.87, p=0.001), with trends toward benefit at 90 days
(HR0.69, p=0.053) and 5 years (HR0.85, p=0.066). Landmark analysis from 1 to 5 years showed
no significant survival difference (HR 1.15, p=0.34). Consistent 1-year survival benefits were
observed in lung cancer (65.93% vs 52.56%; HR 0.63, p=0.0005) and melanoma (80.25% vs
68.65%;HR 0.56, p=0.0355). Conclusions: In this large propensity-matched real-world cohort
of metastatic solid tumor patients receiving immune checkpoint inhibitors, COVID-19 vacci-
nation was not associated with increased immune-related toxicity or hospitalization and was
associated with significantly improved 1-year overall survival. Attenuation of the survival
association in landmark analyses suggests potential time-related bias, supporting the need
for further studies with precise exposure timing. Research Sponsor: None.
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2592 Poster Session

An exploratory, single-center, single-arm trial of R-ISV-FOLactis in situ vaccination
for advanced soft tissue sarcoma.

Qing Wang, Ruojing Lv, Juanjuan Dai, Junmeng Zhu, Xiaolu Wang, Wentao Kong, Jun Chen, Zhiwen Li, Qi Tong, Yingling Zhou, Xiaofeng Chang, Wu Sun, Qin Liu, Xia Zhou,
Jie Shao, Manman Tian, Jie Shen, Rutian Li, Baorui Liu; The Comprehensive Cancer Centre of Nanjing Drum Tower Hospital, Affiliated Hospital of Medical School, Nanjing
University, Nanjing, Jiangsu, China; Comprehensive Cancer Centre of Drum Tower Hospital, Medical School of Nanjing University, Clinical Cancer Institute of Nanjing
University, Nanjing, China; The Comprehensive Cancer Centre of Nanjing Drum Tower Hospital, Affiliated Hospital of Medical School, Nanjing University, Nanjing, China;
Department of Oncology, Nanjing Drum Tower Hospital, Affiliated Hospital of Medical School, Nanjing University, Nanjing, Jiangsu, China; The Comprehensive Cancer
Centre of Nanjing Drum Tower Hospital, The Affiliated Hospital of Nanjing University Medical School, Nanjing, China; Department of Ultrasound Diagnosis, Nanjing Drum
Tower Hospital, Affiliated Hospital of Medical School, Nanjing University, Nanjing, Jiangsu, China; The Department of Pathology, Nanjing Drum Tower Hospital, Affiliated
Hospital of Medical School, Nanjing University, Nanjing, Jiangsu, China; The Imaging Department of Nanjing Drum Tower Hospital, Affiliated Hospital of Medical School,
Nanjing University and Clinical Cancer Institute of Nanjing University, Nanjing, Jiangsu, China; The Comprehensive Cancer Centre of Nanjing Drum Tower Hospital, Clinical
College of Traditional Chinese &WesternMedicine, Nanjing University of ChineseMedicine, Nanjing, Jiangsu, China; Department of Oncology, Nanjing Drum Tower Hospital
& Group’s Suqian Hospital, Medical School of Nanjing University, Suqian, China; The Comprehensive Cancer Centre of Nanjing Drum Tower Hospital, Medical School of
Nanjing University & Clinical Cancer Institute of Nanjing University, Nanjing, Jiangsu, China; The Comprehensive Cancer Centre of Nanjing Drum Tower Hospital, Affiliated
Hospital of Medical School, Nanjing University and Clinical Cancer Institute of Nanjing University, Nanjing, Jiangsu, China; The Comprehensive Cancer Centre of Nanjing
Drum Tower Hospital & Group’s Suqian Hospital, Affiliated Hospital of Medical School, Nanjing University, Suqian, Jiangsu, China; Department of Oncology, Nanjing Drum
Tower Hospital, Affiliated Hospital of Medical School, Nanjing University, Nanjing, China

Background: Advanced soft tissue sarcomas (STSs) have limited treatment options and exhibit
low responsiveness to immunotherapy, largely due to an immunosuppressive tumor micro-
environment (TME). In situ vaccination (ISV) represents a promising strategy to convert
immunologically “cold” tumors into “hot” ones. FOLactis, a food-grade probiotic Lactococcus
lactis engineered to express a fusion protein of Fms-like tyrosine kinase 3 ligand (Flt3L) and
OX40 ligand (OX40L), has shown antitumor immune activity in preclinical models. This study
investigates the synergistic antitumor effect and safety of intratumoral FOLactis in combina-
tionwithhypofractionated radiotherapy andanti-PD-1 therapy in clinical settings.Methods: In
this investigator-initiated, single-arm trial, patients with advanced STS who had failed stan-
dard therapies received intratumoral injections of FOLactis combined with hypofractionated
radiotherapy and PD-1 blockade. Primary endpoints included safety and efficacy, secondary
endpoints encompassed abscopal responses andmechanistic exploration of treatment efficacy.
Results: Between July 2022 to July 2025, 16 advanced STS patients were enrolled. The R-ISV-
FOLactis regimen was well-tolerated, with grade 3 adverse events occurring in 37.5% of
patients. Injected lesions showed a best objective response rate (ORR) of 56.25% and a disease
control rate (DCR) of 100%. Median progression-free survival (mPFS) for all lesions was
6.3months,whilemPFS for injected lesionswasnot reached. Abscopal responseswere observed
in 56.25% of patients. Immunological analyses revealed increased frequencies of peripheral
memory CD8⁺ T cells, PD-1⁺ CD8⁺ T cells, and dendritic cells (DCs), alongside decreased reg-
ulatory T cells (Tregs) and tissue-resident CD103⁺CD4⁺ T cells in responders, indicating sys-
temic immune activation. Furthermore, reshaped TME with reduced fibroblasts and increased
immune cell infiltration were associated with enhanced antitumor immunity. Moreover, sig-
nificant increase of CD8⁺ T cell density in regions distal to neutrophil clusters, along with
elevated 42Cresol Sulfate levels suggesting neutrophil modulation. Conclusions: R-ISV-
FOLactis exhibited a favorable safety profile and encouraging efficacy against both local and
distant tumors. The treatment induced systemic immune activation andmetabolic remodeling,
supporting its further development as a novel ISV strategy for advanced STSs. Clinical trial
information: ChiCTR2200060660. Research Sponsor: None.
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Quality of life in cancer patients treated with anchored interleukin-12 (IL-12) im-
munotherapy: Results from a first-in-human phase 1 trial of tolododekin alfa (ANK-
101).

Jong Chul Park, Marcus O. Butler, John M. Kirkwood, Jasmine Bonsu, Isa Ngirailemesang, Russell Cheng, Leon Mcinnis, Kelly Schroder, Darcy Ploucha, Gail M. Iodice,
Yacine Salhi, Joseph Elassal, Howard L. Kaufman, Brendan D. Curti; Mass General Brigham, Harvard Medical School, Boston, MA; Princess Margaret Cancer Centre,
Toronto, ON, Canada; Melanoma Center, UPMC Hillman Cancer Center, Pittsburgh, PA; Mass General Brigham, Boston, MA; Providence Cancer Institute, Portland, OR;
Princess Margaret Center Centre, Toronto, ON, Canada; Cancer Therapeutics Program, UPMC Hillman Cancer Center, Pittsburgh, PA; University of Pittsburgh Medical
Center, Pittsburgh, PA; Ankyra Therapeutics, Cambridge, MA; Providence Portland Medical Center, Portland, OR

Background: Anchored immunotherapy is a novel method for retaining high concentrations of
anti-tumor drugs in established tumors with limited systemic exposure. The integration of
quality-of-life (QOL) assessment in a phase 1 study of anchored IL-12, tolododekin alfa (ANK-
101), provided an opportunity to gather baseline QOLdata, longitudinallymeasure patientwell-
being during drug exposure, identify associations between adverse events and patient well-
being, and generate additional clinical benefit information. Methods: All patients enrolled in
the phase 1 clinical trial of ANK-101 for patients with advanced/metastatic solid tumors were
eligible and provided written informed consent. Patients were treated with direct intratumoral
injection every 3weeks up to 8 cycles over 6months. QOLwasmeasured by the validated FACT-
G survey, which collects scores across a 27-item questionnaire that measures physical, family/
social, emotional, and functional well-being. Subjects were asked to complete the FACT-G at
baseline every 3 weeks during treatment and at end-of-treatment. QOL scores were evaluated
by paired-sample t-tests to evaluate differences in QOL at various time intervals. Data cut-off
was on October 21, 2025. Results: 39 of 40 (98%) patients completed at least two FACT-G
surveys. Themedian age was 68 and 44%were female. Patients had amedian of 5 lines of prior
therapy (range 1-18). Themost commoncancer types includedweremelanoma (33%), head and
neck (18%), cutaneous squamous cell carcinoma (8%), and colorectal cancer (8%). There were
no dose-limiting toxicities but there were 42 grade 2 events in 13 subjects and five grade 3
events in 3 subjects (elevated liver transaminases, abdominal pain, neutropenia, stomatitis). At
baseline, themedian of QOL score was 80.5 (range 51-106). After two and four cycles, there was
no decrease in QOL scores across any of the functional domains. For patients who developed
grade 2 or 3 adverse events, there was a trend toward decreased QOL in social well-being
(median 25.5 at baseline to 23 after two cycles; median change -2.0; p=0.08) and in physical
well-being (median 24 at baseline to 20 after four cycles;median change -5.5; p=0.06 after four
cycles). Patients who completed all 8 cycles of treatment demonstrated no change in any QOL
measure (p range 0.14-0.70). Conclusions: ANK-101, the first anchored immunotherapy, was
associated with QOL scores that were not significantly diminished in heavily pre-treated
advanced cancer patients with a non-significant decrease in social and physical well-being
among those who developed grade 2 or greater adverse events. Further, patients with visceral
tumors had no difference in QOL compared to superficial lesions. Early implementation of QOL
data is feasible in phase 1 trials and may be of use to identify drug impact on clinical and safety
measures. Clinical trial information: NCT06171750. Research Sponsor: Ankyra Therapeutics.
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2594 Poster Session

Intratumoral dendritic cell (DC1) therapy prior to neoadjuvant chemotherapy in
HER2-positive breast cancer (NATASHA trial).

Hyo S. Han, Amy Aldrich, Junmin Whiting, Hatem Hussein Soliman, Ricardo L. Costa, Avan J. Armaghani, Aixa Elena Soyano Muller, Tracey L. O’Connor, Loretta S. Loftus,
Kathrin Dvir, Neveen Abdo, Marie Catherine Lee, Nazanin Khakpour, Laura Kruper, John Kiluk, Rachel Hendel, Qianxing Mo, Robert J. Weinfurtner, Zena Jameel,
Brian J. Czerniecki; H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL; Department of Breast Oncology, Lee Moffitt Cancer Center, Tampa, FL; Moffitt Cancer
Center, Tampa, FL; H. Lee Moffitt Cancer Center, Tampa, FL

Background: Enhancing the efficacy of neoadjuvant therapy (NAT) while minimizing
treatment-related toxicity remains a critical unmet need for patients (pts) with HER2-
positive (HER2+) breast cancer (BC). We previously reported intratumoral (IT) delivery of
increasing doses (50 million and 100 million cells) of conventional type I dendritic cells (DC1)
combined with anti-HER2 antibodies is safe and effective in altering the tumor microenvi-
ronment (TME) and inducing tumor regression in early-stageHER2+BC.We conducted a phase
II neoadjuvant clinical trial of IT DC1 (NCT05325632).Methods: Pts with early-stage HER2+ BC
with tumor$ 1cmwere eligible. Treatment included initial immunotherapy with IT DC1 weekly
x6 (100 million) followed by paclitaxel 80 mg/m2 IV weekly x12. Starting from day 1, pts also
received trastuzumab (H) IV (8 mg/kg loading dose, then 6 mg/m2) and pertuzumab (P) IV
(840 mg loading dose, then 420 mg) every 3 weeks x 6 cycles. Core needle biopsies were
obtained at baseline and at week 6 following the last DC1 injection and analyzed by multiplex
immunofluorescence (mIF) to assess immune cell infiltration. At these timepoints and post-
chemotherapy, radiologic response was assessed by breast MRI and blood was collected for
biomarker and ctDNA analysis using a personalized, tumor-informed test (Signatera, Natera,
Inc.). The primary end point of this study is pathologic complete response rate (pCR).Results:A
total of 47 pts (24 HR+/HER2+, 23 HR-/HER2+) were enrolled between 5/2022 and 10/2025.
Median agewas 54 years (range 27-82). 21 pts had biopsy-proven axillary node positive disease
with clinical stage I/II/III (7/30/10). All pts completed NAT, and 42 pts underwent surgery as of
1/22/2026. The pCR rates for HR+/HER2+ and HR-/HER2+ were 50% (12/24) and 89% (16/18),
respectively. The most frequent toxicities related to DC1 were grade 1/2 chills, flu-like symp-
toms, headache, nausea, fever, and injection site reaction. IT DC1 + HP therapy was associated
with a significant increase in intratumoral CD3⁺ T cell infiltration and a decrease in tumor cells
assessed by mIF. ctDNA levels were evaluable for 25 patients (13 HR+ and 12 HR-). Sixteen pts
(64%)hadpositive ctDNA (6HR+and 10HR-) at baseline and 14/16 cleared ctDNAwithNAT (13/
16 cleared ctDNA post- IT DC1+HP, prior to chemotherapy). At present (median post-surgery
follow-up: 15.1mos.;median follow-up from last ctDNA test: 8.7mos.), no ptshave experienced
disease recurrence. Conclusions: IT DC1 + HP prior to neoadjuvant paclitaxel + HP in HER2+ BC
pts was well tolerated with manageable toxicities. IT DC1 led to immune cell infiltration and
ctDNA clearance with improved pathologic tumor response rates, particularly in HR-/HER2+
BC. Updated surgical outcomes and biomarker results (mIF, MRI and ctDNA) will be presented
at the meeting. Clinical trial information: NCT05325632. Research Sponsor: None.
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2595 Poster Session

First-in-human evaluation and preclinical mechanistic studies of targeted hyper-
thermia therapy.

Carman Giacomantonio, Barry Kennedy, Kate Clark, Cheryl Dean, Nick Cheverie, Kelly Corscadden, Julie Jordan, Geetha Marivel, Erin Noftall; Dalhousie University, Halifax,
NS, Canada

Background: Photothermal conversion of near-infrared (NIR) light using specifically tuned,
directly delivered gold nanorods produces controllable hyperthermia in tumor microenviron-
ments. Precisely controlled, targeted hyperthermia therapy (THT) induces immunogenic cell
death (ICD) and remodels the tumor microenvironment, promoting immune activation in
otherwise poorly inflamed tumors. Here, we report an early clinical evaluation of THT inte-
gratedwithmechanistic preclinical analyses. Preclinical studies: InB16F10melanomaandCT26
colorectal models, controlled thermal dosing induced a 24–48 h ICD response marked by
calreticulin and HSP70 exposure, chemokine and complement activation, and early T-cell
receptor remodeling. Transcriptomic analyses revealed a dose-dependent transition from
innate immune activation to a coordinated tissue repair program involving extracellularmatrix
remodeling. Lower thermal doses in the hyperthermic window decreased regulatory pathways
and induced antigen presentation. Modulation of myeloid signaling limited macrophage ac-
cumulation, prevented tumor regrowth, and sustained antitumor inflammation.Methods: In a
first-in-human, open-label, early feasibility study (NCT06894407), ten patients with stage
IIIc/IIId/IV M1 cutaneous metastatic melanoma progressing on checkpoint inhibitor therapy
received intratumoral gold nanorods (Sona Nanotech Inc.) followed by NIR-mediated heating
on days 1 and 8. Up to four lesions per patient were treated, with intratumoral temperatures
maintained at 42–48 °C for 5 minutes. Safety, feasibility, and early biological activity were
assessed through adverse-event monitoring, clinical photography, and tumor biopsies ob-
tained on days 15 and 29. Results: Clinical: THT was well tolerated, with no treatment-related
serious adverse events observed. By day 15, 8 of 10 patients demonstrated regression in treated
lesions. Histologic assessment showed complete tumor clearance in 6 patients, partial regres-
sion in 2 patients, and no response in 2 patients. Conclusions: THT-induced ICD progresses
through temporally regulated immune states, including a reparativemyeloid-associated phase
that limits durability. Defined thermal-dose parameters provide a framework for rational
integration of THT with macrophage-modulating and checkpoint-based immunotherapies.
THT is safe, feasible, and biologically active in immunotherapy-refractory metastatic mela-
noma. Further clinical studies are needed to evaluate the efficacy of THT in immune-refractory
cancers. Clinical trial information: NCT06894407. Research Sponsor: Sona Nanotech Inc.

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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/NCT06894407
http://meetings.asco.org


2596 Poster Session

Evaluation of adnexal features and histological response to intralesional SP-002 in
nodular basal cell carcinoma.

Gregory Siller, Siddharth Balachandran, Michelle Goh, Sherrif Ibrahim, Florian Kreppel, Kiarish Khosrotehrani, Clement Leong, Xiaoyan Liao, Sara McArdle,
Edward McKenna, Geoffrey Pietersz, Tatsiana Pukhalskaya, Rodney Sinclair, Bruce Smoller, Helmut Schaider, Lynda Spelman, Ernest Tan, John Lear; Central Brisbane
Dermatology, Brisbane, Australia; Fox Chase Cancer Center, Philadelphia, PA; Royal Melbourne Hospital, Melbourne, Australia; Rochester Dermatologic Surgery, P.C.,
Victor, NY; University of Witten/Herdecke, Witten, Germany; Princess Alexandra Hospital, Brisbane, Australia; Stamford Pharmaceuticals Inc, Austin, TX; University of
Rochester Medical Center, Rochester, NY; La Jolla Institute for Immunology, La Jolla, CA; Stamford Pharmaceuticals, Austin, TX; University of California, San Francisco,
San Francisco, CA; Sinclair Dermatology, Melbourne, Australia; Sunshine Coast University Hospital, Sunshine Coast, Australia; Veracity Research, Brisbane, Australia;
Burswood Dermatology, Perth, Australia; University of Manchester, Manchester, United Kingdom

Background:No FDA approved nonsurgical therapies exist for primary nBCC at high-risk sites,
e.g., H-zone, representing a significant unmet medical need. Recombinant IFN-alfa-2b pre-
viously achieved ~85% complete histologic clearance in superficial and nBCC, but required
multiple (9-12) injections and was associated with systemic toxicity. SP-002 encodes human
IFN-g and enables sustained, localized cytokine expression with anti tumor activity, achieved
with a once weekly, three dose regimen that demonstrates a superior therapeutic index.
Methods: Two early phase clinical studies of SP-002 in nBCC were completed: a single lesion
study (ASN-002-001, NCT02550678, n=16), and a combinationmultilesion study with 4weeks
of vismodegib (ASN-002-003, NCT04416516, n=21, 46 lesions). Pretreatment biopsies from
ASN-002-001 served as discovery specimens, while pretreatment biopsies from ASN-002-003
were prospectively assessed by central review for adnexal features (AdnF; follicular or eccrine
differentiation) using standardized criteria. Post-treatement excision specimens were evalu-
ated by local histopathology laboratories for CHC per protocol-defined criteria. CHC rates were
calculated by AdnF. Results: ASN-002-001: sporadic low frequency/risk BCC, AdnF(+) rate was
20%. CHC rates were 33% (5e10vp), 83% (1.5 and 3.0e11vp). ASN-002-003: high-frequency
multilesion BCC, AdnF(+) rate was ~50%. CHC rates were 75% (1 nBCC)/52.9% (3 nBCC)
(1.0e11vp) and 52.4% (3 nBCC) (1.5e11vp)-ITT. When analyzed by AdnF status, CHC rates were
97% in AdnF(-) lesions and 11.5% in AdnF(+) lesions. Baseline biopsies in non-responders
demonstrated follicular/eccrine structures especially papillarymesenchymal bodies, harboring
CKT15(+) stem cells (SC) and nuclear b-catenin, indicating active WNT signaling. Dual repres-
sion of programmed cell death effectors, CASP8/RIPK3, was also observed at baseline in lesions
with residual diseasewith focal loss orwidespread loss across tumor islands in b-catenin active
regions. Either or both CASP8/RIPK3 were present in all complete responders at baseline and
their absence may indicate risk for incomplete response to SP-002. Conclusions: SP-002
achieved high CHC rates at doses of 1.5e11vp/3.0e11vp and AdnF(-) lesions (most nBCC) had
clearance rates comparable to surgical excision (.90%).Adnexal differentiation identifies a
biologically distinct, treatment-resistant subset withWNT pathway activation, adnexal niches
harboring CKT15(+) SC, and impaired IFN-g cell death. These findings support AdnF as a
predictive biomarker and position SP-002 as a promising non-surgical option for selected
patients with nBCC. Clinical trial information: NCT02550678, NCT04416516. Research Spon-
sor: Ascend Biopharmaceuticals Ltd, Level 1 159 Dorcas Street, South Melbourne VIC 3205.

CHC rate AdnF(-)
n/N lesions (%)

CHC rate AdnF(+)
n/N lesions (%)

ASN-002-001 (n=15, 15 lesions) 11/12 (91.6%) 0/3 (0%)
ASN-002-003 (n=21, 46 lesions) 23/23 (100%) 3/23 (13%)

34/35 (97.1%) 3/26 (11.5%)
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2597 Poster Session

Safety and feasibility of intratumoral injection of RP1 or RP2 oncolytic immuno-
therapies in visceral metastases.

Caroline Robert, Tawnya Lynn Bowles, Mark R. Middleton, Judith Michels, Miguel F. Sanmamed, Ari VanderWalde, Jiaxin Niu, Caroline Gaudy-Marqueste,
Eva Mu~noz Couselo, Gino Kim In, Maria de Miguel, Andres Cervantes, Georgia Beasley, Tim Liu, Kumiko Yanase, Chris Tucci, Danielle Ulanet, Jeannie Whit-Shan Hou,
Gary Vanasse, Mohammed M. Milhem; Gustave Roussy and Paris-Saclay University, Villejuif, France; Intermountain Medical Center, Murray, UT; Churchill Hospital and
University of Oxford, Oxford, United Kingdom; Département de Médecine Oncologique, Gustave Roussy, Villejuif, France; Cancer Center Cĺınica Universidad de Navarra,
Pamplona, Spain; West Cancer Center and Research Institute, Germantown, TN; Banner MD Anderson Cancer Center, Gilbert, AZ; Aix-Marseille Univ, APHM, Centre de
Recherche en Cancérologie de Marseille (CRCM), INSERM, U1068, CNRS, UMR7258, UM105, Hôpital Timone, CEPCM, Dermatology and Skin Cancer Department, Marseille,
France; Vall d’Hebron Institute of Oncology (VHIO) and Vall d’Hebron Hospital Medical Oncology Department, Barcelona, Spain; University of Southern California, Norris
Comprehensive Cancer Center, Los Angeles, CA; START Madrid CIOCC Hospital HM Sanchinarro, Madrid, Spain; Department of Medical Oncology, INCLIVA Biomedical
Research Institute, University of Valencia, Valencia, Spain; Duke Cancer Institute, Duke University, Durham, NC; Replimune, Inc., Woburn, MA; Holden Comprehensive
Cancer Center, University of Iowa, Iowa City, IA

Background: RPx is an investigational HSV-1-based oncolytic immunotherapy platform in-
cluding RP1 (vusolimogene oderparepvec) and RP2. RP1 expresses GM-CSF and a fusogenic
glycoprotein (GALV-GP-R–); RP2 also expresses an anti–CTLA-4 antibody-like molecule. We
report safety data from patients (pts) who received intratumoral (IT) injections of RP1/2 into
visceral metastases (mets).Methods: Pts with advanced/metastatic solid tumors were enrolled
into RP1/2 clinical trials (RP1: NCT03767348; RP2: NCT04336241). RP1/2 was injected into
visceral tumorsusingCTorultrasoundguidance. The recommendedneedle gauges ranged from
17-27G. Pts received RP1/RP2 for up to 8 doses as monotherapy or in combination with
nivolumab IV starting at cycle 2 or 4 for up to 2 years. Additional RP1/2 doses could be given
if protocol-specified criteria were met. This analysis evaluated safety among pts receiving IT
RP1/2 injections to visceral mets (defined as lung or liver mets). All safety data presented
includes events occurringwithin 7 days after injection (except where noted).Results:As of data
cutoff (RP1: 15OCT2024; RP2: 29AUG2025), there were a total of 665 RP1/2 injections into the
lung (n= 125;median lung injections/pt/treatment course [c]: RP1 = 5.5 andRP2=8) and liver (n
= 540; median liver injections/pt/c): RP1 and RP2 = 5) among 105 pts. The most common
treatment-related adverse events (AEs) were pyrexia, chills, and fatigue (Table). A total of 9
pneumothorax (PTX) events occurred (within 3 days after injection) out of 125 lung injections
(7.2%) in 19 pts receiving RP1/2; all cases were Grade (G) 1/2 and resolved. Only 1 pt required a
chest tube for a G2 PTX event and the pt continued to receive RP1 after resolution. There were 3
bleeding events within 3 days after injection among 665 injections (0.5%) in the lung or liver in
105 pts receiving RP1/2. All bleeding events occurred in pts receiving RP2 liver injections and
resolved (2/3 events resolved by the following day). Conclusions: RP1/2 injections into visceral
mets were well tolerated, with a comparable safety profile to liver and lung biopsies performed
in other clinical settings. The observed RPx safety profile supports the incorporation of IT
injections into deep visceral tumors as part of cancer therapy. Clinical trial information:
NCT03767348; NCT04336241. Research Sponsor: Replimune, Inc.

All-grade treatment-related adverse events (>15%).

RP1 RP2

Monotherapy Combination therapy Monotherapy
Combination

therapy

n (%)

Injected
visc mets
(n = 11)

Total
(n = 19)

Injected
visc mets
(n = 46)

Total
(n = 151)

Injected
visc mets
(n = 14)

Total
(n = 20)

Injected
visc mets
(n = 34)

Total
(n = 47)

Pyrexia 9 (82) 12 (63) 22 (48) 51 (34) 6 (43) 9 (45) 18 (53) 25 (53)
Chills 6 (55) 6 (32) 20 (44) 43 (28) 3 (21) 5 (25) 13 (38) 19 (40)
Fatigue 3 (27) 7 (37) 8 (17) 39 (26) 1 (7) 3 (15) 4 (12) 7 (15)
Influenza-like
illness

1 (9) 2 (11) 12 (26) 31 (21) 0 0 2 (6) 8 (17)

Nausea 1 (9) 1 (5) 13 (28) 26 (17) 1 (7) 1 (5) 5 (15) 8 (17)

mets, metastases; visc, visceral.

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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/NCT03767348
http://www.clinicaltrials.gov/ct2/show/NCT04336241
http://meetings.asco.org


2598 Poster Session

STING agonist JMKX000197 infusion in patients with malignant pleural effusion:
Preliminary results from a prospective phase Ib study.

Ning Li, Shuhang Wang, Ning Jiang, Shanxian Guo, Hongbo Wu, Fengming Ran, Qinghua Zeng, Hui Guo, Ruoyu Wang, Xiang Li, Fang Ma, Pingfei Fang, Ying Liu, Liqin Dong,
Lei Yang; National Cancer Center/National Clinical Research Center for Cancer/Cancer Hospital, Chinese Academy of Medical Sciences, Beijing, China; Jiangxi Cancer
Hospital, Jiangxi Clinical Research Center for Cancer, Nanchang, China; Department of Oncology, Henan Cancer Hospital, Zhengzhou, China; Department of Throracic
Cancer, Hubei Cancer Hospital, Wuhan, China; First Affiliated Hospital of Nanchang University, Nanchang, China; The Second Affiliated Hospital of Xi’an Jiaotong
University, Xi’an, China; Affiliated Zhongshan Hospital of Dalian University, Dalian, China; The Second Xiangya Hospital, Central South University, Changsha, Hunan, China;
The Second Xiangya Hospital, Central South University, Changsha, China; Shanghai Jeyou Pharmaceutical Co., Ltd., Shanghai, China

Background: Indwelling pleural catheter (IPC) is frequently used for symptomatic malignant
pleural effusion (MPE), its therapeutic benefits remain limited. JMKX000197 is a novel small
molecule stimulator of interferon genes (STING) agonist that activates STING to induce type I
interferons and pro-inflammatory cytokines andmayhave a promising clinical prospect for the
treatment of MPE. Methods: Eligible patients had advanced solid tumors with moderate-to-
large MPE and had progressed on systemic therapy or had poorly controlled effusion. Patients
were randomized assigned in a 1:1:1 ratio to receive intrapleural infusions of JMKX000197
(150 mg or 300 mg) combined with IPC or IPC alone (control) on day 1 and day 8. Here, we report
safety, tolerability, preliminary efficacy, and PK/PD characteristics from the phase Ib study of
JMKX000197 (NCT06740019).Results:As of October 15, 2025, 35 patientswere enrolled (45.7%
female, median age 59 years, 71.4% with lung adenocarcinoma). 2 patients withdrew from the
study without receiving any treatment after randomization, thus, the safety and efficacy
analysis was based on 33 patients who received treatment. Among 33 patients, 1 patient in
the 300 mg group withdrew the informed consent after one dose while 32 patients (97%)
completed the two-dose regimen (11 in 150 mg group [N=11], 9 in 300 mg group [N=10], and 12 in
control group [N=12]). Treatment-emergent adverse events (TEAEs) occurred in 100%, 90%,
and 83.3% of patients in the 150 mg, 300 mg, and control groups, respectively. Grade $3 TEAEs
occurred in 3(27.3%), 1 (10%) and 1 (8.3%) patients in each group. 2 patients in 150mg group and
5 patients in 300 mg group experienced grade 1–2 cytokine release syndrome (CRS), whichwere
adverse event of special interest, all resolved with supportive care. No TEAE led to treatment
discontinuation or death. Puncture-free survival (PuFS) was defined as the period from the
removal of the IPC immediately after the last dose of treatment to thenext therapeutic puncture
and/or drainage or death, whichever occurs first. The median PuFS was 37 days, 116 days, and
56 days in the 150 mg, 300 mg, and control groups, respectively. Limited exposure of
JMKX000197 in plasma was observed (.700 fold lower than that in pleural effusion). PD
analysis showed significant elevation of IFN-b in both plasma and pleural effusion (higher
in pleural effusion), along with increased TNF-a, IP-10, MCP-1, and IL-6. Immunophenotyp-
ing demonstrated enhanced CD8+ T-cell activation and reduced Treg cell proportions post-
treatment (both in peripheral blood and pleural effusion). Conclusions: Intrapleural
JMKX000197 exhibited a manageable safety profile and promising preliminary efficacy in
MPE patients, with a better efficacy at the 300mg dose. JMKX000197may induce the production
of pro-inflammatory cytokines and subsequently activate the tumor microenvironment. Clin-
ical trial information: NCT06740019. Research Sponsor: Shanghai Jeyou Pharmaceutical Co.,
Ltd.
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2599 Poster Session

Clinical efficacy and safety of BM201 intra-tumoral injection and radiotherapy in
advanced solid tumors: Results from the phase I/IIT study.

Rutian Li, Limei Min, Wang Xiaolu, Qin Liu, Jie Shen, Fangtao Yin, Ju Yang, Xia Zhou, Juan Liu, Yigi Yang, Shiyao Du, Siyi Tan, Bing Song Qin, Zhuang Liu, Baorui Liu; The
Comprehensive Cancer Centre of Nanjing Drum Tower Hospital, Affiliated Hospital of Medical School, Nanjing University, Nanjing, Jiangsu, China; The Comprehensive
Cancer Centre of Nanjing Drum Tower Hospital & Group’s Suqian Hospital, Affiliated Hospital of Medical School, Nanjing University, Suqian, Jiangsu, China; The
Comprehensive Cancer Centre of Nanjing Drum Tower Hospital, Affiliated Hospital of Medical School, Nanjing University, Nanjing, China; The Comprehensive Cancer Centre
of Nanjing Drum Tower Hospital & Group’s Suqian Hospital, Affiliated Hospital of Medical School, Nanjing University, Suqian, China; Radiation Oncology, The First Affiliate
Hospital of Soochow University, Suzhou, China; Institute of Functional Nano & Soft Materials, Soochow (Suzhou) University, Dushu Lake Campus, Suzhou, China

Background: For vaccine design, an antigen and an adjuvant are necessary for an effective
immune response. In the context of therapeutic tumor vaccination, in situ vaccination has
garnered increasing attention as it enables tumors to provide antigens through radiotherapy or
intra-tumoral (i.t.) delivery of immunomodulators. BM201, a selective TLR7/8 agonist uniquely
designed for intra-tumoral (i.t.) administration, aims to effectively activate antigen-
presenting cells and enhance immunogenicity through combinationwith radiotherapy bymore
effectively presenting the tumor antigens exposed to T cells. When combined with intravenous
(i.v.) infusion of aPD-1monoclonal antibody (mAb), it relieves tumor immunosuppression and
exerts synergistic anti-tumor effects.Methods:This is an open-label, exploratory, andphase I/
IIT study. Phase I portion was a dose-escalation study designed to investigate BM201 (dose
range: 24-240mg, i.t. every 2 weeks) in combination with hypofractionated radiotherapy (5-
8Gy, 4 fractions) (R-ISV-BM201) in patients with refractory or metastatic solid tumors. Phase
IIT portion was designed to investigate BM201 (dose range: 24-240mg, i.t. every 3 weeks) in
combination with hypofractionated radiotherapy (5-8Gy, 4 fractions) plus aPD-1 (200mg, i.v.
every 3 weeks) (R-ISV-BM201 + aPD-1) in patients with refractory or metastatic soft tissue
sarcomas. Primary objective of both 2 studies was safety and tolerability. Secondary endpoints
included PK and preliminary anti-tumor activity according to RECIST 1.1 in Phase I, while anti-
tumor activity according to irRECIST 1.1 in Phase IIT. Results: Till December 05, 2025, 29
patients had been treated with BM201 (19/29 in Phase I, 10/29 in Phase IIT). Among the 29
patients, 51.7% had been unresponsive to immunotherapy (prior aPD-1). Plasma exposure
increased with dose. A sustained-release PK characteristic was observed in most patients
experiencing tumor shrinkage. Abscopal effects were observed in 31.6% (6/19) and 50% (5/
10) of patients in Phase I and Phase IIT, respectively. In Phase I, the objective response rate
(ORR) was 5.2%, and the disease control rate (DCR) was 84.2%; while these were 10.5% and
84.2% in injected lesions. In Phase IIT, the ORRwas 20%, and the DCRwas 100.0%; while these
were 46.1% and 92.3% in injected lesions. The median progression-free survival was
7.7 months, themedian overall survival was 17.0 months, and themedian duration of response
in injected lesions was 5.6 months. The majority of TRAEs were grade 1-2. Grade 3-4 TRAEs
mainly included lymphocytopenia, anemia, thrombocytopenia, and hypertension. No grade 5
TRAEs or dose-limiting toxicity was observed. Conclusions: R-ISV-BM201 has a manageable
safety profile and has shown encouraging anti-tumor activity. A trigger systemic immune
response would be expected when it is synergized with aPD-1 mAb. Clinical trial information:
Phase I: NCT06368960; Phase IIT: ChiCTR2300077953. Research Sponsor: National Natural
Science Foundation of China; Foundation for studies of Clinical Trials, Drum Tower Hospital;
Science Fund for Distinguished Young Scholars of Jiangsu Province; Fundings for Clinical Trials
from the Affiliated Drum Tower Hospital, Medical School of Nanjing University; Nanjing
Medical Science and Technology Development Foundation; InnoBM Pharmaceutics Co. Ltd.
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2600 Poster Session

Hepatic arterial infusion chemotherapy combined with immunotherapy for unre-
sectable intrahepatic cholangiocarcinoma: A single-arm, open-label, prospective
clinical trial.

Hongzhe Kang, Liu Yan, Yingwen Hou; The Third Affiliated Hospital of Harbin Medical University, Harbin, China; Harbin Medical University Cancer Hospital, Harbin,
Heilongjiang Province, China

Background: In recent years, immune checkpoint inhibitors (ICIs) have demonstrated sub-
stantial clinical advances in the treatment of intrahepatic cholangiocarcinoma (ICC). However,
the efficacy of first-line systemic chemotherapy remains suboptimal for patients with unre-
sectable ICC. Hepatic arterial infusion chemotherapy (HAIC) can markedly elevate local drug
exposure, enhance tumor cytotoxicity, and minimize systemic adverse effects. Whether the
combination of HAIC and immunotherapy confers a clinical benefit for patients with unre-
sectable ICC remains an urgent clinical issue to be addressed. Methods: This is a single-arm,
open-label, prospective clinical trial designed to evaluate the efficacy and safety of HAIC
combined with ICIs in the treatment of patients with unresectable ICC. The HAIC regimen
consists of gemcitabine plus cisplatin (GC-HAIC),while programmeddeath-1 (PD-1) inhibitors
are administered for immunotherapy, with either camrelizumab or sintilizumab chosen on a
patient clinical characteristics basis. The trial was planned to enroll 30 participants. The
primary endpoint was the objective response rate (ORR). Secondary endpoints included overall
survival (OS), progression-free survival (PFS), and disease control rate (DCR). Safety was
assessed through themonitoring and grading of adverse events (AEs) according to theNational
Cancer Institute Common Terminology Criteria for Adverse Events (NCI-CTCAE) version 5.0.
Results: From August 2022 to January 2025, a total of 31 patients with unresectable ICC were
enrolled and received the protocol-defined treatment. The ORRwas 41.9% according to RECIST
1.1 criteria, while the ORR assessed per mRECIST criteria was 71%. The median follow-up time
was 22.0 months (95% CI, 17.9–26.7 months). The median OS was 20.0 months (95% CI,
15.7–28.6months), and themedian PFSwas 12.3months (95%CI, 10.9–21.3months). The DCR
reached 93.5%. Treatment-related AEs of any grade occurred in 83.9% of patients, whereas
grade 3 or 4 AEs were observed in only 16.1% of participants. Conclusions: This study evaluated
the efficacy and safety of GC-HAIC combined with anti-PD-1 immunotherapy in the treatment
of patients with unresectable ICC. The results demonstrated that this regimen exhibited
promising efficacy, with manageable adverse events and complications. Additionally, these
results also offer a potential novel first-line treatment option for this patient population. Based
on the results of this study, future phase III clinical trails are warranted to validate the
outcomes. Clinical trial information: ChiCTR2500112123. Research Sponsor: Haiyan Founda-
tion; Beijing Medical Award Foundation.

Tumor response.

Efficacy

RECIST 1.1 mRECIST

% N % N

CR 0 0 3 9.7
PR 13 41.9 19 61.3
SD 16 52.6 7 22.6
PD 2 6.5 2 6.5
ORR 13 41.9 22 71.0
DCR 29 93.5 29 93.5

CR, Complete response; PR, Partial response; SD, Stable disease; PD, Progressive disease; ORR, Objective
response rate; DCR, Disease control rate.
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2601 Poster Session

A phase I trial on the safety, tolerance, and preliminary efficacy of intracavitary
injection of in situ vaccines (FOLactis) in patients with advanced solid tumors
complicated with malignant pleural effusion.

LifengWang, Shu Su, Xin Lv, Fangjun Chen, Lianjie Li, Jie Shao, Baorui Liu; The Comprehensive Cancer Center of Drum Tower Hospital, Medical School of Nanjing University
& Clinical Cancer Institute of Nanjing University, Nanjing, China; The Comprehensive Cancer Centre of Drum Tower Hospital, Medical School of Nanjing University and
Clinical Cancer Institute of Nanjing University, Nanjing, China; The Comprehensive Cancer Centre of Drum Tower Hospital, Medical School of Nanjing University & Clinical
Cancer Institute of Nanjing University, Nanjing, China; Nanjing Drum Tower Hospital, The Affiliated Hospital of Nanjing University Medical School, Nanjing, China; The
Comprehensive Cancer Centre of Nanjing Drum Tower Hospital, Medical School of Nanjing University & Clinical Cancer Institute of Nanjing University, Nanjing, Jiangsu,
China

Background:Malignant pleural effusion (MPE) is caused by themetastasis ofmalignant tumors
to the pleura. Traditional treatment have limited efficacy. In our preliminary research, a
recombinant lactobacillus expressing the fusion protein Flt3L-OX40L (enhancing antigen-
presenting function of dentritic cells and activation of antigen-specific T cells) named FOLactis
was proved to have strong anti-tumor effect in early clinical trials. This clinical study was
designed to explore the safety and efficacy of intracavitary injection of FOLactis for the
treatment of malignant pleural effusion (NCT06512896).Methods: This is a single arm, single
center study. In addition to systemic treatment, participants received intracavitary 2-4 injec-
tions of FOLactis. Primary endpoint was safety; secondary endpoints included Objective re-
sponse rate of pleural effusion and the duration time of pleural effusion control. Results: From
June 2023 to Oct 2025, a total of 38 patients were intracavitary injected with FOLactis, of which
29 patients completed more than 2 injections. Among these patients, the adverse reactions
included Grade I-II fever (12/38, 31.6%), chest wall pain (9/38, 23.68%), fatigue (2/38, 5.26%),
and pneumothorax (1/38, 2.63%), while no adverse events above grade III were observed.
Among the 38 patients with local treatment efficacy evaluation, 10 patients had complete
disappearance of pleural effusion (10/38, 26.32%), 24 patients had reduction of pleural effusion
(24/38, 63.16%), 4 patients had no significant change in pleural effusion (4/38, 10.53 %). Up to
the current date, there are 21 patients whose pleural effusion has been controlled formore than
one year. Among them, one patient with with advanced lung adenocarcinoma have had their
pleural effusion controlled for over 30 months and is still under follow-up. It was found that
patients with reduced pleural effusion had higher baseline secretion levels of IL-5 (P=0.0217),
TNF-a (P=0.0178) and IFN-a (P=0.0278) in pleural effusion, while those with significantly
increased levels of IL-6 (P=0.0076), IL-1B (P=0.0009) and IL-8 (P=0.0198) after treatment also
had better control of pleural effusion. Further analysis of RNA sequencing in the pleural fluid of
15 patients revealed that patients with better therapeutic effects showed upregulation of
CD4+memory T cells, lymphoid precursor cells, CD8+effector memory T cells and an upward
trend in immunemicroenvironment scores after treatment. Conclusions: This ongoing phase I
study with intracavitary injection of FOLactis in patients with malignant pleural effusion has
preliminarily confirmed safety and clinical efficacy, which suggested to be a promising im-
munotherapeutic strategy for the effective control of malignant pleural effusion. Clinical trial
information: NCT:06512896. Research Sponsor: None.
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Safety and efficacy of intratumoral (IT) ruxotemitide (LTX 315) in combination with
pembrolizumab in patients with unresectable advanced melanoma or triple-
negative breast cancer (TNBC).

Stephane Dalle, James F. Spicer, Adi Diab, Toby Batten, Maciej Gil, Baldur Sveinbjornsson, Øystein Rekdal, Karim A. Benhadji, Aurelien Marabelle; Centre Hospitalier
Universitaire de Lyon, Pierre-Bénite, France; King’s College London, London, United Kingdom; The University of Texas MD Anderson Cancer Center, Houston, TX; Lytix
Biopharma, Oslo, Norway; Gustave Roussy, INSERM, Universite Paris Saclay, Villejuif, France

Background: Advanced unresectable cutaneous melanoma or TNBC are associated with poor
prognosis and limited treatment options. Ruxotemitide is an oncolytic peptide that induces
immunogenic cell death and reshapes the tumor microenvironment to boost antitumor im-
mune responses. We report aggregate safety and efficacy from two trials that assessed intra-
tumoral ruxotemitide combined with pembrolizumab in patients with advanced or metastatic
melanoma or TNBC.Methods: Two studies enrolled respectively patients withmelanoma stage
IIIB–IV (M1b) or unresectable TNBC and at least one injectable lesion (as cutaneous, subcu-
taneous or lymphnode). Patientswithmelanomawere required to have failed prior PD-1\PD-L1
blockers treatment while TNBC patients were naı̈ve of immunotherapy. Patients were required
to have adequate organ function. Patients received IT ruxotemitide (up to seven injections
during the first 29 days) in combination with pembrolizumab 200 mg IV every 3 weeks until
disease progression or for up to 24 months. Safety and efficacy were analyzed across both
studies. Tumor assessments were based on RECIST v1.1. Results: 41 patients were enrolled,
with a median age of 61 years. 26 of pts (63.4%) had received three or more prior lines of
therapy, and 22 pts (53.7%) had previous checkpoint blockade treatment. 22 patients (53.7%)
had melanoma, 18 patients TNBC (43.9%) and 1 patient (2.4%) a carcinoid tumor. 4 patients
had a partial response (2withmelanoma and 2with TNBC). All responses inmelanoma patients
were durable, lastingmore than 24months. 1 patient with TNBC achieved a PR for one year. The
safety profilewas consistentwith knowneffects of IT immunotherapy andpembrolizumab. The
most common treatment emergent adverse events (TEAEs) related to ruxotemitide were
injection-site reactions (78%), injection site erythema (26.8%), fatigue (22%), hypotension,
injection site swelling or pruritus (14.6% each). Grade 3 TEAEs related to ruxotemitide included
injection site pain (19.5%) and hypertension (4.9%). There were no related grade 4 TEAEs or
deaths. Conclusions: IT ruxotemitide plus pembrolizumab demonstrated durable antitumor
activity and manageable safety in heavily pretreated patients with advanced or metastatic
melanomaorTNBCwith injectable disease. These findings support further clinical evaluation of
this combination in melanoma and TNBC. Clinical trial information: NCT01986426 and
NCT04796194. Research Sponsor: None.
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A phase I window-of-opportunity trial of intraperitoneal, intratumoral lipopoly-
saccharide in peritonealmetastases: Safety and immune remodeling from theRIOT-
1 study.

Christopher Sherry, Hyun Young Park, Chelsea Knotts, Rose Blodgett, Muhammad Mazroua, Samuel A. Yellin, Shannon Altpeter, Samantha Devine, Albert Donnenberg,
Ali Hussainy Zaidi, David L. Bartlett, Neda Dadgar, Patrick Wagner; Allegheny Health Network Cancer Institute, Allegheny Health Network, Pittsburgh, PA; Allegheny Health
Network Cancer Institute, Pittsburgh, PA; Allegheny Health Network, Pittsburgh, PA

Background: Peritoneal metastases (PM) from gastrointestinal malignancies exhibit immune
exclusion and limited responsiveness to systemic immunotherapy. Regional intratumoral
immune activation may reprogram the tumor microenvironment (TME). RIOT-1 evaluated
the safety, feasibility, and biological effects of intraperitoneal intratumoral lipopolysaccharide
(LPS), a Toll-Like Receptor-4 (TLR4) agonist, administered during diagnostic laparoscopy.
Methods: RIOT-1 (NCT05751837) was a single-center, open-label Phase I window-of-
opportunity trial. Twelve patients with appendiceal or colorectal PM received paired intra-
tumoral injections of 1 mg E. coli O113-derived LPS and normal saline into spatially distinct
tumor deposits at laparoscopy, followed by planned cytoreductive surgery 14 days later. The
primary endpointwas safety. Secondary endpoints included immune andmolecular remodeling
assessed by immunohistochemistry (IHC), PhenoCycler multiplex immunofluorescence, spa-
tial neighborhood analysis (CytoMAP), and high-resolution mass-spectrometry proteomics.
Key proteomic findings were validated by targeted IHC staining. Results: Intratumoral LPS
administration was feasible and well tolerated, with no grade $3 adverse events and no
interference with subsequent cytoreductive surgery. IHC demonstrated significant post-LPS
increases in M1-like macrophages (CD68⁺CD86⁺), M2-like macrophages (CD68⁺CD206⁺), and
CD1a⁺ antigen-presenting cells (all p,0.05). PhenoCycler and CytoMAP analyses revealed LPS-
specific reorganization of the immune microenvironment, characterized by enrichment of
myeloid- and APC-dominant neighborhoods and altered tumor–immune spatial relationships
compared with saline-injected controls. Proteomic profiling quantified 5,178 proteins and
revealed LPS-specific enrichment of neutrophil degranulation, cytokine-mediated signaling,
RNA translation, and autophagy–lysosomal pathways, distinct from biopsy/carrier-associated
structural remodeling observedwith saline. Upregulated proteins includingLYZ, FCER1G,NAIP,
andCD68were confirmed by IHC, supporting localized innate immune activation andmetabolic
reprogramming. Conclusions: Intraperitoneal intratumoral LPS delivery in PM is safe and
biologically active, inducing reproducible innate-dominant immune andmetabolic remodeling
validated across spatial, proteomic, and histologic platforms. These data establish clinical
proof-of-mechanism for regional TLR4 agonism and support further dose-optimization and
rational combination strategies in peritoneal malignancies. Clinical trial information:
NCT05751837. Research Sponsor: ACPMP.
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Clinical translation of PeptiCRAd-1: Interim clinical evaluation of a modular
oncolytic adenovirus vaccine platform targeting NY-ESO-1 and MAGE-A3 in ad-
vanced solid tumors.

Lukasz Kuryk, Sari Anneli Pesonen, Charlotta Backman, Petri Priha, Hanne Cojoc, Leena Ylosmaki, Petra Ahokas, Marcella Origgi, Eleonora Leggiero, Julia Karbach,
Claudia Wahle, Ulrich Lauer, Guy Ungerechts, Thorsten Götze, Vincenzo Cerullo, Elke Jäger; Valo Therapeutics, Helsinki, Finland; Klinik für Onkologie und Hämatologie
Krankenhaus Nordwest, Frankfurt, Germany; Department of Medicine, Medical Oncology & Pneumology, Phase I Unit/ECTU/NET-Centre, University Hospital Tübingen,
Tübingen, Germany; Clinical Cooperation Unit Virotherapy, German Cancer Center Research Center (DKFZ) and Department of Medical Oncology, National Centre for Tumor
Diseases, Heidelberg University Hospital, Heidelberg, Germany; The Frankfurt Institute of Clinical Cancer Research (IKF) and Krankenhaus Nordwest, University Cancer
Center Frankfurt, Frankfurt, Germany; Krankenhaus Nordwest, Frankfurt, Frankfurt Am Main, Germany

Background: Oncolytic viruses can convert poorly immunogenic tumors into inflamed,
immune-responsive lesions, but clinical benefit is often limited by insufficient induction of
tumor antigen–specific T cells. PeptiCRAd-1 is a novel peptide-guided oncolytic adenoviral
immunotherapy designed to deliver tumor antigens while providing intrinsic immune stim-
ulation. It consists of a conditionally replicating adenovirus expressing CD40L and OX40L and
coatedwithNY-ESO-1 andMAGE-A3 peptides to enhance priming of antigen-specific adaptive
immunity. Methods: VALO-001 (NCT05492682) is an ongoing, open-label, non-randomized
phase 1 trial enrolling adults with injectable advanced solid tumors expressing NY-ESO-1 and/
or MAGE-A3, including melanoma, TNBC, NSCLC, sarcomas, and colorectal cancer. Treatment
includes low-dose cyclophosphamide followed by intratumoral PeptiCRAd-1 prime/boost in-
jections combined with pembrolizumab. Primary objectives are safety and tolerability;
secondary/exploratory endpoints assess innate and adaptive immune activation: antigen-
specific T-cell induction, tumor-infiltrating lymphocyte (TIL) density, viral shedding, and
preliminary antitumor activity. Immune monitoring includes cytokine profiling, ELISpot for
NY-ESO-1/MAGE-A3 responses, and paired biopsies for multiparametric immunophenotyp-
ing. Results: Seven patients have been enrolled and treated in the START Phase 1 evaluation of
PeptiCRAd-1: five in the intratumoral (i.t.) cohort and two in the combined intratumoral plus
subcutaneous (i.t. + s.c.) cohort. Across both groups, study treatment has been feasible andwell
tolerated, with no dose-limiting toxicities, treatment-related serious adverse events, or un-
expected safety signals reported to date. In the i.t. cohort, innate immune activation occurred in
3/5 patients; NY-ESO-1/MAGE-A3-specific T-cell responses in 3/5; and increased TILs in 4/5.
Clinical responses were observed in 2/5, with disease control in 3/5 patients. Early i.t. + s.c. data
showmarkedly stronger peptide-specific T-cell responses than i.t. alone, supporting combined
local–systemic immunization. This cohort remains open, with eight additional patients re-
quired. Across evaluable patients, biopsies demonstrated increased TIL density, and early
antitumor activity—including partial responses and durable stable disease—was observed
across multiple tumor types. Conclusions: PeptiCRAd-1 shows a favorable safety profile and
induces coordinated systemic and intratumoral immune activation in advanced solid tumors.
Robust antigen-specific T-cell responses and enhanced TIL infiltration support its potential to
strengthen antitumor immunity and justify continued evaluation, including combination with
PD-1 blockade. Clinical trial information: NCT05492682. Research Sponsor: None.
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BI-1808 + pembrolizumab: Responses to a chemotherapy-free regimen in advanced
ovarian cancer.

AnjaWilliams, Rebecca Kristeleit, Juanita Suzanne Lopez, Jeffrey Yachnin, Helena Nyström, Kristoffer Staal Rohrberg, Rikke Løvendahl Eefsen, Harriet Walter, Sean H. Lim,
Susanne Gertsson, Ingrid Karlsson, Danijela Lindahl, Linda Mårtensson, Dmytro Piliuhin, Anette Sundstedt, Ingrid Teige, Johan Erik Wallin, Michael Jon Chisamore,
Bjorn Frendeus, Andres McAllister; Sarah Cannon Research Institute, London, United Kingdom; Guy’s and St Thomas’ NHS Foundation Trust, Great Maze Pond, London,
United Kingdom; The Institute of Cancer Research and The Royal Marsden NHS Foundation Trust, London, United Kingdom; Karolinska University Hospital, Stockholm,
Sweden; Skåne University Hospital, Lund, Sweden; The Phase I Unit, Department of Oncology, Rigshospitalet, Copenhagen University Hospital, Copenhagen, Denmark;
Department of Oncology, Experimental Cancer Therapy Unit, Herlev, Copenhagen, Denmark; The Ernest and Helen Scott Haematological Research Institute, University of
Leicester, Leicester, United Kingdom; University Hospital Southampton NHS Foundation Trust, Southampton, United Kingdom; BioInvent, Lund, Sweden; BioInvent
International AB, Lund, Sweden; BioInvent International, Lund, Sweden; Merck & Co., Inc., Rahway, NJ

Background: Up to 80% of individuals with advanced ovarian cancer experience disease pro-
gression after standard platinum-based chemotherapy, leaving few approved therapeutic
options and poor prognosis. Anti-PD-1 therapies such as pembrolizumab have shown modest
efficacy in recurrent ovarian cancer as single agent therapywith anORRof 8%(KEYNOTE-100),
while adding pembrolizumab to weekly paclitaxel6bevacizumab regimen (KEYNOTE-B96)
demonstrates statistically meaningful improvement in OS and PFS in all comers and the
PD-L1 CPS $1 population. BI-1808 is an IgG1 mAb targeting TNFR2. It blocks TNF-a binding
and, via FcgR engagement, depletes Tregs and reprogramsmyeloid cells, expanding antitumor
CD8+ T cells. These mechanisms of action differentiate BI-1808 from the relief of T cell
suppressionmediated by anti-PD1. Accordingly, in preclinical models BI-1808 synergizes with
anti-PD-1 leading to an additive tumor inhibition. During BI-1808 monotherapy exploration,
one case of complete response in a platinum-resistant patient was observed. The combination
of BI-1808 and pembrolizumab could offer a chemotherapy-free treatment alternative in
ovarian cancer. Methods: Safety and efficacy of BI-1808 plus pembrolizumab are being eval-
uated in patientswith advanced pretreated ovarian cancer in a sub-cohort of the ongoing Phase
2a trial (19-BI-1808-01). The signal-seeking cohort aimed to enroll 20 patients at BI-1808
1000 mg Q3W plus pembrolizumab 200 mg Q3W, followed by dose optimization. Results: As of
Dec 18, 2025, 24 subjects received BI-1808 plus pembrolizumab. Among 17 response-evaluable
patients, 4 achieved confirmed partial response (ORR 24%). Disease control ratewas 65%,with
7 patients showing prolonged stable disease, several ongoing beyond 10months. Strong activity
was observed in both high-grade serous and clear cell subtypes. The combinationwas generally
safe and well tolerated; immune related events were manageable and did not lead to treatment
discontinuation. Analysis of circulating immune cells shows significant T reg depletion and
strong signs of CD8+ T cell activation. Conclusions: Early data from this cohort are highly
encouraging, with ORR 24% and DCR 65%. BI-1808 plus pembrolizumab demonstrated a
manageable safety profile andpromising activity in advancedheavily pretreated ovarian cancer.
Based on these findings, the cohort will expand by 20 additional patients focusing on clear cell
and high-grade serous subtypes. Further data, including biomarker analyses, will be presented
on poster. Clinical trial information: NCT04752826. Research Sponsor: None.
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Neoadjuvant chemokine modulation of the tumor microenvironment (TME) in re-
sectable metastatic colorectal cancer: Results from a phase I study.

Sarbajit Mukherjee, Amer H. Zureikat, Ravikumar Muthuswamy, Julie Urban, Nathan Bahary, Herbert J. Zeh III, David L. Bartlett, Pawel Kalinski; Miami Cancer Institute,
Miami, FL; University of Pittsburgh, Pittsburgh, PA; UPMCHillman Cancer Center, Pittsburgh, PA; Allegheny Health Network Cancer Institute, Pittsburgh, PA; Department of
Surgery, UT Southwestern Medical Center, Dallas, TX; Allegheny Health Network Cancer Institute, Allegheny Health Network, Pittsburgh, PA; University of Pittsburgh
Cancer Institute, Pittsburgh, PA

Background: Our preclinical studies using ex vivo explant cultures of resected metastatic
colorectal cancer (CRC) tissues and in vivo mouse models showed that the combination of
interferon alpha (IFNa) with toll-like receptor-3 (TLR-3) ligands and inhibitors of prosta-
glandin synthesis selectively induces effector T cell-attracting chemokines (CXCL9, CXCL10,
CXCL11, and CCL5) in tumor microenvironments (TME), but not in adjacent healthy tissues,
allowing for their systemic application to modulate TME. The chemokine-modulating (CKM)
regimen, consisting of IFNa, rintatolimod (a selective TLR3 agonist), and celecoxib (a COX-2
inhibitor), also suppresses CCL22, a Treg-attracting chemokine in the TME. Based on these
preclinical data, we hypothesized that a systemic CKM regimen would be safe and effective in
modulating the TME of metastatic CRC. Methods: Nine chemotherapy-näıve patients with
metastatic or recurrent CRC confined to the abdomen/pelvis and expected to have a complete
resection received increasing doses of IFNa2b in a Phase I study to establish a recommended
phase II dose of CKM for efficacy studies. The adaptive dose-escalation evaluated IFNa2b at 5,
10, and 20 million units (MU)/m2/day IV (Monday–Friday for 1 week pre-surgery), in com-
bination with fixed doses of rintatolimod (200 mg IV; Monday–Friday) and celecoxib (200 mg
orally twice daily; Monday–Friday). Results:No dose-limiting toxicities were observed, and 20
MU/m² of IFNa2b was identified as the recommended Phase II dose. All treated patients
underwent R0 resection, as planned. Common treatment-related adverse events were flu-
like symptoms (chills, fever, fatigue) and transient laboratory abnormalities (anemia, leuko-
penia),mostly grade 1–2. Twopatients (13%)developedgrade 3–4neutropenia,which resolved
without sequelae. There were no unexpected perioperative complications attributable to the
regimen. Preliminary analysis of resected tumor tissues showed evidence of immune modu-
lation in CKM-treated patients: increased ratios of CD8+ CTLs to FoxP3+ Tregs, with con-
comitant elevation of the effector chemokines (CCL5 and CXCL10), along with reduced
expression of the Treg-recruiting chemokine CCL22, compared to 77 patients undergoing
upfront tumor resections. Conclusions: Neoadjuvant CKM regimen is safe and feasible in
resectable metastatic CRC and is associated with improved ratios of CD8+ CTLs to FoxP3+
Tregs in the TME. Further studies combining CKM with immune checkpoint inhibitors and/or
chemotherapy are warranted to evaluate the impact of preoperative TMEmodulation on long-
term oncologic outcomes in CRC. Clinical trial information: NCT01545141. Research Sponsor:
National Cancer Institute; P01CA132714; National Cancer Institute; P01CA234212.
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Safety and efficacy results from a first-in-human, phase 1/2 study of ASKG915, an
anti-PD-1/pro-IL-15 bifunctional fusion protein, for patients with advanced solid
tumors.

Jiajia Li, Jian Zhang, Lin Wu, Xianli Yin, Anwen Xiong, Xiubao Ren, Jianzhen Shan, Luwei Han, Jing Chen, Jianfeng Lu, Xiaohua Wu; Fudan University Shanghai Cancer
Center, Shanghai, China; Hunan Cancer Hospital, Changsha, Hunan, China; Hunan Cancer Hospital, Hunan, China; Shanghai East Hospital, Shanghai, China; Tianjin Medical
University Cancer Institute and Hospital, Tianjin, China; The First Affiliated Hospital of Zhejiang University, Hangzhou, China; Jiangsu Aosaikang Biopharmaceutical Co.,
Ltd, Nanjing, China; AskGene Pharma, Inc., Camarillo, CA

Background: ASKG915 is a bifunctional fusion protein of PD-1 antibody fused with an IL-15
prodrug. Preclinical studies demonstrated the efficacy of ASKG915 in neoplastic models. Here,
we present updated safety and efficacy results from a first-in-human, dose escalation and dose
expansion of ASKG915 monotherapy in patients (pts) with advanced solid tumors. Methods:
This open-label, multicenter, Phase 1/2 study in adult pts with advanced unresectable or
metastatic solid tumors (NCT05867420) comprised two parts: dose escalation (Part 1) and
dose expansion (Part 2). Pts with advanced solid tumors that were resistant/refractory to
current standard treatment, and with at least 1 measurable lesion per RECIST 1.1, were eligible.
The primary objective was safety. Secondary objectives included efficacy, pharmacokinetics,
pharmacodynamics, and immunogenicity. Results: As of December 30, 2025, we have treated
104 pts at dose-escalation phase (n=19) and dose expansion phase (n=85). Primary tumor types
included NSCLC (n=48, 46.2%), CRC (n=35, 33.6%), ovarian cancer (n=11, 10.6%), cervical
cancer (n=4, 3.8%) and others (n=6, 5.8%). Most pts (83/104, 79.8%) had received two and
more lines of prior treatment, and 71 pts (68.3%) had undergone previous immunotherapy. No
dose-limiting toxicities was observed in dose escalation phase, and the maximum tolerated
dose has not been reached up to 3mg/kg. In SS set, any-grade treatment-related adverse events
(TRAEs) were reported in 98/104 (94.2%) pts, with the most common being rash (39/104,
37.5%), anemia (37/104, 35.6%), and elevated aspartate aminotransferase (19/104, 18.3%).
ASKG915 monotherapy exhibited dose-dependent efficacy across dose levels. In the EFR co-
hort, encouraging antitumor activity was observed at the mid-dose level or above in both late-
lineNSCLC that hadprogressed onprior immunotherapy andMSSCRC: a 30%confirmedpartial
response (PR) rate (3/10) in non-livermetastaticMSS CRC at themid-dose level or above, and a
30% PR rate (3/10) in NSCLC patients at the high-dose level. Further efficacy data will be
presented at the time of the conference. CD8+ T and NK cells demonstrated proliferative
expansion at mid-to-high doses. Drug plasma exposure increased dose-dependently with
low activated ASKG915 levels and no ADA impact after repeat dosing. Conclusions: ASKG915
demonstrated a promising clinical efficacy in pts with MSS CRC and NSCLC, with a well-
tolerated safety profile. These results support further evaluation of ASKG915 as amonotherapy
and in combination therapies. Clinical trial information: NCT05867420. Research Sponsor:
None.
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RAISIC-1: A phase 1/2 clinical trial of the GPR65 inhibitor PTT-4256—Preliminary
safety, tolerability, pharmacokinetic, and pharmacodynamic results.

Ganessan Kichenadasse, Joe Wei, Bo Gao, Tania Moujaber, Andrew James Weickhardt, Anthony Good, Barbara Cipriani, David Smith-Parkin, Maria-Jose Oliva-Martin,
Danish Memon, Tom McCarthy, Sumeet Vijay Ambarkhane, Michael Millward; Southern Oncology Clinical Research Unit, Bedford Park, SA, Australia; Scientia Clinical
Research, Sydney, Australia; Westmead Hospital, Sydney, NSW, Australia; Blacktown and Westmead Hospitals, Belfield, NSW, Australia; Austin Hospital, Heidelberg,
Australia; Pathios Pty Ltd, Melbourne, Australia; Pathios Therapeutics Limited, Abingdon, United Kingdom; M:M Bio Limited, Abingdon, United Kingdom; Pathios
Therapeutics, Neuried, Germany; Linear Clinical Research Ltd and School of Medicine, University of Western Australia, Perth, Western Australia, Australia

Background: The acidic tumor micro-environment is linked to immune suppression and
insensitivity to immunotherapy. The G protein-coupled receptor, GPR65, is activated in this
low pH environment, driving the increased transcription of myeloid immune-suppressive
genes and reduced transcription of T- and NK-cell functional and effector genes. Against
the backdrop of this target validation, PTT-4256, a first-in-class, potent, orally-bioavailable,
allosteric, small molecule inhibitor of GPR65, is being developed as a potential treatment of
solid tumors. In mouse syngeneic cancer models, oral administration of PTT-4256 as mono-
therapy delivers pronounced efficacy, which is enhanced in combination with an anti-PD-1
antibody. Transcriptomic analysis shows that PTT-4256 effectively reverses the acidic immune
suppression in mice tumors. Methods: RAISIC-1 is a multi-modular Phase 1/2 clinical trial in
adults with histologically confirmed advanced/metastatic solid malignancies who have pre-
viously received standard of care therapies. Phase 1 (Module A) is aimed to evaluate safety
(treatment emergent and related adverse events – TEAE/TRAE; dose limiting toxicity – DLT;
maximum tolerated dose-MTD), pharmacokinetics, pharmacodynamics, preliminary efficacy
(as per RECIST 1.1) and estimate the optimal biological dose (OBD) / recommended Phase 2 dose
(RP2D). PTT-4256 is administered orally in 21-day cycles until disease progression or unac-
ceptable toxicity. A comprehensive biomarker program is included to detect immune-related
changes in blood/plasma. Results: As of 7 January 2026, 14 participants (3 ongoing) have been
treatedwith one of 5 dose-levels (10, 20, 40, 80 and 160mg/day). PTT-4256waswell-tolerated
with noDLTs. TRAEswere reported in ten participants, with fatigue (n = 8), nausea (n = 4), rash
(n = 4), reduced appetite (n = 4), vomiting (n = 2) reported in more than 1 participant. All were
grade 1 or 2 except one transient episode ( , 1 day) of grade 3 hypertension. Tumor shrinkage
and stable disease have been observed at doses 40mgandabove in six participants, ofwhich two
(nasopharyngeal cancer and renal cell cancer (RCC)) are ongoing in treatment . 5 months.
Transcriptomics and proteomics analyses show dose-dependent changes in immune-related
markers in blood/plasma following PTT-4256 treatment that are consistent with preclinical
data and themode of action. Conclusions: Enrollment at dose levels$ 300mg is ongoing. Phase
2 (Module B) as PTT-4256 monotherapy or in combination with anti-PD1 in RCC and head &
neck squamous cell cancer (HNSCC) will commence upon identification of RP2D. Clinical trial
information: NCT06634849. Research Sponsor: Pathios Therapeutics Limited.
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Influence of pirfenidone on checkpoint inhibitor pneumonitis and antitumor efficacy
in NSCLC: A multicenter study and mechanistic exploration.

Xiaohui Jia, Mengjie Liu, BoTao Fa, Guangjian Zhang, Lili Jiang, Yanlin Li, Wy Li, Jiahong Shi, Hong Xu, Yajuan Zhang, Zhengtao Xiao, Yuzhu Hou, Hui Guo; The Second
Affiliated Hospital of Xi’an Jiaotong University, Xi’an, Shaanxi province, China; The Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an, ShaanXi, China; Xi’an
Jiaotong University, Xi’an, China; The First Affiliated Hospital of Xi’an Jiaotong University, Xi’an, Shaanxi, China; The Second Affiliated Hospital of Xi’an Jiaotong University,
Xi’an, Shannxi, China; Second Affiliated Hospital of Xi’an Jiaotong University, Xi’an, China; Department of Medical Oncology, The Second Affiliated Hospital of Xi’an
Jiaotong University, Xi’an, China; Xi’an No.3 Hospital, The Affiliated Hospital of Northwest University, Xi’an, China; The Second Affiliated Hospital of Xi’an Jiaotong
University, Xi’an, China

Background: Checkpoint inhibitor pneumonitis (CIP) is a major fatal immune-related adverse
events (irAEs) in immune checkpoint inhibitor (ICI) therapy, accounting for ~35%of fatal irAE-
related deaths. Patients with pre-existing interstitial lung disease (ILD) face markedly higher
CIP risk and are routinely excluded from ICI treatment, depriving them of antitumor benefits.
Current first-line glucocorticoid therapy for CIP are limited by inadequate efficacy in fibrotic-
stage or steroid-resistant CIP and impaired ICI activity. As a drug-induced interstitial pneu-
monitis, CIP shares pathological similarities with ILD. Pirfenidone, an approved ILD drug,
showed potential efficacy in CIP case reports, but its systematic clinical value andmechanisms
remain unvalidated. This study aimed to elucidate pirfenidone’s role in full-cycle CIP man-
agement and its synergistic antitumor effect with ICIs. Methods: A multicenter retrospective
study enrolled advanced non-small cell lung cancer (NSCLC) patients receiving first-line ICI-
based therapy from three hospitals between 2018 and 2024, stratifying into pirfenidone+I-
CI+chemotherapy (Pirf+ICI+chemo) and ICI+chemotherapy (ICI+chemo) groups. Primary
endpoint was CIP incidence, secondary endpoints objective response rate (ORR) and
progression-free survival (PFS). Formechanistic studies, bleomycin and ICI were administered
to spontaneous NSCLC mice to mimic clinical ICI treatment in ILD-high-risk patients,
generating a CIPmousemodel. Lung scRNA-seq defined pirfenidone’s role in CIPmanagement
and synergistic antitumor activity. Results: Of 141 enrolled patients, Pirf+ICI+chemo had
significantly lower CIP incidence vs. ICI+chemo (34.01% vs. 59.57%, p=0.0070), with syner-
gistic antitumor effects manifested as higher ORR (78.72% vs. 60.64%, p=0.0376), and longer
median PFS (9.97 vs. 5.47m, p=0.0120). CIP shows a biphasic inflammation-fibrosis pathology.
scRNA-seq of 62,335 lung cells identified ISG+ aged neutrophils (ISG+Na) as the key pathogenic
driver of CIP progression. ICI-induced excessive immune activation triggers lung damage,
activating the IFN-I-IRF9/STAT1 axis to promote ISG+ Na differentiation. These cells secrete
IL-6, IL-8, TNF-a to amplify inflammation, and TGF-b to induce fibroblast proliferation and
activation, all of which pirfenidone blocks, supporting its full-cycle CIP efficacy mechanisti-
cally. Animal experiments further confirmed pirfenidone’s robust efficacy in CIP prevention,
treatment and synergistic antitumor activity with ICI. Conclusions: Pirfenidone reduces CIP
incidence and synergizes with ICI therapy to enhance antitumor efficacy. Mechanistically, it
targets IFN-I-IRF9/STAT1-ISG+ Na axis for dual clinical benefits. These findings confirm
pirfenidone as a translatable strategy to balance CIP control and antitumor activity. Research
Sponsor: None.
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2610 Poster Session

Intratumoral injection of IP-001 following thermal ablation in patients with ad-
vanced solid tumors: A multicenter phase Ib/IIa trial with expansion cohorts in
melanoma and soft tissue sarcoma patients (SAKK 66/17).

Markus Joerger, Kira-Lee Koster, Enrique Alejandre-Lafont, Patrick Knuesel, Lukas Hechelhammer, Michael Thomas Mark, Stefania Merlo, Attila Kolar, Gwendoline Wicki,
Charlotte Micheloud, Lu Alleruzzo, Edwina Baskin-Bey, Samuel Lam, Derek Lang, Christian Alexander Rothermundt, Lukas Flatz, Anastasios Stathis, Tomas Hode; Health
Ostschweiz (HOCH), St. Gallen, Switzerland; Department of Medical Oncology and Hematology, Health Ostschweiz (HOCH), St. Gallen, Switzerland; Department of
Radiology, University Hospital Zurich, Zurich, Switzerland; Department of Radiology, Cantonal Hospital, Chur, Chur, Switzerland; Department of Radiology, Health
Ostschweiz (HOCH), St.Gallen, Switzerland; Kantonsspital Graubünden, Chur, Switzerland; Deparment of Medical Oncology, Chur, Switzerland; Department of Medical
Oncology, Bern, Switzerland; Swiss Cancer Institute, Bern, Switzerland; Immunophotonics Inc., St. Louis, MO; Immunophotonics Inc., St.Louis, MO; Luzerner Kantonsspital
AG, Luzern, LU, Switzerland; Kantonsspital St. Gallen, St. Gallen, Switzerland; Instituto Oncologio Della Svizzera Italiana, Bellinzona, Switzerland

Background: This trial combines the novel adjuvant immunomodulator IP-001, a glycan
polymer, with laser ablation in patients with relapsed solid tumors. Methods: This is a non-
randomized, open-label multicenter phase Ib/IIa trial with a dose-finding part 1 and a dose
expansion part 2 in advanced melanoma and soft tissue sarcoma (STS). Primary objectives
include the safety and tolerability of up to six 4-weekly cycles of intratumoral IP-001 following
laser ablation (TRANBERGThermal TherapySystem, Clinical Laserthermia SystemAB), and 12-
week disease control rate (12w-DCR) according to RECIST v1.1 in advanced melanoma. The
dose-finding part used 4 mL of IP-001 (10 mg/mL). The activity endpoint for advanced
melanoma used the 1st stage of a Simon 2-stage design, with 12w-DCR #20% (H0)
vs. $40% (H1) (type-I error 0.05, power 80%). Results: We treated 15 melanoma and 10 STS
patients, including 4 in part 1 (n=28). Median age was 62 years, 57%weremale, all patients had
metastatic disease, including 60%with liver metastases. Most patients (78%) had received$3
prior lines of systemic treatment, including 79% with prior immunotherapy. Treatment was
well toleratedwith no dose-limiting toxicity, and a recommended IP-001 dose of 4mL. Patients
received a median of 2 (range 1 to 6) cycles of study treatment. Reasons for treatment
discontinuation included physician’s decision (39%) and disease progression (25%). 27 pa-
tients (96%) experienced treatment-emergent adverse events (TEAE). IP-001-related TEAE
occurred in 16 (57%) patients, including 5 (17%) patients with severe IP-001-related TEAE.
Severe TEAE occurred in 20 (71%) patients overall. Most frequent mild IP-001-related TEAE
included fever (36%), fatigue (21%), rash (14%), hypotension (11%), injection site reactions
(11%) and flu-like symptoms (7%); 2 cases (7%) of severe allergic reactions were reported,
including one serious reaction. Allergic reactions occurred at cycle 3 in both patients and
resolved without sequelae. Treatment discontinuation for TEAE occurred in a single patient
(4%). 12w-DCR in advancedmelanomawas 21% (3/14 evaluable patients) (2-sided90%CI: 6%,
46%), with stable disease in 50% and partial remission (PR) in one (7%)melanoma patient. 15
(53%) patients had radiological tumor shrinkage in $1 untreated tumor lesion. Median
progression-free survival (PFS) in advanced melanoma was 3 months, with a 12-month PFS
rate of 33%, indicating preliminary evidence of disease control beyond the 12-week primary
endpoint window. Conclusions: Intratumoral IP 001 at a dose of 4 mL following thermal
ablation is well tolerated, with mainly mild, transient immune-related events. Although the
pre-specified activity endpoint was not met, the observed DCR and PFS support further eval-
uation of this novel immuno-oncologic strategy. Clinical trial information: NCT03993678.
Research Sponsor: Immunophotonics, Inc., St. Louis MO, 63110, U.S.
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2612 Poster Session

Potential effects of TGF-b inhibition on immune resistance by targeting immu-
nosuppressive microenvironment in advanced gastric cancer (AGC): Multi-omics
post-hoc analysis of the K-Umbrella-06 trial.

Choong-kun Lee, Kwang Seob Lee, Dong Hyun Seo, Sangwon Shin, Chang Ho Ahn, Hyunki Kim, Minkyu Jung, Hyo Song Kim, Sejung Park, Chan-Young Ock, Woo Sun Kwon,
Hyun Cheol Cheol Chung, Sun Young Rha; Division of Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Department of
Laboratory Medicine, Yonsei University College of Medicine, Seoul, South Korea; Department of Internal Medicine, Yonsei University College of Medicine, Seoul, South
Korea; Lunit Inc., Seoul, South Korea; Department of Pathology, Severance Hospital, Yonsei University College of Medicine, Seoul, South Korea; Department of Internal
Medicine, 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, Songdang Institute for Cancer Research, Seoul, South Korea; Songdang Institute for Cancer Research, Yonsei University
College of Medicine, Seoul, South Korea; Yonsei University College of Medicine, Seodaemun-Gu, South Korea; Department of Medical Oncology, Yonsei Cancer Center,
Yonsei University College of Medicine, Seoul, South Korea

Background:TGF-b signalingpromotes immune exclusionby driving fibrosis andhinderingT-
cell infiltration. We performed multi-omics post-hoc analyses of K-Umbrella-06 to identify
mechanisms and predictive biomarkers for TGF-b/PD-L1 dual blockade inHER2-negative AGC.
Methods: K-Umbrella-06 (NCT04835896) was an investigator-initiated, single-arm, phase
Ib/II study enrolling HER2-negative AGC pts who had progressed on 1st-line treatment. Pts
received bintrafusp alfa (TGF-b trap/anti–PD-L1) and weekly paclitaxel. Pretreatment H&E
whole-slide images (WSIs) were analyzed with an AI-powered WSI analyzer to quantify
fibroblast and endothelial cell (EC) densities and immunephenotypes. A separate cohort treated
with nivolumab + paclitaxel (n=26) served as a control. Integration of baseline tissue tran-
scriptomics and serial ctDNA sequencing (baseline, 1st RECIST assessment, and progression)
was performed to identify predictive biomarkers and resistance mechanisms. Results: At a
median follow-up of 46 months in 30 enrolled patients, the mPFS and mOS were 3.8 and
8.9 months, respectively; notably, 5 patients achieved durable responses with PFS exceeding 3
years. AI-WSI analysis revealed that high fibroblast density ($median) was a significant
predictor of superior outcomes (mPFS: 4.3 vs. 2.0 months, HR 0.29, P=0.007; mOS: 20.4 vs.
5.8 months, HR 0.28, P=0.012). Conversely, patients with higher intratumoral EC density had
shorter mPFS (2.0 vs. 5.9 months, HR 2.29, P=0.058) and mOS (4.0 vs. 8.9 months, HR 1.61,
P=0.285). Notably, patients with the immune-excluded phenotype achieved a higher ORR
(60.0% vs. 18.2%) and prolonged survival compared to inflamed/desert types. These bio-
markers were not predictive in the nivolumab + paclitaxel cohort, suggesting a TGF-b specific
effect. Transcriptomic profiling of responders showed enrichment in TGF-b signaling (nor-
malized enrichment score [NES] 2.87, P,0.001) and SMAD2/3 activity (NES 2.99, P,0.001),
alongside increased naive CD8+ T cells and inflamed EC cells. Conversely, non-responders
exhibited higher M2 macrophage and abundant angiogenic tip cells. Serial ctDNA analysis
identified emergent TGF-b pathway alterations as a potential mechanism of acquired resis-
tance (OR 7.30, P=0.08). Conclusions: Integrated AI-WSI, transcriptomic, and longitudinal
ctDNA analyses suggest that TGF-b pathway activation and an immune-excluded phenotype
are associated with clinical benefit from bintrafusp alfa plus paclitaxel, and may identify a
responder subset distinct from conventional PD-1/PD-L1–based therapy. These findings sup-
port further evaluation of anti–TGF-b strategies for AGC with an immunosuppressive tumor
microenvironment. Clinical trial information: NCT04835896. Research Sponsor: Merck KGaA.
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2613 Poster Session

Effects of SECN-15, a neuropilin-1–targeting antisense oligonucleotide, on re-
sistance to immune checkpoint inhibitors in preclinical tumor models.

Richard Klar, Anne Sadewasser, Julia Festag, Sven Michel, Monika Schell, Janani Sekar, Stefanie Raith, Konstantin Petropoulos, Tiantom Jarutat, Frank Jaschinski;
Secarna Pharmaceuticals, Planegg, Germany; Independent medical consultant, Tutzing, Germany

Background: Neuropilin-1 (NRP1) is a transmembrane co-receptor implicated in tumor
growth, metastasis, angiogenesis, and immune suppression. High NRP1 expression is associ-
ated with poor prognosis in multiple solid tumors, including gastric cancer (GC) and breast
cancer. SECN-15 is a high-affinity antisense oligonucleotide (ASO) designed to selectively
downregulate NRP1. In light of recent clinical success of combined PD-1/PD-L1 and anti-
angiogenic strategies and given its dual role in angiogenesis and immune suppression, NRP1
represents an attractive target to overcome resistance to immune checkpoint inhibition.
Methods: NRP1-specific ASOs were identified using the OligoCreator platform. Anti-tumor
efficacy was assessed following systemic administration in multiple syngeneic mouse tumor
models, both as monotherapy and in combination with immune checkpoint inhibitors. Target
engagement was evaluated at the RNA level in tissues and at the protein level in plasma via
soluble NRP1 quantification. In silico analyses of patient transcriptomic datasets were con-
ducted to prioritize indications for clinical development. PK/PD characterization and dose
optimization studies are currently underway to support dose selection for GLP toxicology
studies and first-in-human evaluation. Results: Systemic administration of SECN-15 achieved
robust target knockdown in tumors across multiple cell populations and modulated the tumor
microenvironment, including downregulation of extracellular matrix and EMT genes. A single
dose resulted in near-complete and sustained suppression of plasma soluble NRP1 levels for up
to 28 days, consistent with durable target engagement. SECN-15 delayed tumor growth as
monotherapy, with complete regressions observed in a subset of animals, and significantly
enhanced anti-tumor activity in combination with immune checkpoint inhibitors in models
with limited responsiveness to checkpoint blockade alone. Single-cell RNA-seq analyses from
gastric cancer patients identified endothelial cells andmacrophages asmajor NRP1-expressing
populations, with NRP1high subsets exhibiting TGF-b, hypoxia, and EMT pathway activation
and suppression of allograft rejection signatures, consistent with an immunosuppressive, pro-
angiogenic tumor microenvironment. In silico analyses showed that high NRP1 expression
correlates with poor survival and advanced disease stage in gastric cancer, supporting its
prioritization for clinical development. Conclusions: Targeting Neuropilin-1 with the ASO
SECN-15 remodels the tumor microenvironment and enhances responsiveness to immune
checkpoint blockade, supporting NRP1 inhibition as a strategy to overcome resistance to ICI
therapy in solid tumors. The program is approaching IND-enabling development to support the
clinical translation of SECN-15. Research Sponsor: Secarna Pharmaceuticals GmbH & Co. KG.
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2614 Poster Session

Non-invasive characterization of intratumoral CD8+ T cells using standard-of-care
(SOC) CT and ⁸⁹Zr-crefmirlimab berdoxam PET (CD8-PET) radiomic signature in
solid tumors.

Jayant Narang, Ozlem Yardibi, Ron Korn, Manish Sharma, Dominic Zygadlo, Andre Burkett, Snekha Thakran, Kristin Schmiedehausen, Ian Wilson, Michael Ferris,
Michael A. Postow, Caroline Yeh, Agnish Dey, Matthew McMahon, Matthew Silver; Takeda Pharmaceuticals, Cambridge, MA; Imaging Endpoints, Scottsdale, AZ; Imaging
Endpoints Pvt Ltd, Hyderabad, India; ImaginAb, Inglewood, CA; ImaginAb, Calabasas, CA; Memorial Sloan Kettering Cancer Center; Weill Cornell Medical College, New York,
NY; Takeda Pharmaceuticals America, Inc., Cambridge, MA

Background:Noninvasive estimation of intratumoral CD8+T-cell density using radiomicsmay
enhance comprehensive immune profiling and support immuno-oncology development and
treatment decisions. We evaluated the feasibility of using a multimodality radiomic approach
incorporating SOC CT and CD8-PET/CT to characterize CD8+ T-cell density in solid tumor
lesions.Methods: 71 soft-tissue lesions from52patientswith solid tumors enrolled in aPhase II
iCorrelate trial (NCT03802123) were retrospectively analyzed. Patients received a pre-
treatment CD8-PET/CT scan (ImaginAb, Inc) before initiating SOC immunotherapy (IOT)
and a second CD8-PET/CT scan on-treatment 4-8 weeks later, with selection of biopsied
tumor lesions of known CD8+ T-cell density for radiomic analysis. Radiomic features were
extracted from volumetric segmentations of these tumor lesions using 3D Slicer on Diagnostic
contrast CT (DCT, n=27), CT attenuation correction (CTAC; n=71), and CD8 PET (n=71) images.
Features were integrated with acquisition parameters, lesion location, and adenopathy status.
Feature selection used maximum relevance–minimum redundancy and variance inflation
factor methods. Elastic-Net classifiers were trained to predict binarized (median split at the
328 cells/mm2 level) CD8+ T-cell density, with hyperparameter optimization via grid search
and 5 fold Cross-Validation (CV). In each iteration of the CV, 1 fold (20%) was left out and
models were trained on the remaining 4 folds (80%). Model performance was assessed using
AUC and F1 score. Results: In the test set, Multimodality models (CTAC+DCT+PET) outper-
formed single-modality (AUC up to 0.94 vs. 0.80), with improved AUC and F1 scores and robust
performance across endpoints. Single-modality models achieved AUCs of 0.76 (F1 0.55) for
DCT, 0.80 (F1 0.72) for CTAC, and 0.80 (F1 0.70) for PET. The combined CTAC+DCT+PETmodel
demonstrated superior performance with a test AUC of 0.85 (F1 0.79) and training AUC of 0.94
(F1 0.89). Application of previously reported DCT radiomic weights (Sun et al.) to this cohort
yielded a lower AUC of 0.68, compared with the multimodality model. Conclusions: This study
demonstrates robust radiomics-based characterization of intratumoral CD8+ T-cell density in
patients with solid tumors is feasible using non-invasive multi-modality approach utilizing
CD8-PET and SOC CT scans. These findings may lead to further clinical adoption and non-
invasivemonitoring of the tumor immunemicroenvironmentswithCD8-PET andSOCCT scans
using radiomics, informing IOT decision-making, and enhancing patient stratification in both
clinical development and routine oncology practice. Validation in larger, multicenter cohorts is
still required to confirm generalizability and robustness of these radiomic signatures. Clinical
trial information: NCT03802123. Research Sponsor: None.
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2615 Poster Session

PhaseX as a phase 0.9 translational platform to de-risk BiTE immunotherapy
through mechanistic patient explant profiling.

Kanishka Fernando, Hong Sheng Quah, Madhumathi Kalaichelvan, Hariraman Bhuvaneswari, Rahul Nagadia, Szymon Mikulski, Anuradha Thiagarajan, Eliza Fong,
N Gopalakrishna Iyer; National Cancer Centre Singapore, Singapore, Singapore; National University of Singapore, Singapore, Singapore; National Cancer Center Singapore,
Singapore, Singapore; National Cancer Centre, Singapore, Singapore

Background: Bispecific T-cell engagers (BiTEs) redirect cytotoxic T cells to tumor cells, but
responses in solid tumors remain heterogeneous due to antigen variability, T-cell exclusion,
stromal barriers, and immunosuppressive cues within the tumor microenvironment (TME).
PhaseX (patient-derived hydrogel-assisted explants) preserves native tissue architecture and
endogenous immune composition ex vivo, enabling mechanistic, patient-specific interroga-
tion of immunotherapies in a physiologically relevant context. We used PhaseX to define BiTE
mechanism of action (MoA) and resolve response phenotypes in head and neck squamous cell
carcinoma (HNSCC). Methods: Tumor explants from ~25 HNSCC patients were ex-vivo cul-
tured in PhaseX and treated for 6 days with CD33B7-H3 or CD33EpCAM BiTEs with matched
controls. Supernatants were collected longitudinally for multiplex secretome profiling. At
endpoint, explants were dissociated and subjected to flow cytometry, while some explants
were fixed and processed to FFPE sections for multiplex immunofluorescence (mIF). Cancer
cells were quantified using epithelial markers (PanCK and p60). Tumor response states were
classified as tumoricidal (increased tumor-cell CC3 [cleaved caspase-3] with reduced PanCK+/
p60+ cancer cell burden) versus tumorostatic (preserved PanCK+/p60+ cancer cell burden with
reduced Ki-67 in PanCK+/p60+ cancer cells). Results: Across both CD33B7-H3 and CD33Ep-
CAM BiTE-treated explants, PhaseX captured core BiTE MoA: (i) TCR-driven activation with
expansion of activated CD8+ T cells (CD137+) and enrichment of tumor-reactive CD8+ subsets
(CD137+CD103+CD39+); (ii) immune trafficking and inflammatory programming consistent
with IFNg signaling, evidenced by increased CXCL9/10/11 and coordinated effector cytokine
signatures; and (iii) effector execution in tissue, integrating increased cytotoxic mediators
(perforin, granulysin) with spatial mIF evidence of enhanced intratumoral CD8+ infiltration.
Tumoricidal responders showed elevated tumor-cell CC3 with concomitant loss of PanCK+/
p60+ tumor area, whereas tumorostatic responders showed decreased tumor-cell Ki-67 ex-
pression with comparatively limited CC3 induction, supporting biologically distinct on-
treatment states. Conclusions: PhaseX serves as a “Phase 0.9” translational platform that
preserves the TME and resolves BiTE MoA from activation to trafficking to effector execution,
while distinguishing tumoricidal and tumorostatic response phenotypes. This framework
supports mechanistic deconvolution, biomarker discovery, and patient stratification to de-
risk bispecific antibody development. Research Sponsor: National Medical Research Council;
MOH-STAR24jul-0002; National Medical Research Council; MOH-001212-01.
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2616 Poster Session

Phase 1A/B study of AB248, a CD8+ selective IL-2 mutein fusion protein, alone or in
combination with pembrolizumab, in patients with advanced solid tumor
malignancies.

Harriet M. Kluger, Alain Patrick Algazi, Rama Balaraman, Elizabeth Iannotti Buchbinder, Wanxing Chai-Ho, Monica F. Chen, Gregory A. Daniels, Tarik Hadid,
Leonel Fernando Hernandez-Aya, Ivana Djuretic, Janice M. Mehnert, Daniel Morgensztern, Daniel Olson, Andrew Stewart Poklepovic, Adam Rock, David R. Spigel,
Mario Sznol, Sarah A. Weiss, Essie Liu, Jeffrey Ward; Yale University School of Medicine, Smilow Cancer Center, New Haven Hospital, New Haven, CT; Helen Diller Family
Comprehensive Cancer Center, San Francisco, CA; Ocala Oncology, Florida Cancer Affiliates, Ocala, FL; Massachusetts General Hospital, Boston, MA; University of
California Los Angeles, Los Angeles, CA; Memorial Sloan Kettering, New York, NY; UC San Diego Moores Cancer Center, La Jolla, CA; Department of Hematology and
Oncology, Barbara Ann Karmanos Cancer Institute, Wayne State University School of Medicine, Detroit, MI; University of Miami/Sylvester Comprehensive Cancer Center,
Miami, FL; Asherbio Therapeutics, South San Francisco, CA; Perlmutter Cancer Center, New York University Langone Health, New York, NY; Washington University School
of Medicine, St. Louis, MO; University of Chicago Comprehensive Cancer Center, Chicago, IL; VCU Massey Comprehensive Cancer Center, Richmond, VA; City of Hope
Comprehensive Cancer Center, Duarte, CA; Sarah Cannon Research Institute/Tennessee Oncology, PLLC, Nashville, TN; Yale Cancer Center, Smilow Cancer Hospital of the
Yale–New Haven Hospital, Yale University School of Medicine, New Haven, CT; Cancer Institute of New Jersey, Trenton, NJ; Alvin J Siteman Cancer Center at Washington
University School of Medicine in St. Louis, St. Louis, MO

Background:High-dose IL-2 demonstratesmodest activity inmelanoma and RCC but its use is
limited by severe toxicity. AB248 is a novel IL-2 fusion protein of an attenuated IL-2 mutein
linked to an antibody targeting CD8b that features .500-fold selectivity for CD8+ T cells and
shows strong anti-tumor activity both alone and with anti-PD1 in preclinical models. In
addition to CD8+ T cell expansion and activation, the drug avoids NK cell toxicity and Treg-
mediated immunosuppression.Methods:NCT05653882 is a phase 1A/B study investigating the
safety, pharmacokinetics (PK), pharmacodynamics (PD) and anti-tumor activity of AB248
alone or with pembrolizumab in locally advanced/metastatic solid tumor malignancies, in-
cluding melanoma, having previously progressed through PD-1/PD-L1 checkpoint blockade.
The study’s primary objective was to assess the safety and tolerability of AB248 alone and in
combination with pembrolizumab. Results: As of December 1, 2025, 61 patients (pts.) were
treated with monotherapy (MT) at 6 dose levels across 3 schedules (Q2W at 0.02mg/kg-
0.75mg/kg; QW at 0.15mg/kg; Q3W at 0.3mg/kg). 68 additional pts. were treated with combo
therapy (CT) at Q3W 0.15-0.3mg/kg and step-up dosing. Themost common TEAEs (. 95%G1-
2) among all pts. were fatigue (50%), rash (49%), nausea (43%), chills (33%), pyrexia (32%),
vomiting (32%) and diarrhea (30%). Maximum tolerated doses (MTDs) were 0.5 mg/kg for MT
Q2W and 0.15 mg/kg for CT Q3W. AnMTDwas not reached for CT step-up dosing. 41 cutaneous
(cut) and mucosal (muc ) melanoma pts. were evaluable for response across MT and CT dose
cohorts, with 95% of pts. having received prior IO doublet therapy (anti-PD1 + anti-CTLA or
anti-LAG3) and 83% having received $ 2 anti-PD1 regimens. Among evaluable cut melanoma
pts., 2 confirmed PRs (18%) were observed among 11 pts. enrolled at higher MT dose levels (net
tumor reductions of 78.8% and 87.2%) and 2 confirmed PRs (12%) were observed among 16 CT
pts. (37.5% and 57.5%). Among 11mucmelanoma pts., 3 confirmed PRs (27%)were observed in
CT dosing. One additional muc melanoma pt. received 0.5 mg/kg MT and remained on study
with SD . 15 mos. AB248 exhibited dose-proportional PK that is comparable between MT and
CT dosing. Peripheral PD data demonstrated robust and preferential CD8+ T cell expansion,
with.20X expansion in MT (0.3 mg/kg and above) and.11X expansion in CT dosing (0.15 mg/
kg and above). Further data on safety, PK, PD, and preliminary anti-tumor activity will be
presented. Conclusions: AB248 demonstrates robust anti-tumor activity across heavily IO-
pretreated patients with metastatic melanoma (incl. mucosal melanoma). Combined with an
acceptable safety profile, favorable PK and differentiated PD, the drug’s anti-cancer activity
merits further investigation. Clinical trial information: NCT05653882. Research Sponsor:
Asherbio Therapeutics.
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2618 Poster Session

First-in-class PD-1/IL-2a-bias bispecific antibody IBI363 (TAK-928) in patients (pts)
with advanced immunotherapy-resistant non–small cell lung cancer (NSCLC):
Updated results from a phase I study.

Jianya Zhou, Xiaochen Zhang, Chengxiang Guo, Hui Wang, Yuping Sun, Xinjun Liang, Qian Chu, Lin Wu, Caicun Zhou, Jian Fang, Yueyin Pan, Jiuwei Cui, Zhangzhou Huang,
Yu Chen, Chengzhi Zhou, Xiaoqing Liu, Yu Yang, Ning Li, Tongmei Zhang, Hui Zhou; The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China;
Department of Oncology, The First Affiliated Hospital, Zhejiang University School of Medicine, Hangzhou, China; Hunan Cancer Hospital, Changsha, China; Shandong
Cancer Hospital, Jinan, China; Hubei Cancer Hospital, Wuhan, China; Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan,
China; Hunan Cancer Hospital, Affiliated Cancer Hospital of Xiangya School of Medicine, Central South University, Shangsha, China; Shanghai Pulmonary Hospital,
Shanghai, China; Beijing Cancer Hospital, Beijing, China; Anhui Provincial Hospital, Hefei, China; The First Hospital of Jilin University, Changchun, China; Fujian Cancer
Hospital, Fuzhou, China; The First Affiliated Hospital of GuangzhouMedical University, Guangzhou, China; The Fifth Medical Center of the Chinese People’s Liberation Army
General Hospital, Beijing, China; The Second Affiliated Hospital of Harbin Medical University, Harbin, China; Cancer Hospital, Chinese Academy of Medical Sciences, Beijing,
China; Beijing Chest Hospital, Capital Medical University and Beijing Tuberculosis and Thoracic Tumor Research Institute, Beijing, China; Innovent Biologics (Suzhou) Co.,
Ltd., Suzhou, China

Background: IBI363 is a first-in-class PD-1/IL-2a-bias bispecific antibody fusion protein
designed to block the PD-1/PD-L1 pathway and simultaneously activate the IL-2 pathway.
IBI363 selectively expands and rejuvenates exhausted tumor-specific T cells by cis-activating
IL-2 receptors. It has shown a manageable safety profile and encouraging efficacy in NSCLC
(No. 8509, 2025 ASCO). The updated findings are reported here with a longer follow-up.
Methods: Pts with advanced NSCLC who had progressed on standard therapy were enrolled
and received IBI363 at dose levels of 0.002/0.01/0.3/0.6mg/kg everyweek, 0.3/0.6/1mg/kgQ2W
or 1.5/2/3/4 mg/kg Q3W. Endpoints included safety, ORR, DCR, DOR and PFS assessed by
investigator per RECIST v1.1, and OS. Results: As of Nov 20, 2025, 136 pts with NSCLC were
enrolled (prior treatment lines$2 72.1%; including67with squamousNSCLC [sqNSCLC] and66
with adenocarcinoma). Themedian follow-upwas 14.4months (mos, range 0.8─30.6). Both the
ORRandDCR in sqNSCLCor adenocarcinomawere consistentwith those reported previously. In
pts with sqNSCLC at 1/1.5mg/kg (n=28) and 3mg/kg Q3W (n=31) (58/59with prior IO therapy),
median PFS was 5.5 (95% CI 1.5, 8.3) and 10.1 mos (6.0, 14.0), median OS was 12.5 (7.6, 22.2;
maturity 71.4%) and 18.2 mos (10.7, not calculable [NC]; maturity 48.4%), with 24-month OS
rate of 29.9% (14.2, 47.3) and 47.8% (28.7, 64.7), respectively. Among those who had a con-
firmed complete response (n=1) or partial response (PR, n=17), the overall DOR was 10.3 mos
(7.0, 13.4; maturity 72.2%). In pts with EGFRwt adenocarcinoma at 0.6/1/1.5 mg/kg (n=30) and 3
mg/kg Q3W (n=25) (all with prior IO therapy), median PFS was 2.7 (1.4, 5.1) and 4.2 mos (3.0,
7.0),medianOSwas 17.5 (7.1, NC;maturity 56.7%) and 15.2mos (9.6, NC;maturity 56.0%),with
24-month OS rate of 40.2% (22.2, 57.7) and 42.7% (23.1, 61.0), respectively; the overall DOR
reached 21.3 mos (4.0, 21.3; maturity 40.0%) in those achieving a confirmed objective response
(n=10, all PRs). Smoking is a major factor affecting treatment efficacy in adenocarcinoma. In
smokers (n=31) and non-smokers with adenocarcinoma (n=24), the median OS was 23.4 (11.3,
NC; maturity 48.4%) and 11.5 mos (5.6, 19.6; maturity 66.7%), respectively. In the overall
population (n=136), treatment-emergent adverse events (TEAEs) occurred in 135 pts (99.3%
any grades; 48.5% $G3). TEAEs led to treatment discontinuation in 11 (8.1%) pts. TEAEs led to
death in 5 pts (3.7%) with only 1 event (0.7%) considered treatment-related (unexplained
death). The most common TEAEs were arthralgia (52.2%; 3.7% $G3), anemia (46.3%;
4.4% $G3), and rash (39.0%; 8.8% $G3). Conclusions: IBI363 was well tolerated with a
manageable safety profile consistent with earlier reports, and continued to show strong and
durable efficacy in ptswith heavily pretreatedNSCLC. Clinical trial information: NCT05460767.
Research Sponsor: This study was funded by Innovent Biologics, Inc.
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2619 Poster Session

Alirocumab plus cemiplimab in immuno-refractorymetastatic NSCLC: A single-arm,
multi-center, phase 2 study.

Eziafa Oduah, Andreas Nicholas Saltos, Tom Stinchcombe, Joel Rivera Concepcion, Jeffrey Crawford, Jeffrey Melson Clarke, Laura Alder, Cameron Oswalt, Steven Wolf,
Sin-Ho Jung, Kouros Owzar, Xiaodi Qin, Abbie Ireland, Alan Chen, Liliana Lyniv, Neal E. Ready, Jhanelle E. Gray, Trudy G. Oliver, Scott Joseph Antonia; Duke University,
Durham, NC; Moffitt Cancer Center, Tampa, FL; Duke Cancer Institute, Duke University School of Medicine, Durham, NC; Duke Cancer Institute, Durham, NC; Duke University
Medical Center, Durham, NC; Department of Biostatistics and Bioinformatics, Duke University School of Medicine, Durham, NC; Duke Cancer Institute, Duke University,
Durham, NC; Department of Thoracic Oncology, H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL

Background: Immunotherapy resistance remains a significant unmet clinical need for most
non-small cell lung cancer (NSCLC) patients. PCSK9 was shown in preclinical models to
mediate cancer immunotherapy resistance andmay serve as a novel immuno-inhibitory target.
Methods: This is a first-in-class, multi-center, single arm, phase II study evaluating the
clinical activity and safety of thePCSK9 inhibitor, alirocumab, in combinationwith the anti-PD1
antibody cemiplimab, in non-small cell lung cancer (NSCLC) patients whose tumors were
previously resistant to immune checkpoint blockade. The primary endpoint was objective
response rate (ORR). Secondary endpoints were safety, progression free survival (PFS), overall
survival (OS), duration of response (DOR) and disease control rate (DCR). The correlative
objective was to analyze the biomarkers of response. Results: A total of 60 patients were
enrolled between May 2023 and August 2025. In the 58 evaluable patients, the estimated ORR
for the two-stage design was 14.98% (90% CI, 5.45, 25.52). The median duration of response
was not estimable. The median OS was 7.2 months (95% CI, 5.3 – 13.6). No new safety signals
were seen. Non-hematologic adverse events (AEs) were more prevalent than hematologic AEs
and were predominantly grade 2 or less. Two grade 3 events were seen. Biomarker analysis
identified superior outcomes in NSCLC harboring PIK3CA, AKT1, or PTEN alterations, with ORR
of 31.5% (95%CI,13.9%, 68.4%,), significantly associatingwith response, p 0.0008 (two-sided,
Fisher’s exact). No objective responses were observed in the absence of PIK3CA, PTEN or AKT1
alterations. Median OS was numerically longer in the altered group was 13.64 months (95% CI,
3.1 – NR) compared to 7.2 months (95% CI, 5.2-12.8) in the unaltered group. Analysis of the
cancer genome atlas (TCGA) in NSCLC cohorts demonstrated a correlation between PIK3CA,
PTEN and AKT1 expression and PCSK9 expression. Preclinical translational studies further
elucidated the impact of PIK3CA, PTEN or AKT1 in intratumoral PCSK9 secretion, a novel
immune-oncological finding for this pathway, and provided a biological rationale for the
observed pattern of response. Conclusions: These findings provide clinical proof-of-
principle that PCSK9 inhibition can overcome immunotherapy resistance in a subset of patients
and suggest that PIK3CA/PTEN/AKT1 pathway may play a significant role in PCSK9 mediated
immune evasion and could be a biomarker of response. These findings warrant further inves-
tigation in a larger confirmatory study. Clinical trial information: NCT05553834. Research
Sponsor: None.
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2620 Poster Session

Targeting PI3K-b to develop novel combinational therapies for melanoma.

Maegan Gabby, Zhi Sheng; Virginia Tech Carilion School of Medicine, Roanoke, VA

Background: Melanoma is the deadliest skin cancer, and more than 100,000 people in the
United States were diagnosed in 2024. While the 5-year survival rate is 99% for localized
disease, it is just 10-25% in metastasis. Treatment for metastatic melanoma often involves
powerful immunotherapies (e.g. checkpoint inhibitors). However, approximately 55% of pa-
tients have innate resistance and 25% of responders develop resistance within two years.
Immunotherapy resistance is due to continued checkpoint protein expression and antagoni-
zation of T-cell activation – processes controlled by the phosphatidyl inositol 3-kinase (PI3K)
system. Of the four PI3K kinases (a, b, d and g), recent work from the Sheng lab suggests that
PI3Kb has the largest role in the growth of BRAFV600E/PTENnull (PI3K inhibitor) melanoma and
is a prime drug target. There is an 18-residue motif found only in PI3Kb that has close
interactions with p85 - a key regulatory protein responsible for kinase activation. The Sheng
lab harnessed thismotif and developed a novel peptide (CPP-b18) that selectively blocks PI3Kb
with high affinity and decreases viability in cells that hyper-express PI3Kb. Given the vital role
of PI3K in immunosuppression, further investigation into CPP-b18’s sensitizing effects on
checkpoint inhibitors is urgently needed to lead to new therapies. Methods: PI3K inhibition in
BRAFV600E/PTENnull YUMM1.7 and BRAFV600E/PTENWT YUMM5.2 murine cell lines was vali-
dated by exposing cells to various commercial PI3K inhibitors and CPP-b18. Cell viability was
measured via MTS colorimetric response. Advanced live-cell imaging techniques were
employed to assess apoptosiswhenmelanoma cellswere treatedwith these selective inhibitors.
Both cell lines were fluorescently labeled to differentiate cells from cytotoxic T-cells in future
co-culture work.Results:MTS colorimetric assays reveal decreased YUMM1.7 cell viability with
various PI3Kb inhibitors (IC50 values = 6-10 mM) in comparison to increased YUMM5.2 cell
viability (IC50 values = 21-30 mM). PI3Kd and PI3Kg inhibition had negligible effect on cell
survival. YUMM1.7 cell death (.70%)was also demonstrated when treated with the novel CPP-
b18 peptide inhibitor. Live cell imaging studies confirm feasibility to investigate interactions
between drug therapy and melanoma cells and to appreciate early and late stages of apoptosis
on a cellular level. Both cell lines are successfully fluorescently labeled to undergo further drug
challenge experiments. Conclusions: Our data strongly supports CPP-b18 as a potential drug
therapy to augment checkpoint inhibitor efficacy and mitigate the development of resistance.
Cell line validation demonstrates increased PI3K activity with deleted PTEN and decreased
viability when challenged with PI3Kb inhibitors. Selectively blocking PI3Kb via CPP-b18 may
augment checkpoint inhibitors and mitigate resistance, giving patients improved treatment
options. Research Sponsor: None.
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2621 Poster Session

Phase I/II study of concurrent intrathecal toripalimab and pemetrexed (PM) for
leptomeningeal metastases (LM) from solid tumors.

Guozi Yang, Zhenyu Pan, Miaomiao Liu, Yushan Huang, Min Liu, Panpan Tai, Xiao Chen; Cancer Center, Huizhou First Hospital Affiliated to Guangdong Medical University,
Huizhou, China; Department of Radiation Oncology, Beijing Chest Hospital, Capital Medical University, Beijing, China; Department of Radiation Oncology, The Affiliated
Huizhou Hospital, Guangzhou Medical University, Huizhou, China; The Affiliated Huizhou Hospital, Guangzhou Medical University, Huizhou, China

Background: Intrathecal (IT) programmed death-1 (PD-1) inhibitors have demonstrated safety
and feasibility in leptomeningealmetastases (LM) frommelanoma or lung cancer. However, no
studies have yet reported on the combination of IT PD-1 inhibitors with IT chemotherapy for
LM from solid tumors. This study evaluated the feasibility and potential clinical benefit of
combining IT toripalimab with pemetrexed (PM) in this patient population. Methods: Phase I
followed a 3+3 dose de-escalation design to determine the dose-limiting toxicity (DLT) and the
recommended phase II dose (RP2D). Patients received IT PM (15 mg flat dose) twice weekly for
2 weeks (induction), then weekly for 4 weeks (consolidation), followed by monthly mainte-
nance. The administration of IT toripalimab (40mg initial dose)was initiated concurrentlywith
the fourth dose of IT PM, on an every-two-week schedule for 6 weeks (induction/
consolidation), switching to monthly dosing during the maintenance phase. Continuation of
previously administered systemic therapies was permitted during the study. The primary
endpoints were RP2D and safety. Secondary endpoints included clinical response rate (CRR),
disease control rate (DCR) and overall survival (OS). Results: From June 2024 to September
2025, 45 patients were enrolled (40 non-small cell lung cancer, 4 breast cancer, and 1 small cell
lung cancer). Median age was 52 years (range 30–69), and 35 patients were female. In phase I,
no DLTs were observed; the RP2D was established as toripalimab 40 mg plus PM 15 mg. All
patients completed induction therapy, 42 completed consolidation therapy, and 41 received
maintenance therapy. No treatment-related deaths occurred. All grade$3 adverse events (AEs)
were attributable to IT PM, with an overall incidence of 55.6% (25/45), including leukopenia (n
= 16), thrombocytopenia (n = 10), decreased hemoglobin (n = 7), and elevated hepatic ami-
notransferases (n = 5). Immune-related AEswere limited to grades 1-2, occurring in 24.4% (11/
45) of patients, and included rash (n = 5), fever (n = 3), hypothyroidism (n = 3), and pneumonia
(n = 1). According to Response Assessment in Neuro-Oncology (RANO) criteria, the CRR was
66.7% (30/45), including 11 patients with neurological dysfunction improvement, 16 with CSF
cytological response, and 18 with neuroimaging improvement. The DCR was 93.3% (42/45). As
of January 20, 2026, 19 patients haddied.Median follow-upwas 11.1months (95%CI: 7.7–17.0).
Median OS was 13.1 months (95% CI: 9.9–not applicable). Conclusions: IT toripalimab com-
bined with PM showed a manageable safety profile and promising clinical activity in patients
with LM from solid tumors. Based on the encouraging interim OS observed, further clinical
investigation of intrathecal immunotherapy is warranted for patients with LM. Clinical trial
information: NCT06462222. Research Sponsor: Huizhou Science and Technology Innovation
Team Project; 2023EQ050012; Huizhou Outstanding Young Scientific and Technological Tal-
ents Program; 2025EQ050018.
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2622 Poster Session

Sequential or concurrent immunotherapy with locoregional radiotherapy in de novo
metastatic nasopharyngeal carcinoma.

Linfang Wu, Lingquan Tang, Hai-Qiang Mai, Li-Ting Liu; Sun Yat-sen University Cancer Center, Guangzhou, Guangdong, China; Department of Nasopharyngeal Carcinoma,
Sun Yat-sen University Cancer Center, Guangzhou, China; Department of Nasopharyngeal Carcinoma, Sun Yat-sen University Cancer Centre, Guangzhou, China

Background: First-line chemotherapy combined with immunotherapy (CT-IO), followed by
selective locoregional radiotherapy (LRRT), has emerged as themainstay treatment for de novo
metastatic nasopharyngeal carcinoma (dmNPC). However, the efficacy of adding concurrent
immunotherapy to LRRT remains controversial. Methods: This study enrolled patients with
dmNPC who received platinum-based chemotherapy, anti–PD-1 immunotherapy, and defin-
itive LRRT. Survival outcomes were assessed using a 12-month landmark analysis to minimize
immortal time bias. Inverse probability of treatment weighting (IPTW) was employed to
balance baseline characteristics between the CCRT+IO (LRRTwith concurrent immunotherapy)
and CCRT-IO (LRRTwithout concurrent immunotherapy) groups. Recursive partitioning anal-
ysis (RPA) utilizing baseline andpost-CT-IO factorswas applied to stratify patients into low-or
high-risk groups to evaluate the benefit of concurrent IO. Absolute lymphocyte count (ALC)was
monitored during and up to 6months post-LRRT.Results:A total of 238 patientswere included
(185 receiving concurrent IO and 53 without). In the IPTW-adjusted Kaplan-Meier analysis at
the 12-month landmark, the additionof concurrent IOwas associatedwith significantly inferior
progression-free survival (PFS) (HazardRatio [HR]: 3.189; 95%CI, 1.352–7.524; p=0.008). The
"Sandwich" mode—comprising 4-6 cycles of induction CT-IO, followed by LRRT, and sub-
sequent IO maintenance—yielded the optimal survival outcomes (HR: 0.288; 95% CI,
0.106–0.786; p = 0.015). An RPA model incorporating five prognostic factors (the number of
metastatic lesions, pretreatment LDH level, post-CT-IO Epstein-Barr virus DNA, and radio-
logical response post-CT-IO) stratified patients into two risk subgroups. Low-risk patients
derived no clinical benefit from concurrent IO (p = 0.134), whereas high-risk patients exhibited
significantly worse 12-month landmark adjusted PFS (p = 0.031). Notably, subgroup analysis
showed that patients with persistent radiation-induced lymphocytopenia at 3months post-RT
demonstrated the most unfavorable survival outcomes after concurrent immunotherapy (p ,

0.001). Conclusions: DmNPC patients receiving first-line CT-IO followed by LRRT did not
benefit from concurrent immunotherapy during RT, particularly those identified as high-risk
by the prognostic model and those with persistent lymphocytopenia at 3 months post-RT.
Research Sponsor: None.
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2623 Poster Session

Efficacy and safety of cadonilimab in patients with MSI-H/dMMR locally advanced
or metastatic gastrointestinal malignancies: A real-world retrospective study.

Xiaoyuan Sun, Zimin Liu, Yandong Ci; The Affiliated Hospital of Qingdao University, Gastrointestinal Oncology and Pancreatic Diseases Center, Qingdao, China; Qingdao
Eighth People’s Hospital, Qingdao, China

Background: Immunotherapies targeting PD-1 and CTLA-4 have emerged as promising ther-
apeutic strategies for gastrointestinal malignancies (GIM), particularly those dMMR or MSI-H
phenotypes. Cadonilimab, a novel bispecific antibody co-targeting PD-1 and CTLA-4, has
showed potent anti-tumor effect across multiple cancer types. This real-world retrospective
study systematically evaluated the efficacy and safety of cadonilimab in patients with MSI-H/
dMMR locally advanced or metastatic GIM. Methods: This study retrospectively included
patients with MSI-H/dMMR unresectable locally advanced or metastatic GIM who adminis-
tered cadonilimab(6 mg/kg Q2W) since November 2022 in The Affiliated Hospital of Qingdao
University. The primary endpoint was ORR as assessed by investigators per RECIST v1.1.
Secondary endpoints included DCR, PFS, DoR, safety profile, and exploratory biomarker anal-
ysis (interleukins [IL-2, IL-6, IL-8, IL-10]) was performed on blood samples collected at
baseline and before each treatment cycle.Results:As of November 7, 2025, a total of 21 patients
were enrolled. Themedian follow-up duration was 19.4 months. The ORR was 76.19% and DCR
was 100%. Median PFS and median DoR were not reached. The 12-month PFS rate was 74.9%
(95%CI, 49.6%-88.8%) and 18-month PFS rate was 68.1% (95%CI, 41.6%-84.5%). Among 14
gastric cancer (GC) patients, ORR was 78.57% (5 CR, 6 PR), median PFS was not reached, 12-
monthPFS ratewas 77.9%(95%CI, 58.6%-100%), and 18-month PFS ratewas 68.2% (95%CI,
46.3%-100%). The ORR of GC treated in 1st line was 80%, 4 achieved CR (40%). Among 7
colorectal cancer (CRC) patients, ORRwas 71.43% (2CR, 3 PR),median PFSwas not reached, 12-
monthPFS ratewas 71.4% (95%CI, 49.6%-88.8%), and 18-monthPFS ratewas 71.4% (95%CI,
29.4%-91.9%); the ORR of 1st line treatment was 83.33%. Bymetastatic site: ORRwas 85.71% in
patients with peritoneal metastasis and 100% in those with pelvic metastasis. Notably, one
patient achieved pCR after cadonilimab conversion therapy, and another patient receiving
cadonilimab as fourth-line monotherapy achieved PFS of 25.4 months. As of data cutoff, 5
patients remained on treatment. Regarding safety, 33.33% of patients experienced grade 1-2
immune-related adverse events (irAEs), and 4.76% had grade $3 irAEs. No treatment discon-
tinuation due to adverse events. Exploratory biomarker analysis showed that ORR was 90.91%
in patients with high IL-2 expression, 91.67%,92.86% and 81.82% in patients with normal IL-
6, IL-8 and IL-10 levels, respectively. Conclusions: Cadonilimab demonstrates potent and
durable anti-tumor activity with a favorable safety profile inMSI-H/dMMR locally advanced or
metastatic GIM. Additionally, interleukins may serve as potential predictive biomarkers for
cadonilimab efficacy, providing insights for precision medicine in this patient population.
Research Sponsor: None.
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2624 Poster Session

Intrathecal (IT) PD-1/CTLA-4 antibody combined with pemetrexed (PM) for lep-
tomeningeal metastases (LM) from solid tumors: Preliminary results of two single-
center phase I studies.

Zhenyu Pan, Guozi Yang, Yushan Huang, Xiao Chen, Lishi Wang, Miaomiao Liu, Panpan Tai; Department of Radiation Oncology, Beijing Chest Hospital, Capital Medical
University, Beijing, China; Cancer Center, Huizhou First Hospital Affiliated to Guangdong Medical University, Huizhou, China; Department of Radiation Oncology, The
Affiliated Huizhou Hospital, Guangzhou Medical University, Huizhou, China

Background: IT PD-1 inhibitors, alone or combined with IT PM, have shown safety and
feasibility in LM from solid tumors. Cadonilimab (AK104) and iparomlimab/tuvonralimab
(QL1706) are novel bispecific PD-1/CTLA-4 antibody. Our preclinical animal studies demon-
strated the safety of IT administration of these agents. This study evaluated the feasibility and
potential clinical benefit of combing ITPD-1/CTLA-4 antibodywith PM in patientswith LM from
solid tumors.Methods: Eligible patients had histologically confirmed solid tumors and positive
CSF cytology. A rapid dose-escalation design was employed across three dose levels: AK104 at
15.625mg, 31.25mgand62.5mg; QL1706 at 25mg, 37.5mgand 50mg. Onepatientwas enrolled
in each of the first two dose cohorts, while six were enrolled at the third dose cohort. The
protocolwould revert to a standard 3+3 design if any dose-limiting toxicities (DLT) occurred. IT
PM was given at a fixed dose of 15 mg twice weekly for two weeks (induction), then weekly for
four weeks (consolidation), followed by monthly maintenance until progression or death. IT
PD-1/CTLA-4 antibody began at the fourth IT PM dose, administered every two weeks for six
weeks, then monthly until progression or death. Continuation of previously administered
systemic therapies was permitted during the study.Results: A total of 17 patients were enrolled
(AK104: n=8; QL1706: n=9). Median age was 54 years (range 37–73); 13 were female. Primary
tumors included lung adenocarcinoma (n=13) and breast cancer (n=4). 16 patients (94.1%)
completed induction and consolidation therapy. No DLT occurred. Grade $3 adverse events
(AEs) occurred in 64.7% (11/17) of patients. Specifically, grade$3 AEs attributed to IT PMwere
observed in 58.8% (10/17), primarily hematological toxicity (n=10), elevated hepatic amino-
transferase (n=1) and fatigue (n=1). For IT PD-1/CTLA-4 antibody-related AEs, grade $3 oc-
curred in 11.8% (2/17; rash n=1, diarrhea n=1), and grade 1-2 in 17.6% (3/17; rash n=3, fever n=1,
diarrhea n=1). Clinical response ratewas 41.2% (7/17) byRANO-LMcriteria. Disease control rate
was 82.4% (14/17). As of January 15, 2026, 8 patients had died, with 1 due to LM, 3 due to
systemic progressive disease, and 4 due to non-cancer-related causes. Median follow-up time
was 8.53months (95%CI: 8.07-NA), andmedian overall survival was 8.53months (95%CI: 6.3-
NA). Conclusions: The study demonstrates the manageable safety and feasibility of IT PD-1/
CTLA-4 antibody combined with PM, with no unexpected systemic or neurological toxicities
observed. Preliminary results suggest potential clinical benefits, with a high clinical response
rate and notable treatment responses even among those with severe conditions. Clinical-
Trials.gov registration: NCT06762080/NCT06809530. Clinical trial information:
NCT06809517/NCT06809530. Research Sponsor: Huizhou Science and Technology
Innovation Team Project; 2023EQ050012; Huizhou Outstanding Young Scientific and
Technological Talents Program; 2025EQ050018.
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2625 Poster Session

Evaluation of intravenous IPI201 in combination with anti–PD-1 therapy in a co-
lorectal cancer mouse model.

Brett Lanier, Deborah Mosca, Herbert Neuman, Robert Stein, Timothy R. Wright, Nathaniel P. Hernandez; Isosceles Pharmaceuticals, Wilmington, NC

Background: Immune checkpoint inhibitors targeting PD-1 improve outcomes in colorectal
cancer (CRC) but are limited by intrinsic and acquired resistance. Resorcinyl isoprenyl benzene
derivatives have previously shown anti-tumor activity in multiple models, including remod-
eling of the tumor microenvironment (TME). IPI201 is a novel, synthetic resorcinyl isoprenyl
benzene derivative administered intravenously. Here, we evaluated whether IPI201 combined
with anti-PD-1 therapy alters tumor and immune outcomes in a murine model of CRC.
Methods:MC38 colon tumors were implanted subcutaneously inmice and treatedwith vehicle,
IPI201 (i.v.), anti-PD-1 (BE0156; i.p.), 5-fluorouracil (5-FU) (i.p.), or IPI201 plus anti-PD-1 at
varying dose combinations once the implanted tumor reached a size of 75 mm3. Change in
tumor volumeand subject survivalwere assessedover 30days. Tumornecrosiswas evaluated by
blinded histopathology. Tumor gene expression was analyzed using NanoString nCounter
immune-focused panels with pathway and network analyses comparing combination therapy
to monotherapies and vehicle controls. Results: While IPI201 or anti-PD-1 monotherapy
demonstrated limited activity, combination treatment produced enhanced anti-tumor effects.
The optimal dose combination resulted in a 66% reduction in tumor growth compared with
anti-PD-1 alone, with a significant treatment interaction (P=0.03). Combination therapy sig-
nificantly improved survival relative to monotherapies and 5-FU (50% vs 0%, adjusted
P,0.02), yielding the highest survival among treatment groups. Tumor necrosis scores were
increased with combination therapy, with necrosis twofold higher than anti-PD-1 alone
(P,0.01). Transcriptomic profiling revealed differential regulation of 771 genes across 51
biological pathways, including VEGF, EGFR, MAPK/ERK, and PI3K/Akt/mTOR signaling, as
well as immune-associated pathways related to antigen presentation, cytotoxic lymphocyte
activation, and myeloid cell recruitment. This transcriptional signature is consistent with a
pro-immune, anti-tumor TME. Conclusions: IPI201 and PD-1 blockade combination improves
survival, promotes tumor necrosis, and remodels the tumor microenvironment in a preclinical
CRC model. These findings support further development of IPI201 as a combination immu-
notherapy strategy and provide a mechanistic rationale for evaluating resorcinyl isoprenyl
benzene-based enhancers of checkpoint inhibition in CRC. Research Sponsor: None.

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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


2626 Poster Session

Phase I/II study of LB1410, a bivalent TIM-3/PD-1 bispecific antibody, in combi-
nation with LB4330, a long-acting IL-10, in patients with advanced solid tumors.

Jiajian Liu, Jianming Guo, Xinan Sheng, Hao Wen, Caicun Zhou, Li Liu, Wei Li, Ming Quan; L&L Bio Co., Ltd., Shanghai, China; Department of Urology, Zhongshan Hospital,
Fudan University, Shanghai, China; Key Laboratory of Carcinogenesis and Translational Research (Ministry of Education/Beijing), Department of Genitourinary Oncology,
Peking University Cancer Hospital & Institute, Beijing, China; Department of Gynecologic Oncology, Fudan University Shanghai Cancer Center, Shanghai, China; Department
of Oncology, Shanghai East Hospital, Tongji University School of Medicine, Shanghai, China

Background: LB1410 is an anti-PD-1/TIM-3 bispecific antibody (BsAb) developed by L&L Bio
Co., Ltd., Shanghai, China. In an ongoing phase I study in patients (pts) with advanced solid
tumors (NCT05357651), LB1410 demonstrated an excellent safety profile (RPIID 20mg/kg) and
promising efficacy in various anti-PD-1-resistant solid tumors: ORR 9.1%; DCR 54.5%; n = 66
as of Jan 4, 2026. Antitumor activity was especially notable in anti-PD-1-resistant ccRCC (ORR
11.1%; DCR 77.8%; n = 9) and anti-PD-1-resistant CC (ORR 38.5%; DCR 69.2%; n = 13). LB4330
is a novel, long-acting IL-10 developed by L&L Bio Co., Ltd., Shanghai, China. It is generated by
fusing IL-10 to a high-affinity anti-CLDN18.2 antibody and exhibits a significantly extendedT1/

2 of 2.3 days. In a completed phase I study (NCT05707676), LB4330 effectively enhanced CD8+
T cell proliferation and activation in cancer pts and achieved a DCR of 36.4% (12/33) in pts with
PDAC, CRC and other anti-PD-1-resistant tumors. Given their complementary mechanisms
and potential to better enhance antitumor immune activity, a phase I/II study has been
launched to evaluate LB1410 in combination with LB4330 in pts with advanced solid tumors.
Methods: Eligible pts were$18 yrs old with ECOG PS 0-1. Pts received LB1410 at 15 or 20mg/kg
in combinationwith LB4330 at 0.2-0.4mg/kg IV Q2W,with amaximumof 6 doses of LB4330. A
3+3 dose-escalation design was used to assess safety and tolerability. The selected doses of
LB1410 at 15 or 20m/kg plus LB4330 at 0.4mg/kg were used for the efficacy expansion study in
pts with anti-PD-1-resistant ccRCC and HCC. Results: As of Jan 14, 2026, 15 patients (1 CRC, 1
HCC, 3 NSCLC, 4 CC and 6 ccRCC) had been enrolled: median age 58.5 yrs (42-71 yrs); 57.1%
male; 85.7% with prior anti-PD(L)1-based therapies. TRAEs occurred in 13 pts (92.9%), the
most common ($ 20%) being fever, platelet count decreased, pruritus, elevated ALT, elevated
AST, elevated creatinine, cough, rash and anemia. Most TRAEs were related to the MOA of
LB4330 and weremanageable. Grade 3-4 TRAEs occurred in 5 pts (35.7%), including decreased
platelet count in 2 pts and IRR, shock symptomand immune-mediatedmyocarditis in 1 pt each.
No DLTswere observed. Among all pts with on-treatment scans, the overall ORR per RECIST 1.1
was 15.4% (2/13) with 2 confirmed PR ; DCRwas 30.8% (4/13). Notably, the 5 pts with anti-PD-
(L)1-refractory favorable-risk ccRCC showed an ORR of 40.0% and a DCR of 80.0%. 50% ccRCC
pts with PR/SD (2/4) had been on treatment for nearly one year or longer. Conclusions: The
combination of LB1410 and LB4330 exhibited a manageable safety profile consistent with that
observed with each monotherapy. Clinical data in pts with favorable-risk ccRCC support the
characteristics and efficacy of LB4330 as an immune-enhancing agent. Efficacy expansion
studies are ongoing. Clinical trial information: NCT06468358. Research Sponsor: L&L Bio Co.,
Ltd., Shanghai, China.
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2627 Poster Session

Low-dose intestinal irradiation to enhance the efficacy and prognosis of PD-1
blockade in metastatic non-small cell lung cancer.

Baiyang Huang, Jiarui Zhao, Jingyu Zhu, Xingpeng Wang, Min Li, Jing Xu, Kaiyue Wang, Yongjun Li, Menglin Bai, Guoxin Cai, Xue Meng; Department of Radiation Oncology,
Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical Sciences, Jinan, Shandong, China; School of Clinical
Medicine, Shandong Second Medical University, Weifang, Shandong, China; Shandong University Cancer Center, Cheeloo College of Medicine, Shandong University, Jinan,
China; Department of Radiation Oncology, Shandong Cancer Hospital and Institute, Shandong First Medical University and Shandong Academy of Medical Sciences, Jinan,
China; Department of Radiation Oncology, Qilu Hospital of Shandong University, Jinan, Shandong, China, Jinan, China

Background: Intestinal low-dose irradiation (ILDR) has been shown to enhance the efficacy of
immunotherapy in advanced solid tumors by modulating the gut microbiota and metabolism.
However, its role in metastatic non-small cell lung cancer (mNSCLC), particularly in the first-
line treatment setting, remains unclear. Therefore, this study investigated the impact of
intestinal radiation dose on the efficacy and prognosis of programmed cell death protein 1
(PD-1) blockade in patients with mNSCLC. Methods: This multicenter retrospective and pro-
spective study included patients with mNSCLC who received first- or second-line PD-1 in-
hibitors combined with abdominopelvic radiotherapy between 2018 and 2025. Patients were
stratified into three groups according to the mean intestinal radiation dose: ,1 Gy, 1–3 Gy,
and.3 Gy, and treatment outcomeswere compared among groups. In addition, blood and fecal
samples prospectively collected were subjected tomulti-omics analyses. Results: A total of 301
patients were included in the retrospective analysis, among whom 105 patients (34.9%) had a
small intestinal mean radiation dose (SIMRD) ,1 Gy, and 84 patients (27.9%) had a SIMRD of
1–3 Gy. Overall, 183 patients (60.8%) received first-line PD-1 blockade, and 118 patients
(39.2%) received second-line treatment. The median follow-up time was 27.2 months. The
results showed that patients with a SIMRD of 1–3 Gy achieved the highest objective response
rate (21.0% vs. 48.8% vs. 6.3%). Compared with the,1 Gy and.3 Gy groups, the 1–3 Gy group
also demonstrated significantly prolonged progression-free survival (PFS, 10.2 months) and
overall survival (OS, 23.7 months) (P , 0.01), with consistent findings across all subgroup
analyses. Compared with the 1–3 Gy group, SIMRD .3 Gy (HR = 4.96, P , 0.001) and
SIMRD ,1 Gy (HR = 1.90, P , 0.001) were both independent predictors of worse OS. Thirty
patients who recevied first-line PD-1 inhibitors combined with abdominopelvic radiotherapy
were included in the prospective analyses. With a median follow-up of 17.5 months, patients
with a SIMRDof 1–3Gy achieved the best disease control rate (1-3 Gy vs.,1 Gy vs..3Gy: 90.0%
vs. 63.7% vs. 33.3%; P = 0.041) and the longest median PFS (1-3 Gy vs. ,1 Gy vs. .3 Gy: not
reached vs. 9.3 months vs. 5.8 months; P = 0.120). Multi-omics analyses revealed that re-
sponders were enriched in Bacillota, Clostridia, and indole-derived metabolites, particularly
indole-3-carboxylic acid. Moreover, patients in the 1–3 Gy group exhibited increased circu-
lating macrophage inflammatory protein-3a levels and a reduced proportion of a4b7+ regu-
latory T cells. Conclusions: ILDR influences the efficacy of PD-1 inhibitor therapy in patients
with mNSCLC, with the most pronounced benefit observed when SIMRD is maintained within
the 1–3 Gy range. This effect may be mediated through modulation of the gut microbiota–
metabolite–immune axis. Research Sponsor: National Natural Science Foundation of China;
82573453; National Natural Science Foundation of China; 82403791; Noncommunicable
Chronic Diseases-National Science and Technology Major Project; 2024ZD0525902; Natural
Science Foundation of Shandong Province; ZR2024QH459; CSCO-Nav HER2-related Solid
Tumors Research Foundation; Y-2022HER2AZMS-0291; Collaborative Academic Innovation
Project of ShandongCancerHospital; ZF001; Project supported byShanDongProvincialMedical
Association; YXH2025YS042; Shan-dong Province University "Youth Innovation Team Pro-
gram"; 2024KJJ027.
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2628 Poster Session

Personalized N-of-1 combinations based on molecular profiles in advanced ma-
lignancies: Immunotherapy group analysis of the I-PREDICT N-of-1 precision on-
cology study.

Yuji Uehara, Jason K. Sicklick, Daisuke Nishizaki, Hirotaka Miyashita, Ryosuke Okamura, Eric Roth, Michael Hahn, Mina Nikanjam, David Eric Piccioni, Paul T. Fanta,
Hitendra Patel, Ramez Nassef Eskander, Rana R. McKay, Jeffrey S. Ross, J. Jack Lee, Scott Michael Lippman, Shumei Kato, Razelle Kurzrock; Department of Experimental
Therapeutics, National Cancer Center Hospital, Tokyo, Japan; UC San Diego Moores Cancer Center, La Jolla, CA; Department of Obstetrics, Gynecology and Reproductive
Science, UC San DiegoMoores Cancer Center, La Jolla, CA; Department of Surgery, Kyoto University Graduate School of Medicine, Kyoto, Japan; UC San Diego, La Jolla, CA;
UC San Diego Moores Cancer Center, San Diego, CA; Departments of Pathology, Urology and Medicine (Oncology), SUNY Upstate Medical University, Syracuse, NY;
Department of Biostatistics, The University of Texas MD Anderson Cancer Center, Houston, TX; Medical College of Wisconsin, Milwaukee, WI

Background: While current precision oncology typically targets a single biomarker, most
cancers have multiple pathogenic alterations that often differ from patient to patient. We
evaluated whether individualized, N-of-1 biomarker-based combinations that included im-
mune checkpoint inhibitors (ICIs) would improve outcomes in patients (pts) with advanced
cancers. Methods: In the I-PREDICT prospective trial (NCT02534675), 70 pts with advanced
poor-prognosis cancers received ICI-based regimens. Personalized combinations were based
on tissue/ctDNA next-generation sequencing (NGS) andMolecular Tumor Board review. An "i-
Matching Score" was developed using TMB$16 mut/Mb—selected because analysis showed it
was a more robust outcome predictor than TMB $10 or continuous TMB (though both cor-
related with some outcome parameters)—alongside scores reflecting the matching of other
targeted therapies (TT) to tumor alterations. Regimens used individualized dose reductions and
intra-patient dose titration for safety. Results: Tumors harbored a median of five pathogenic
alterations (range, 1–18); 97% of pts had unique molecular profiles. To optimize biomarker-
matching, pts received 48 distinct therapy regimens, many previously unstudied; for the first-
in-human (FIH) combinations, initial doses were lowered, and intra-patient dose modifica-
tions weremade for tolerance. Regimens included ICImonotherapy (20%), ICI + TT (61%), and
others. Mean initial dose was 79.5% of the FDA-approved dose; 26% of pts had dose adjust-
ments (6% increase; 20% decrease). Initial doses were lower for multi-drug regimens
(P=0.002), ICI+TT (P,0.001), and FIH regimens (P=0.005) vs. established regimens.
Grade $3 treatment-related serious adverse events (SAEs) occurred in 14% of 70 pts; notably,
the SAE rate for ICI monotherapy (established safety profile) was 15%, and no combination
subgroup significantly exceeded this rate. FIH regimens and high i-Matching groups (.50%
vs. #50%) trended towards fewer SAEs (P=0.06/0.08). TMB $16 independently predicted
improved disease control rate (DCR; SD $6mo/PR/CR), PFS, and OS (P=0.006/0.001/0.016);
i-Matching Score .50% vs. #50% significantly correlated with higher DCR (74% vs 27%,
P,0.001), longer PFS (10.4 vs 3.8mo, P,0.001) and OS (19.1 vs 9.1mo, P=0.016). In pts receiving
ICI+TT (n=51), the i-Matching Score outperformed TMBas an outcome predictor.Conclusions:
Individualized, N-of-1 ICI-based combinations, molecularly matched to complex genomic
profiles, can be safely given with initial dose reduction and intra-patient dose modification.
Higher TMB and higher degrees of biomarker matching (i-Matching Score) correlated with
improved outcomes, with the latter performing best in pts receiving ICI+TT combinations. This
molecularly guided multi-agent therapy paradigm warrants further study. Clinical trial infor-
mation: NCT02534675. Research Sponsor: U.S. National Institutes of Health; 5UG1CA233198-
05; U.S. National Institutes of Health; 5U01CA180888-08.
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2629 Poster Session

Phase 1 dose escalation of CTX-8371, a novel PD-13PD-L1 bispecific antibody, in
patients with advanced malignancies post checkpoint inhibition.

Judy S. Wang, Jeffery Scott Russell, Cesar Augusto Perez, Patrick Alexander Ott, Ben Switzer, Hollis Viray, Kelly Ocasio, Natalie Warholic, Cynthia A. Sirard,
Thomas J. Schuetz; Florida Cancer Specialists/Sarah Cannon Research Institute, Sarasota, FL; Tennessee Oncology, Nashville, TN; Sarah Cannon Research Institute at
Florida Cancer Specialists, Orlando, FL; Dana-Farber Cancer Institute, Boston, MA; Roswell Park Comprehensive Cancer Center, Buffalo, NY; Beth Israel Deaconess Medical
Center, Boston, MA; Compass Therapeutics Inc, Brighton, MA; Compass Therapeutics, Brighton, MA

Background: CTX-8371 is a novel bispecific antibody targeting both programmed cell death 1
(PD-1) and programmed cell death ligand 1 (PD-L1). In addition to potent PD-1 and PD-L1
blockade, CTX-8371 uniquely enables CD80-CD28 engagement and facilitates the cleavage of
PD-1 from the surface of activated T-cells. Preclinically, CTX-8371 exhibited greater potency
than singular blockade with either anti-PD1 or anti-PD-L1 alone. Methods: In this first-in-
human study (NCT06150664)with a 3+3 dose-escalation design, patients (pts)withmetastatic
melanoma, non-small cell lung cancer (NSCLC), head and neck squamous cell carcinoma
(HNSCC), Hodgkin lymphoma (HL), and triple-negative breast cancer (TNBC) in whom stan-
dard treatments including prior immune checkpoint inhibitors (ICI) had failed, were eligible.
CTX-8371 was administered intravenously every two weeks at 5 dose levels ranging from 0.1 to
10.0mg/kg. The primary objectives were to evaluate the safety and tolerability of CTX-8371 and
determine doses to be evaluated in expansion. Secondary objectives included assessment of
anti-tumor activity, pharmacokinetics, pharmacodynamics, and immunogenicity of CTX-8371.
Results: Between 15 Apr 2024 and 12 Aug 2025, 17 pts were enrolled; 15 pts completed the dose-
limiting toxicity (DLT) period and had post-baseline imaging: NSCLC n=7, melanoma n=3,
HNSCC n=2, TNBC n=2,HLn=1. All 15 pts had received aminimumof 2 prior therapies including
checkpoint inhibitors. Median duration on study was 9.8 months; CTX-8371 treatment is
ongoing in 3 pts. CTX-8371 was well tolerated with no DLTs. The maximum tolerated dose
(MTD) was not reached. All treatment-related adverse events (AEs) were Grade 1/2, except one
Grade 3 AE of asymptomatic lipase increase which resulted in the only dose interruption. There
were no dose reductions. Dose-dependent increases in CTX-8371 serum concentrations (AUC
and Cmax) were observed. In the 15 pts with post-baseline imaging, the overall response rate
(ORR) was 20% (one pt each with NSCLC [irPR], TNBC and HL) and the disease control rate
(DCR) was 60%. The responses were 2.3 months NSCLC; 6.4+ months TNBC; 3.6+ months HL
with greater depth and longer durability at the recommended doses for further study ($ 3 mg/
kg). The twoongoing responders are in pts treated at 3mg/kg (TNBC:.90%reduction inoverall
tumor volume) and 10mg/kg (HL:metabolic partial response). Conclusions: CTX-8371, a novel
bispecific antibody targeting both PD-1 and PD-L1, was well tolerated and demonstrated
promising clinical activity as a monotherapy in advanced pts resistant to prior ICI. Dose
expansion in pts with NSCLC and TNBC in 2 dosing cohorts (3 and 10 mg/kg) is underway.
Future development in treatment refractory HL is planned. Clinical trial information:
NCT06150664. Research Sponsor: Compass Therapeutics.
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2630 Poster Session

Clinical efficacy of tislelizumab in combination with gemcitabine and nab-paclitaxel
and chemoresistance analysis in borderline resectable pancreatic cancer: A pro-
spective pilot study.

Yonggang He, Xiaobing Huang, Lu Zheng, Xuehui Peng, Chenhao Jiang, Jing Li, Senlin Li, Xiao Xiang, Nan You, Yangxiao Ming, Yi Chen Tang; Department of Hepatobiliary
Surgery, the Second Affiliated Hospital of Army Medical University, Chongqing, China

Background:Neoadjuvant therapy has been demonstrated to improve the survival outcomes of
patients with borderline resectable pancreatic cancer (BRPC). While neoadjuvant therapy is
increasingly utilized, exploring novel combination strategies, such as immunotherapy plus
chemotherapy, is essential to further enhance surgical resectability and survival outcomes. This
study investigated the clinical feasibility of tislelizumab in combination with gemcitabine and
nab-paclitaxel for BRPC in a neoadjuvant setting.Methods: In this prospective study, patients
diagnosed with BRPC were enrolled. Preoperatively, intravenous injection of tislelizumab
(200 mg per time, Q3W) was used for 3 cycles, in combination with gemcitabine (1 000 mg/
m2, d1, d8) and nab-paclitaxel (125 mg/m2, d1, d8). Postoperatively, this regimen continued to
be used. The primary endpoints were the margin-negative (R0) resection rate and treatment-
related adverse events (TRAEs). Exploratory objectives were resistance to this neoadjuvant
regimen. Results: Totally 30 patients were enrolled in this study, among whom 80.0% (24/30)
completed neoadjuvant therapy and underwent surgical resection. R0 resectionwas achieved in
80.0% of the patients (24/30) and in 100.00% of the patients with surgical resection (24/24).
Most patients experienced grade I-II TRAEs, and no serious TRAEs occurred. Through the
quantitative proteomics andmachine learning algorithms for differentially expressed proteins,
NT5DC2, FAM3D, CXCL5 and TMT1B were identified to play crucial roles in resistance to the
neoadjuvant regimen in pancreatic cancer. Conclusions: Neoadjuvant therapy with tislelizu-
mab plus gemcitabine and nab-paclitaxel demonstrated clinical feasibility and encouraging
antitumor activity in BRPC patients, with a favorable safety profile. NT5DC2, FAM3D, CXCL5
and TMT1B may be the biomarkers for preoperative drug resistance in pancreatic cancer.
Clinical trial information: ChiCTR2200063680. Clinical trial information:
ChiCTR2200063680. Research Sponsor: None.
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2631 Poster Session

A phase 2 study of fruquintinib combined with sintilimab and chidamide in re-
fractory MSS metastatic colorectal cancer: Preliminary efficacy and safety.

Chang Wang, Yizhuo Wang, Haitao Wu, Shuhan Liu, Rui Xin, Ying Meng; The First Hospital of Jilin University, Changchun, China

Background: Microsatellite stable (MSS) metastatic colorectal cancer (mCRC) has limited
response to immune checkpoint inhibitors. Preliminary evidence from preclinical studies
and the CAPability-01 trial suggest that combining anti-angiogenic therapy with epigenetic
drugs such as histone deacetylase inhibitors can favorably remodel the tumor immune mi-
croenvironment and enhance the efficacy of PD-1 immune checkpoint blockade for advanced
MSS-type mCRC. This study evaluates the efficacy and safety of the triple combination of
fruquintinib, sintilimab, and chidamidein patients with refractory MSS mCRC. Methods: This
is a single-arm, open-label phase 2 study. Eligible patients had histologically confirmed MSS-
type mCRC, disease progression after $2 prior lines of therapy, $1 measurable lesion (RECIST
v1.1), and ECOG 0–1. Patients received fruquintinib (5 mg orally on days 1–14, Q3w), sintilimab
(200 mg IV on day 1, Q3w), and chidamide (30 mg orally twice weekly). The primary endpoint
wasmPFS. Secondary endpoints included ORR, DCR,mOS, DOR and safety. Tumor assessments
were performed every 9 weeks. With a statistical hypothesis of improving themedian PFS from
3.7 (historical control) to6.0m, a sample size of 46patientswas planned.Results:From January
to December 2025, a total of 9 patients were enrolled. The median age was 60.0 years (39–72).
All patients had MSS-type tumors, with a median of 2 prior lines of therapy (range: 2–4).
Preliminary efficacy analysis showed that 4 patients achieved PR and2 achieved SD, resulting in
anORR rate of 44.4%and aDCR rate of 66.7%.Given the limited sample size and relatively short
follow-up of 9.1m at this preliminary analysis, mPFS andmOSwere not yet reached. Treatment
was generally tolerable. TRAEs of any grade occurred in all 9 patients. Themost commonTRAEs
included hematological toxicities such as thrombocytopenia (66.7%), neutropenia (44.4%),
and leukopenia (33.3%); hepatic laboratory abnormalities including elevated ALT 33.3%), and
elevated AST (33.3%); as well as proteinuria (66.7%), hyperlipidemia (55.6%), increased blood
creatine kinase (55.6%), and fatigue (1/9 with Grade 3). Grade $3 TRAEs were observed in 5
patients (55.6%), including Grade 3 neutropenia (2 patients), fatigue (1 patient), cutaneous
adverse reactions (1 patient), and cholecystitis (1 patient). No treatment-related deaths oc-
curred. Conclusions: Preliminary results indicate that the triple therapy of fruquintinib,
sintilimab, and chidamide demonstrates promising response rate, disease control and a man-
ageable safety profile in patients with refractory MSS-type mCRC. This combination strategy
represents a potential therapeutic option for this population, who currently have limited
treatments available. Further follow-upwith a larger sample size and longer duration is needed
to confirm its survival benefit. Clinical trial information: NCT06979908. Research Sponsor:
None.
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2632 Poster Session

A phase II study to evaluate the safety and efficacy of BB-1701 in combination with
sintilimab in patients with HER2 expression or mutation in locally advanced/
metastatic breast cancer or NSCLC.

Anwen Xiong, Jin Yang, Jing Zhang, Zhihua Li, Yong Fang, Meili Sun, Huoling Tang, Xiangzhu Tian, Yuhong Zhou, Ziping Wei, Caicun Zhou; Department of Oncology,
Shanghai East Hospital, Tongji University, Shanghai, China; Department of Medical Oncology, The First Affiliated Hospital of Xi’an Jiaotong University, Xi’an, China; Fujian
Cancer Hospital, Fujian, China; Nanchang People’s Hospital, Nanchang, China; Sir Run Run ShawHospital, affiliated with Zhejiang University School of Medicine, Hangzhou,
Zhejiang, China; Department of Oncology, Central hospital affiliated to Shandong First Medical University, Jinan, Shandong, China; Bliss Biopharmaceutical Co., Ltd.,
Hangzhou, China; Department of Oncology, Shanghai East Hospital, Tongji University School of Medicine, Shanghai, China

Background: BB-1701, a HER2-targeting antibody-drug conjugate (ADC) containing eribulin,
has demonstrated promising antitumor activity in the clinical studies in breast cancer (BC)
patients withHER2 low expression and non-small cell lung cancer (NSCLC) patientswith HER2
mutation. Currently, there are no approved treatment options of ADC in combinationwith anti-
PD-1 antibody for metastatic BC patients with HER2 low expression and NSCLC patients with
HER2mutation.We report the preliminary efficacy and safety results from the ongoing phase 2
study (including dose escalation and dose expansion) of BB-1701 in combination with Sinti-
limab (an anti-PD-1 antibody) in advanced ormetastatic BC patients withHER2 low expression
andNSCLCpatientswithHER2mutation.Methods:Patients enrolledwere$18 years of age; had
confirmed locally advanced/metastatic HER2 low-expressing BC or HER2 mutated NSCLC, an
ECOG PS ,2 and measurable lesion(s) (per RECIST v1.1); and disease progression after $1 lines
of prior standard therapies. HER2 expression was confirmed by IHC or NGS/PCR before patient
enrollment. BB-1701 was administered at 1.2 mg/kg Q3W or 1.6 mg/kg Q3W, and sintilimab is
administered at 200 mg Q3W. Results: As of 26 January 2026, a total of 12 patients with HER2
low-expressing BC or HER2 mutated NSCLC have been enrolled and treated, 6 patients at each
dose level of BB-1701 during dose escalation. Median age is 63 years, 91.7%/8.3% patients were
female/male, and 16.7%/83.3% patients have ECOG PS 0/1. The median number of prior
systemic therapy lines was 2.0/1.0 for BC and NSCLC. All patients experienced at least one
treatment-emergent adverse events (TEAEs). The most common ($20%) reported all grade
TEAEs are alanine aminotransferase increased, aspartate aminotransferase increased, g-glu-
tamyltransferase increased, hypercholesterolemia, peripheral neuropathy, anemia andUrinary
tract infection. Three grade 3 TEAEs are g-glutamyltransferase increased, pneumonia and open
globe injury. There has been no grade 4 or grade 5 events as of data cut-off date. One treatment
emergent serious adverse event is open globe injury. All patients were evaluable for efficacy.
Among 5 BC patients, 4 patients achieved partial response (PR) with disease control rate (DCR)
of 80.0%. Among 7 NSCLC patients, 2 patients achieved PR and 2 patients had stable disease
(SD)withDCRof 57.1%. Details of datawill be presented at the ASCOmeeting.Conclusions:BB-
1701 in combination with Sintilimab shows encouraging antitumor activity and a manageable
safety profile in HER2 low-expressing BC patients and HER2 mutated NSCLC patients. The
further dose expansion study is guaranteed based on the preliminary data from dose escalation
study. Clinical trial information: CTR20241422. Research Sponsor: None.
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2633 Poster Session

Outcomes of patients with rare cancers treated with combination immune
checkpoint inhibitors with and without lung and/or liver metastases (NCI/SWOG
S1609).

Megan Othus, Yichen Wang, Young Kwang Chae, Madison Davies, Eliana Dietrich, Sandip Pravin Patel, Razelle Kurzrock; Fred Hutch Cancer Center, Seattle, WA; University
of California Davis, Davis, CA; Northwestern University Feinberg School of Medicine, Chicago, IL; UC San Diego Moores Cancer Center, San Diego, CA; Medical College of
Wisconsin, Milwaukee, WI

Background: Limited prior retrospective data, primarily among patients with lung cancer, liver
cancer, andmelanoma, has indicated that livermetastases are associatedwith poorer outcomes
with chemotherapy, targeted agents, and checkpoint inhibitor therapy. We used a unique
clinical trial resource to evaluate whether liver and/or lung metastases were associated with
outcomes among patients with rare tumors treated with combination anti-PD-1 and anti-
CTLA-4 therapy. Methods: The basket trial, SWOG trial S1609 (NCT02834013, DART trial),
treated 655 eligible patients without lung or liver primary cancers. Associations with
progression-free andoverall survivalwere evaluatedwithCox regressionmodels;multivariable
models controlled for age at trial registration, sex, performance status, race, ethnicity, primary
tumor organ. Associations with clinical benefit rate (confirmed complete and partial response
or stable disease for sixmonths or longer) and treatment-related adverse eventswere evaluated
using Fisher’s exact test. Results: There was no significant difference in rates of grade 3 or
higher treatment-related adverse events across the groups. Participants with liver metastases,
with or without lung metastases, had a lower likelihood of experiencing clinical benefit (11%
and 18%, respectively) compared to participants with lung but not liver metastases or partic-
ipants with neither lung nor liver metastases (26% and 30%, respectively, p=0.003). On
multivariable analysis, both lung and liver metastases were associated with shorter
progression-free and overall survival compared to presence of neither liver nor lung metas-
tases. Conclusions: In a diverse cohort of participants with advanced rare tumors treated with
combination anti-CTLA-4andanti-PD-1 therapy,we found that both lungand livermetastases
were associated with shorter progression-free and overall survival. Research Sponsor: US
National Cancer Institute; U10CA180888 and U10CA180819.

Multivariable Cox regression models for progression-free survival and overall survival.

Covariate
Progression-free

survival
Overall
survival

Lung but not liver metastases (N=175) (reference = neither
liver nor lung, N=269)

1.40
(1.13-1.72)
0.0019

1.24
(1.00-1.55)

0.053
Liver but not lungmetastases N=154) (reference = neither liver
nor lung, N=269)

1.73
(1.38-2.17)
<0.001

1.33
(1.05-1.68)

0.017
Liver and lung metastases N=57) (reference = neither liver nor
lung, N=269)

1.96
(1.44-2.65)
<0.001

1.91
(1.40-2.61)
<0.001

Liver but not lungmetastases N=154) (reference = lung but not
liver, N=175)

1.24
(0.96-1.60)

0.095

1.07
(0.83-1.38)

0.62
Liver and lung metastases N=57) (reference = lung but not
liver, N=175)

1.40
(1.02-1.92)

0.037

1.54
(1.11-2.12)

0.009
Liver and lung metastases N=57) (reference = liver but not
lung, N=154)

1.13
(0.83-1.55)

0.45

1.44
(1.04-1.99)

0.030

Hazard ratio (95% confidence interval) p-value reported.

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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


2634 Poster Session

Prior CTLA-4 blockade as associated with a hyperactive immunosuppressive
signature and limited response to subsequent immunotherapy in melanoma.

Omid Hamid, Tanja Lovgren, Ida Ek, Clara Bernedal Nordstrom, Linda C. Sandin, Inderjit Mehmi, Meera Patel, Viktoria Ekstrom Ryden, Gustav Jörgen Ullenhag,
Hanna Grauers Wiktorin, Angelica Sara Ingrid Loskog; The Angeles Clinic and Research Institute, A Cedars-Sinai Affiliate, Los Angeles, CA; Uppsala University, Uppsala,
Sweden; Lokon Pharma, Uppsala, Sweden; Baylor College of Medicine, Houston, TX; Uppsala University Hospital, Uppsala, Sweden; Uppsala University and Uppsala
University Hospital, Uppsala, Sweden

Background: Checkpoint blockade achieves durable long term responses in about 30-50% of
patients withmalignantmelanoma (MM). However, a substantial proportion of patients either
fail to respond or develop resistance after initial response. As a result, many MM patients
undergo multiple sequential immunotherapeutic treatments in an attempt to achieve clinical
benefit. However, the effects of repeated rounds of immunotherapy on the immune system
remain poorly understood.We herein report that prior anti-CTLA-4 blockadewithin 12months
of analysis associated with a hyperactive immunosuppressive immune signature involving IL-
6, in 24 patients with anti-PD-1 refractory metastatic MM enrolled in a Phase I/II trial.
Methods: The patients received continued checkpoint inhibition with an anti-PD-L1 antibody
in combination with an immunostimulatory gene therapy based on replication-competent
adenovirus targeting the CD40 and 4-1BB pathways (LOKON003, NCT04123470). Using un-
supervised clustering, plasma biomarker profiles at baseline and post treatment initiation was
evaluated and correlated to clinical parameters. Results: Two plasma protein profiles were
identified at baseline among enrolled patients and one of those included immunosuppressive
biomarkers. While patients with this hyperactive immunosuppressive signature (n=8) at base-
line experienced a median overall survival (mOS) of 4.0 months, patients without this baseline
signature (n=15) had amOS of 28.1months. The hyperactive immunosuppressive signaturewas
not related to M1 status, sex, age, or number of prior treatments, but prior anti-CTLA-4
treatment within a year of enrollment was more prevalent in patients with this signature. If
dividing the patients only based on receiving anti-CTLA-4 therapy within 12 months (n=10)
versus later or not at all (n=14), mOS was 5.3 and 30.7 months, respectively. Patients that had
received recent anti-CTLA-4 treatment, presented with a plasma protein signature resembling
the hyperactive immunosuppressive signature with IL-6 as a central node among the upregu-
lated proteins. Patients who did not receive anti-CTLA-4 blockade during the past 12 months
responded to the combination of the immunostimulatory gene therapy and continued check-
point blockadewith upregulation of biomarkers associatedwith T cell activation and cell killing
capacity, which may have supported the better survival outcome in this patient group. Con-
clusions: The findings highlight the need for further clinical evaluation of the consequences of
repeated immunotherapeutic treatments, IL-6 inhibition in this population, and consideration
for a wash-out period from further immunotherapy to allow for immune system recovery post
anti-CTLA-4 treatment. Clinical trial information: NCT04123470. Research Sponsor: The
Swedish Cancer Society; The Swedish Research Council; Lokon Pharma.

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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/NCT04123470
http://meetings.asco.org


2635 Poster Session

Phase IIa study of tosposertib, a dual TGFbRI and VEGFR2 inhibitor, in combination
with pembrolizumab in recurrent and/or metastatic head and neck squamous cell
carcinoma (R/M HNSCC).

Hye Ryun Kim, Bhumsuk Keam, Sung-Bae Kim, Chang Gon Kim, Min Hee Hong, Jin Won Kim, Jin Hyoung Kang, Hojung An, Ji Hyun Susan Park, Hun-taek Kim,
Marya F. Chaney; Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Seoul National University Hospital, Seoul, South Korea; Department of
Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, South Korea; Medical Oncology, Yonsei Cancer Center, Yonsei University College of
Medicine, Seoul, South Korea; Department of Internal Medicine, Seoul National University College of Medicine, Seoul National University Bundang Hospital, Seongnam,
South Korea; Medical Oncology, Seoul St Mary’s Hospital, The Catholic University of Korea, Seoul, South Korea; St. Vincent’s Hospital, The Catholic University of Korea,
Suwon, South Korea; Department of Hematology-Oncology, Division of Internal Medicine, KonKuk University Medical Center, Seoul, South Korea; TiumBio Co., Ltd.,
Seongnam, South Korea; Merck & Co, Inc., Rahway, NJ

Background:Tosposertib (TU2218) is a highly potent dual inhibitor of the transforming growth
factor-b type I receptor (TGFbRI/ALK5) and vascular endothelial growth factor receptor 2
(VEGFR2), designed to simultaneously target immunosuppressive tumor microenvironment
signaling and angiogenesis. This open-label, multicenter, non-randomized phase IIa trial
evaluated the efficacy and safety of tosposertib in combinationwith pembrolizumab in patients
with R/M HNSCC (NCT05784688). Methods: Eligible patients included anti–PD-(L)1–näıve
patients with PD-L1 combined positive score (CPS) $1. Tosposertib (97.5 mg twice daily;
2 weeks on/1 week off) was administered orally in combination with pembrolizumab
(200 mg intravenously every 3 weeks). Results: As of December 31, 2025, 29 patients (median
age, 61 years; 76% male) had been enrolled, with a median follow-up duration of 6.0 months
(range, 8–401 days). Primary tumor sites included the oral cavity (n=11, 37.9%), oropharynx
(n=6, 20.7%), larynx (n=3, 10.3%), and nasal/paranasal regions (n=3, 10.3%). HPV positivity
was observed in 13.8% (4/29) of patients. Among 26 efficacy-evaluable patients, responses
were assessed by treatment line. In the first-line setting, 9 of 12 patients achieved an objective
response (ORR, 75.0%), including 1 confirmed complete response (CR) and 8 partial responses
(PRs; 6 confirmed, 2 unconfirmed). Among the 14 patients who had received at least one prior
systemic therapy, the ORRwas 42.9%, with 1 confirmed CR and 5 confirmed PRs. A numerically
higher ORR was observed in patients with PD-L1 CPS $20 compared with those with CPS 1–10
(66.7% vs 52.9%). Themost frequent any-grade treatment-emergent adverse events (TEAEs),
($20%) [and $ Gr3 TEAEs], were rash (48.3% [20.7%]), mucosal inflammation (34.5%
[13.8%]), pruritus (27.6% [3.4%]), weight loss (27.6% [0%]), and elevations in aspartate
aminotransferase (AST; 20.7% [3.4%]) or alanine aminotransferase (ALT; 20.7% [3.4%]).
Discontinuations due to TEAEs occurred in three patients. No treatment-related deaths were
reported. Conclusions:Tosposertib in combinationwith pembrolizumab demonstrated aman-
ageable safety profile and encouraging antitumor activity in patients with R/M HNSCC, with
particularly robust efficacy observed in the first-line setting and a favorable trend in PD-L1–
high tumors. Clinical trial information: NCT05784688. Research Sponsor: TiumBio Co., Ltd.

Best overall response by subgroups.

Best Overall
ALL

(n=26)
Prior lines of

therapy
Prior lines of

therapy PD-L1status, n (%) PD-L1status, n (%)

Response, n (%) None
(n=12)

$1
(n=14)

CPS 1-19
(n=17)

CPS $20
(n=9)

Complete Response 2 (7.7) 1 (8.3) 1 (7.1) 1 (5.9) 1 (11.1)
Partial Response 13 (50.0) 8 (66.7) 5 (35.7) 8 (47.1) 5 (55.6)
Stable Disease 5 (19.2) 2 (16.7) 3 (21.4) 3 (17.6) 2 (22.2)
Progressive Disease 6 (23.1) 1 (8.3) 5 (35.7) 5 (29.4) 1 (11.1)
Response Rate (%) 57.7 75.0 42.9 52.9 66.7
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2636 Poster Session

Association of mRNA COVID-19 vaccination near immune checkpoint inhibitor
initiation with outcomes: A real-world analysis.

Changchuan Jiang, Jennifer Rider, Panayiotis Dimitrios Kontoyiannis, Vinay Kumar Pandiri, Navid Sadeghi, Shaalan Beg; UT Southwestern Medical Center, Dallas, TX;
ConcertAI, LLC, Cambridge, MA; Department of Internal Medicine, UT Southwestern Medical Center, Dallas, TX; ConcertAI, LLC, Bengaluru, India; ConcertAI, Cambridge, MA

Background: Prior study showed mRNA COVID-19 vaccines can activate innate and adaptive
immune pathways and have been hypothesized to “prime” anti-tumor immunity via increased
tumor PD-L1 expression when administered near immune checkpoint inhibitor (ICI) initiation.
We performed a real-world validation to evaluate the association between COVID-19 vacci-
nation around ICI initiation and outcomes among patients with 4 advanced/metastatic solid
tumors. Methods: Using ConcertAI Patient360 (US-based, de-identified, human-abstracted
oncology EHR linked to medical/pharmacy claims and third-party mortality), we identified
adults ($18 years at diagnosis) with advanced/metastatic bladder cancer, melanoma, non-
small cell lung cancer (NSCLC), or renal cell carcinoma (RCC) who initiated an ICI between Jan
2021 andMar 2024. Exposure was receipt of$1 mRNA COVID-19 vaccine within 100 days of ICI
initiation. Exposed patients were propensity score–matched 1:1 to unexposed patients on
demographics (age, sex, race, ethnicity) and clinical factors (baseline steroid use, ICI initiation
year, Charlson Comorbidity Index, ECOG performance status, BMI, and tumor type). Real-
world OS (rwOS) and real-world PFS (rwPFS) were estimated by Kaplan-Meier; hazard ratios
(HRs) were estimated using univariate Coxmodels (post-match) andmultivariable Coxmodels
(residual confounding sensitivity), overall and by tumor type. Results: Among 7085 eligible
patients, 1,513 were vaccinated around ICI initiation. After matching, 3,018 patients (1,509 per
group) had evaluable time-to-event data and were included in Kaplan-Meier and Cox analyses
(tumormix:NSCLC73.6%,RCC 11.7%, bladder 8.5%,melanoma6.3%). Overall, vaccinationwas
associated with improved rwOS and rwPFS: median rwOS 19.52 vs 15.31 months (p,0.001) and
median rwPFS 7.95 vs 6.37 months (p=0.002). Univariate Cox models favored vaccination for
rwOS (HR 0.82; 95%CI 0.75–0.90; p,0.001) and rwPFS (HR 0.88; 95%CI 0.81–0.95; p=0.002),
with consistent findings in multivariable models (rwOS HR 0.81; 95% CI 0.74–0.89; p,0.001;
rwPFS HR 0.87; 95% CI 0.80–0.95; p=0.001). Twelve-month rwOS was 64.87% vs 54.45%
(vaccinated vs unvaccinated). By tumor type, univariate (post-match) associations were direc-
tionally favorable and strongest in NSCLC (rwOS HR 0.79; 95% CI 0.71–0.87; p,0.001; rwPFS
HR0.85; 95%CI 0.77–0.93; p,0.001). Similar, non-significant trendswere observed in smaller
bladder and RCC cohorts; melanoma showed no association with rwOS. Conclusions: In this
large propensity score–matched real-world cohort of ICI-treated patients, COVID-19 vacci-
nation within 100 days of ICI initiation was associated with significant improvements in rwOS
and rwPFS, particularly in NSCLC. Prospective validation and randomized clinical trials are
warranted to confirm these findings. Research Sponsor: UTSW.
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2637 Poster Session

Impact of COVID-19 mRNA vaccines on survival outcomes in patients with solid
tumors receiving immunotherapy: A large-scale retrospective study.

Bayan Khasawneh, Mostafa Eysha, Rafik ElBeblawy, Mariah Black, Islam Hamza Zaki, Ghena Khasawneh, Ahmed Elkhanany, Muhammad Bilal Abid, Jose Conejo-Garcia,
Nicholas C. DeVito; Department of Medicine, Houston Methodist Hospital, Houston, TX; Texas Tech University Health Sciences Center El Paso, El Paso, TX; Huntsville
Hospital Health System, Decatur, AL; Children’s National Hospital, Washington, DC; Department of Medicine, Baylor College of Medicine, Houston, TX; Baylor College of
Medicine, Dan L. Duncan Comprehensive Cancer Center, Houston, TX; Division of Hematology/Oncology, Texas Tech University Health Sciences Center, Lubbock, TX; Duke
University Medical Center, Durham, NC

Background: Immune checkpoint inhibitors (ICIs) became the cornerstone in the treatment of
solid tumors. While personalized cancer vaccines have yet to overcome complex scalability and
manufacturing challenges, preclinical data suggests SARS-CoV-2mRNA vaccines prime innate
immunity, potentially enhancing ICI efficacy. A study by Grippin et al. evaluated the use of
mRNA vaccine in NSCLC and melanoma patients receiving ICI and showed improved median
and three-year overall survival (OS). We conducted a multicenter retrospective study to de-
termine if this survival benefit extends across a broader range of ICI-treated solid tumors.
Methods: Using the TriNetX global network, we identified adults ($18) with solid tumors
(NSCLC, melanoma, colorectal, hepatobiliary, gallbladder, gastric, bladder, pancreatic, renal,
breast, head and neck, and esophageal) who received ICI treatment. The experimental group
received SARS-CoV-2 mRNA vaccine within 100 days of ICI initiation; controls received no
mRNA vaccine from 100 days pre-index through follow-up. Exclusion criteria: COVID-19
infection within 100 days and through the follow-up period. 1:1 propensity score matching
(PSM) balanced demographics and comorbidities. Primary endpoint was median OS, including
tumor-specific subgroup analyses. Survival was assessed via Kaplan-Meier and log-rank tests.
Results: After PSM, we had 15,374 matched patients (7,687 per group). Vaccination within
100 days of ICI was associated with improved median OS (1,421 vs 667 days; HR 0.63; 95% CI
0.60-0.66; p,.001). Benefit was observed in 10 of 12 tumor types. Strongest effects were in
NSCLC (n=7,350; HR 0.64), melanoma (n=2,684; HR 0.61; landmark survival 62.1% vs 50.3%),
hepatobiliary (n=1,428; HR 0.64), colorectal (n=1,068; HR 0.67), gastric (n=792; HR 0.68),
bladder (n=1,398; HR 0.63), pancreatic (n=240; HR 0.65), renal (n=1,996; HR 0.64), head and
neck (n=964; HR 0.68), and esophageal (n=828; HR 0.63). No significant benefit was seen in
breast (n=1,412; HR 0.85) or gallbladder cancer (n=58; HR 0.88). Conclusions: SARS-CoV-2
mRNA vaccination within 100 days of ICI therapy was associated with improved survival across
solid tumors. These results suggest off-the-shelf RNA therapeutics may be scalable, cost-
effective enhancers of cancer immunotherapy. Prospective studies are needed to confirm these
findings and define the impact of universal mRNA strategies. Research Sponsor: None.
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2638 Poster Session

Distinct T-cell subsets as drivers of response to different neoadjuvant treatments in
esophageal squamous cell carcinoma.

Xin-yun Song, Yue Li, Zhichao Liu, Hui-Hui Hu, Jun Liu, Wen Yu, Zhigang Li, Xiao-Long Fu; Department of Radiation Oncology, Shanghai Chest Hospital School of
Medicine, Shanghai Jiao Tong University, Shanghai, China; Department of Medicine, Jacobi Medical Center, Albert Einstein College of Medicine, Bronx, NY; Shanghai
Chest Hospital, Shanghai Jiaotong University, Shanghai, China; Department of Radiation Onoclogy, Shanghai Chest Hospital, Shanghai Jiao Tong University School of
Medicine, Shanghai, China; Department of Thoracic Surgery, Shanghai Chest Hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China

Background: The optimal integration of immunotherapy with chemoradiotherapy (CRT) in the
neoadjuvant treatment of esophageal squamous cell carcinoma (ESCC) remains unclear, largely
due to limited mechanistic insight into immune determinants of response. Methods: we
performed paired single-cell RNA and TCR sequencing of ESCC tumor samples collected before
and after treatment across three neoadjuvant modalities—immunochemotherapy (NICT),
chemoradiotherapy (NCRT), and immuno-chemoradiotherapy (NICRT)—to dissect intratu-
moral CD8+ T cell dynamics. Results:We identified two distinct immune response programs. In
NICT responders, pre-existing immunoresponsive CXCL13+PD-1+CD8+ T cells underwent
clonal expansion and transcriptional reprogramming into a less exhausted yet CXCL13+
progenitor-like state (CD8Tex_CXCR4), accompanied by the formation of tertiary lymphoid
structures. Conversely, CRT responders exhibited depletion of the subset of CXCL13+ CD8+

T cells and enrichment of PD-1- cytotoxic CD8Teff_NIBAN1 cells, which originated from the
peripheral blood and were characterized by robust clonal expansion, high effector gene ex-
pression, and association with tumor regression. We validated the association of these two
T cell subsets with distinct neoadjuvant modalities and treatment responses using public
datasets and independent prospective cohorts encompassing NICT, NICRT, and NCRT. Mech-
anistically, conventional radiotherapy suppressed PD-1+ T cell expansion—even in the pres-
ence of ICB—while a sequential strategy of induction ICB followed by delayed radiotherapy
preserved the process of clonal expansion in exhaustedT cell populations and achieved superior
tumor control in vivo. Conclusions: These findings reveal divergent CD8+ T cell–mediated
immune programs driving response to neoadjuvant therapies in ESCC and identify CD8Teff_-
NIBAN1 as a key effector population following CRT. Our study providesmechanistic insight into
ICB–radiotherapy interactions and supports the rational design of temporally optimized com-
bination strategies in solid tumors. Research Sponsor: None.
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2639 Poster Session

Phase I study of LB1410, a bivalent TIM-3/PD-1 bispecific antibody, in patients with
advanced solid tumors.

Jiajian Liu, Mei Feng, Nong Xu, Zhiye Zhang, Jianhua Shi, Xiumin Li, Wei Li, Huan Zhou, Yanru Qin, Caicun Zhou; L&L Bio Co., Ltd., Shanghai, China; Fujian Cancer Hospital,
Fuzhou, China; The First Affiliated Hospital of Zhejiang University School of Medicine, Hangzhou, China; Department of Respiratory Oncology, The First Affiliated Hospital
of Henan University of Science and Technology, Luoyang, China; Department of Medical Oncology, Linyi Cancer Hospital, Linyi, China; Department of Gynecologic
Oncology, Linyi Cancer Hospital, Linyi, China; Department of Respiratory Disease, The First Affiliated Hospital of Bengbu Medical University, Bengbu, China; National Drug
Clinical Trial Institution, The First Affiliated Hospital of Bengbu Medical University, Bengbu, China; The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China;
Department of Oncology, Shanghai East Hospital, Tongji University School of Medicine, Shanghai, China

Background: LB1410 is a recombinant humanized anti-PD-1/TIM-3 bispecific antibody (BsAb)
developed by L&L Bio Co., Ltd, Shanghai, China for patients (pts) resistant/refractory (R/R) to
anti-PD-(L)1 therapies. Pre-clinical studies revealed superior T cell and DC activity and in vivo
antitumor efficacy compared to the combined use of TIM-3 and PD-1 monoclonal antibodies.
This ongoing open-label phase I trial evaluates LB1410monotherapy in pts with advanced solid
tumors.Methods: Eligible pts were$18 yrs old with ECOG PS 0-1. Dose ranged from 0.001 to 20
mg/kg IV Q2Wor 2000mg/kg IV Q3W in an accelerated titration or a traditional 3+3 design. The
RPIID of 20 mg/kg was used for efficacy expansion in pts with advanced clear cell renal cell
carcinoma (ccRCC), cervical cancer (CC) and hepatocellular carcinoma (HCC). The primary
objective was safety, including dose-limiting toxicities (DLTs); secondary objectives included
efficacy, pharmacokinetics (PK) and immunogenicity. Results: As of Jan 4, 2026, 94 pts were
enrolled: median age 59 yrs (31-73 yrs); 64.9% male; 84.0% ECOG PS 1. Tumor types included
NSCLC (26.6%), CRC (21.3%, all non-MSI-H), CC (14.9%), ccRCC (11.7%), HCC (9.6%) and
others (16.0%). 77 pts (81.9%) had received$ 2 prior lines of therapy. 98.6% non-CRC pts (73/
74) were R/R to anti-PD-(L)1 therapies. 72 pts (76.6%) experienced TRAEs. Themost common
TRAEs ($ 10%) included anemia (25.5%), proteinuria (11.7%), elevated ALT (11.7%), elevated
AST (11.7%) andelevated lactate dehydrogenase (10.6%).Only 10pts (10.6%) experiencedGrade
3-4 TRAEs, most frequently hypertension (4.3%) and hypokalemia (2.1%). Only 1 hypertension
and 1 elevated GGT in 1 pt were Grade 4. Serious TRAEs occurred in 3 pts (3.2%). No DLTs were
observed. Among pts with available on-treatment scans, the overall ORR per RECIST 1.1 was
7.1% (6/85) with 5 confirmed PRs and 1 confirmed CR; the DCR was 48.2% (41/85). Notably,
among CC pts previously treatedwith anti-PD-(L)1 therapies, therewere 4 confirmed PRs and 1
confirmed CR: ORR 38.5% (5/13); DCR 69.2% (9/13); mPFS 7.5 months. 5 pts with CR/PR/SD
remained on treatment (max. 16 treatment cycles;max. follow-up 14.4months). The CRpatient
had received 5 prior lines of therapy, including PD-1/CTLA-4 BsAb. In anti-PD-1-resistant
ccRCC, LB1410 monotherapy had an ORR of 11.1% (1/9) and a DCR of 77.8% (7/9). Conclusions:
LB1410 showed an excellent safety profile and promising antitumor efficacy in pts with
immune-oncology (IO)-R/R CC. Further studies of LB1410 asmonotherapy and in combination
with lenvatinib in pts with IO-R/R CC are ongoing. Clinical trial information: NCT05357651.
Research Sponsor: L&L Bio Co., Ltd., Shanghai, China.
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2640 Poster Session

Immune checkpoint inhibitor (ICI) toxicity in a large prospective cohort of patients
with solid tumors: The I-CHECKIT study (SWOG S2013).

Krishna Soujanya Gunturu, Joseph M. Unger, Dawn L. Hershman, Amy Kristine Darke, Alexander Z. Wei, Siwen Hu-Lieskovan, Mark Andrew Walshauser, Matthew Sochat,
Michael Jordan Fisch, Norah Lynn Henry; Hartford HealthCare Cancer Institute, Hartford, CT; SWOG Statistics and Data Management Center, Fred Hutchinson Cancer
Center, Seattle, WA; Columbia University IrvingMedical Center, New York, NY; Department of Medicine, Columbia University IrvingMedical Center, New York, NY; Huntsman
Cancer Institute at The University of Utah, Salt Lake City, UT; Cancer Care Specialists of Illinois, Saint Louis, MO; Southeastern Medical Oncology Center-Clinton, Southeast
Clinical Oncology Research Consortium Inc, NCORP, Winston, NC; The University of Texas MD Anderson Cancer Center, Carelon Medical Benefits Management, Houston,
TX; University of Michigan Rogel Cancer Center, Ann Arbor, MI

Background: Based on clinical trials, the expected rate of $ grade 3 iRAEs is ~15% for single
agent ICIs and ~30-50% for ipilumimab (ipi) plus nivolumab (nivo). Predictors of irAEs remain
poorly defined, limiting clinicians’ ability to anticipate andmanage irAEs especially in patients
treated in community practices.We conducted a prospective study to quantify the incidence and
severity of irAEs across a large, diverse population of patients receiving ICI therapy and to
identify clinical predictors of irAE development. Methods: S2013 enrolled adult patients plan-
ning to receive standard of care ICI-based therapy in two separate cohorts; only results from the
completed first cohort, which received either single drug or combination (combo) ICI therapy,
are reported here. Eligibility criteria were few and study included patients with active auto-
immune disease, decreased performance status, and any stage of cancer. No chemo, biological
or targeted therapywere permitted. Patients were followed for 1 year for the occurrence of irAE.
The primary objective was to assess the occurrence of Grade .3 non-hematologic irAEs per
CTCAE v5. Evaluable patients had 1 or more toxicity assessment. irAE events were centrally
reviewed by the study team. Results: 2084 patients were enrolled and N=2,020 patients were
eligible (96.9%).Mean (SD) agewas 68.7 (12.5) years, 35.8%were female, 5.2%Black, and 8.0%
Hispanic.Most patients received single drug (1,684; 83.4%),while 336 (16.6%) received combo.
Majority of single drug patients received pembrolizumab (50.6%), followed by nivo (29.6%),
durvalumab (14.0%), and ipi (13.8%). Combinations were mostly ipi plus nivo. Within the first
year, 269 (13.3%) patients experienced Grade $3 non-hematologic irAE. The most common
irAEs were hepatitis, 21.2%; gastrointestinal disorders, 19.3%; and respiratory, 10.0% (Table).
IrAE incidence was higher in patients receiving combinations (27.4%) compared to single drug
(10.5%; Chi-square p,.001). Conclusions: In this large prospective cohort with unrestrictive
enrollment criteria, irAE incidence was similar to that seen in more restrictive clinical trial
populations. Analysis of the clinical predictors of irAEs is in progress. Grant: NIH/NCI
UG1CA189974. Clinical trial information: NCT04871542. Research Sponsor: National Cancer
Institute; NIH/NCI UG1CA189974.

Grade ‡3 non-hematologic irAEs, by category.

irAE n % irAE n %

Hepatitis 57 21.2 Metabolism/nutrition 19 7.1
Gastrointestinal 52 19.3 Musculoskeletal 12 4.5
Skin 32 11.9 Cardiac 9 3.3
Respiratory 27 10.0 Hepatobiliary 7 2.6
Endocrine 22 8.2 Nervous system 7 2.6
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2641 Poster Session

COVID-19 mRNA vaccination and risk of immune-related adverse events in ICI-
treated cancer patients.

Andrea Yun-En Sun, Po-Huang Chen, Cho-Hao Howard Lee; College of Medicine, National Yang Ming Chiao Tung University, Taipei City, Taiwan; Tri-Service General
Hospital, Taipei City, Taiwan; Division of Hematology and Oncology, Department of Internal Medicine, Tri-Service General Hospital, National Defense Medical University,
Taipei, Taiwan

Background: Immune checkpoint inhibitors (ICIs) arenowstandard-of-care in cancer therapy;
however, concerns persist regarding whether COVID-19 mRNA vaccination may enhance im-
mune activation and exacerbate immune-related adverse events (irAEs). We evaluated the
association between COVID-19 mRNA vaccination and irAE risk among patients initiating ICI
therapy and assessed toxicity and survival outcomes. Methods: We conducted a retrospective
cohort study using target trial emulationwith 1:1 propensity scorematching based on data from
the TriNetX Research Database (January 2021–December 2025). Adult patients withmetastatic
cancer initiating their first ICI therapywere included. Patientswith prior ICI therapy, active irAE
within 30 days before ICI initiation or immunosuppressive conditions were excluded. Vacci-
nated patients who received COVID-19mRNA vaccination within 100 days prior to ICI initiation
were matched to unvaccinated controls. The primary outcome was composite irAE incidence
over 36 months. Secondary outcomes included severe irAEs, organ-specific irAEs, all-cause
mortality, pneumonia, and intensive care unit (ICU) admission. Cox proportional hazards
models estimated hazard ratios (HRs) with 95% confidence intervals (CIs). E-values and
quantitative bias analyses assessed robustness to unmeasured confounding. Results: The
matched cohort included 7,218 patients (3,609 vaccinated; 3,609 unvaccinated). Vaccinated
patients had a higher risk of overall irAEs (HR 1.22, 95% CI 1.17–1.28; E-value 1.74) and severe
irAEs (HR 1.11, 95% CI 1.04–1.18; E-value 1.45). Organ-specific analyses demonstrated a sig-
nificant increase in ocular irAEs (HR 1.48, 95%CI 1.17–1.87; E-value 2.33), with non-significant
associations for dermatologic (HR 1.08, 95% CI 0.97–1.21) and rheumatologic irAEs (HR 1.12,
95% CI 0.96–1.32). No significant increases were observed for cardiac, endocrine, gastroin-
testinal, hematologic, or pulmonary irAEs. Despite higher irAE risk, vaccination was associated
with lower all-cause mortality (HR 0.86, 95% CI 0.80–0.93) and fewer ICU admissions (HR
0.43, 95% CI 0.25–0.73). Subgroup analyses showed stronger overall irAE associations in
females and patients aged$50 years. Quantitative bias analysis indicatedmoderate robustness,
with a 74.8% probability that HR.1.0 persists despite plausible unmeasured confounding. All
P,0.001.Conclusions:COVID-19mRNAvaccination amongpatients receiving ICIs is associated
with amodest increase in irAEs, particularly ocular toxicities, butmay offer survival and critical
illness benefits. These findings support continued vaccination in eligible ICI-treated patients,
along with enhanced irAE monitoring, including ophthalmologic surveillance in higher-risk
groups. Research Sponsor: None.
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2642 Poster Session

Analysis of delta-like ligand 3 (DLL3) expression levels and characteristics of
patients (pts) with advanced extrapulmonary neuroendocrine carcinomas (epNECs)
from an ongoing phase I trial.

Valentina Gambardella, Martin Wermke, Yasutoshi Kuboki, Olatunji B. Alese, Daniel Morgensztern, Cyrus Sayehli, Miguel F. Sanmamed, Edurne Arriola, Jingting Luan,
Alejandro Garcia-Alvarez, Saori Mishima, Matus Studeny, Mohamed Bouzaggou, Zhiheng Chen, Valeria Lifke, Juergen Wolf, Jaume Capdevila; Department of Medical
Oncology, Hospital Cĺınico Universitario, INCLIVA Biomedical Research Institute, University of Valencia, Valencia, Spain; TU Dresden University of Technology, NCT/UCC
Early Clinical Trial Unit, Dresden, Germany; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Chiba, Japan;
Department of Hematology and Medical Oncology, Winship Cancer Institute of Emory University, Atlanta, GA; Washington University School of Medicine, St. Louis, MO;
Interdisciplinary Study Center with ECTU, Medical Clinic and Polyclinic II of the University Hospital Würzburg, Würzburg, Germany; Department of Oncology, Cĺınica
Universidad de Navarra, Pamplona, Spain; Department of Medical Oncology, Hospital del Mar-CIBERONC (Centro de Investigación Biomédica en Red de Oncologı́a); Cancer
Research Program, IMIM (Institut Hospital del Mar d’Investigacions Mèdiques), Barcelona, Spain; Department of Medical Oncology, Vall d’Hebron University Hospital & Vall
d’Hebron Institute of Oncology, Barcelona, Spain; Department of Gastroenterology and Gastrointestinal Oncology, National Cancer Center Hospital East, Kashiwa, Japan;
Boehringer Ingelheim International GmbH, Ingelheim Am Rhein, Germany; Boehringer Ingelheim France S.A.S., Reims, France; Boehringer Ingelheim (China) Investment
Co., Ltd, Shanghai, China; Boehringer Ingelheim Pharma GmbH & Co. KG, Biberach an Der Riss, Germany; Center for Integrated Oncology, University Hospital, Köln,
Germany; Hepatobiliary Pancreatic Cancer and Endocrine Tumors Group, Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain

Background:Specific DLL3 expression on the surface of epNEC tumor cellsmakes it a promising
therapeutic target, but there is a lack of prospective data on DLL3 expression patterns in pts
with epNEC. Obrixtamig (BI 764532) is a DLL3/CD3 IgG-like T-cell engager. The first-in-
human phase I trial (NCT04429087) showed obrixtamig activity in pts with DLL3-positive
epNEC, especially pts with DLL3-high tumors (Capdevila et al, ASCO 2025, #3004). We report
updated DLL3 expression data and pt/tumor characteristics in pts with epNEC from
NCT04429087. Methods: DLL3 IHC was performed with an investigational DLL3 antibody
(SP347) at the Roche CDx CAP/CLIA Laboratory. DLL3 expression was categorized as: negative
(absent orweak tumor cell [TC]membrane/cytoplasm staining), positive (moderate-to-strong
staining in any TCs), high ($50%moderate-to-strong TC staining), or low (,50%moderate-
to-strong TC staining). Results: As of Sept 4, 2025, 282 of 365 screened pts with epNEC were
DLL3-evaluable, of whom 235 (83.3%) had DLL3-positive tumors (DLL3-high: n=120 [42.6%],
DLL3-low: n=115 [40.8%]); 47 (16.7%) were DLL3-negative. In the DLL3-positive treated set
(n=93), 51 pts (54.8%) hadDLL3-high and 42 (45.2%) hadDLL3-low tumors. The prevalence of
DLL3-high tumors inmale/female ptswas 47.5%/68.8%, and prevalence in ptswith liver/brain
metastases was 57.1%/70.0%. DLL3-high prevalence by primary tumor site, GI/GU/cancer of
unknown primary site (CUP), was 44.9%/67.7%/60.0%. Pt characteristics in obrixtamig-
treated DLL3-high and -low epNEC subgroups are in Table 1. Conclusions: In the largest
prospectively screened cohort of pts with epNEC, high (83.3%) prevalence of DLL3 expression
was seen, underscoring DLL3 as a promising target for clinical development of DLL3-targeted
therapies such as obrixtamig. Obrixtamig safety and efficacy in pts with DLL3-positive epNEC
are being assessed in several ongoing trials, including DAREON-5 (NCT05882058), with the
data expected to inform and support Phase III development. Clinical trial information:
NCT04429087. Research Sponsor: Boehringer Ingelheim.

DLL3-high (n=51) DLL3-low (n=42)

Male / female, n (%) 29 (56.9) / 22 (43.1) 32 (76.2) / 10 (23.8)
Primary tumor site: GI / GU / CUP, n (%) 22 (43.1) / 21 (41.2) / 6 (11.8) 27 (64.3) / 10 (23.8) / 4 (9.5)
Lactate dehydrogenase £ULN / >ULN, n (%) 22 (43.1) / 29 (56.9) 16 (38.1) / 26 (61.9)
Prior lines of therapy: 1 / 2 / 3 / >3 12 (23.5) / 17 (33.3) / 9 (17.6) / 13

(25.5)
11 (26.2) / 12 (28.6) / 10 (23.8) / 9

(21.4)
Median duration of prior anticancer treatment,
weeks (range)

22 (5–349) 22 (8–148)

Prior radiotherapy / surgery / anti PD-(L)1, n (%) 22 (43.1) / 28 (54.9) / 14 (27.5) 11 (26.2) / 24 (57.1) / 9 (21.4)
Liver / brain metastases, n (%) 40 (78.4) / 7 (13.7) 30 (71.4) / 3 (7.1)
Median sum of diameters of target lesions, mm
(IQR)

87.5 (64.0–123.0) 117.3 (66.2–176.0)

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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/NCT04429087
http://meetings.asco.org


2643 Poster Session

Engineering tumor-infiltrating lymphocytes (TILs) via the T-Editor platform to
enhance antitumor activity.

Fenge Li, Yongming Xue, Wenhan Lu, Xinyi Wang, ShengnanWu, Jilong Yang Sr., ChunhuaMa; The First Affiliated Hospital of Nankai University, Tianjin, China; Suzhou Blue
Horse Medical Technology Co., Ltd, Suzhou, China; Suzhou Blue Horse Biotech. Co., Tianjin, China; Tianjin Medical University Cancer Institute and Hospital, Tianjin, China

Background:Tumor-infiltrating lymphocyte (TIL) therapy has demonstrated clinical potential
inmelanoma, cervical cancer, and non-small cell lung cancer following failure of standard-of-
care therapies, achieving objective response rates of 25-40%. However, two major challenges
remain: the limited understanding of biological mechanisms underlying differential patient
responses, and the absence of robust engineering technologies for manipulating fragile TIL
populations. These limitations have constrained the application of genetic modification strat-
egies to improve TIL therapeutic efficacy. Methods: By comparing transcriptomic profiles of
infused TILs from responders (R) and non-responders (NR) in a Phase I investigator-initiated
trial evaluatingTIL therapy for solid tumors,we identifiedmore than 10differentially expressed
genes as candidate therapeutic targets. We established the T-Editor platform, a CRISPR-
mediated gene editing system optimized for TIL engineering, through systematic optimization
of stimulation conditions, electroporation parameters, and CRISPR/Cas9 component dosing.
Functional validation was performed by generating knockout (KO) constructs for each candi-
date gene using T-Editor, assessing their impact on TIL expansion, cytokine secretion, and
cytolytic activity. The most promising target was selected for advanced cytosine base editing
(CBE) studies, employing sgRNA designs tominimize Cas9-induced double-strand break risks.
Base-edited TILs were comprehensively compared with Cas9-KO counterparts in vitro, while
in vivo efficacy was evaluated using patient-derived xenograft (PDX) mouse models. Results:
The T-Editor platform we established achieved optimal gene editing efficiency with defined
stimulation condition, electroporation program and CRISPR/Cas9 doses. Functional screening
revealed four critical regulatory genes, with FAM84B emerging as the most significant target
where knockout demonstrated an increase in cytolytic activity compared to controls. CBE-
mediated C$G→T$A conversion at FAM84B exon achieved high editing efficiency with minimal
insertion-deletion events. Base-edited TILs showed comparable expansion kinetics, pheno-
typic stability, and cytokine production to Cas9-KO counterparts. In vivo studies demonstrated
increased tumor growth inhibition in PDX models with FAM84B-edited TILs, which exhibited
enhanced memory phenotype, superior effector function and elevated IFN-g secretion. Con-
clusions: The T-Editor platform represents a rapid, efficient, and safe CRISPR-based system
for TIL engineering, enabling both gene knockout and precise base editing applications. Our
discovery of FAM84B as a potential novel inhibitory regulator of TIL function establishes a
promising therapeutic target for improving adoptive cell therapy outcomes in solid tumor
treatment. Research Sponsor: None.
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Atezolizumab (A) plus pertuzumab/trastuzumab/hyaluronidase (PHESGO) in pa-
tients (pts) with solid tumors with ERBB2 alterations (alt): Results from the Targeted
Agent and Profiling Utilization Registry (TAPUR) study.

Timothy Lewis Cannon, Michael Rothe, Elizabeth Garrett-Mayer, AndrewGregory, MeredithMcKean, Kunal C. Kadakia, Evan P. Pisick, Bamidele Adesunloye, Jasdeepa Nagi,
Erwin Grussie, Carmen Julia Calfa, Majd Chahin, Jaykumar Ranchodbhai Thumar, Stanley Madu Nwabudike, Gahyun Gim, Abigail Gregory, Dominique C. Hinshaw,
Gina N. Grantham, Susan Halabi, Richard L. Schilsky; Inova Schar Cancer Institute, Fairfax, VA; ASCO, Alexandria, VA; Advocate Aurora Healthcare, Milwaukee, WI; Sarah
Cannon Research Institute, Nashville, TN; Atrium Health Levine Cancer Institute, Wake Forest University School of Medicine, Charlotte, NC; City of Hope - Chicago, Zion, IL;
City of Hope - Atlanta, Atlanta, GA; Sutter Cancer Research Consortium, Sacramento, CA; The Angeles Clinic and Research Institute, A Cedars-Sinai Affiliate, Los Angeles,
CA; Sylvester Comprehensive Cancer Center, University of Miami Miller School of Medicine, Miami, FL; Lewis Cancer and Research Pavilion, St. Joseph’s/Candler, Bluffton,
SC; Hartford HealthCare Cancer Institute, Hartford, CT; New Mexico Cancer Research Alliance, Albuquerque, NM; University of Florida Health, Gainesville, FL; 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. Results
of a cohort of pts with solid tumors with ERBB2 alts treated with A+PHESGO are reported.
Methods: Eligible pts had measurable disease, ECOG performance status (PS) 0-2, adequate
organ function, and no remaining standard treatment (tx) options. Genomic testing was
performed in CLIA-certified, CAP-accredited labs. Dosing for A was 1200mg IV delivered every
3 weeks (wks). PHESGOwas dosed every 3 wks, with a loading dose of 1200mg/600mg/30,000
units, then 600 mg/600 mg/20,000 units, until progression. Primary endpoint was disease
control (DC) per investigator defined as objective response (OR) or stable disease (SD) of at least
16 wks duration (SD16+) per RECIST v.1.1. Simon 2-stage design tested null DC rate of 15% vs.
35% (power = 0.85; a = 0.10). If $2/10 pts in stage 1 had DC, cohort expanded to stage 2;
otherwise, the cohort was closed. Cohorts closed prior to reaching the protocol-specified
sample size of 28 used alternative thresholds set forth in the protocol to maintain the a level.
For n=20, 6 pts had to have DC to reject the null (power = 0.74). Secondary endpoints were OR,
progression-free survival (PFS), overall survival (OS), duration of response and SD, and safety.
Results: The cohort expanded to stage 2 but closed before reaching the planned sample size. 23
pts with 6 tumor types (colorectal [CRC; 14], gallbladder [GB; 3], stomach [3], breast [1],
pancreas [1], small intestine [1]) with ERBB2 amplification (amp; n=16), ERBB2 overexpression
(n=2), ERBB2mutation (mut; n=2), and ERBB2 amp andmut (n=3) were enrolled. 3 pts were not
evaluable. 2 partial responses (both GB, ERBB2 amp) and 2 SD16+ (both CRC, ERBB2 amp) were
observed for aDC rate of 25% (1-sided 90%CI, 10 to 100) and anOR rate of 10%(95%CI, 1 to 32).
The null hypothesis was not rejected (p=0.26). 6 pts had tx-related grade 3 AE/SAEs: acute
kidney injury, ALP increase, dehydration, diarrhea, infusion related reaction, lymphopenia,
maculo-papular rash, pneumonitis and sepsis. Conclusions: A+PHESGO did not demonstrate
sufficient antitumor activity in pts with ERBB2-altered solid tumors to warrant further study.
However, the cohort did not reach its planned accrual, limiting statistical power for demon-
strating efficacy. Other tx should be considered for these pts, including tx offered in clinical
trials. Clinical trial information: NCT02693535. Research Sponsor: Genentech; AstraZeneca,
Bayer, Boehringer Ingelheim, Bristol Myers Squibb, Eli Lilly and Company, Merck, Pfizer,
Seagen (now a wholly owned subsidiary of Pfizer Inc.), Taiho Oncology.

Demographics (N=23) and efficacy outcomes (n=20).

Median (Med) age, years (range) 61 (43, 90)
ECOG PS, No. (%) 0 10 (44)

1 11 (48)
2 2 (9)

Prior systemic regimens, No. (%) 0-2
$3

16 (70)
7 (30)

DC (OR plus SD16+) rate, % (1-sided 90% CI), p-value 25 (10, 100), p=0.26
OR rate, % (95% CI) 10 (1, 32)
Med PFS, wks (95% CI) 9 (8, 16)
Med OS, wks (95% CI) 35 (16, 52)
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2645 Poster Session

Functional assessment of polymerase proofreading variants to define sensitivity to
immune checkpoint blockade (ICB) pan-cancer.

Amin Nassar, Elias Bou Farhat, Jad Halawi, Christopher Dunlock, Pooya Jalali, Mehrdad Rakaee, Elio Adib, Alexander Gusev, David Mieles, Steven Brad Maron,
Zsofia Kinga Stadler, Walid Khaled Chatila, Henry S. Walch, Efsevia Vakiani, Michael F. Berger, Nikolaus Schultz, Violaine Randrian, Luis A. Diaz Jr., Benoit Rousseau,
Michael Bonner Foote; Yale Cancer Center, New Haven, CT; Brigham and Women’s Hospital, Boston, MA; Yale University, New Haven, CT; Immunology Research Centre &
Department of Immunology, Faculty of Medicine, Tabriz University of Medical Sciences, Tabriz, Iran; University Hospital of North Norway, Oslo, Norway; Department of
Medical Oncology, Dana-Farber Cancer Institute, Boston, MA; Memorial Sloan Kettering Cancer Center, New York City, NY; Memorial Sloan Kettering Cancer Center, New
York, NY; Department of Pathology, Memorial Sloan Kettering Cancer Center, New York, NY; Department of Pathology and Lab Medicine, Memorial Sloan Kettering Cancer
Center, New York, NY; Department of Epidemiology and Biostatistics, Memorial Sloan Kettering Cancer Center, New York, NY; CHU de Poitiers, Poitiers, France

Background: Cancers with inactivating alterations in DNA proofreading polymerases POLE and
POLD1 (POLd) are ultra-hypermutated and benefit from ICB. Most mutations in DNA poly-
merases are synonymous; discerning pathogenic (P) vs variants of unknown significance (VUS)
remains challenging. A strategy to define functional mutations in POL with mutational sig-
nature deconvolution and AI- protein conformational modeling could better predict ICB ben-
efit. Methods: Solid tumors from patients at MSK and DFCI were selected with DNA panel
sequencing datasets to enrich for somatic POL P/likely-P(LP) variants or VUS. Co-mismatch-
repair deficiency (MMRd) was defined with MSIsensor and IHC. Tumors were assigned as POL
high (.50%), intermediate ([int] 1-49%), or null (0%) based on the proportion of single-base-
substitutions (SBS) aligning with POLd COSMIC signatures via the mutational-patterns algo-
rithm. POLE/D1 VUSwere functionally evaluated with Swiss-PdbViewer and AlphaFold-derived
AI models to infer proofreading efficiency impact. Patient overall survival (OS) from stage IV
diagnosis and progression-free survival from ICB start (PFS-ICB) were evaluated with mul-
tivariable (MV) Cox regression includingMMRd status.Results: POL variants were found in 546
patients across 18 diverse cancers. 84%were P/LP POL alterations, 16%were POLVUS, and 36%
overall had concomitant MMRd. Tumors with P/LP variants had high (69%), int (23%), or null
(8%) POLd signature intensities, while 62% of tumors with VUS had int POLd signatures. For
the subgroup of patients with POL P/LP variants, OS fromdiagnosis significantly differed based
on POLd signature intensity: not reached [NR], 94.5 months [mo], and 32.9 mo for POLd
signature high, int, andnull, respectively. InMVanalysis of POLP/LP tumors, patientswith POL
signature-null tumors had significantly worse OS than POL-int (HR 0.35, 95%CI 0.16-0.80;
p=0.01) and POL-high (HR 0.18, 95%CI 0.08-0.42; p,0.001) patients. POLd signature intensity
predicted ICB benefit. Patients with POL P/LP tumors with high and int signatures exhibited
favorable PFS-ICB (NR in both) versus POL P/LP–null-signature tumors (12.7 months). In MV
model including MMR status, patients with POL-null SBS exhibited significantly worse PFS-
ICB versus pts with combined POL signature high or int (HR 0.31, 95% CI 0.10-0.98; p=0.047).
Study findings were consistent after adjustment for cancer type. Tumors with POL VUS
predicted to be inactivating based on mutational signature deconvolution combined with
Swiss-PdbViewer and AlphaFold AI models demonstrated similar OS/PFS to patients with
tumors with P/LP variants and high/int signature scores. Conclusions: A strategy combining
mutational signature deconvolution with AI proteomic functional assessment predicts survival
and ICB benefit in tumors with functional DNA polymerases POLE and POLD1 mutations.
Research Sponsor: None.
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Development and testing of an ex vivo, live tumor fragment platform for the pre-
diction of immune checkpoint inhibitor response and relationship to approved
biomarkers.

David A. Braun, Hinco J. Gierman, Chetan Sood, Laura Hrycyniak, Hilary Hernan, Nicholas Dana, Sean Caenepeel, Lindsey Vedder, Shalini Sahni, Debabrata Mukhopadhyay,
Robert C. G. Martin II, Barbara Broome, Nima Kokabi, Ruqin Chen, Yanyan Lou, Umair Majeed, Hilario J. Ramos, Janis M. Taube, Premal Petal, Pooja Prem Advani, Elephas
Clinical Trial Consortium; Center of Molecular and Cellular Oncology, Yale Cancer Center, Yale School of Medicine, New Haven, CT; Elephas, Madison, WI; Mayo Clinic
Florida, Jacksonville, FL; The Hiram C. Polk, Jr., MD, Department of Surgery, Division of Surgical Oncology, University of Louisville School of Medicine, Louisville, KY;
Orlando Health, Orlando, FL; The University of North Carolina at Chapel Hill, Chapel Hill, NC; Division of Hematology and Oncology, Mayo Clinic Florida, Jacksonville, FL;
Johns Hopkins University, Baltimore, MD

Background: Immune checkpoint inhibitors (ICIs) have transformed themanagement ofmany
advanced cancers but identifying patients who are likely or unlikely to benefit from ICI treat-
ment remains a critical challenge. Biomarkers, such as PD-L1, mismatch repair deficiency, and
tumor mutational burden, capture only static, unidimensional features of the complex tumor
microenvironment, and therefore inadequately predict response to immunotherapy inpatients.
In contrast, live tumor fragments (LTFs) preserve the full complexity of the tumor microen-
vironment and enable functional ex vivo assessments of ICI activity. Previous efforts have had
limited clinical applicability because they required larger resection specimens often collected
at a single academic center. Here, the predictive capability of an ex vivo platform using core
needle and forceps biopsies frommultiple clinical siteswas assessed and compared to approved
biomarkers.Methods: Patients with eligible solid tumors (where ICI has an indication, includ-
ing renal, non-small cell lung, bladder, colorectal, and triple-negative breast cancer, and
others) were enrolled in ongoing, prospective observational trials (NCT05478538,
NCT05520099, NCT06349642). Biopsies were cut into LTFs, encapsulated in hydrogel, and
treated sequentially with IgG antibody followed by ICI (aPD-[L]1 with or without aCTLA-4).
Cytokine production was assessed by amultiplexed bead-based immunoassay at multiple time
points during ex vivo treatment. Using receiver operating characteristic and precision recall
analyses, we identified 9 predictive cytokines (including IFN-g, granzyme B, and CXCL9/10),
whichwere used to develop theElephas score (ELP-score) to assess cytokine response to ex vivo
ICI treatment. Results: Of 167 eligible patient specimens, 85% (n = 142) passed quality control
metrics and 130 were used for model development. Hierarchical clustering of cytokine pro-
duction revealed that 27% (n = 35) of patient specimens exhibited a cytokine response to ICI.
In a validation set of 20 tumors, collected frompatientswhowere subsequently treatedwith ICI,
ELP-score positivity correctly identified 9 of 11 patients (82%) who had an objective response
(PR/CR) to ICI, including 2 patients whowere negative for FDA-approved standard-of-care ICI
biomarkers. Furthermore, 5 of 5 patients (100%) with clinical progressive disease were cor-
rectly characterized as ELP-score negative. Conclusions: Using routine biopsy specimens, the
ex vivo live tumor platform accurately identifies patients with clinical response to ICI therapy,
including those incorrectly identified by conventional biomarkers. Ongoing efforts will test
these findings in an additional validation set. If confirmed, the ex vivo LTF platform could
enable the identification of patients likely to benefit from ICI therapy. Clinical trial information:
NCT05478538, NCT05520099, NCT06349642. Research Sponsor: Elephas.
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Mitochondrial DNA (mtDNA) expression as used to define metabolic and immune
states in colorectal cancer (CRC).

Michela Bartolini, Sharon Wu, Joanne Xiu, Ninad Kulkarni, Shivani Soni, Sandra Algaze, Pooja Mittal, Lesly Torres-Gonzalez, Unnati Hemant Shah, Steve Soto Trujillo,
Yitzhar Efraim Goretsky, Jae Ho-Lo, Zhang Wu, Yan Yang, Joshua Millstein, Moh’d M. Khushman, Richard M. Goldberg, Andreas Seeber, Alberto Puccini, Heinz-Josef Lenz;
Department of Biomedical Sciences, Humanitas University, Pieve Emanuele, Italy; Caris Life Sciences, Phoenix, AZ; Division of Medical Oncology, Norris Comprehensive
Cancer Center, Keck School of Medicine, University of Southern California, Los Angeles, CA; Norris Comprehensive Cancer Center, University of Southern California, Los
Angeles, CA; Division of Medical Oncology, USC Norris Comprehensive Cancer Center, Keck School of Medicine, Los Angeles, CA; Department of Population and Public
Health Sciences, Keck School of Medicine, University of Southern California, Los Angeles, CA; Washington University School of Medicine, St. Louis, MO; West Virginia
University Cancer Institute and the Mary Babb Randolph Cancer Center, Morgantown, WV; Department of Hematology and Oncology, Comprehensive Cancer Center
Innsbruck, Medical University of Innsbruck, Innsbruck, Austria; Department of Biomedical Sciences, Humanitas University, Pieve Emanuele; IRCCS Humanitas Research
Hospital, Rozzano, Milan, Italy; University of Southern California Norris Comprehensive Cancer Center, Los Angeles, CA

Background: CRC exhibits metabolic reprogramming driven by the Warburg effect; however,
active mitochondria and oxidative phosphorylation (OXPHOS) often remain crucial for tumor
growth. mtDNA encodes critical OXPHOS components and influences the balance between
OXPHOS and glycolysis, with effects on tumor microenvironment and response to immune
checkpoint inhibitors (ICIs). We evaluated whether mtDNA gene expression predicts metabolic
phenotype, immune contexture and benefit from ICIs. Methods: 30,887 CRC cases with DNA/
RNA sequencing were analyzed from Caris Life Sciences. Expression of mtDNA-encoded
OXPHOS genes (MT-ND1–6, MT-ND4L, MT-CO1–3, MT-ATP6, MT-CYB) was summarized
as a composite Z-score due to correlation (r.0.9). Tumors were stratified into quartiles
(n=7,722 each), mtDNA-high (MT-H, top quartile) and mtDNA-low (MT-L, bottom quartile)
cohorts. Overall Survival (OS)was calculated inmonths (m) from first treatment to last contact.
Hazard ratios (HRs) were calculated using Cox proportional hazards models and p-values by
log-rank tests. Gene set enrichment analysis (GSEA) was performed to evaluate pathway
differences. Results: MT-H tumors were enriched for Consensus Molecular Subtype (CMS) 2
compared toMT-L (44.2% vs 21.9%) and CMS3 (24.5% vs 8.7%), whereas CMS4 wasmarkedly
enriched in MT-L tumors (MT-H 16.5% vs MT-L 52.2%); all p,0.001. GSEA showed a trend
toward higher OXPHOS activity in MT-H tumors (NES 1.19, FDR q=0.472), while glycolysis was
significantly downregulated (NES -2.43, FDR q=0.002), with low immune/inflammatory sig-
naling (interferon signaling and inflammatory response, among others) and reduced immune
cell infiltration. These associations persisted inmicrosatellite stable (MSS) CRC, including CMS
(CMS2/CMS3 46.3%/24.9% in MT-H vs CMS4 55.6% in MT-L) and immune signatures (all
q,0.05). MT-L was prognostic for improved OS vsMT-H (median OS [mOS] 30.1 vs 27.2 m; HR
0.87, 95% CI 0.84-0.91, p,0.001). In ICI-treated patients (pts), MT-L showed amplified effect
(mOS 24.3 vs 13.5m;HR 0.69, 95%CI 0.58-0.83, p,0.001), including in CMS1 (mOS 39.3 vs 26.0
m;HR0.71, 95%CI 0.53-0.96, p=0.024), CMS4 (mOS 19.3 vs 10.7m;HR0.61, 95%CI 0.40-0.94,
p=0.024), MSS (mOS 13.8 vs 9.02 m; HR 0.67, 95% CI 0.54-0.84, p,0.001) and in pts with liver
metastases (mOS 13.4 vs 7.93 m; HR 0.65, 95% CI 0.44-0.97, p=0.034). Multivariate analysis
adjusting for age (.65 years), sex, liver metastases, MSI status, BRAF V600E status and CMS
confirmed MT-L to be independently associated with improved OS in ICI-treated pts (p=0.01).
No survival associationwas observed in pts treatedwith other therapies. Conclusions:mtDNA-
encoded OXPHOS expression defines biologically distinct CRC subsets with distinct metabolic
states and immune infiltration, with MT-L linked to improved OS and enhanced benefit from
immunotherapy, including in MSS and liver metastases where ICI sensitivity is limited.
Research Sponsor: None.
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Pan-cancer long mononucleotide repeat microsatellite instability testing for de-
tection and immunotherapy selection.

Ruchi Shah, Katherine Anne Johnson, Elizabeth L. Field, Jeff Bacher, Irina Vyazunova, Dawn Albrecht, Madeleine Buratti, Laura Ruelle, Santina Snow,
Kristina A. Matkowskyj, Richard Halberg, Dustin A. Deming; Department of Medicine, University of Wisconsin-Madison, Madison, WI; Carbone Cancer Center, University of
Wisconsin-Madison, Madison, WI; Promega, Madison, WI; University of Wisconsin Carbone Cancer Center, Madison, WI; Department of Pathology and Laboratory Medicine,
University of Wisconsin-Madison, Madison, WI

Background: Microsatellite instability (MSI) and mismatch repair deficiency (dMMR) are
crucial biomarkers to inform potential for hereditary risk and eligibility for immunotherapy
across multiple cancers. While current standard of care testing can identify most MSI-high
(MSI-H)/dMMR patients, improved testing sensitivity for MSI-H status could identify more
patients who may benefit from immunotherapy. Recent studies have indicated potential for
more sensitive testing using a long mononucleotide repeat (LMR)-based multiplex MSI-
detection assay. Methods: Patients were identified and consented as part of an IRB-
approved protocol (UW15068) based on MSI status, MMR gene variants, or high tumor mu-
tation burden (TMB). Patient tissues, normal and tumor, were formalin-fixed and slides were
prepared for pathologist annotation and immunohistochemistry (IHC) for CD8. CD8+ tumor
infiltrating lymphocytes (TILs) were quantified/high powered field (HPF). Slides were scraped
for DNA isolation.MSI testingwas performed on the resultant DNA using the LMRMSI Analysis
System (Promega,Madison,WI) and the OncoMateMSI Dx Analysis system (OM, Promega) per
manufacturer protocols. LMRMSI status and scorewere comparedwith other testingmethods,
TMB, CD8+ TILs/HPF, immunotherapy response, progression-free survival (PFS), and overall
survival (OS). Results: A cohort of 202 patients (median age: 64 (range: 24-80+)) with 20+
different cancer types (lung 27.2%, colorectal 18.8%, skin 9%, esophageal 5.9%, uterine 5.9%)
and across disease stages, mutation profiles, and immunotherapy treatment regimens were
consented. At least one test identified a case as dMMR/MSI-H in 31.6% of cases. In 9.4% of
cases, a discrepancy between testing methods was observed. LMR detected 9 cases as MSI-H
that were not detected by clinical NGS or OM. 4 cases were detected as MSI-H by LMR and OM
alone, one case by OM alone, and one case by LMR and clinical NGS alone. Additionally, 2 cases
were dMMRby IHC but not LMR, OM, or clinical NGS and 2 caseswere dMMRby IHC andMSI-H
by clinical NGS, but not LMR or OM. LMR score positively correlated with TMB (r2 = 0.57) for
MSI-H, but notMSS patients (r2 = 0.002). LMR score weakly correlated with CD8+ TILs/HPF (r2

= 0.16) in MSI-H, but not MSS cases (r2 ,0.001). LMR MSI-H cases have a 52.6% complete
response rate compared to 6.12% of LMRMSS subjects (p,0.001). Patients identified asMSI-H
by LMR testing had an increased PFS (median PFS (days) MSI-H: 711, MSS: 178; hazard ratio
(HR) 0.25 [95% CI 0.13-0.50; p,0.001]) and OS (median OS (days) MSI-H: 926, MSS: 402; HR
0.43 [95%CI 0.22-0.82; p=0.015]) compared to LMRMSS patients. Conclusions: Variability can
be observed between dMMR/MSI testing methods indicating that multiple methods should be
considered for each patient. LMR testing demonstrates promising sensitivity and correlation
with immunotherapy efficacy. Research Sponsor: Promega.
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2649 Poster Session

Are all tumor-agnostic biomarkers equally tissue-independent? Comparative cross-
histology efficacy analysis of MSI-H/dMMR versus BRAF V600E.

Victor Andres Castillo, Mauricio Alejandro Saldana, Marı́a Fernanda Gutiérrez Aguilera, Jorge Alfredo Pardi Uscanga, David Alejandro Cruz Moy,
Maria Daniela Caudillo Baca, Andrea Cristina Beltran De la Fuente, Victor Anghelo Ma~nuico Antay, Sergio Morales Acosta, Arath Josue Campos-Mu~noz, Abraham Zenteno-
Aguilar, Aline Perez Carrada, Sayeli Elisa Martinez Topete, Adolfo Calderon Fernandez, Gustavo Adrian Medina Avalos; Autonomous University of Baja California, Tijuana,
BJ, Mexico; Holden Comprehensive Cancer Center, University of Iowa, Iowa City, IA; Universidad de Guanajuato, Leon, GJ, Mexico; Universidad Anahuac Mexico Campus
Norte, Mexico, EM, Mexico; Universidad de Guanajuato, Guanajuato, GJ, Mexico; Laboratorio de Medicina de Conservación, Centro de Biotecnologı́a Genómica, Instituto
Politécnico Nacional, Ciudad Reynosa, TM, Mexico; Universidad Cientı́fica del Sur, Lima, Peru; Universidad de Guadalajara, Centro Universitario de Ciencias de la Salud,
Guadalajara, JA, Mexico; Universidad Cuauhtemoc Aguascalientes, Aguascalientes, AG, Mexico; Hospital Regional PEMEX Ciudad Madero, Ciudad Madero, Tamaulipas,
Mexico; Universidad Regional del Sureste (URSE) Facultad de Medicina y Cirugı́a, San Sebastrian Tutla, OA, Mexico

Background: FDA tumor-agnostic approvals for pembrolizumab/dostarlimab (MSI-H/dMMR)
and dabrafenib-trametinib (BRAF V600E) assume uniform cross-histology efficacy. However,
MSI-H/dMMR depends on immune checkpoint blockade—potentially influenced by tissue-
specificmicroenvironments—while BRAF V600E represents oncogene addictionwith essential
MAPK dependencies. We hypothesized these biomarkers differ in tissue independence, with
MSI-H/dMMR demonstrating greater histology-dependent response variability. Methods: A
systematic review andmeta-analysis were conducted in accordance with PRISMA 2020 guide-
lines. PubMed, Embase, and the Cochrane Central Register owere searched from inception to
January 2026 to identify prospective basket trials enrolling adults ($18 years) with advanced or
metastatic solid tumors harboring FDA-approved tumor-agnostic biomarkers. Eligible trials
evaluated pembrolizumab or dostarlimab in MSI-H/dMMR tumors, or dabrafenib plus trame-
tinib in BRAF V600E-mutant tumors, and reported objective response rates (ORR) stratified by
tumor histology. Studies were required to include$3 distinct tumor histologies (not subtypes)
with a minimum of 10 patients per histology cohort. Phase I trials, retrospective case series,
pediatric-only populations, and studieswithout histology-specific efficacy datawere excluded.
Primary outcome was ORR heterogeneity across tumor types within each biomarker platform,
quantified using the I² statistic and coefficient of variation (CV). Pooled analyses were per-
formed using random-effects models. Effect estimates are expressed as ORR percentages with
95% confidence intervals. Results: Four trials included: KEYNOTE-158 (pembrolizumab,
n=373), GARNET (dostarlimab, n=363), ROAR (dabrafenib-trametinib, n=215), VE-BASKET
(vemurafenib, n=62); 1,013 patients across 12 tumor histologies. MSI-H/dMMR platform
(n=736, 8 tumor types): mean ORR 35.1% (range 0-57.1%); endometrial 57.1%, gastric
45.8%, colorectal 43.5%, small intestine 42.1%, cholangiocarcinoma 40.9%, ovarian 33.3%,
pancreatic 18.2%, brain 0%;CV=0.513. BRAFV600Eplatform (n=277, 4 tumor types):meanORR
45.0% (range 37.1-53%); anaplastic thyroid 53%, biliary tract 47%, glioma 42.9%, NSCLC
37.1%; CV=0.149. MSI-H/dMMR demonstrated 3.4-fold greater heterogeneity than BRAF
V600E (CV 0.513 vs 0.149). Conclusions: Tumor-agnostic biomarkers exhibit differential tissue
independence. MSI-H/dMMR showed 3.4-fold greater response heterogeneity (CV=0.513) than
BRAF V600E (CV=0.149), indicating immune checkpoint efficacy remains tissue-dependent
while oncogene addiction confers uniform predictivity. These findings challenge the assump-
tion of biomarker-driven tissue-agnostic efficacy and necessitate histology-specific outcome
counseling and trial stratification. Research Sponsor: None.
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Pan-cancer landscape of oncogenic POLE and POLD1 alterations.

Lawrence W. Wu, Jimyung Park, Sung Joo Jang, Ryan H. Moy; Columbia University Irving Medical Center, New York, NY

Background: POLE and POLD1 encode key enzymes for DNA proofreading. Oncogenic alter-
ations in POLE and POLD1 associated with defective proofreading can lead to tumor hyper-
mutation and increased sensitivity to immune checkpoint inhibition. Prior studies have
identified enrichment of POLE and POLD1 alterations in colorectal and endometrial cancers.
However, characterization of POLE and POLD1 alterations in the pan-cancer setting has been
limited. Utilizing the American Association for Cancer Research (AACR) Project Genomics
Evidence Neoplasia Information Exchange (GENIE) v19.0, we performed a comprehensive
analysis of oncogenic POLE and POLD1 alterations across tumor types. Methods: The AACR
GENIE v19.0 database was used to select tumor samples that were profiled for molecular
alterations (somatic mutations, structural variants, copy number alterations) in POLE or
POLD1. POLE and POLD1 alterations were annotated by OncoKB to determine if they were
oncogenic. Tumor samples were analyzed for co-occurring molecular alterations. Categorical
variables were compared using chi-square or Fisher exact tests, as appropriate. P-values were
adjusted with Benjamini-Hochberg correction to control false discovery rate (significance for
q,0.05). Results: Across 188,863 tumor samples that were profiled for POLE or POLD1, there
were known oncogenic alterations in 786 samples (0.4%). Of note, there were 18,170molecular
alterations in POLE and POLD1 that were classified as variants of unknown significance at time
of analysis. The most common tumor types with oncogenic alterations were endometrial
(n=374 of 7573 samples profiled; 4.9%), colorectal (143/17821; 0.8%), glioma (49/12795;
0.4%), NSCLC (35/30542; 0.1%), ovarian (26/7728; 0.3%), breast (25/16813; 0.2%), bladder
(25/6433; 0.4%), cancer of unknownprimary (19/6544; 0.3%),melanoma (13/7965; 0.2%), and
pancreatic (10/10369; 0.1%), and esophagogastric (9/6503, 0.1%). The most common muta-
tions in POLE were V411L, E18K, P286R, S297F, and A456P. The most common mutations in
POLD1 were R1016H, R1016C, R689W, L606M, and D402N. Oncogenic alterations in POLE and
POLD1 were enriched in endometrial cancer (OR 22.8; q,0.001) and colorectal cancer (OR 2.14;
q,0.001), with no other tumor types showing enrichment. Within the oncogenic POLE/POLD1
cohort, themost common co-occurringmolecular alterations were in PIK3CA (n=561, 71.4% in
altered vs 12.9% in unaltered, q,0.001), APC (n=526, 68.7% vs 11.8%, q,0.001), ATM (n=523,
67.8% vs 7.3%, q,0.001), and PTEN (n=523, 66.5% vs 8.7%, q,0.001). Conclusions: To our
knowledge, this study represents the largest molecular analysis of oncogenic POLE and POLD1
alterations in a pan-cancer setting. These findings suggest that oncogenic POLE and POLD1
alterationsmay be rarely identified in a broad range of tumor types. Further studies are needed
to classify the functional implication of many variants of unknown significance in POLE and
POLD1. Research Sponsor: None.
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2651 Poster Session

Phase Ib evaluation of a recombinant overlapping peptide survivin immunotherapy:
Safety, immunogenicity, and immune–clinical associations in advanced solid
tumours.

Shisong Jiang, Thomas Morris, Martin David Forster, Fiona Thistlethwaite, Mark H. Tuthill, Anja Williams, William Finch; Department of Oncology, University of Oxford,
Oxford, Oxfordshire, United Kingdom; Oxford Vacmedix UK Ltd, Oxford, Oxfordshire, United Kingdom; UCL Cancer Institute, University College London Hospital NHS Trust,
London, United Kingdom; The Christie NHS Foundation Trust and University of Manchester, Manchester, United Kingdom; Oxford University Hospitals NHS Foundation
Trust, Oxford, Oxfordshire, United Kingdom; HCA Healthcare global Sarah Cannon Research Institute, London, United Kingdom

Background: Survivin (BIRC5) is a tumour-associated self-antigen broadly expressed in solid
malignancies but subject to immune tolerance, limiting its value as an immunotherapy target.
OVM-200 is a recombinant overlapping peptide (ROP) survivin immunotherapy designed to
enhance antigen processing and presentation through both MHC class I and II pathways,
thereby overcoming HLA restriction. A Phase Ia study established safety and the recommended
regimen. Here we report novel Phase Ib data evaluating extended immunisation and immune–
clinical associations. Methods: Phase Ib enrolled a total of 24 patients with advanced NSCLC,
ovarian, or prostate cancer who had progressed on standard therapies. Patients received OVM-
200 at the recommended regimen (2 mg) with extended immunisation schedules (3–11
immunisations). The primary endpoint was safety and the secondary endpoint was immuno-
genicity. Survivin-specific antibodies were measured by IgG ELISA and T-cell responses by
IFN-g ELISpot. Tumour response was assessed using RECIST 1.1, with best overall response
(BOR) classified as stable disease (SD) or progressive disease (PD). Immune responses were
analysed longitudinally and in relation toBOR.Results:Theprimary endpoint of safetywasmet,
with OVM-200 well tolerated and no dose-limiting toxicities or treatment-related serious
adverse events. Survivin expression was detected in tumour tissue in 17 patients prior to
immunisation; however, baseline survivin-specific antibody and T-cell responses were low
or undetectable, consistent with immune tolerance. The secondary endpoint of immunoge-
nicity was achieved. Mean peak anti-survivin antibody titres increased from 1:143 pre-
treatment to .1:160,000 post-treatment (p , 0.001), and mean peak T-cell responses in-
creased from 211 to 859 net SFU/10⁶ PBMCs (p , 0.00001). Antibody responses were durable,
rising through Days 113–169, whereas T-cell responses peaked at Day 57 and remained sig-
nificantly above baseline. Extended immunisation (.5 immunisations) maximised humoral
responses, while T-cell magnitude was comparable across schedules. Patients with BOR of SD
showed higher and more sustained survivin-specific humoral and cellular immune responses
than those with PD. Conclusions: Phase Ib results demonstrate that OVM-200 is safe and
immunogenic, achieving both the primary safety and secondary immunogenicity endpoints.
OVM-200 overcomes immune tolerance to survivin and induces durable humoral and cellular
immune responses. The observed association between stronger immune responses and BOR of
SD supports further clinical evaluation and rational combination strategies. Clinical trial in-
formation: NCT05104515. Research Sponsor: Oxford Vacmedix.
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2652 Poster Session

Monitoring blood-based biomarkers as early predictors of progression-free survival
in a randomized Bria-ABC phase 3 trial for advanced metastatic breast cancer: An
ongoing analysis.

Daniel L. Adams, Chaitali Nangia, Adriana Kahn, LawrenceM. Negret, WilliamWilliams, Blaise Bayer, Giuseppe DiPriore, Alexis B. Duffy, Saranya Chumsri; Creatv MicroTech,
Inc., Monmouth Junction, NJ; Hoag Memorial Hospital Presbyterian, Newport Beach, CA; Yale University, New Haven, CT; University of Miami/Sylvester Comprehensive
Cancer Center, Miami, FL; BriaCell Therapeutics Corp., Philadelphia, PA; BriaCell Therapeutics, Philadephia, PA; Creatv Microtech, Inc., Monmouth Junction, NJ; Mayo Clinic
Florida, Jacksonville, FL

Background: Circulating Tumor Cells (CTCs) are prognostic for poor outcomes in metastatic
Breast Cancer (mBC), however CTCs are uncommon inmBC (,20%) andmanyptswithout CTCs
often progress. Cancer associated macrophage-like cells (CAML) are prognostic inflammatory
pro-tumorigenic PD-L1 expressing macrophages common in mBC pt blood (.90%). In a
previous randomized phase II trial, CTC & CAML decreases post Bria-IMT induction correlated
with clinical benefit. Bria-IMT is an allogenic whole cell vaccine engineered to express tumor
associated antigens & GM-CSF, promoting adaptive & innate immune responses. The ongoing
Bria-ABC (NCT06072612) phase 3 study compares Bria-IMT to physician’s choice (TPC) in late
stage mBC. We present interim results, without treatment arm comparison, for Progression
Free Survival (PFS) by CTC & CAML changes as the exploratory part of the trial. Methods: This
still blinded ongoing multicenter randomized open label Phase 3 trial evaluates Bria-IMT+
checkpoint inhibitor (CPI) vs TPC inmBC pts lacking approved therapies. Pts are randomized 1:
1:1 toBria-IMT+CPI, TPC, orBria-IMTmonotherapy (discontinued after 150pts). TheBria-IMT
consists of cyclophosphamide, irradiated SV-BR-1-GM cells, micro-dose pegylated a IFN at
each inoculation site. CPI is administered day -3 to 3. TPC followed standard of care. Blinded
anonymized blood was taken at baseline (BL), prior to therapy & 2nd (T1) taken at cycle 3
(~4 weeks post initiation). CTCs & CAMLs, and PD-L1 expressions, were quantified using
LifeTracDx liquid biopsy with analysis of PFS by censored univariate analysis. Results: At time
of analysis, .250 consented, .170 randomized, 119 had BL and 78 had T1. Median age 56 yrs
[34–83], median 6 [2–13] prior lines of therapy, 31% TNBC, 62% ER+/PR+, & 15% HER2+. $1
CTCs were found in 25% (30/119) at BL & 22% (17/78) at T1.$1 CAMLs were found in 93% (111/
119) at BL&95%(74/78) atT1. At BL,$1 CTCwasnot significant for PFS (HR=1.7, CI95%1.0-2.9,
p=0.0513), but $2 CTCs was significant for worse PFS (HR=1.8 CI95% 1.1-3.1, p=0.0480). At
T1, $1 CTCs nor $2 CTCs correlated with PFS (HR=0.9, p=0.8392) & (HR=1.6, p=0.1079),
respectively. Further, a decrease in CTCs was seen in 11 pts but did not correlate with PFS
(HR=0.7, p=0.6552). $1 CAML at BL nor T1 correlated with PFS (HR=1.2 CI95% 0.7-2.0,
p=0.6811) or (HR=0.9 CI95% 0.7-2.5, p=0.5307), respectively. However, 51 pts (65%) had a
decrease or stable CAML counts between BL & T1 which did significantly correlate with better
PFS (HR=2.2 CI95% 1.2-3.9, p=0.0154). Conclusions: In an ongoing analysis of a heavily treated
mBC pts, we observed that in the entire blinded population, 65% of pts had stability/drop in
CAMLs significantly correlatedwith better PFS. Treatment arm specific comparisonswill not be
unblinded until completion of the designated milestone (144 mortalities). Clinical trial infor-
mation: NCT06072612. Research Sponsor: Creatv Microtech; BriaCell Therapeutics Corp.
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2653 Poster Session

Off-target HLAmatches for prediction of response in personalised cancer vaccines:
A multi-trial retrospective analysis.

OmH. Gandhi, Michael E. Bryan, Will Ince, Dimitris Vavoulis, Anna Schuh, Siow Ming Lee, Eleni Adamopoulou, Robert A. Watson, Richard Mair, Carol S. K. Leung, Tim Elliott,
Lennard YW Lee; Centre for Immuno-Oncology, University of Oxford, Oxford, United Kingdom; Addenbrooke’s Hospital, Cambridge University Hospitals NHS Foundation
Trust, Cambridge, United Kingdom; Department of Oncology, University of Oxford, Oxford, United Kingdom; Department of Oncology, University College London Hospital
NHS Foundation Trust, London, United Kingdom; Division of Neurosurgery, Department of Clinical Neurosciences, University of Cambridge, Cambridge, United Kingdom

Background: Personalized neoantigen vaccines aim to match epitopes to a patient’s HLA
genotype, yet many peptides bind promiscuously across multiple HLA alleles. Promiscuous
binding may reflect intrinsic peptide properties, including enhanced processing efficiency and
structural stability, that drive immunogenicity independent of any single HLA match. We
hypothesized that peptides with broader HLA binding profiles would show higher clinical
immunogenicity, evenwhen restricted to the patient’s ownHLAalleles.Methods:Wecurated 17
neoantigen vaccine trials (174 patients) and selected five with per-epitope CD8⁺ T cell immu-
nogenicity data for primary analysis. Across 571 neoantigen sequences (3,806 derived pep-
tides), we predicted binding and presentation using NetMHCpan-4.2, MHCflurry 2.0, and
PRIME-2.0, and estimated peptide–MHC stability with NetMHCstabpan. A reference panel
of 62 common HLA class I alleles (.95% global coverage) was used to quantify incidental
coverage, defined as predicted binding (IC50 ,500 nM) to non-patient HLA alleles. Mixed-
effectsmodels adjusted for patient-specific binding affinity, predicted stability,mutation type,
neoantigen length, and trial structure, with Bonferroni correction for 5 pre-specified hypoth-
eses. Results: Off-target HLA binding independently predicted clinical immunogenicity.
Among peptides selected for vaccination, 35.2% bound at least one non-patient HLA allele,
with themost promiscuouspeptides bindingup to 37 alleles. After adjusting for patient-specific
binding affinity and stability, peptides from immunogenic neoantigens showed greater inci-
dental coverage than non-immunogenic peptides (mean 2.46 vs 1.80 additional HLAs;
p=0.0034). This association was consistent across tumour types and prediction methods.
Among immunogenic peptides, the breadth of off-target binding correlated with response
magnitude (Spearman r=0.46, p=0.034), with the strongest effect observed in glioblastoma.
High-affinity off-target matches (IC50 ,50 nM) and high-stability interactions showed the
most robust associations with immunogenicity. Conclusions: Promiscuous HLA binding in-
dependently predicts neoantigen immunogenicity in clinical trials, beyond binding affinity and
stability to the patient’s own HLA alleles. These results point to peptide-intrinsic properties
linked to MHC stability and processing that are overlooked by current selection pipelines.
Explicit modelling of HLA promiscuity and stability may improve neoantigen prioritisation,
particularly in low–mutation burden tumours and patients with rare HLA genotypes. Research
Sponsor: None.
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Ranking neoantigens for escape-resilience rather than predicted immunogenicity:
Associated changes in vaccine design.

Michael E. Bryan, Miles Weatherseed, Om H. Gandhi, Will Ince, Dimitris Vavoulis, Anna Schuh, Siow Ming Lee, Eleni Adamopoulou, Robert A. Watson, Richard Mair,
Carol S. K. Leung, Lennard YW Lee, Tim Elliott; Centre for Immuno-Oncology, University of Oxford, Oxford, United Kingdom; Addenbrooke’s Hospital, Cambridge University
Hospitals NHS Foundation Trust, Cambridge, United Kingdom; Department of Oncology, University of Oxford, Oxford, United Kingdom; Department of Oncology, University
College London Hospital NHS Foundation Trust, London, United Kingdom; Division of Neurosurgery, Department of Clinical Neurosciences, University of Cambridge,
Cambridge, United Kingdom

Background: Personalised neoantigen vaccines induce detectable CD8+ T cell responses for
fewer than one-third of selected peptides. Current pipelines prioritise candidates by predicted
immunogenicity and select peptides independently, overlooking two constraints: efficacy
depends on the peptide set as a whole, and tumours adapt antigen processing under immune
pressure. We developed a framework that optimises peptide combinations for resilience to
tumour escape and tested whether escape-resilience predicts clinical immunogenicity.
Methods: We modelled peptide susceptibility to five antigen-processing escape mechanisms:
TAP downregulation, immunoproteasome-to-constitutive proteasome switching, aminopep-
tidase upregulation, tapasin loss, andHLA loss of heterozygosity. Selectionwas formulated as a
minimax optimisation, maximising predicted efficacy under worst-case tumour adaptation.
We analysed five neoantigen vaccine trials with per-epitope CD8+ T cell response data,
consisting of 571 neoantigens, 3,806 peptides, and 174 patients. Mixed-effects models tested
associations between escape-resilience and immunogenicity, adjusting for binding affinity
(NetMHCpan-4.1 %rank), pMHC stability (NetMHCstabpan), mutation type, and clonality. Six
hypotheses were pre-registered with Bonferroni correction. Results: Escape-resilience pre-
dicted immunogenicity independently of established features. After adjustment, vulnerability
to TAP loss (OR 0.42 per SD, 95% CI 0.24–0.71, p=0.0018) and proteasome switching (OR 0.54
per SD, 95% CI 0.34–0.86, p=0.0089) were associated with failure to elicit CD8+ responses.
Among peptides with comparable predicted binding affinity, escape-resilient peptides were
significantlymore likely to be immunogenic. Composite escape-resilience scores discriminated
immunogenic from non-immunogenic peptides (AUC 0.71, 95% CI 0.66–0.76), outperforming
binding affinity alone (AUC 0.58) and an affinity-stability model (AUC 0.64). Adding escape-
resilience improved discrimination (DAUC 0.07, p=0.003). Retrospective re-ranking altered
38% (95%CI 31–45%) of vaccine compositions, replacing high-affinity but escape-vulnerable
peptides with lower-affinity, processing-robust alternatives. Associations were stronger for
truncal mutations (OR 2.8, 95% CI 1.6–4.9) than subclonal mutations (OR 1.4, 95% CI 0.8–2.4;
interaction p=0.041), indicating that processing robustness is most consequential for clonally
dominant neoantigens. Conclusions: Optimising neoantigen selection against tumour escape
identifies peptides more likely to elicit CD8+ T cell responses, independent of binding affinity
and stability. The stronger effects in truncal mutations suggest escape-aware ranking may be
particularly valuable for durable, clone-targeted vaccination strategies. Prospective trials are
needed to assess clinical impact. Research Sponsor: None.
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The differentiated SIRPa–IgG4 Fc fusion protein HCB101 in monotherapy and
combination therapy.

Fangling Ning, Nicholas Iannotti, Wei-Hong Cheng, Ji Ma, Chia-Chi Lin, Ying Wang, Peter Mu-Hsin Chang, William Jeffery Edenfield, Wenyu Li, Yuping Sun, Tian Zhang,
Jian Zhang, Hongyu Zhang, Peijian Peng, Langtian Abigail Yu, Fei Mo, David Sun, Alvin Luk; Binzhou Medical University Hospital, Binzhou, China; Hematology Oncology
Associates of the Treasure Coast, Fort Pierce, FL; Taipei Medical University-Shuang Ho Hospital, New Taipei City, Taiwan; Department of Medical Oncology, Shandong
Cancer Hospital and Institute, Jinan, China; National Taiwan University Cancer Center, Taipei, Taiwan; Hangzhou First People’s Hospital, Hangzhou, China; Taipei Veterans
General Hospital, and Institute of Biopharmaceutical Science, National Yang Ming Chiao Tung University, Taipei, Taiwan; Greenville Hospital System University Medical
Center (ITOR), Greenville, SC; Guangdong Provincial People’s Hospital, Guangzhou, China; Shandong Cancer Hospital, Jinan, China; UT Southwestern Medical Center,
Simmons Comprehensive Cancer Center, Dallas, TX; Fudan University Shanghai Cancer Center, Shanghai, China; The Fifth Affiliated Hospital, Sun Yat-sen University,
Zhuhai, China; Department of Breast Diseases, the Cancer Center of the Fifth Affiliated Hospital, Sun Yat-sen University, Zhuhai, China; HanchorBio Inc, Shanghai, China;
Hanchor Biopharma Inc, Saratoga, CA

Background: The CD47–SIRPa axis is a central innate immune checkpoint that enables tumor
immune evasion. Noprior CD47-directed programhas demonstratedmeaningfulmonotherapy
activity, limited by on-target hematologic toxicity, constraining development. HCB101 is a
differentiated SIRPa–IgG4 Fc fusion protein engineered to maintain macrophage-mediated
phagocytosis while reducing red-blood-cell binding. This study assesses whether HCB101 can
overcomehistorical class limitations by achieving awide therapeutic safetymargin and durable
monotherapy antitumor activity, while also serving as a backbone for combination immuno-
therapy efficacy across standard-of-care (SOC) regimens. Methods: HCB101-101
(NCT05892718) is a first-in-human Phase 1 monotherapy dose-escalation study evaluating
weekly IV dosing from 0.08 to 36 mg/kg. HCB101-201 (NCT06771622) is a Phase 1b/2a multi-
cohort trial assessing HCB101 combined with SOC agents across 9 solid tumor types, including
gastric cancer (GC), triple-negative breast cancer (TNBC), colorectal cancer, head and neck
squamous cell carcinoma (HNSCC), hepatocellular carcinoma, ovarian cancer, and small cell
lung cancer. Primary endpoints are safety, tolerability, and determination of the recommended
Phase 2 dose; secondary and exploratory endpoints include pharmacokinetics (PK), pharma-
codynamics, efficacy, and biomarkers. Results: In HCB101-101, 36 mg/kg has been reached. To
09JAN2026, 2 confirmed partial responses (HNSCC: –42% at 5.12 mg/kg, durable . 44 weeks;
marginal zone lymphoma), and 9 stable diseases (SD) have been observed. PK was dose-
proportional (T1/2 ~2.9 days) with receptor occupancy plateauing at . 99% by $8 mg/kg. In
HCB101-201, 2L-GC treated with HCB101 plus ramucirumab and paclitaxel demonstrated 8 PRs
and 5 SDs, with two additional patients at 12 mg/kg pending first assessment. In mid-dose
cohorts (5.12–8mg/kg), 8 of 10 subjects achieved PRs and 100% achieved disease control, with
regressions up to–78.2%. In 1L HER2+ GC, 4 subjects showed 3 PR (up to–57.6%) and 1 SDs. In
1L-TNBC, 6 of 6 subjects achieved disease control, including 3 PRs. Across cohorts, HCB101
demonstrated manageable safety with reversible cytopenias and no unexpected immune-
mediated toxicities. Conclusions: HCB101 demonstrates a class-distinguishing profile for a
macrophage checkpoint inhibitor, with durable monotherapy antitumor activity and a wide
therapeutic window up to 36 mg/kg, addressing long-standing limitations of CD47-directed
therapies. The early and reproducible combination activity across multiple solid tumors, in-
cluding GC, HER2+ GC, and TNBC, has supported rapid cohort expansion. These data position
HCB101 as a next-generation innate immune checkpoint backbone with broad clinical appli-
cability and a clear rationale for future combination-based registrational development. Clinical
trial information: NCT05892718. Research Sponsor: None.
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2656 Poster Session

Low-dose nivolumab in patients at high risk of immune-related adverse events: A
retrospective cohort study.

LisaMay Ling Tachiki, Hemant Khandelia, Daniel S. Hippe, Evan Thomas Hall, Sylvia Lee, Shailender Bhatia; University ofWashington, Seattle, WA; Department of Medicine/
Division of Hematology and Oncology, University of Washington, and Clinical Research Division, Fred Hutchinson Cancer Cancer, Seattle, WA; Clinical Research Division,
Fred Hutchinson Cancer Center, Seattle, WA; University of Washington, Fred Hutchinson Cancer Center, Seattle, WA; Fred Hutch Cancer Center, Seattle, WA; Division of
Medical Oncology, Department of Medicine, University of Washington and Fred Hutchinson Cancer Center, Seattle, WA

Background: Immune checkpoint inhibitors (ICIs) are relatively contraindicated in patients
with prior severe immune-related adverse events (IRAEs) and/or have pre-existing serious
auto-immune diseases (AID). Such patients are generally excluded from immunotherapy trials
due to toxicity concerns, and data on ICI (re)exposure is limited. Our correlative data [Tachiki L
2024 SITC] suggest that low-dose (LD) nivolumab (Nivo; 40 mg) achieves PD-1 receptor oc-
cupancy comparable to standard-dose (SD) Nivo (240 or 480 mg), suggesting a potentially
similar risk of developing IRAEs. However, faster serum clearance observed with LD Nivo may
allow easiermanagement of IRAEswhen they occur. Based on this rationale, we have offered LD
Nivo to high-risk patients after careful clinical discussion. In this study, we present the
outcomes of our institutional experience.Methods:This single institution, retrospective cohort
study included patients with advanced skin cancers who received LD Nivo (40 mg) due to a
high-risk of IRAEs, including those with a previous history of IRAEs from SD ICIs or ICI-naı̈ve
patients with pre-existing AID. We analyzed efficacy and safety endpoints, including best
objective response rates (BORR) per RECIST v1.1 and rates of IRAE with SD and LD ICIs.
Outcomes were analyzed using descriptive statistics and stratified Cox models. Results: From
2015– 2025, 23 patients with advanced skin cancers (22-Melanoma; 1-Merkel cell carcinoma)
received LD Nivo due to an elevated IRAE risk. Sixteen patients had a history of treatment-
limiting IRAEs on SD ICIs (“Prior-IRAE” cohort: 7 SD anti-PD-1 monotherapy; 9 SD combi-
nation ICI), and 7 patients were ICI-näıve with pre-existing AID (“AID” cohort). In the Prior-
IRAE cohort, treatment hold/discontinuation due to IRAEs occurred in 100%with SD ICI versus
43.8% with LD Nivo (p = 0.032). Among the 7 patients previously treated with SD anti-PD-1
monotherapy, the incidence of grade $2 IRAEs was 100% (median duration 75 days; range,
12–217) on SD therapy versus 42.8% (median duration 43 days; range, 23–146) on LD Nivo. In
the AID cohort, 100% patients experienced at least one grade 2 IRAE, but no grade 3 or 4 events
were observed. In patients with evaluable disease (measurable and progressing at LD Nivo
initiation), BORR was 57.1% (4/7; 1 complete response [CR], 3 partial responses) in the Prior-
IRAE cohort and 33.3% (2/6; both CR) in the AID cohort. Conclusions: LD Nivo demonstrates
biological activity, as evidenced by both anti-tumor responses and toxicities, in patients at high
risk of IRAEs. Compared to SD ICI, LD Nivo may offer an advantage in toxicity management,
potentially enabling more consistent treatment delivery with fewer interruptions and reduced
need for immunosuppressive interventions. This strategy warrants further evaluation in pro-
spective clinical trials. Research Sponsor: Winn Career Development Award; Kuni Foundation.
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2657 Poster Session

Association of PCSK9 inhibitors with clinical outcomes in patients with cancer
receiving immune checkpoint inhibitors: A real-world analysis.

Chuan Angel Lu, Changchuan Jiang, Andrew Zhuang Wang, Tian Zhang; UT Southwestern Medical Center, Dallas, TX; Department of Internal Medicine, Division of
Hematology and Oncology, UT Southwestern, Dallas, TX; Department of Radiation Oncology, UT Southwestern Medical Center, Dallas, TX; Department of Internal Medicine,
Simmons Comprehensive Cancer Center, UT Southwestern Medical Center, Dallas, TX

Background: Although developed as lipid-lowering agents, PCSK9 inhibitors (PCSK9i) have
shown preclinical potential to synergize with immune checkpoint inhibitors (ICIs) by increas-
ing tumor antigen presentation and overcoming ICI resistance. However, there is limited
evidence describing their use and associated outcomes in real-world oncology practice. We
aimed to explore the clinical outcomes in relation to PCSK9i use in patients with cancer
receiving ICIs. Methods: This propensity score-matched (PSM) cohort study utilized the
TriNetX research network, encompassing real-time electronic health records from . 70 U.S.
healthcare organizations. The study population included adults (aged $18 years) diagnosed
with non-small cell lung cancer, melanoma, renal cell carcinoma, or breast cancer, who
underwent concurrent ICI therapy (e.g., pembrolizumab, nivolumab, atezolizumab, durvalu-
mab) plus PCSK9i (e.g., evolocumab, alirocumab; with or without statins) or high-intensity
statins alone (atorvastatin$ 40mg, or rosuvastatin$ 20 mg) between 01/01/2011 (the earliest
year of ICI approval) and 01/01/2025 for hyperlipidemia. The primary outcome was overall
survival (OS). Secondary outcomes included emergency room (ER) visits, all-cause hospital-
ization, ICU admission, and 4-point (acute myocardial infarction, heart failure, stroke, and
unstable angina) major adverse cardiovascular event (MACE). A 1:1 PSMwas applied to balance
potential confounders, including demographics, socioeconomic status, cancer site, Charlson-
Comorbidity-Index comorbidities, and laboratory parameters [Albumin, LDL, AST/ALT, and
BMI]. Time-to-event analyses were performed using Cox proportional hazards models to
estimate hazard ratios (HRs) and 95% confidence intervals (CIs), with log-rank test for
significant survival differences. Follow-up began at the initiation of concurrent ICI plus PCSK9i
or statin and continued until 01/05/2025, or until the occurrence of the study outcomes.
Results: A total of 254 patients in PCSK9i cohort were matched to 254 patients from the
statin-only cohort (n = 13734). Patients receiving PCSK9i demonstrated significantly improved
OS compared with those receiving statins alone (HR 0.67, 95% CI 0.52-0.88) and associated
with lower risk of ERvisits (HR0.64, 95%CI0.49-0.83), hospitalization (HR0.68, 95%CI0.54-
0.85), and ICU admission (HR0.69, 95%CI 0.50-0.95; all p,0.01). No significant differencewas
observed for MACE outcomes (HR 0.79, 95% CI 0.59-1.07, p=0.13). Conclusions: In this large,
real-world analysis, the use of PCSK9i in patients with cancer and hyperlipidemia treated with
ICIs was associated with improved overall survival and reduced healthcare utilization. These
findings support ongoing prospective clinical trials evaluating the potential synergistic effects
of PCSK9 inhibition with ICI therapy. Research Sponsor: None.
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2658 Poster Session

Modulation of PD-1 and PD-L1 expression on peripheral blood T-cells by novel
rotavirus variants.

Svetlana Yu Filippova, Irina V. Mezhevova, Sofia V. Timofeeva, Tatiana V. Chembarova, Nadezhda V. Gnennaya, Elena S. Bondarenko, Elena Yurievna Zlatnik,
Sergey A. Kolpakov, Elena A. Dzhenkova, Liubov Yu Vladimirova, Aleksey Yurievich Maksimov, Aleksandr B. Sagakyants, Irina Dashkova, Marina A. Gusareva,
Irina A. Zhuzhelenko, Natalya B. Fatkina, Oleg Ivanovich Kit; National Medical Research Centre for Oncology, Rostov-on-Don, Russian Federation; Rostov Research Institute
of Microbiology and Parasitology, Rostov-on-Don, Russian Federation

Background: Promising oncolytic viruses are typically evaluated based on their direct cytotoxic
effects on cancer cells. However, the therapeutic benefit of virotherapy may also stem from its
immunomodulatory actions, particularly through influencing immune checkpoint molecules
like PD-1 and PD-L1. This study aimed to investigate the effect of unclassified apathogenic
rotavirus strains RVK100 and RVK228 on the expression of PD-1 and PD-L1 on T-cells derived
from the peripheral blood of patients with breast cancer. Methods: Mononuclear cells of
peripheral blood were isolated on a ficoll gradient, cultured in RPMI 1640 (Gibco, USA) without
serumat 37 °C, 5.0%CO2 in 4 variants of the experiment: 1) negative control without viruses; 2)
positive control of activation with the addition of PHA; 3) experience with the addition of 107
particles per 1 ml of the RVK100 strain; 4) experience with the addition of 107 particles per 1 ml
of the RVK100 strain RVK228. After 24 and 72 hours of cultivation, the expression of PD-1
(CD279) and PD-L1 (CD274) was determined on T cells by flow cytometry. The study used
antibodies conjugated with fluorochromes: anti-CD4 (PE), anti-CD8 (APC Cy7), anti-CD279
(FITC), anti-CD274 (PerCP-Cy5–5) (Becton Dickinson, USA). Results: After 24 hours, we
observed increases in PD-1 expression on CD4+ (PHA—40.5%, RVK100—42.3%,
RVK228—37.5%; vs. control—18.1%) and CD8+ cells (PHA—41.7%, RVK100—46.4%,
RVK228—42.6%; vs. control—27.7%). Similarly, PD-L1 expression rose on CD4+ cells
(RVK100—67.0%, RVK228—58.6%, PHA—75.1%; vs. control—44.8%) and CD8+ cells
(RVK100—63.4%, RVK228—58.4%, PHA—52.8%; vs. control—46.2%). At 72 hours, PD-1
levels decreased significantly in CD4+ cells exposed to RVK100 (from 42.3% to 21.6%) and
CD8+ cells (from46.4% to 17.4%). Conversely, PD-L1 expression increased across all groups on
CD8+ cells, reaching 67–79%,whileminimal change occurred on CD4+ cells except for aminor
decline in the RVK100 group. Conclusions: Both strains, like the non-specific T-mitogen PHA,
caused the stimulation of the expression of immune checkpoint receptors PD-1 and PD-L1 on
T-helpers and CTL after 24 hours of cultivation. After 72 hours of cultivation, RVK100, unlike
RVK228, was revealed ability to reduce the expression of PD-1 on these cells. Research Sponsor:
None.
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2659 Poster Session

Preclinical investigations and first-in-human phase I trial of KP-483 in solid tumors:
Safety, antitumor activity, and preliminary efficacy.

Noboru Yamamoto, Kosuke Tanaka, Mitsuru Sakuramoto, Hayuru Koizumi, Noriko Shiraishi, Daiki Kato, Takashi Maeda, Ryota Higuchi, Shohei Koyama, Yasutoshi Kuboki,
Toshihiko Doi; Department of Experimental Therapeutics, National Cancer Center Hospital, Tokyo, Japan; Division of Cancer Immunology, Divisions and Independent
Research Units, National Cancer Center Research Institute, Tokyo, Japan; Kaken Pharmaceutical Co., Ltd., Tokyo, Japan; Kaken Pharmaceutical Co., Ltd., Kyoto, Japan;
Kaken Pharmaceutical Co., Ltd., Fujieda, Japan; Department of Immunogenomic Medicine, National Cancer Center Research Institute, Tokyo, Japan; Department of
Experimental Therapeutics, National Cancer Center Hospital East, Kashiwa, Japan

Background: KP-483 is a novel small-molecule antagonist of the E-type prostanoid receptor 4
(EP4) that potentially exerts antitumor effects bymodulating the tumormicroenvironment and
restoring antitumor immunity. Based onpreclinical andphase I studies, this report presents the
pharmacological properties, safety, andpreliminary efficacy ofKP-483.Methods: In preclinical
studies, the pharmacodynamic profile of KP-483 was characterized in vitro and in vivo. Anti-
tumor activity was evaluated in tumor-bearing mice, and tumor infiltrating CD8⁺ and CD163⁺
cells were quantified. A first-in-human phase I study (jRCT2031220311) using a 3+3 dose-
escalation design enrolled patients with solid tumors who had progressed after standard
treatments or for whom no appropriate standard treatment was available. KP-483 was ad-
ministrated orally once daily, with dose escalation across five cohorts (50, 100, 200, 400, and
800 mg). The primary endpoints were dose-limiting toxicities (DLTs) and safety profiles.
Plasma concentrations of KP-483 were also measured. Preliminary efficacy was evaluated
according to RECIST criteria, and the antitumor mechanisms were explored by flow cytometry
analysis of tumor tissue. Results: KP-483 exhibited greater EP4 antagonist activity than
existing antagonists (IC50: 1.0 nmol/L in human) and had higher binding affinity to the EP4
receptor and a longer dissociation half-life than PGE2 in vitro. In mouse models, KP-483
exhibited dose-dependent antitumor effects following 14 days of oral administration at doses
of 3, 30, and 300 mg/kg once daily. The number of CD8+ T cells in tumor tissue increased while
that of CD163+ cells decreased in a dose-dependent manner. In addition, combination treat-
ment with KP-483 (15 mg/kg, twice daily) and either anti-PD-1 or anti-PD-L1 antibodies
enhanced antitumor effects comparedwith eithermonotherapy. In thephase I study, safetywas
assessed in a total of 19 patients. The median treatment duration was 43 days (range: 24–
713 days), and no DLTs were observed. Themost common treatment-emergent adverse events
were anemia and nausea (each 26.3%), with only one study-drug-related grade $3 event
(anemia). Systemic exposure to KP-483 increased with dose, and the plasma half-life of KP-
483 ranged from 7.9 to 12.8 hours on treatment day 15. Best overall responses included stable
disease in four patients and partial response in one patient. Flow cytometry analysis of tumor
tissue showed a trend toward increased activated cytotoxic T cells, dendritic cells, and M1-like
macrophages. Conclusions: KP-483 is a potent EP4 antagonist that exerts antitumor effects
through modulation of the tumor immune microenvironment. Given its favorable safety and
pharmacokinetic profiles, KP-483 represents a promising EP4 receptor–targeted therapeutic
strategy with potential for combination with immune checkpoint inhibitors. Clinical trial
information: jRCT2031220311. Research Sponsor: KAKEN Pharmaceutical Co., LTD.
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Enrichment of the germline NLRC5Pro191Leu variant in patients with immune
checkpoint inhibitor–induced hepatitis.

Shira Gabizon Peretz, Noam Savion Gaiger, Jacqueline Mann, Harriet M. Kluger; Yale University School of Medicine, Medical Oncology, New Haven, CT

Background: Immune checkpoint inhibitor–induced hepatitis (ICI-hepatitis) is a clinically
significant immune-related adverse event (irAE) that may require treatment interruption and
immunosuppressive therapy. Predictors of susceptibility to irAEs remain poorly defined.NLRC5
is a key regulator of MHC class I antigen presentation and CD8⁺ T-cell–mediated immune
activation. We previously identified a germline missense variant at the NLRC5 gene
(NLRC5Pro191Leu) that is associated with ICI-related endocrinopathies, and increased expression
of downstream genes involved in antigen presentation. Our purpose was to determine whether
the variant has a broader role in immune-related toxicity. Methods: We evaluated the prev-
alence and clinical associations of the germline NLRC5Pro191Leu variant in patients with grade$2
ICI-hepatitis. Sanger sequencing was performed to assess the NLRC5Pro191Leu (rs74439742)
germline variant. Hepatitis severity was graded according to CTCAE criteria. Clinical data
included irAE co-occurrence, duration of corticosteroid therapy, and requirement for addi-
tional immunosuppression. Variant prevalence was compared with the general population
using data from the 1000 Genomes Project. Results: Among 39 patients with ICI-hepatitis, the
cohort was predominantly composed of patients with metastatic melanoma receiving ipili-
mumab plus nivolumab. The variant was significantly enriched in the ICI-hepatitis cohort
compared with the general population (30.0% vs 12.8%; p = 0.007, odds ratio [OR] = 2.9).
Variant carriers also more frequently developed co-occurring endocrine irAEs, particularly
thyroid dysfunction and hypopituitarism. Conversely, co-occurrence of hepatitis and colitis
was more frequent among wild-type patients (p = 0.06, OR = 7.6), suggesting distinct
immunopathogenic toxicity patterns. The severity of hepatitis was assessed by a composite
outcome of maximal grade 4 hepatitis and prolonged steroid use ($120 days). Variant carriers
showed a trend toward increased hepatitis severity that did not reach statistical significance
(Fisher’s exact p = 0.06; OR = 4.9). Conclusions: Germline NLRC5Pro191Leu is significantly more
common in patients who develop ICI-hepatitis than in the general population and is associated
with distinct immune-related toxicity patterns. This suggests that host genetic factors may
inform toxicity surveillance and early management strategies. Larger multi-center studies are
needed to validate these observations and define the clinical utility of NLRC5Pro191Leu as a
predictor of immune-related toxicity risk. Research Sponsor: Davidoff Fund.

Prevalence of NLRC5Pro191Leu variant in the ICI-hepatitis cohort.

Group NLRC5 WT, n (%) NLRC5Pro191Leu, n (%)

ICI-hepatitis cohort (n=39) 27 (70.0) 12 (30.0)
Odds ratio 2.9
p value 0.007
General population (1000 Genomes Project) (n=694) 605 (87.2) 89 (12.8)
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Systemic third generation allosteric STING agonist CRD3874-SI, a novel immu-
notherapy, in patients with advanced solid tumors: Results from a single-agent
phase I study.

Ciara M. Kelly, Monali Banerjee, Reinhard von Roemeling, Alan Loh Ho, Lauren Baker Banks, Ping Chi, Camron Clark, Mary Louise Keohan, Robert G. Maki, Sujana Movva,
Kelly Schroeder, Robert A. Lefkowitz, Li-Xuan Qin, Phillip Wong, Sandip Middya, Ritesh Shrivastava, Dejani Chakraborty, Arjun Surya, William D. Tap, Sandra P. D’Angelo;
Memorial Sloan Kettering Cancer Center, New York, NY; Curadev Pharma, Noida, India; Curadev Pharma Inc., Boston, MA

Background:CRD3874-SI is a first in class, systemically administered, allosteric STING agonist
that blocks STING’s proton channel activity differentiating it frompreviously developed STING
agonists. The drug has demonstrated pre-clinical anti-cancer activity in several murine tumor
models and has pharmacological properties distinct from earlier generation STING agonists.
Methods: This is a single institution, open-label, phase I study of CRD3874-SI in patients with
advanced solid tumors. The dose escalation study follows a standard 3+3 design. CRD3874-SI is
administered intravenously once per week for 2 cycles. Cycle duration is 28 days. From cycle 3
onwards, continuous weekly treatment +/- one week break (week 4) may be considered. The
primary objective is to assess the safety of CRD3874-SI by determining themaximum tolerated
dose, recommended phase 2 dose and schedule of administration. Secondary objectives include
examining the pharmacokinetics and pharmacodynamics (IP10 analysis) of CRD3874-SI and
evaluating the efficacy of CRD3874-SI as determined by best objective response rate per RECIST
v 1.1. Clinical trial information: NCT06021626. Research sponsor: Curadev Pharma, Inc.Results:
As of January 5th 2026, 21 patients (sarcoma n=20, adenoid cystic carcinoma n=1) received
treatment at four escalating dose levels (0.1-1.8mg/kg). The median number of prior lines of
treatment was 4 (1-11). The median duration of treatment was 7 weeks (range: 1-32 weeks). 2
patients continue treatment. Reasons for treatment discontinuation include: progression of
disease (n=16), toxicity (n=2), patient withdrawal (n=1). Treatment emergent adverse events
(TEAEs) were manageable and reversible. Only low-grade cytokine related symptoms were
reported. TEAEs possibly related to study treatment reported in.20% of participants and were
mostly lowgrade include: fatigue (43%), chills (38%), nausea (38%), diarrhea (33%(G3 (10%)),
headache (29%) and flu-like symptoms (24%). Low grade colitis not typical of auto-immune
mechanism, respondingwell to temporary treatment pause +/- oral budesonide, were reported
in 4 patients. One DLT at dose level 4 (G3 dyspnea) was observed. 19 patients are evaluable for
efficacy. The best objective response per RECIST v1.1: confirmed partial response, n=1 (ma-
lignant phyllodes tumor); stable disease, n=9; progressive disease, n=9.Dose level 3 (0.9mg/kg)
represents a biologically active dose (one confirmed PR and a second case with -27% tumor
regression was observed). Dose proportional increase in AUC with concomitant increase in
plasma CXCL10 levels were observed. Conclusions: CRD-3874-SI has demonstrated clinical
activity withmanageable safety. Dose level 0.9mg/kg is biologically and clinically active. A dose
expansion phase at this dose level in is planned in .5 histology specific cohorts. Clinical trial
information: NCT06021626. Research Sponsor: Curadev Pharma.

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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/NCT06021626
http://meetings.asco.org


2662 Poster Session

Effect of IL7 on ImmTAC-mediated killing by T cells in vitro and T-cell fitness in
patients.

Joseph J. Sacco, Anna Broomfield, Melanie Desbois, Des Jones, Laura Collins, Donghoon Choi, Peter Kirk, Adel Benlahrech, Koustubh Ranade; The Clatterbridge Cancer
Centre and University of Liverpool, Liverpool, United Kingdom; Immunocore Ltd, Abingdon, United Kingdom; Neoimmunetech, Inc., Rockville, MD; Immunocore, Abingdon,
United Kingdom; Immunocore Ltd, Gaithersburg, MD

Background: A blood T cell fitness (TCF) signature, reflecting properties of naı̈ve and stem cell
memory T cells, was strongly associated with clinical benefit from tebentafusp (gp100 3 CD3)
and brenetafusp (PRAME3CD3) ImmTACbispecific therapies¹. Here,we assessedwhether TCF
could be enhanced by IL7, a cytokine that plays a key role inT cell homeostasis andpromotes the
proliferation and survival of näıve and stemcellmemoryT cells.Methods:Tcell exhaustionwas
induced in vitro by four weekly ImmTAC stimulations against the Non-Small Cell Lung Cancer
(NSCLC) cell line NCIH1755 with or without IL7. Tumor killing, T cell cytokine secretion, and
T cell phenotype were assessed using standardmethods. Data are given asmean6 SEM; groups
were compared using paired t test. IL7R gene expression and TCF (mean expression of TESPA1,
CD28 and GPR183) were measured in baseline whole blood from patients with unresectable or
metastatic uveal melanoma (mUM) treated with tebentafusp (n=132 NCT02570308) or brene-
tafusp (N=37 NCT04262466) as previously described1. TCF high/low threshold was cut at the
median. TCF was also assessed in baseline and on-treatment PBMC from patients with NSCLC
and Triple-Negative Breast Cancer (TNBC) (n=15) receiving NTI7, a long acting recombinant
human IL7 (rhIL7, NCT03752723, NCT04984811). Results: In vitro, repeated re-direction of
T cells by ImmTAC resulted in reduced tumor cell lysis from4669%after a single stimulation to
361% after 4weekly stimulations. In contrast, T cells culturedwith IL7 retained tumor cell lysis
after 4 stimulations (5862% ImmTAC-redirected cytolysis compared with 361% in IL7-
untreated T cells, p = 0.02), accompanied by a 14.3-fold increase in IFNg secretion (p =
0.04). The proportion of näıve/stem cell memory T cells increased in response to IL7 treatment
from 3765% to 5768% (p=0.009). In mUM patients, gene expression of IL7R strongly corre-
latedwith TCF signature in peripheral blood (R = 0.91, p, 0.001). As early as 3weeks following a
single dose of NTI7, TCF increased by ~3-fold in PBMC from NSCLC and TNBC patients. The
proportion of TCF high patients increased from 36% at baseline to 93% post NTI7 mono-
therapy. This increase in TCF signature was sustained for at least 12 weeks. Conclusions:
Despite repeated antigen stimulation in vitro, IL7 sustained naı̈ve/memory T cells, enhanced
ImmTAC-redirected T cell cytotoxicity and IFNg production, and reduced T cell exhaustion. A
single dose of rhIL7 resulted in a sustained increase in TCF signature and converted patients
with lowTCF signature into highTCF. These findings support combinationwith IL7 as a rational
strategy to augment T cell fitness and potentially improve efficacy of ImmTAC bispecific T cell
therapies. 1) Sacco et al ESMO 2024. Research Sponsor: Immunocore Ltd.
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A phase I study of pomalidomide and nivolumab (Pom/Nivo) in patients with virus-
associated malignancies with and without HIV.

Jose Mercado-Matos, Ijeoma Agwu, Irene Ekwede, Margaret Namubiru, Anna Widell, Brian Ko, Helen X. Chen, Robert Yarchoan, Kathryn Lurain, Ramya Ramaswami;
National Cancer Institute, National Institutes of Health, Bethesda, MD; National Institutes of Health, Bethesda, MD; HIV/AIDS Malignancy Branch, CCR, National Cancer
Institute, National Institutes of Health, Bethesda, MD

Background: Up to 15% of cancers worldwide are associated with oncogenic viruses and
disproportionately affect people with HIV (PWH). Epstein–Barr virus (EBV) is linked to several
malignancies, particularly lymphomas; Kaposi sarcoma herpesvirus (KSHV) to Kaposi sarcoma
(KS) and primary effusion lymphoma (PEL); and human papillomavirus (HPV) to anogenital
and head and neck cancers. Virus-associated tumors evade immune surveillance through
mechanisms such as T-cell exhaustion. In vitro studies show that pomalidomide (Pom), an
immunomodulatory drug, enhances T-cell co-stimulation and increases immune surface
marker expression in virus-infected cell lines. Pom may synergize with nivolumab (Nivo),
an anti-PD-1 monoclonal antibody, to reverse immune exhaustion and enhance antitumor
immunity. Methods: This phase I study enrolled participants (pts) with advanced virus-
associated malignancies (EBV, KSHV, HPV). PWH were required to receive antiretroviral ther-
apy for $4 weeks with an HIV viral load (VL) #400 copies/mL. There was no CD4 T-cell
requirement; however, major opportunistic infections (with limited exceptions) were not
permitted within 6 months of enrollment. Intravenous Nivo (480 mg) was administered every
28 days with Pom given once daily on days 1-21 of a 28-day cycle using a 3+3 dose-escalation
design (DL1=3 mg, DL2=4 mg, optional DL-1=2 mg) for up to 24 cycles. The primary objective
was safety and tolerability of the combination (using CTCAE v5.0). The secondary objective was
to evaluate the anti-tumor activity of Pom/Nivo using disease-specific criteria (RECIST 1.1,
Lugano criteria, or modified ACTG criteria for KS). Results: Sixteen pts (75% male, 56% White
and 37%Hispanic) were enrolled, including 9 PWHwith a baselinemedian (med) CD4 T-cell of
253 cells/mm³ (range61-616) andHIVVL37 copies/mL. After amedof 7 cycles (range 1-24), the
most common Grade (G) 1/2 toxicities were anemia, lymphopenia, and maculopapular rash.
Five pts had G3 or G4 neutropenia that wasmanaged with growth factor support and Pom dose
reductions. The only dose-limiting toxicity was observed in 1 pt with metastatic anal cancer in
DL1 who developed G3 dyspnea; the maximum tolerated dose of Pom was 4 mg. Five pts were
not evaluable for an objective response (2 died fromprogressive disease (PD), 2 declined further
treatment, 1was deemed ineligible), among 11 ptswho received$3 cycles, all 4 ptswithKShad a
response (2 partial and 2 complete responses), 1 pt with PEL had stable disease (SD), 1 of 4 pts
withHPV-malignancies had SD and 1 of 2with nasopharyngeal carcinomahad SD, and 4pts had
PD. Among PWH, CD4 T-cell count did not change from baseline to the end-of-treatment
(p=0.46).Conclusions:Pom/Nivo is a chemotherapy-sparing regimenwith acceptable safety in
advanced virus-associated cancers and promising activity in KS. Based on these results, an
expanded KS cohort will be added to the trial. Clinical trial information: NCT04902443.
Research Sponsor: None.
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Influence of pelareorep on mutant KRAS-specific blood TIL clonal expansion.

Richard Trauger; Oncolytics, San Diego, CA

Background: Pelareorep (pela) is an intravenously delivered unmodified oncolytic reovirus that
selectively infects cancer cells and is being developed as an immunotherapy for multiple
cancers. We report here the analysis of tumor and blood samples from breast and pancreatic
cancer patients that demonstrate a multi-step process of innate, viral, and tumor-specific
immune activation culminating in the expansion of tumor-specific mutant KRAS (mKRAS)
T cell clones that are associated with reductions in tumor volume. Methods: Translational
samples were obtained from subjects enrolled in breast cancer (AWARE-1 ClinicalTrials.gov ID
NCT04102618) and pancreatic (PDAC) cancer trials (GOBLET ClinicalTrials.gov ID
NCT07280377). Analysis of tumor gene expression was performed on extracted RNA from
Formalin-Fixed Paraffin-Embedded (FFPE) obtained fromAWARE-1 clinical samples collected
at baseline, day 3 and day 21 of therapy. Changes in tumor gene expression were determined
using a customized code-set including the 50 PAM50 genes + other genes (as immune panels).
Translational data from GOBLET PDAC subjects included anti-reovirus T cell responses, which
were assessed by ELISPOT using whole inactivated reovirus antigen stimulation. Enumeration
of the T cell fractions was performed by Adaptive Biotechnologies (Seattle, WA, USA). TCRb
CDR3 DNA was isolated from tissue and blood at baseline and from blood collected post-
treatment from both studies. Antigenic specificity of selected T cell clones for mKRAS was
determined by theMIRA assay (Adaptive Biotechnologies).Results: Sequential genetic analyses
of breast cancer tumor biopsies pre- and post-pelareorep therapy demonstrated significant
increases in anti-viral and immune gene expression consistent with the activation of toll-like
receptor 3 (TLR3). Activation of TLR3 also induced the production of CXCL13, a chemokine
critical for the formation of tertiary lymphoid structures (TLS). TLS in the tumor were con-
firmed by imaging mass cytometry of tumor biopsies following pelareorep treatment. Expan-
sion of tumor-infiltrating lymphocytes (TILs) in both tumor and blood was also observed.
Analysis of serial blood samples from a cohort of pelareorep-treated pancreatic cancer patients
showed expansion of anti-viral T cells by ELISPOT. In addition, clonal expansion of tumor-
specific T cells was observed after one cycle of treatment. The expansion of pre-existing TIL
clones in the blood correlatedwith reductions in tumor volume in pancreatic cancer. Analysis of
TCR sequences for antigen specificity confirmed the expansion of mKRAS clones in these
samples. Conclusions: These findings suggest that pelareorep immunotherapy, through the
combined activation of TLR3 and infection of the tumor, induces innate and adaptive antiviral
and anti-tumor-specific immune responses capable of controlling tumor growth. Research
Sponsor: None.
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ASP2998, a trophoblast cell-surface antigen 2 (TROP2)–targeted immunostimu-
latory antibody-drug conjugatewith dual payloads, in patientswith locally advanced
unresectable or metastatic solid tumors: A phase 1b/2 study.

Guru P. Sonpavde, Martin Gutierrez, Anumeha Gupta, Shigehiro Koganemaru, Geraldine Helen O’Sullivan Coyne, Jeffery Russell, Suzanne Harris, Toru Kakinuma,
Joseph Murphy, Yohei Okada, Paulien Ravenstijn, Taishi Sakatani, Yoko Ueno, Shigehisa Kitano, Noboru Yamamoto; AdventHealth Cancer Institute and the University of
Central Florida, Orlando, FL; Hackensack University Medical Center, Hackensack, NJ; Astellas Pharma Inc., Northbrook, IL; National Cancer Center Hospital East, Kashiwa,
Japan; START New York, Long Island, NY; Greco-Hainsworth Center for Research at Tennessee Oncology, Nashville, TN; Astellas Pharma Inc., Markham, ON, Canada;
Astellas Pharma Inc., Tokyo, Japan; Astellas Pharma Europe BV, Leiden, Netherlands; The Japanese Foundation for Cancer Research, Tokyo, Japan; National Cancer
Center Hospital, Tokyo, Japan

Background: TROP2 is a type I transmembrane glycoprotein involved in cell proliferation,
migration, and survival, that is upregulated in and is associatedwith poor prognosis in patients
(pts) with several malignancies including urothelial carcinoma, non-small cell lung cancer,
gastric cancer and breast cancer. TROP2 antibody drug conjugates (ADCs) have demonstrated
clinical efficacy and are approved for metastatic breast cancer and epidermal growth factor
receptor-mutated non-small cell lung cancer. ASP2998 is a dual-payload (topoisomerase I
inhibitor plus stimulator of interferon genes [STING] agonist) immunostimulatory ADC tar-
geting TROP2. ASP2998 monotherapy has shown preclinical antitumor activity in a syngeneic
mouse model bearing human TROP2-expressing tumors that was superior to single-payload
topoisomerase I inhibitor TROP2 ADCs. Methods: This first-in-human, multicenter, open-
label, phase 1b/2 dose escalation (DESC) and expansion (DEXP) study, is evaluating the safety,
tolerability, recommended phase 2 dose (RP2D) and/or maximum tolerated dose (MTD),
preliminary antitumor activity, and pharmacokinetic profile of ASP2998 in pts with locally
advanced unresectable or metastatic solid tumors. Initial DESC of ASP2998 includes 6 dose
levels (n$3 per dose level) to determine the RP2D and/or MTD. Eligible pts (aged $18 years)
include those with urothelial carcinoma, non-small cell lung cancer, gastric/gastroesophageal
junction cancer, or locally confirmed human epidermal growth factor receptor 2-negative
breast cancer, who have progressed on, are ineligible for, or have refused all available standard
therapies per investigator’s decision. At DEXP, multiple dose levels of ASP2998 may be eval-
uated based on the totality of data to optimize dosage in at least one tumor type (n#40 per dose
level per tumor type). Eligible DEXP pts with non-small cell lung include those who have
received #3 prior lines of therapy and known programmed death-ligand 1 status, without
actionable oncogenic alterations, who have progressed on or after platinum-based chemo-
therapy and/or checkpoint inhibitors. EligibleDEXPptswith urothelial carcinoma include those
who have received#3 prior lines of therapy and progressed on or after enfortumab vedotin plus
pembrolizumab. Prior exposure to TROP2, STING agonists or topoisomerase I inhibitor-
directed therapy is permitted at DESC but not DEXP. Tumor-specific backfill pts can be enrolled
in the DESC cohorts at dose levels that are deemed safe and tolerable, and will be counted
towards the corresponding tumor-specific DEXP cohorts. Recruitment is ongoing with 196
plannedpts (36 inDESC; 160 inDEXP). ClinicalTrials.Gov Identifier:NCT07287995. Clinical trial
information: NCT07287995. Research Sponsor: Astellas Pharma Inc.
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TPS2666 Poster Session

Phase I/II study of AZD6750, a CD8-guided interleukin-2 agent, alone and in
combination with other anti-cancer agents in participants with advanced or met-
astatic solid tumors.

Drew W. Rasco, Shigehiro Koganemaru, Takafumi Koyama, Manish R. Sharma, Stephane Champiat, Diwakar Davar, Tanner Michael Johanns, Alexander I. Spira,
Nairouz Elgeioushi, Ko Sugibayashi, Deborah Andrew, Simon Rodney, Nadia Luheshi, Emily Hsiue, Shahneen Sandhu; South Texas Accelerated Research Therapeutics
(START), San Antonio, TX; National Cancer Center Hospital East, Kashiwa, Japan; National Cancer Center Hospital, Tokyo, Japan; The START Center for Cancer Research –
Midwest, Grand Rapids, MI; Department of Investigational Cancer Therapeutics, Division of Cancer Medicine, The University of TexasMD Anderson Cancer Center, Houston,
TX; UPMC Hillman Cancer Center, Pittsburgh, PA; Washington University School of Medicine, St. Louis, MO; Virginia Cancer Specialists, PC, Fairfax, VA; Early Oncology
Statistics, Oncology Biometrics, AstraZeneca, Gaithersburg, MD; Early Clinical Development, Oncology R&D, AstraZeneca, Cambridge, United Kingdom; AstraZeneca,
Cambridge, United Kingdom; Oncology R&D, AstraZeneca, Cambridge, United Kingdom; Early Clinical Development, Oncology R&D, AstraZeneca, Waltham, MA; Peter
MacCallum Cancer Centre and the University of Melbourne, Melbourne, Australia

Background: Interleukin-2 (IL-2) has antitumor activity through stimulation of proliferation
and differentiation of cytotoxic T lymphocytes, but toxicity due to systemic immune system
activation limits its clinical use. AZD6750 comprises two CD8 human IgG1 binding domains and
two IL-2 mutein domains and uses cis-guiding to deliver IL-2 mutein preferentially to CD8+
T cells, with the goal of increasing antitumor activity while limiting toxicity. It has high affinity
for CD8a and the CD122/CD132 IL-2R complex, and reduced affinity for CD25 (IL-2Ra). In
preclinical studies, AZD6750 has been shown to cause preferential proliferation of CD8+ T cells
without increasing cytokine release from peripheral blood mononuclear cells; improve
antigen-specific tumor cytolysis; increase IFN-g secretion, a sign of productive responses
in tumor-infiltrating lymphocytes; and inhibit growthof a tumormodel in vivo.Wedescribe the
design of a phase I/II trial of AZD6750 in patients withmetastatic solid tumors (NCT07115043).
Methods: This first-in-human, open-label, phase I/II, multicenter clinical trial is evaluating
AZD6750 asmonotherapy (Module 1, dose escalation) and combinedwith rilvegostomig (Mod-
ule 2) in patients with selected locally advanced or metastatic solid tumors. All patients must
have ECOG performance status of 0/1 and $1 measurable lesion per RECIST v1.1. In Module 1,
patients must have received prior standard-of-care therapy and have a tumor type for which
immune checkpoint inhibitors are known to be effective or in which IL-2 potentially has
benefit. Dose escalation starts with an accelerated titration design and switches to a modified
toxicity probability interval-2 (MTPI-2) design after the first 2 dose cohorts or earlier sign of
grade$2 toxicity.Module 2will enroll patientswith stage IVNSCLCwhohave either received$1
line of therapy in themetastatic setting (including targeted therapy if actionablemutations are
present) (Module 2A, dose escalation) or aremetastatic treatment naı̈ve and have tumor PD-L1
expression $1% (Modules 2A and 2B). Patients who have autoimmune or inflammatory dis-
orderswithin 3 years of study or toxicity that led to discontinuation of prior immunotherapy are
not eligible for Module 2. In Module 2A, dose escalation will use MTPI-2. Module 2B will be a
dose expansionmodule. Theprimary endpoints ofModules 1 and2A are the incidence of adverse
events (AEs), serious AEs, and dose-limiting toxicities, which will be used to determine the
maximum tolerated dose/recommended phase 2 dose. In Module 2B (dose expansion), the
primary endpoint will be preliminary antitumor activity. Secondary endpoints include phar-
macodynamics (PD-L1), immunogenicity (anti-drug antibodies), and pharmacokinetics. The
study is actively recruiting globally, with 3 patients enrolled as of December 2025. Clinical trial
information: NCT07115043. Research Sponsor: AstraZeneca.
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TPS2667 Poster Session

A phase I trial evaluating an optimized B7-H3xCD3 T cell engager for treatment of
solid cancer.

Jonas S. Heitmann, Richard F. Schlenk, Juliane S. Walz, Susanne Jung, Michael Bitzer, Pavlos Missios, Andreas D. Hartkopf, Christoph K.W. Deinzer,
Sebastian Ochsenreither, Sandra S L. Roldan Pinzon, Martin Pflügler, Gundram Jung, Helmut R. Salih; Clinical Collaboration Unit Translational Immunology, Department of
Internal Medicine, Cluster of Excellence iFIT (EXC2180), University Hospital Tübingen, Tübingen, Germany; NCT-Trial Center, National Center of Tumor Diseases, Heidelberg
University Hospital and German Cancer Research Center, Heidelberg, Germany; Department of Gastroenterology, Gastrointestinal Oncology, Hepatology, Infectiology and
Geriatrics, University Hospital Tübingen, Tuebingen, Germany; Department of Obstetrics and Gynecology, University of Tuebingen, Tuebingen, Germany; Department of
Internal Medicine VIII - Medical Oncology and Pneumology, Medical University Hospital, Tübingen, Tübingen, Germany; Charité – University Hospital Berlin, German Cancer
Consortium (DKTK), Charité Comprehensive Cancer Center and Department of Hematology, Oncology and Cancer Immunology, Berlin, Germany; NCT Trial Center, National
Center for Tumor Diseases, German Cancer Research Center (DKFZ) and Heidelberg University Hospital, Heidelberg, Germany; Clinical Collaboration Unit Translational
Immunology, Department of Internal Medicine, University Hospital Tübingen, Tübingen, Germany; Clinical Collaboration Unit Translational Immunology, Department of
Internal Medicine, Cluster of Excellence iFIT (EXC2180), German Cancer Consortium (DKTK), University Hospital Tübingen, Tübingen, Germany

Background:T cell-based immunotherapy has revolutionized oncological treatment of various
malignancies. However, many patients still do not respond to immunotherapy, and long-term
remissions remain rare, particularly in solid tumors. B7-H3 (CD276) is overexpressed in
multiple cancer entities on both tumor cells and tumor microenvironment, the latter facili-
tating access of effector cells into the tumor site as prerequisite for success of therapeutically
targeting solid cancers. To address the high medical need of patients with colorectal cancer
(CRC), breast cancer (BC), penile cancer as well as bone and soft tissue sarcoma, we developed
and validated a CD276xCD3 T cell engager (TCE) termed CC-3. CC-3 mediated pronounced
antitumor activity in vitro and displayed the expected long half-life and potent antitumor
activity inmurinemodels using immunocompromisedmice adoptively transferredwith human
effector cells with regard to prevention of lung metastasis and flank tumor growth as well as
elimination of large established tumors (Zekri et al, Mol Ther, 2023). Methods: This is an
ongoing open label, multi-center phase I clinical trial evaluating CC-3 in patients with met-
astatic CRC, BC, penile cancer as well as bone and soft tissue sarcoma. Key eligibility criteria
include diagnosis of progressivemetastatic disease and exhaustion of standard of care. The trial
comprises a dose escalation part to determine the maximum tolerated dose followed by a dose
expansion part to define the recommended phase II dose and collect first signs of efficacy.
During the dose escalation, initially an accelerated titrationdesignwith single patient cohorts is
employed.Here, eachpatient receives a fixeddose level (startingwith 50mg for the first patient).
Dose levels are increased by up to 100%, based on the decision of a safety review committee
(SRC). Upon occurrence of adverse events (AEs) grade $2, dose limiting toxicity (DLT), or
reaching a dose level of $800mg, treatment switches to a standard 3+3 dose escalation design.
Aftermaximumtolerateddose (MTD) is determined, defined asnomore thanoneof six patients
experiencingDLT, an additional 14 patients receive CC-3 at theMTD level in the dose expansion
phase. Primary endpoints are incidence and severity of AEs, as well as the best objective
response to treatment according to RECIST 1.1. Secondary endpoints include overall safety,
efficacy, survival, quality of life, and pharmacokinetic investigations. At present, the accelera-
ted titration phase employing cohorts 1 - 4 has been completed without DLT; likewise, in the so
far completed cohorts 5-8 of the standard titration phase, no DLTwas observed. Enrollment to
cohort 9 began in May 2025. Clinical trial information: NCT05999396. Clinical trial informa-
tion: 2022-503084-15-00. Research Sponsor: German Cancer Consortium (DKTK).

DEVELOPMENTAL THERAPEUTICS—IMMUNOTHERAPY

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


TPS2668 Poster Session

First-in-human phase 1a/1b study of LB-LR1109, an anti-LILRB1 monoclonal
antibody, as monotherapy in advanced solid tumors and in combination with
atezolizumab in advanced NSCLC.

Hyungjin Cho, Subin Wang, Jawon Kim, Taekyeong Yoo, SoLa Park, Jiyeon Ryu, Bhumsuk Keam, Se Hyun Kim, Se Hoon Park, Jae Lyun Lee, Ji-Youn Han,
Cesar Augusto Perez, Alex Spira, Sun Young Rha; LG Chem Lifescience USA, Boston, MA; LG Chem Lifesciences, Seoul, South Korea; Seoul National University Hospital,
Seoul, NA, South Korea; Division of Hematology and Medical Oncology, Department of Internal Medicine, Seoul National University Bundang Hospital, Seoul National
University College of Medicine, Seongnam, South Korea; Division of Hematology-Oncology, Department of Medicine, Samsung Medical Center, Seoul, South Korea;
Department of Oncology, University of Ulsan College of Medicine, Asan Medical Center, Seoul, South Korea; Center for Breast Cancer, National Cancer Center, Goyang-Si,
South Korea; Sarah Cannon Research Institute at Florida Cancer Specialists, Orlando, FL; NEXT Oncology Virginia, Fairfax, VA; Department of Medical Oncology, Yonsei
Cancer Center, Yonsei University College of Medicine, Seoul, South Korea

Background: LB-LR1109 is a human IgG4monoclonal antibody targeting LILRB1, an inhibitory
receptor expressed onmultiple immune cell subsets. LILRB1 binds HLA-G, delivering suppres-
sive signals that enable tumor immune evasion. Blocking this axis may restore immune
activation within the tumor microenvironment and promote both innate and adaptive anti-
tumor responses. Phase 1a tumor types were selected through TCGA analyses showing high
LILRB1/HLA-Gexpression and increased infiltration of LILRB1+NKcells, T cells, andmonocytes
in RCC, NSCLC, HNSCC, urothelial carcinoma (UC), and melanoma. High LILRB1 expression
correlates with poor overall survival in RCC, UC, and lung SCC, supporting clinical relevance.
Preclinical data (AACR2026 #1243) demonstrated that LB-LR1109 binds LILRB1 with high
affinity, blocks HLA-G interactions, restores NK and T-cell function, and induces strong
anti-tumor activity in humanLILRB1 transgenicmousemodels. LB-LR1109 also showed synergy
with PD-L1 blockade, favorable PK, and an excellent safety profile, supporting clinical devel-
opment as monotherapy and in combination. Public transcriptomic data also support com-
bining LB-LR1109 with atezolizumab in NSCLC based on correlated LILRB1 and PD-L1
expression. Methods: This ongoing first-in-human, multicenter, open-label Phase 1 study
(NCT06332755) evaluates LB-LR1109 as monotherapy (Phase 1a) and in combination with
atezolizumab (Phase 1b). The study began in September 2023; Phase 1b enrollment started
December 2025. Phase 1a includes monotherapy dose escalation (DL1–DL8, IV Q2W) using
BLRM, enrolling patientswith advanced/metastatic RCC,NSCLC,HNSCC,UC, ormelanomawho
relapsed from or are intolerant to approved therapies. Phase 1b evaluates LB-LR1109 (IV Q2W)
plus atezolizumab 840 mg Q2W in advanced/metastatic NSCLC without actionable mutations.
Patientsmust have received prior approved therapies including anti-PD-1/PD-L1with$12weeks
of response, to testwhether LILRB1 blockademay restore immune surveillance after checkpoint
inhibitor resistance. Primary objectives: safety, tolerability, and determination of MTD/RP2D.
Secondary endpoints: antitumor activity, PK, immunogenicity. Exploratory endpoints: corre-
lations between LILRB1/HLA-G expression and clinical response, longitudinal immune profil-
ing, and receptor occupancy in peripheral monocytes. The study is conducted at eight sites in
Korea and the United States. Phase 1a has escalated to DL7 with no DLTs, and enrollment into
the combination DL5 cohort began January 2026. Clinical trial information: NCT06332755.
Research Sponsor: LG Chem Lifescienes.
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TPS2669 Poster Session

Phase 1 first-in-human trial of AG01, a recombinant humanized monoclonal an-
tibody to progranulin/glycoprotein 88 (GP88) to determine the safety, tolerability,
pharmacokinetics, and preliminary antitumor activity in subjects with advanced
solid tumor malignancies.

Katherine H.R. Tkaczuk, Katherine Ann Scilla, Gautam G. Rao, Yixing Jiang, Ranee Mehra, Dana Marie Roque, Petr Frantisek Hausner, Nancy Tait, Ginette Serrero,
Binbin Yue; University of Maryland School of Medicine & Marlene and Stewart Greenebaum Comprehensive Cancer Center, Baltimore, MD; University of Maryland
GreenebaumComprehensive Cancer Center, Baltimore, MD; University of Maryland, Baltimore, MD; University of MarylandMarlene and Stewart GreenebaumCancer Center,
Adelphi, MD; University of Maryland School of Medicine Marlene and Stewart Comprehensive Cancer Center, Baltimore, MD; University of Maryland Medical Center,
Baltimore, MD; University of Maryland Marlene and Stewart Greenebaum Cancer Center, Baltimore, MD; A&G Pharmaceutical Inc., Columbia, MD

Background: Progranulin also called GP88/PGRN plays a major role as an autocrine growth &
survival factor associated with resistance to standard of care (SOC) targeted and chemo ther-
apies in several cancers including breast cancer (BC) & non-small cell lung carcinoma (NSCLC):
1) GP88 is expressed in 80% breast invasive ductal carcinomas & is negative in normal mam-
mary tissue; 2) GP88 tumor expression is a prognostic indicator of recurrence & survival in BC,
NSCLC & prostate cancer patients (pts) 4) Elevated serum GP88 levels are present in several
cancers including metastatic breast cancer (MBC), lung & prostate cancer pts compared to
healthy subjects; 5) Elevated/rising GP88 serum levels in MBC pts are associated with disease
progression & inferior survival. These results make GP88 an ideal therapeutic & diagnostic
target in solid tumors. An anti-human PGRN/GP88 monoclonal antibody inhibiting PGRN/
GP88 action was developed & expressed in CHO cells. Pharmacology, GMP manufacturing,
formulation, stability studies & GLP toxicology studies in non-human primates were done. The
IND application cleared by the US FDA led to the FIH AG01 study in adults with advanced solid
tumors lacking effective therapies.Methods:APhase 1 FIH dose-escalation studywas designed
in pts with advanced solid tumor malignancies, the study is approved by the University of
Maryland IRB. AG01 monoclonal antibody is administered intravenously (IV) over 90 minutes
every 14 days +/- 1 day; DLT observation period is the 1st cycle=28days, with AGO1 Dose levels
of,1mg/kg, 2mg/kg, 4mg/kg, 6mg/kg, 8 mg/kg. Initially accelerated titration design (1pt/dose
level) was followed by 3+3 design). Eligibility criteria include pathologically confirmed diag-
nosis of advanced/relapsed/refractory solid tumormalignancy; failed.=1 SOC therapy or not a
candidate/declines SOC therapy, ECOG ,=2, adequate organ/bone marrow function, at least 1
RECIST 1.1measurable and/or evaluable lesion. Tumor imaging-every 2 cycles (8weeks) is used
for response assessment. Primary objective is to determine the maximum tolerated dose MTD
and/or maximum administered dose MAD of AG01 in the target population. Secondary objec-
tives are to determine the RP2D, safety, tolerability, PKs, immunogenicity (ADA) & the pre-
liminary anti-tumor activity of AG01 in pts with advanced solid tumors. Exploratory objectives
will determine PGRN/GP88 expression in tumor tissue&PGRN/GP88blood levels (A&G’s IHC&
ELISA test). The study is ongoing; & pts are currently enrolled. A parallel prospective study
investigates the association of serum GP88 in MBC pts with response to SOC therapy and
progression of disease based on RECIST 1.1 criteria. These studies are supported by NCI grants
R44CA224718 and CA210817. Clinical trial information: NCT05627960. Research Sponsor:
None.
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A first-in-human phase I clinical trial evaluating the safety, tolerability, and pre-
liminary efficacy of the novel fas ligand (FasL) inhibitor M3T01 in adults with
advanced solid tumors.

Rom S. Leidner, Prakash Ambady, Emily Lin, Neda Jooya, Amber Ruiz, Christopher J. Darus, Cassandra Niemi, Binbin Zheng-Lin, Tara Foote, Ashley Drokin, Alex Tran,
Grayson DuRaine, Douglas A. Hanes, William L. Redmond, Bernard A. Fox, Alan Korman, Matthew H. Taylor; Earle A. Chiles Research Institute, Providence Cancer Institute,
Portland, OR; Providence Health and Services, Portland, OR; Providence Cancer Institute, Portland, OR; Providence Neuroscience Institute, Portland, OR; Earle A. Chiles
Research Institute, Portland, OR; Bluesphere Bio, Pittsburgh, PA

Background: Tumor-specific T cells undergo apoptotic cell death following FasL binding to the
fas (CD95) receptor. FasL is upregulated in many advanced cancers and is expressed by tumor
endothelial cells, macrophages, and activated T and natural killer (NK) cells. Consequently,
FasL contributes to tumor progression through deletion of tumor-specific T cells and impaired
T cell tumor infiltration. Preclinical studies demonstrate that FasL blockade facilitates in-
creased T cell tumor infiltration and enhances efficacy of immune checkpoint inhibitors and
adoptive cell therapies. M3T01 is a fully human IgG4/kappa monoclonal antibody that potently
inhibits FasL. This is an ongoing first-in-human phase I clinical trial (NCT06719362) evalu-
ating the safety, tolerability and preliminary antitumor efficacy of M3T01 as monotherapy and
in combination with pembrolizumab in adults with advanced solid tumors. Methods: The
primary objectives are to evaluate the safety/tolerability, dose-limiting toxicity (DLT), and
maximum tolerated dose (MTD) of M3T01. Secondary objectives are to characterize the phar-
macokinetics, pharmacodynamics, immunogenicity, and preliminary antitumor efficacy of
M3T01 as monotherapy and in combination with pembrolizumab. A sub-study will evaluate
paired tumor biopsies (pre-treatment and cycle 2 day 8) to evaluate for changes in the tumor
microenvironment inducedby FasL inhibition. Eligible patients have unresectable ormetastatic
solid tumors that are refractory to standard systemic therapy. Patients must have adequate
organ function, measureable disease per RECIST v1.1 or RANO 2.0, and an ECOG performance
status of 0-1. Dose escalation through a 3 + 3 designwill evaluateM3T01 asmonotherapy and in
combination with pembrolizumab (administered intravenously every 3 weeks). Monotherapy
cohorts 1-4 (100 to 600 mg) have been completed without DLT. After completion of the dose
escalation portion of the trial, dose expansion cohorts will open to evaluate M3T01 in com-
bination with standard systemic therapies in the treatment of patients with glioblastoma,
gastric/esophageal adenocarcinoma, and head and neck squamous cell carcinoma. Clinical trial
information: NCT06719362. Research Sponsor: None.
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A phase I/IIa dose-escalation, dose-optimization, and dose-expansion study to
evaluate the safety and preliminary efficacy of tri-specific antibody (SOA101) in
subjects with advanced solid tumors.

Jennifer Ho, Oscar Yang, Ni-Yen Yu, Chi-Hao Chang, Chia-Mei (Nancy) Liu, Shao-Chih Chiu, Chih-Yen Tu, Hung Che Chiang, Der-Yang Cho; Shine-On Biomedical, Taichung,
Taiwan; Shine-On Biomedical, Taiching, Taiwan; China Medical University Hospital, Taichung, Taiwan; Translational Cell Therapy Center, China Medical University Hospital,
Taichung, Taiwan

Background: SOA101 is a nanobody (VHH)-based tri-specific T cell engager targeting pro-
grammed death-ligand 1 (PD-L1), Human Leukocyte Antigen G (HLA-G), and Cluster of
Differentiation 3 (CD3) to modulate the immunosuppressive tumor microenvironment and
enhance T-cell activation and recruitment. In vitro, SOA101 showed potent, broad-spectrum
anti-tumor activity, enhancing peripheral blood mononuclear cells mediated cytotoxicity
against non–small cell lung cancer (NSCLC) cells with varying PD-L1/HLA-G expression.
In vivo, SOA101 demonstrated superior anti-cancer efficacy compared with relevant mono-
clonal antibodies and bispecific T-cell engagers in a humanizedNSCLCmousemodel, achieving
effective tumor control and prolonged survival. The pharmacologically active dose did not
increase cytokine secretion ex vivo, indicating a manageable safety profile with low cytokine
release syndrome risk. Methods: This first-in-human clinical study, regulated by FDA and
TFDA, is being conducted in subjects with locally advanced or metastatic solid tumors, in-
cluding NSCLC ovarian cancer, head and neck cancer, breast cancer, and colorectal cancer with
PD-L1 expression$1%. The dose-escalation phase is a six-cohort study designed to determine
the maximum tolerated dose or pharmacoactive dose, enrolling up to 36 subjects who receive
bi-weekly SOA101 for up to six doses. The dose-optimization phase randomizes approximately
40 subjects into low- or high-dose cohorts to further evaluate safety, pharmacokinetics,
preliminary antitumor activity, and to determine the recommended Phase 2 dose. Part 2
may include up to four disease-specific expansion cohorts (up to 27 subjects each) to further
characterize safety and antitumor activity. The study is currently in the dose-escalation phase.
Cohort 1 has been completed without DLT, and enrollment for Cohort 2 has begun following
approval by the independent Safety Review Committee. Clinical Trial Registry Number:
NCT07055594. Clinical trial information: NCT07055594. Research Sponsor: None.
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TPS2672 Poster Session

Phase 1, open-label clinical trial to treat stage IV cancer patients harboring multiple
patient-specific mutated cell surface proteins with chimeric antibodies.

Monika Joshi, Stephanie C. Pero, Yves Durocher, Yujing Sun, Girja Shukla, ColleenMurphy, Ramiro Barrantes-Reynolds, Catherine Bernard, Gary Welch, David N. Krag; Penn
State Cancer Institute, Hershey, PA; University of Vermont Larner College of Medicine, Department of Surgery, Burlington, VT; National Research Council Canada, Montreal,
QC, Canada; Kaleidoscope Innovation, Cincinnati, OH; University of Vermont Integrative Genomics Resource, Burlington, VT; International Regulatory Affairs Services Inc.,
Denver, CO; Snowpeak Consulting, Truckee, CA; University of Vermont Larner College of Medicine, Department of Surgery and Moonshot Antibodies, Inc., Burlington, VT

Background: Despite the advent of multiple classes of systemic cancer treatments, tumor
recurrence and subsequent resistance to systemic therapy remain a persistent challenge. Thus,
newer treatment strategies are needed for metastatic cancer refractory to extant therapies.
Leveraging the vast landscape of targetable tumor-specific mutated peptides (TSPs) on the
surface of malignant cells offers an opportunity for individualized antibody therapy. These
surface TSPs arise due to genetic instability and progressive accumulation of randommissense
mutations in cancer cells, resulting indozens tohundreds of substituted amino acids inproteins
at the cancer cell surface. We refer to surface proteins harboring substituted amino acids as
Mutated cell Surface Proteins (MSPs). Antibodies generated against short TSPs preferentially
bind to the mutated peptide compared to the nonmutated peptide. Notably, most cancers
harbor several distinct MSPs. For instance, of 100 colon cancer cases, 96%harbored$10MSPs,
with similar findings in lung cancer (97%),melanoma (93%), lymphoma (92%), bladder cancer
(85%), and stomach cancer (84%). While the presence of many MSPs is common, each patient
harbors a unique set of MSPs. Study sponsor has developed a means of preparing custom
antibodies against the TSPs present in multiple MSPs to inhibit cancer growth in several
preclinical models, prompting a pan-tumor Phase I study evaluating the safety and feasibility
of such therapy in refractory cancer patients. Methods: This is a phase I first-in-human study
aiming to enroll up to 12 eligible subjects. Primary objective: Safety and tolerability. Secondary
objectives: Feasibility of producing and administering the protocol-directed treatment to the
patient population; progression-free survival; response rate. Key Inclusion Criteria: a) Stage IV
refractory cancer (breast, colon, esophageal, kidney, lung, ovarian, bladder urothelial, stom-
ach, or pancreatic cancers, melanoma, or lymphoma); b) availability of tumor and matched
normal tissue sequence data. Treatment: Custom-manufactured chimeric antibodies are being
used to target a minimum of 2 to 8 MSPs per patient. An interval of 4- to 6-month antibody
production interval is required from initial consent to the start of treatment. The dose-limiting
toxicity (DLT) period is 4 weeks; thereafter, in addition to antibody treatment, subjects can
receive standard of care [immunotherapy, targeted therapy or hormonal therapies]. Treatment
schedule: Week 1, 100 mg i.v.; week 2, 200 mg i.v.; week 3 400 mg; and then 400 mg i.v. every
other week for total of 10 doses. We have enrolled 3 subjects and have completed treatment of
Subject #1 (bladder cancer), with no DLT to date. The study is ongoing since 12/2025. Clinical
trial information: NCT06674538. Research Sponsor: Moonshot Antibodies, Inc.
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TPS2673 Poster Session

A logic-gated chimeric antigen receptor T-cell (CAR T) therapy with an armored,
membrane-tethered IL-12 booster in patients with advanced solid tumors with HLA-
A*02 loss of heterozygosity (LOH): EVEREST-2, a phase 1/2 study.

Salman Rafi Punekar, Sandip Pravin Patel, Gregory P. Botta, Jeffrey Ward, Kedar Kirtane, Dhauna Karam Prasad, Alessandro Leal, Matthew Ulrickson, Jennifer M. Specht,
David Bing Zhen, Yanyan Lou, Monica Avila, Kai He, Oliver Dorigo, Cathy Eng, Jasmine Mitchell, Armen Mardiros, John Sutton Welch, Julian R. Molina, Joel R. Hecht; NYU
School of Medicine, New York, NY; UC San Diego Moores Cancer Center, La Jolla, CA; University of California San Diego, San Diego, CA; Washington University in St. Louis,
St. Louis, MO; Moffitt Cancer Center, Tampa, FL; Mayo Clinic Rochester, Rochester, MN; Perlmutter Cancer Center, NYU Langone Health, New York, NY; Banner MD
Anderson Cancer Center, Gilbert, AZ; Fred Hutch Cancer Center, Seattle, WA; University of Washington/Fred Hutchison Cancer Research Center, Seattle, WA; Mayo Clinic
Florida, Jacksonville, FL; The Ohio State University, Columbus, OH; Stanford University, Stanford, CA; Vanderbilt University, Nashville, TN; UCLA Jonsson Comprehensive
Cancer Center, Los Angeles, CA; A2 Biotherapeutics, Inc., Agoura Hills, CA; UCLA Jonsson Comprehensive Cancer Center, Santa Monica, CA

Background: Themain challenge for developing CAR T therapies for solid tumors is the lack of
targets that distinguish tumor from normal cells, resulting in on-target, off-tumor toxicity.
Tmod logic-gated CAR T therapy addresses this challenge by incorporating 2 CARs on the same
T cell: an activator targeting a marker on both tumor and normal cells, and a blocker targeting
HLA-A*02 that inhibits CAR T activity against normal cells while allowing activation against
tumor cells (with HLA-A*02 LOH), improving tumor selectivity and decreasing toxicity. Early
safety results from 3 ongoing phase 1/2 clinical trials of logic-gated, Tmod CAR T therapy
(EVEREST-1, EVEREST-2, and DENALI-1) have demonstrated manageable safety and tolera-
bility in patients with advanced solid tumors (Grierson et al, SITC, 2024; Ward et al, SITC 2025;
Specht et al, SABCS, 2025). Early efficacy results include the first ever reported complete
response in a patient with non-small cell lung cancer following treatment with a CAR T-cell
therapy (A2B694). A2B543 is an autologous Tmod CAR T therapy that contains the same Tmod
construct as A2B694with an addedmembrane-tethered IL-12 (memIL12) booster. Specifically,
A2B543 is comprised of autologous Tmod cells transduced with 2 lentiviral vectors: one
expressing both the HLA-A*02-targeted blocker and the mesothelin-targeted CAR activator;
and a second expressing the memIL12 booster. Interleukin 12 (IL-12) is a potent, pro-
inflammatory cytokine that plays a crucial role in inducing antitumor immune responses;
however, systemic IL-12 can be prohibitively toxic (Jia et al, Front Immunol, 2022). In A2B543,
expression of the memIL12 cassette is under the control of an NFAT promoter and is induced
during antigen engagement or T cell activation. This inducible memIL12 is designed to reduce
the toxicity associated with systemic IL-12 while enhancing the long-term potency and per-
sistence of Tmod (Zhang et al, J Immunother Cancer, 2025). Methods: EVEREST-2
(NCT06051695) is a phase 1/2, open-label, nonrandomized study evaluating the safety and
efficacy of A2B543 in adults with recurrent/metastatic mesothelin-expressing cancers with
tumor-associated HLA-A*02 LOH, including mesothelioma, colorectal, non-small cell lung,
pancreatic, or ovarian cancer. Patients are enrolled through BASECAMP-1 (NCT04981119), a
master prescreening study that identifies patientswithHLA LOHvia next-generation sequenc-
ing and cryopreserves leukapheresis product. Upon progression, A2B543 is manufactured and
then administered after lymphodepletion. The phase 1 primary objective is to evaluate the
safety and tolerability of A2B543 and identify a recommended phase 2 dose (RP2D). The phase 2
primary objective is to assess overall response rate. Clinical trial information: NCT06051695.
Research Sponsor: A2 Biotherapeutics, Inc.
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TPS2674 Poster Session

A phase I, open-label, dose-escalation study of CAR001 (mRNA-engineered Nb-
CAR.BiTE-gd T cells) in patients with relapsed or refractory solid tumors.

Der-Yang Cho, Tao-Wei Ke, Wen-Liang Huang, Chin-Ting Hsu, Shao-Chih Chiu; China Medical University Hospital, Taichung City, Taiwan; Ever Supreme Bio Technology,
Taichung City, Taiwan; China Medical University Hospital, Taichung, Taiwan

Background: Solid tumors are characterized by a highly immunosuppressive tumor microen-
vironment (TME). Key immune checkpoint molecules, such as HLA-G and PD-L1, are fre-
quently expressed and act as barriers that limit the infiltration and efficacy of conventional
CAR-T cell therapies. CAR001 is an investigational, allogeneic, mRNA-engineered Nb-CAR.-
BiTE-gd T cell therapy. By utilizing the innate homing capabilities of gd T cells and a dual-
targeting mechanism, direct binding of HLA-G by T cells and secreting PD-L1 bispecific T-cell
engagers from T cells, CAR001 is designed to overcome TME-mediated resistance. This study
evaluates the safety and potential activity of repeat intravenous dosing of CAR001 in patients
with advanced solid tumors. Methods: Study Design: This is an ongoing, multicenter, open-
label, phase I dose-escalation study utilizing a standard 3+3 design or similar escalation
schema. Patient Population: Adults with histologically confirmed refractory or relapsed solid
tumors (including, but not limited to, colorectal cancer, glioblastoma, and triple-negative
breast cancer) who have exhausted standard of care. Intervention: Patients receive escalating
doses of CAR001 via intravenous infusion. The protocol allows for repeat dosing to enhance
therapeutic persistence. Objectives: The primary objective is to evaluate the safety and toler-
ability of CAR001 and to determine themaximum tolerated dose (MTD) or recommended phase
2 dose (RP2D). Secondary objectives include assessing preliminary antitumor activity per
iRECIST or RANO criteria, as well as characterizing the pharmacokinetic profile of the Nb-
CAR.BiTE-gd T cells. SafetyMonitoring: Adverse events (AEs) aremonitored using CTCAE v5.0,
with specific focus on dose-limiting toxicities (DLTs), cytokine release syndrome (CRS), and
immune effector cell-associated neurotoxicity syndrome (ICANS). Trial Status: This trial is
currently active and enrolling patients. As of the submission deadline, dose-escalation cohorts
are ongoing. To maintain the integrity of the study and comply with ASCO Trials in Progress
guidelines, no formal analysis of clinical endpoints or treatment outcomes is provided. Clinical
trial information: NCT06150885. Research Sponsor: None.
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TPS2675 Poster Session

A phase 1/2 dose-escalation/expansion study of REGN10597 (anti–PD-1–IL2Ra-
IL2) in patients with advanced solid tumors.

Kyriakos Papadopoulos, Nehal J. Lakhani, Shaheer Khan, Rodabe Navroze Amaria, Tracy L. Rose, Randy F. Sweis, Anthony B. El-Khoueiry, Diwakar Davar,
Michael E. Hurwitz, Adil Daud, Ildefonso I. Rodriguez Rivera, Rafia Bhore, Teresa Ramirez Montagut, Elizabeth Miller, Israel Lowy, Melissa Divya Mathias, David Chen,
Adi Diab; START Center for Cancer Research, San Antonio, TX; START Center for Cancer Research, Grand Rapids, MI; Northwell Health Cancer Institute, New Hyde Park, NY;
The University of Texas MD Anderson Cancer Center, Houston, TX; The University of North Carolina Lineberger Comprehensive Cancer Center, Chapel Hill, NC; The
University of Chicago, Chicago, IL; Division of Medical Oncology, Department of Medicine, University of Southern California Norris Comprehensive Cancer Center, Los
Angeles, CA; UPMC Hillman Cancer Center, Pittsburgh, PA; Yale School of Medicine, New Haven, CT; University of California San Francisco, San Francisco, CA; NEXT
Oncology, San Antonio, TX; Regeneron Pharmaceuticals, Inc., Tarrytown, NY

Background: Interleukin 2 (IL-2) is a cytokine involved in lymphocyte expansion and differ-
entiation during the anticancer immune response. Aldesleukin, an approved recombinant
high-dose IL-2 therapy, has shown complete and durable responses in some cases; however,
high-dose IL-2 is associated with severe toxicity, including vascular leak syndrome and pul-
monary edema. Despite clinical advances with checkpoint inhibitor therapies, many advanced
solid tumors continue to respond poorly to these treatments. REGN10597 is an antibody–
cytokine fusion protein comprising a human anti–programmed cell death-1 antibody fused
with a receptor-masked cytokine, IL2Ra-IL2. REGN10597 has demonstrated tumor inhibition,
enhanced specificity, and reduced toxicity versus recombinant high-dose IL-2 in preclinical
mouse models (Wu et al. Cell Rep Med 2024;5:101747). Here we describe BrILliance
(NCT06413680), a study evaluating the safety, tolerability, pharmacokinetics, and preliminary
antitumor activity of REGN10597 in patients with advanced solid tumors. Methods: This is an
open-label, Phase 1/2, dose escalation/expansion, first-in-human, multicenter study evalu-
ating REGN10597 in advanced ormetastatic solid tumors. Patientsmust be aged$18 years with
histologically or cytologically confirmed locally advanced or metastatic tumors and confirmed
disease progression on standard-of-care therapy. During the dose escalation phase, patients
will be enrolled to receive REGN10597 by intravenous infusion at the assigned dose level and
schedule (additional dose schedules are available for further exploration). When the recom-
mended Phase 2 dose level and schedule are determined, additional patients will be enrolled
across two dose expansion cohorts: patients with locally advanced or metastatic melanoma
(Cohort 1) and thosewith advanced ormetastatic clear cell renal cell carcinoma (Cohort 2). Dose
escalation primary endpoints include incidence of dose-limiting toxicities, incidence of
treatment-emergent adverse events (including those leading to treatment discontinuation
or death), incidence of serious adverse events, and the number of patients with Grade $3
laboratory abnormalities. The dose expansion primary endpoint is objective response rate per
Response Evaluation Criteria in Solid Tumors version 1.1 (RECIST 1.1) by investigator assess-
ment. Secondary endpoints for both phases include additional efficacy measures (best overall
response, duration of response, disease control rate, time to response, and progression-free
survival, all per RECIST 1.1), and pharmacokinetics and immunogenicity of REGN10597. Trial
enrollment for the dose escalation phase began on October 1, 2024; as of January 27, 2026, 22
patients have been enrolled. Clinical trial information: NCT06413680. Research Sponsor:
Regeneron Pharmaceuticals, Inc.
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TPS2676 Poster Session

Biomarker study of BND-22 in combination with cemiplimab in solid tumors.

Mohamed H. Derbala, Cara L. Haymaker, Van K. Morris II, Milind M. Javle, Jeffrey Andrew How, Ann-Marie Cimo, Serdar A. Gurses, Bettzy Stephen, Tin-Yun Tang,
Stephane Champiat, Jordi Rodon Ahnert, Timothy A. Yap, Ecaterina Elena Dumbrava, Sarina A. Piha-Paul, Apostolia Maria Tsimberidou, Siqing Fu, David S. Hong,
Natalia Ashtamker, Funda Meric-Bernstam, Aung Naing; 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; Biond Biologics Ltd, Misgav, Israel

Background: Immune checkpoint inhibitors benefit only a subset of patients, indicating a need
to identify other therapeutic targets and understand the role of tumor microenvironment in
shaping immune response. Immunoglobulin-like transcript-2 (ILT2) is an inhibitory receptor
expressed on monocytes, dendritic cells, NK cells, and subset of T cells. ILT2 binds multiple
MHC class-I molecules, with highest affinity for HLA-G, which is frequently overexpressed in
solid tumors. Engagement of HLA-G/ILT2 pathway inhibits key immune functions, including
cytotoxicity, cytokine production, antigen presentation, phagocytosis and proliferation. ILT2
expression can be upregulated following anti PD-1 therapy, suggesting a mechanism of re-
sistance to checkpoint blockade. Inhibition of this pathway could potentially promote antitu-
mor immune responses. BND-22, a first-in-class humanized IgG4 mAb, selectively binds to
ILT2 on NK/T cells/macrophages, blocking its interaction with HLA-G. In preclinical studies
and in a phase I trial, BND-22 alone and in combination with a PD-1 inhibitor demonstrated
enhanced anti-tumor activity. The study revealed a dose-dependent activation in immune
markers. Building on this finding, we initiated a phase II biomarker study (NCT06651593) of
BND-22 in combination with cemiplimab, a recombinant human IgG4/kappa anti–PD-1 mAb,
to further understand immune biology and explore the tumor microenvironment. Methods:
The study has 2 patient cohorts: Cohort 1: patients with cholangiocarcinoma, who have had
prior immunotherapy and Cohort 2: patients with microsatellite stable colorectal cancer and
ovarian cancer who are anti–PD-1/PD-L1 näıve. Approximately 40 patients will be enrolled (10
per indication and an additional 10 to the best performing indication). The dose of BND-22 is 10
mg/kg IV on Day 1 every 3 weeks (Q3W), based on the dose escalation trial (NCT04717375). The
dose of cemiplimab is the FDA-approved dose of 350mg IV onDay 1 Q3W, starting at C2D1. Each
cycle = 21 days. The combination will be administered for a max of 24months in the absence of
progression or until progression, unacceptable toxicity, death, withdrawal of consent, or
discontinuation. Biopsy tissues and peripheral blood samples for biomarker analyses will be
collected at baseline, on treatment, and at progression (for patients with CR, PR, or
SD$6 months). The primary objective is 1) to identify biomarkers related to mechanism of
action and predictors of response, resistance, and survival 2) evaluate the association between
the biomarkers and outcomes. The secondary objective is to evaluate efficacy, safety, and
tolerability of this combination; identify imaging characteristics predictive of response and
toxicity; and, evaluate TCR beta variable polymorphism and its relationship with immune-
related adverse events. Enrollment is ongoing; 2 patients in Cohort 1 and 10 patients in Cohort 2
have been treated. Clinical trial information: NCT06651593. Research Sponsor: Sanofi;
Regeneron.
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TPS2677 Poster Session

The TIME trial: Phase II randomized controlled trial of time-of-day–specified
nivolumab and ipilimumab for advanced melanoma.

Michael Lowe, David Qian, Jeffrey Switchenko, Ryan J. Sullivan, Omid Hamid, Melinda Lynne Yushak, David H. Lawson, Nathaniel R. Wilson, Zachary Buchwald; Emory
University School of Medicine, Atlanta, GA; Department of Radiation Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Winship Cancer Institute,
Atlanta, GA; Massachusetts General Hospital, Harvard Medical School, Boston, MA; The Angeles Clinic and Research Institute, A Cedars-Sinai Affiliate, Los Angeles, CA;
Department of Hematology and Medical Oncology at Emory University School of Medicine, Atlanta, GA; Emory University Winship Cancer Institute, Atlanta, GA

Background:Nivolumab/ipilimumab is standard of care for advancedmelanomapatients based
on Phase III randomized data from the CheckMate 067 trial. The recent 10-year outcomes
results were reported with a melanoma specific survival for Nivolumab/ipilimumab of 52%.
These data are very encouraging, but 50%of patients still succumb to their disease by 10-years.
Preclinical data suggests that the circadian rhythm may influence the anatomic localization,
function and activity of T cells, the target of immunotherapy. More T cells in the tumor or
tumor-draining lymph node during initial immunotherapy administration may improve clin-
ical responses and long-term outcomes. To investigate this idea, we performed a retrospective
analysis, the MEMOIR study, finding that more evening infusions of immunotherapy were
associated with significantly worse progression free and overall survival for metastatic mel-
anoma patients. These findings have now been reproduced in other cancer histologies, in a
larger meta-analysis, and in pre-clinical mechanistic studies. Considering these data, we
hypothesize that evening infusions of immunotherapy will have worse progression free sur-
vival than eithermorning ormidday infusions.Methods: The TIME trial is a three-armphase II
study of time-of-day specified administration of standard dose nivolumab/ipilimumab for
metastatic melanoma. For newly diagnosed metastatic melanoma patients enrolled on study,
they will be randomized to receive 4 cycles every 3 weeks of nivolumab/ipilimumab between 8:
00-11:00 (Arm A), 11:00-14:00 (Arm B), or 14:00-17:00 (Arm C). Following these 4 cycles, they
will receive standard of caremaintenance nivolumab in a time-of-day agnostic fashion. Eligible
patients must have stage IV unresectable cutaneous, acral or mucosal melanoma, no prior
immunotherapy within 1 year, ECOG performance status of 0-1, age $ 18, no symptomatic or
hemorrhagic brain metastases with none greater than 2 cm. The primary objective is to
determinewhether progression free survival for ArmAor ArmB is superior to ArmC. Secondary
objectives include assessments of adverse events, melanoma specific survival and overall
survival. We will evaluate the immune profiles of blood and tumor to assess the impact of
time of drug administration on the circulating immune responses and the tumor immune
microenvironment. 99 patients will be enrolled to detect a HR of 0.50 with at least 80% power
and a Type 1 error rate of 0.1 (2-sided) for a comparison of A vs. C, and B vs. C. The study is open
at Emory and has enrolled 3 patients; the study is undergoing regulatory review at MGH and
Cedars-Sinai. Clinical trial information: NCT07155317. Research Sponsor: None.
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TPS2678 Poster Session

A phase 1b, two-arm study of tolododekin alfa (ANK-101) in combination with an
anti–PD-1/PD-L1 antibody in participants with advanced non–small cell lung
cancer (NSCLC).

Thomas UrbanMarron, Michael A. Pritchett, Nikhil Shukla, Tarik Hadid, Jun Zhang, Estelamari Rodriguez, Gail M. Iodice, Joseph Elassal, Howard L. Kaufman, Prantesh Jain;
Division of Hematology and Medical Oncology, Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY; Pinehurst Medical Clinic, Pinehurst, NC;
Community Health Network MD Anderson Cancer Center, Indianapolis, IN; Department of Hematology and Oncology, Barbara Ann Karmanos Cancer Institute, Wayne State
University School of Medicine, Detroit, MI; OSF Health Cancer Institute, Peoria, IL; University of Miami Sylvester Comprehensive Cancer Center, Miami, FL; Ankyra
Therapeutics, Cambridge, MA; Roswell Park Comprehensive Cancer Center, Buffalo, NY

Background: Tolododekin alfa (ANK-101) is an anchored immunotherapy linking IL-12 to
aluminumhydroxide through an alum-binding protein (ABP). Direct delivery to tumors results
in prolonged IL-12 local retention and limited systemic absorption. A Phase 1 study in advanced
solid tumors demonstrated ANK-101 was well tolerated with evidence of antitumor activity,
recruitment of CD8+ T cells, and induction of local programmed cell death ligand 1 (PD-L1)
expression. ANK-101 is now being evaluated in combination with PD-1/PD-L1 checkpoint
blockade (ICB) in patients with non-small cell lung cancer (NSCLC). Methods: This study
is a Phase 1b, two-arm, open-label study of direct injection (IT) of tolododekin alfa admin-
istered in combinationwith an anti-PD-1/PD-L1 antibody in participants with locally advanced
or metastatic NSCLC. Cohort A will be conducted in participants who have progressed on prior
standard of care treatment with ICB and platinum-based chemotherapy, either in combination
or sequentially. Cohort B will enroll participants with untreated locally advanced or metastatic
NSCLC with a PD-L1 tumor proportion score (TPS) $ 50%. Participants with targetable EGFR
mutations or ALK rearrangements are excluded. In Cohort A, participants will receive tolodo-
dekin alfa at 250 mg/mL IT in combination with cetrelimab (anti-PD-1) intravenously (IV) Q3W
at a dose of 360 mg for up to 8 cycles, followed by cetrelimab monotherapy for up to one year,
unless they have unacceptable toxicity, clinical deterioration, confirmed tumor progression, or
havewithdrawn consent. In Cohort B, participantswill receive tolododekin alfa at 250mg/mL IT
in combination with investigator’s choice of an FDA-approved ICB for first-line use as
monotherapy in patients with TPS $" role="presentation" tabindex="0".$ 50% IV Q3W at
the approved dose for up to 8 cycles, followed by continued ICB according to the FDA-approved
label. The primary objective is objective response rate by RECIST 1.1. Secondary endpoints
include safety, duration of response, disease control rate, progression-free survival, andoverall
survival. In addition, lesion-level responses, serumPK analyses, and anti-drug antibody (ADA)
levels will be assessed. Exploratory endpoints include measurements of selected serum cyto-
kine levels and characterization of the composition of the tumormicroenvironment before and
on-treatment. This clinical trial is in progress. Clinical trial information: NCT07027514.
Research Sponsor: Ankyra Therapeutics.
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TPS2679 Poster Session

OP-NEU-101: A phase 1/2 open-label, dose finding and expansion study to in-
vestigate the safety and effectiveness and determine the optimal dose of N17350
administered intratumorally in participants with advanced solid tumors.

Matteo S. Carlino, Emily Roberts-Thomson, Glenn C. Michelson, Alain Patrick Algazi, Igor Puzanov, Kevin Joseph Harrington, Tanguy Y. Seiwert, Peter Haberz,
Ravindra Gujar, Chang Cui, Lev Becker; Westmead and Blacktown Hospitals, Melanoma Institute Australia and The University of Sydney, Sydney, NSW, Australia; Onchilles
Pharma, San Diego, CA; University of California San Francisco, San Francisco, CA; Roswell Park Cancer Institute, Buffalo, NY; The Institute of Cancer Research/The Royal
Marsden NHS Foundation Trust, London, United Kingdom; Johns Hopkins University School of Medicine, Baltimore, MD; Onchilles Pharma, Inc., San Diego, CA

Background: Despite advances in targeted therapies and immunotherapy, many patients with
advanced solid tumors have limited treatment options. N17350 is a first-in-class, optimized
therapeutic elastase designed for intratumoral administration that selectively induces cancer
cell death by activating the neutrophil elastase (ELANE) pathwaywhile preserving immune cell
viability. Preclinical studies demonstrated broad antitumor activity across 30 cancer cell lines,
15 in vivo models, and 45 patient-derived tumor samples, as well as induction of antitumor
immunity in both immunologically cold and hot tumors (Gujar et al., 2025; doi:10.1016/
j.xcrm.2025.102446. Together with preclinical toxicology studies supporting a starting dose
within the therapeutic range, these findings support the clinical evaluation of N17350.
Methods: This first-in-human, multicenter, open-label Phase 1/2 study (OP-NEU-101) is
evaluating the safety, tolerability, pharmacokinetics (PK), pharmacodynamics (PD), and pre-
liminary antitumor activity of intratumorally administered N17350 in adults with advanced
solid tumors. The study consists of a dose-finding and dose-optimization phase (Parts A1 and
A2) followed by monotherapy expansion cohorts (Part A3). Dose-finding in participants with
superficial (Part A1) and visceral lesions (Part A2) is guided by a Backfill Bayesian Optimal
Interval (BF-BOIN) design to determine the maximum tolerated dose, optimal biologic dose,
and/or recommended Phase 2 dose (RP2D). Once optimal dose(s) are identified, up to five
tumor-specific expansion cohorts (data dependent: SCCHN, NSCLC, TNBC, cuSCC, Melanoma)
may be opened to further characterize safety and clinical activity. Key Eligibility Criteria:
Eligible participants are adults with advanced or metastatic solid tumors who have progressed
on or are intolerant to standard therapies, have ECOG performance status 0–1, adequate organ
function, and at least one superficial or visceral lesion suitable for intratumoral injection.
Endpoints: The primary endpoints of the dose-finding phase are safety and tolerability, in-
cluding the incidence of dose-limiting toxicities and treatment-emergent adverse events.
Secondary endpoints include PK, immunogenicity, and preliminary antitumor activity assessed
per RECIST v1.1 and/or itRECIST. Exploratory endpoints include evaluation of ELANE pathway
activation, immune modulation, circulating tumor DNA, and multiomic analyses of tumor
tissue and peripheral blood. The study has been initiated and will be enrolling participants at
sites in the United States and Australia. Clinical trial information: NCT07339176. Research
Sponsor: None.
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TPS2680 Poster Session

A phase 1, first-in-human study of DS5361, a small-molecule, nonsense-mediated
mRNA decay (NMD) inhibitor in patients with advanced/metastatic solid tumors
(parts 1 and 2).

Shiraj Sen, Benedito A. Carneiro, Judy S. Wang, Shigehiro Koganemaru, Shigehisa Kitano, Naoto Yoshizuka, Shota Mizuno, Abdul Waheed Rajper, Ang Li,
Anthony W. Tolcher; NEXT Oncology Dallas, Dallas, TX; Legorreta Cancer Center at Brown University, Providence, RI; Florida Cancer Specialists/Sarah Cannon Research
Institute, Sarasota, FL; National Cancer Center Hospital East, Kashiwa, Japan; The Cancer Institute Hospital of JFCR, Tokyo, Japan; Daiichi Sankyo, Inc., Basking Ridge, NJ;
Daiichi Sankyo Co., Ltd., Tokyo, Japan; NEXT Oncology San Antonio, San Antonio, TX

Background: Despite the profound impact of immune checkpoint inhibitors (ICIs) on the
treatment of patients with advanced or metastatic solid tumors, only a small proportion of
patients experience meaningful responses, underscoring the need for novel therapies to max-
imize clinical benefit. High tumor mutational burden (TMB-H) and high microsatellite insta-
bility (MSI-H) are associated with improved efficacy of ICIs due to an increase in neoantigens,
tumor-specific peptides displayedon tumor cell surfaces that are critical for antitumor immune
responses. mRNAs harboring premature termination codons, including neoantigenic tran-
scripts derived from frameshift mutations, are recognized and degraded by NMD. DS5361 is a
potentially first-in-class, orally available, small-molecule inhibitor targeting the serine/
threonine kinase SMG1, a key component of the NMD mechanism. DS5361 is designed to
activate antitumor immunity by increasing neoantigen expression and, when administered
in combination, to enhance ICI efficacy. Methods: DS5361-061 (NCT07182591) is a Phase 1,
first-in-human, open-label, multicenter study (N»66 for Parts 1 and 2) of DS5361 as mono-
therapy (Part 1) and in combinationwith pembrolizumab (Part 2). Patientsmust be adults, have
measurable disease per Response Evaluation Criteria in Solid Tumours, version 1.1 (RECIST 1.1),
and have an Eastern Cooperative Oncology Group performance status of 0 or 1. Patients with
advanced ormetastatic TMB-H and/orMSI-H solid tumorswho are unable to tolerate standard
treatment or have disease that is refractory to standard treatment, or for which no such
treatment is available, will be enrolled across both parts. The primary objectives in Parts 1
and 2 (dose escalation) are to evaluate the safety and tolerability, and determine themaximum
tolerated dose, of DS5361 as monotherapy in Part 1 and in combination with pembrolizumab in
Part 2, and/or determine the recommended dose(s) for expansion in combination with pem-
brolizumab (Part 2 only). Safety endpoints include dose-limiting toxicities and treatment-
emergent adverse events. Secondary endpoints include objective response, disease control, and
duration of response, all assessed by the investigator per RECIST 1.1, as well as pharmacoki-
netics. Enrollment is ongoing. Clinical trial information: NCT07182591. Research Sponsor:
Daiichi Sankyo.
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TPS2681 Poster Session

Updated design of INVOKE: A phase 1 study of OKN4395, a first-in-class EP2/EP4/
DP1 triple prostanoid receptor antagonist, in patients with advanced solid tumors.

Stephane Champiat, Luke Kuttschreuter, Neal Shiv Chawla, Louise Carter, Steven Chuan-Hao Kao, Victoria K. Woodcock, Sarah Benafif, T.R. Jeffry Evans,
Timothy Guy Humphries, Harriet S. Walter, Andy Karabajakian, Alexandre Grimaldi, Caroline Hoffmann, Andrew Pierce, Kamlesh Kumar Sankhala; The University of Texas
MD Anderson Cancer Center, Houston, TX; Owkin, London, United Kingdom; Sarcoma Oncology Center, Santa Monica, CA; Christie NHS Foundation Trust, Manchester,
United Kingdom; Chris O’Brien Lifehouse, Camperdown, NSW, Australia; The Churchill Hospital, Oxford, United Kingdom; University College Hospital-London, London,
United Kingdom; School of Cancer Sciences, University of Glasgow, and Beatson West of Scotland Cancer Centre, Glasgow, United Kingdom; Linear Clinical Research Ltd,
Perth, Western Australia, Australia; University Hospitals of Leicester NHS Trust, Leicester, United Kingdom; Owkin, New York, NY; Owkin France, Paris, France; Owkin, Paris,
France; Precision NextGen Oncology and Research Center, Beverly Hills, CA

Background: The immunosuppressive pathway of prostaglandin E2 (PGE2), part of the cyclo-
oxygenase (COX) pathway, is upregulated in certain cancers and has been implicated in tumor
evasion of CD8 T, NK, and dendritic immune cells, allowing tumor growth and metastasis (Jin
et al., 2023). COX2 inhibitors, aspirin and nonsteroidal anti-inflammatories (NSAIDS) have
shown some survival benefit in patients with gastrointestinal cancer and others (Cao et al.,
2016; Martling et al., 2025; Takiuchi et al., 2018; Zhang et al., 2025); however, results are
inconsistent, likely due to toxicity limiting complete blockade of the pathway, highlighting the
need for more potent but selective inhibitors. OKN4395 is a first-in-class, highly selective,
equipotent inhibitor of EP2, EP4, and DP1, downstream receptors for COX-derived PGE2, and
PGD2, respectively. DP1 has described roles in immunosuppression and inhibition of apoptosis,
supporting the therapeutic rationale (Luo et al., 2024; Peinhaupt et al., 2017). OKN4395 is
hypothesized tomodulate the tumormicroenvironment to allow an effective immune response
as monotherapy, and to potentiate the effect of immunotherapies such as checkpoint inhib-
itors, both of which are evaluated in INVOKE. Tumor types for INVOKE were selected using
previously presented multimodal artificial intelligence (AI) drug-matching algorithms (Gri-
maldi, et al., 2025). Methods: INVOKE (OKN-4395-121; NCT06789172) is a Ph1a/1b, first-in-
human study of OKN4395 (oral, BID) as monotherapy (mono) or in combination with a PD1
checkpoint inhibitor (combo), in patients with advanced solid tumors. Ph1a is a Bayesian dose
escalation in mono with a new parallel substudy, followed by combo dose confirmation,
primarily assessing safety, establishing the Ph1b dose. Response will be assessed in updated
Ph1b (cohorts of n=20): select sarcomas (mono), non-small cell lung (combo), colorectal
(combo), and gastric cancer (combo). Key inclusion criteria include COX-active (Ph1a) or
above-listed (Ph1b) tumors, performance status 0-1, biopsy-amenable lesions, and adequate
organ function. Active CNS metastases, upper GI bleed risk factors, untreated H. pylori infec-
tion, and concomitant NSAIDs/COX inhibitors/prostaglandins are exclusionary. A new and
innovative 3-period, crossover substudy in parallel with Ph1a will explore the intra-participant
effects of food and gastric pH on OKN4395 pharmacokinetics. Trial data, paired pre- and on-
treatment biopsies, and exploratory biomarkers will be used to enhance development using
advanced agentic AI systems, including a synthetic digital twin control arm, novelmethodology
of which is submitted to thismeeting as well. Ph1a of the study is currently recruiting in the US,
UK, and Australia. Dose Level 5 concluded in December 2025 with no DLTs to that date. Clinical
trial information: NCT06789172. Research Sponsor: None.
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Eiu-104101: A first-in-human phase 1a/1b study of EVOLVE104, a trispecific
CD33CD23ULBP2/5/6 T-cell engager, in advanced urothelial and squamous cell
carcinomas.

Tony Fiorino, Manish R. Sharma, Meredith McKean, Jacqueline T. Brown, Jacob Stephen Thomas, Thomas Urban Marron, Shaun O’Brien, Xiaowei Guan, Astha Bhatia,
Keri Urwin, Oksana Sergeeva, Jay Fine, Alexander I. Spira; EvolveImmune Therapeutics, Branford, CT; The START Center for Cancer Research –Midwest, Grand Rapids, MI;
Sarah Cannon Research Institute, Nashville, TN; Winship Cancer Institute of Emory University and Department of Hematology and Medical Oncology, Emory University
School of Medicine, Atlanta, GA; University of Southern California, Norris Comprehensive Cancer Center, Los Angeles, CA; Division of Hematology and Medical Oncology,
Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY; Virginia Cancer Specialists and NEXT Oncology, Fairfax, VA

Background: EVOLVE T cell engagers (TCEs) bind to a tumor antigen and to both CD3 and CD2
on T cells, thereby providing integrated costimulation via CD2 binding. EVOLVE TCEs dem-
onstrate superior T cell activation and tumor cell killing compared to first generation TCEs,
without excess cytokine release or tonic T cell activation, andmay offer clinical benefits such as
enhancedpotency andduration of activity. UL16 bindingproteins 2, 5 and6 (ULBP2/5/6) belong
to a family of cell surface proteins that are ligands for the NKG2D receptor. We have previously
reported that cell-surface ULBP2/5/6 is not present in vital organs and found in somemucosal
epithelia. Cell surface ULBP2/5/6 is found in urothelial carcinomas and squamous cell carci-
nomas (SCCs). With high expression on malignant cells and limited normal tissue expression,
ULBP2/5/6 are intriguing targets for cancer immunotherapy. EVOLVE104 is a trispecific TCE
that binds ULBP2/5/6 and both CD3 and CD2 on T cells. Preclinical studies with EVOLVE104
demonstrated enhanced T cell activation and killing of ULBP2/5/6-positive tumor cells com-
pared to bispecific TCEs, and no safety concerns were identified in preclinical toxicity studies.
With this encouraging preclinical profile, EVOLVE104 represents a novel approach to redirected
T cell therapy in solid tumors. Methods: EIU-104101 is a first-in-human phase 1a/1b study
evaluating EVOLVE104monotherapy in adultswith advanced solid tumors. Eligible tumor types
include urothelial carcinoma of the bladder and SCCs of the bladder, lung, esophagus, tongue,
skin, and anogenital region (penis, anus, vagina, vulva, cervix, andurethra). Subjectsmust have
locally advanced or metastatic disease that has relapsed from, or is refractory to, standard-of-
care therapies. Study objectives include assessing the safety, efficacy, pharmacokinetics and
pharmacodynamics of EVOLVE104 and identifying the recommended phase 2 dose (RP2D). The
phase 1a portion of the study will enroll up to 80 subjects using a Bayesian optimal interval
(BOIN) dose-escalation scheme including backfill at dose levels deemed safe, with a key
objective to identify one or more recommended doses for expansion (RDEs). Phase 1b includes
two expansion cohorts: Cohort A,whichwill be a dose optimization cohort in a single indication
(to be determined based on the phase 1a observations) in which 40 subjects will be randomized
1:1 to twoRDEs to determine the RP2D; andCohort B,whichwill enroll up to 40 subjects in other
relevant indications. The study opened in October 2025 and is actively enrolling at US sites.
ClinicalTrials.gov Identifier: NCT07217171. Clinical trial information: NCT07217171. Research
Sponsor: EvolveImmune Therapeutics.
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POLARIS: Polymetastatic lesion ablative radiotherapy with immunotherapy study.

Evan Garrad, Rochelle Fayngor, Zhengjia Chen, Frank Weinberg, Matthew Koshy, Mark Charles Korpics, Ryan Huu-Tuan Nguyen; University of Illinois Chicago, Chicago, IL;
Division of Hematology and Oncology, University of Illinois College of Medicine, Chicago, IL; University of Illinois College of Medicine at Chicago, Division of Hematology
and Oncology, Chicago, IL; University of Chicago, Chicago, IL

Background: Patients with polymetastatic disease, most commonly defined as .5 metastatic
lesions, often have limited treatment options and poor overall prognosis1,2. The emergence of
immunotherapy (IO) has slowed disease progression in some patients; however, its efficacy is
limited by tumor heterogeneity and patient-specific factors, including baseline health status3.
Emerging data suggest a synergistic effect when combining IO with radiotherapy (RT), a
strategy that has led to FDA-approved treatment approaches in non-small cell lung cancer
(NSCLC)4-6. As multimodal cancer therapies evolve, robust methods to assess treatment re-
sponse are increasingly important. Circulating tumor DNA (ctDNA) is a minimally invasive
biomarker that has been shown to correlate with clinical response to therapy7,8. However, the
kinetics and clinical significance of ctDNA in patients receiving combined IO and ablative RT
remain poorly characterized. Methods: POLARIS is a pilot phase II, double-arm clinical trial
evaluating the addition of ablative radiotherapy in patients with polymetastatic disease re-
ceiving immunotherapy. Twenty-eight patients with polymetastatic disease, defined as having
at least 3 and no more than 10 metastatic lesions, and receiving immunotherapy alone for at
least 30 days prior to registration will be enrolled at the University of Illinois Hospital & Health
Sciences System (UIH). Patients will be stratified into two cohorts based on their response to
immunotherapy after$3months: Cohort A includes patients with investigator-assessed stable
disease or partial response, while Cohort B includes patients with oligoprogression, defined as
1–5 sites of progressive disease within 3 months of registration. Both cohorts will receive
ablative RT targeting up to 10metastatic lesions in combination with ongoing immunotherapy.
The primary endpoint is the proportion of patients achieving a molecular response, defined
as a .50% reduction in ctDNA levels, at 8 weeks following ablative RT. Secondary endpoints
include overall survival and progression-free survival at 6 and 12 months, objective response
rate, and treatment-related adverse events (TRAEs). This trial is the first to prospectively
evaluate ablative radiotherapy as an adjunct to immunotherapy while integrating ctDNA as a
biomarker of treatment response in polymetastatic disease. Clinical trial information:
NCT07269080. Research Sponsor: University of Illinois Chicago.
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Pharmacokinetics and pharmacodynamics evaluation in phase I trial of APX-343A,
selective NOX inhibitor targeting CAF-mediated immunosuppression in patients
with advanced solid tumors.

Sung Hwan Moon, Sun Young Rha, Hei-Cheul Jeung, Keun-Wook Lee, Soo Jin Lee, Yoenhee Ahn, Hyesung Shin; Aptabio Therapeutics, Yongin-Si, South Korea; Yonsei
Cancer Center, Yonsei University College of Medicine, Seoul, South Korea; Gangnam Severance Hospital, Yonsei University Health System, Seoul, South Korea; Seoul
National University Bundang Hospital, Seoul National University College of Medicine, Seongnam, South Korea

Background: Cancer-associated fibroblasts (CAFs) drive fibrotic remodeling and immune
exclusion in solid tumors and contribute to resistance to immune checkpoint inhibitors (ICIs).
CAF-mediated immune suppression is regulated by upstream oxidative signaling pathways.
NADPH oxidases (NOXs) are upregulated in CAFs and promote fibrotic remodeling andmyeloid
cell–mediated inhibition of cytotoxic T-cell function, linking CAF activity to immune exclusion
and immunotherapy resistance. APX-343A is a selective NOX1/2/4 inhibitor designed to mod-
ulate CAF-associated tumor biology. This ongoing Phase 1 study evaluates pharmacokinetic
(PK) and pharmacodynamic (PD) components to assess translational biomarkers of NOX target
engagement and CAF-driven immune modulation supporting dose selection and rational
combination strategies with immunotherapy. Methods: This is a Phase 1, dose-escalation
study (NCT07123415) evaluating the safety, tolerability, PK, PD, and preliminary antitumor
activity of orally administered APX-343A as monotherapy (Part A; 100–600 mg BID) and in
combination with pembrolizumab (Part B; 200–600 mg BID) in patients with advanced solid
tumors. Dose escalation is conducted independently using dose-limiting toxicity–based es-
calation in Part A and a Bayesian Optimal Interval (BOIN) design in Part B to determine the
maximum tolerated dose (MTD) and recommended Phase 2 dose (RP2D). PK assessments are
conducted in Part A to evaluate dose proportionality and support RP2D determination, includ-
ing Cmax, Tmax, area under the concentration–time curve (AUC), and accumulation. PD
assessments use peripheral blood and tumor tissue samples to evaluate biomarkers of NOX
pathway inhibition and CAF-driven immunemodulation, including NOX isoforms (NOX1/2/4),
CAF-associated markers, and immune-related cytokines and chemokines (e.g., interleukins,
CCL2). Integrated PK/PD analyses explore exposure–biomarker relationships. This ongoing
Phase 1 trial of APX-343A is actively enrolling, with Part A dose-escalation cohorts underway.
Integrated PK and PD assessments are designed to establish translational evidence of NOX
target engagement and CAFmodulation, providing amechanistic foundation for dose selection
and rational combination strategies with ICI. Clinical trial information: NCT07123415. Research
Sponsor: None.
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A phase 1 study of PHST001, an anti-CD24 monoclonal antibody, in adult patients
with advanced relapsed and/or refractory solid tumors.

Ulka N. Vaishampayan, Stephane Champiat, Michael Cecchini, Oliver Dorigo, Anthony B. El-Khoueiry, Gini F. Fleming, Niharika Mettu, Michael J. Dennis, Elizabeth J. Davis,
Jennifer Yinuo Cao, Suzana Kahn, Susan Luebbe, Andrew R. Ferguson, Raphaël F. Rousseau, Kyriakos Papadopoulos; Division of Hematology/Oncology, University of
Michigan, Ann Arbor, MI; Department of Investigational Cancer Therapeutics, Division of Cancer Medicine, The University of Texas MD Anderson Cancer Center, Houston,
TX; Department of Medical Oncology, Yale Cancer Center, Yale School of Medicine, New Haven, CT; Stanford Women’s Cancer Center, Stanford Cancer Institute, Stanford,
CA; Division of Medical Oncology, Department of Medicine, University of Southern California Norris Comprehensive Cancer Center, Los Angeles, CA; The University of
Chicago Department of Internal Medicine Section of Hematology/Oncology, Chicago, IL; Duke Cancer Center, Durham, NC; Dana-Farber Cancer Institute, Boston, MA;
Vanderbilt University Medical Center, Nashville, TN; Pheast Therapeutics, Redwood City, CA; Pheast Therapeutics, Redwood City, MA; South Texas Accelerated Research
Therapeutics (START), San Antonio, TX

Background: Macrophages are the most abundant immune cells in tumors and can directly
phagocytose tumor cells and promote broad anti-tumor immunity. However, phagocytosis can
be inhibited by macrophage checkpoints, also known as ‘don’t eat me’ signals. One such
checkpoint is the immunomodulatory protein CD24 that is overexpressed in many tumors
and associated with poor clinical prognosis. CD24 inhibits macrophage phagocytosis of tumor
cells via binding to Siglec-10 on macrophages. PHST001 is a high affinity anti-CD24 IgG4
antibody that blocks multiple glycoforms of CD24 and induces macrophage phagocytosis of
tumor cells in a wide range of preclinical models. In addition, PHST001 improves tumor control
and survival in murine models when combined with multiple chemotherapies as
chemotherapy-induced tumor cell stress may improve macrophage phagocytosis of tumor
cells when combined with CD24 blockade. Thus, CD24 blockade has potential as monotherapy
and in combination with other cancer therapies to enhance tumor cell phagocytosis and
improve patient survival. Methods: PHST001-101 is an open-label, first-in-human, Phase 1
study in patients $ 18 years of age with advanced relapsed and/or refractory solid tumors
(NCT06840886). In Phase 1a, patients receive escalating doses of PHST001 administered Q3W
as an IV infusion at one of nine dose levels. Phase 1b combines PHST001 with chemotherapy in
patients with ovarian cancer, endometrial cancer, or cholangiocarcinoma in safety run-in
groups and tumor-specific expansion cohorts. Key inclusion criteria include age $ 18 years,
evidence of measurable disease, an ECOG performance status of 0 or 1, and adequate organ
function. Key exclusion criteria include a diagnosis of immunodeficiency, active CNS disease, or
active autoimmune disease. The primary objective is to assess the safety and tolerability of
PHST001 as monotherapy and in combination with chemotherapy, and to assess the prelim-
inary antitumor activity of PHST001 in combination with chemotherapy. Secondary objectives
include assessing antitumor activity of monotherapy and pharmacokinetics (PK) of PHST001.
Exploratory objectives include evaluating the relationship between PK and pharmacodynamics
(receptor occupancy, cytokine profiling, changes in ctDNA, and immune cell subsets in the
tumor), immunogenicity of PHST001, antitumor activity in patients treated beyond progres-
sion, and patient-reported outcomes. The study enrolled the first patient treated in April 2025
and is currently enrolling patients in Phase 1a at Dose Level 8 (18 mg/kg) with no DLTs to date.
Enrollment in Phase 1b is anticipated to begin in early 2026. Clinical trial information:
NCT06840886. Research Sponsor: Pheast Therapeutics.
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A phase 1/2a, multicenter, first-in-human, open-label clinical trial evaluating
MDX2004 monotherapy in patients with advanced tumors.

Jordan Ellis Cohen, Udit Nindra, Ruth Perets, Ravit Geva, Yakir Rottenberg, Kenneth John O’Byrne, Lukas Makris, Alicia McConnell, Anne-Laure Goenaga, Dalia Burzyn,
Kerry Culm, Giovanni Abbadessa; Calvary Mater Newcastle, Newcastle, NSW, Australia; Liverpool Hospital, Liverpool, Australia; Oncology Department, Rambam Health
Care Campus, Haifa, Israel; Tel Aviv Sourasky Medical Center, Tel Aviv, Israel; Hadassah Medical Center, Jerusalem, Israel; Princess Alexandra Hospital, Translational
Research Institute and Queensland University of Technology, Brisbane, Australia; Stathmi, Inc., New Hope, PA; ModeX Therapeutics, Weston, MA; ModeX Therapeutics, An
OPKO Health Company, Weston, MA

Background: MDX2004 is a trispecific antibody–fusion protein developed as an immunother-
apy for advanced cancers. It is designed to stimulate T cells through engagement of CD3, CD28,
and 4-1BB, thereby enhancing immune activation.MDX2004 is expected to promote activation
and expansion of T lymphocytes, including stem and memory T-cell populations. Methods:
This Phase 1/2, multicenter, first-in-human, open-label clinical trial evaluates MDX2004 in
patients with advanced or metastatic solid tumors (NCT07110584). The study includes a Phase
1a dose-escalation stage guided by a Bayesian Optimal Interval (BOIN) design targeting a
maximum tolerated dose toxicity rate of 30%; a Phase 1b indication-optimization stage in up to
five tumor types; a Phase 1c dose-optimization stage in up to three indications; and a Phase 1d/
2a expansion at the recommended Phase 2 dose (RP2D) in a single indication. In Phase 1a,
patients with advanced solid tumors receive escalating intravenous doses of MDX2004. Phase
1b evaluates a selected dose in patients with homogeneous indications to assess preliminary
efficacy. In Phase 1c, patients with selected indications are randomized 1:1 to two dose cohorts
using a Bayesian Optimal Phase 2 (BOP2) design. Once the RP2D is established, Phase 1d/2a will
enroll approximately 30 patients into a single cohort using a BOP2 design. The primary
objectives across study phases are to characterize the safety, tolerability, and antitumor activity
of MDX2004. Secondary endpoints include time to response, disease control rate, duration of
response, pharmacokinetics, and immunogenicity. Radiologic tumor assessments are per-
formed every 8 weeks, and treatment continues until disease progression per RECIST v1.1
(investigator assessed), unacceptable toxicity, withdrawal of consent, or another protocol-
defined discontinuation criterion. The study is planned to be conducted in Australia, Israel,
Moldova; patient recruitment is ongoing. Clinical trial information: NCT07110584. Research
Sponsor: None.
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Phase 1 clinical trial investigating the safety, pharmacokinetics, pharmacody-
namics, and antitumor activity of AB821 in adult patients with locally advanced or
metastatic melanoma and other solid tumor malignancies (NCT 07027488).

Harriet M. Kluger, David A. Braun, Ivana Djuretic, Michael E. Hurwitz, Jeffrey Joseph Ishizuka, David Aaron Schoenfeld, Mario Sznol, Mark Sayles, Thuy Tran; Yale University
School of Medicine, Smilow Cancer Center, New Haven Hospital, New Haven, CT; Center of Molecular and Cellular Oncology, Yale Cancer Center, Yale School of Medicine,
New Haven, CT; Asherbio Therapeutics, South San Francisco, CA; Yale School of Medicine, New Haven, CT; Department of Medical Oncology, Yale School of Medicine, New
Haven, CT; Yale Cancer Center, Smilow Cancer Hospital of the Yale–New Haven Hospital, Yale University School of Medicine, New Haven, CT; Yale University, New Haven,
CT

Background: In recent years, T-cell enhancement strategies have achieved notable survival
benefits in patients with cancer. While cytokine therapy with both IL-2 and IL-21 demonstrate
anti-cancer activity through enhanced proliferation, survival and function of antigen specific
CD8+ T cells, their use is limited by off-target effects and rapid clearance. AB821 is a fusion of a
CD8-targeting antibody that binds to the CD8ab heterodimer on CD8+ T cells and an IL-21
mutein containing a mutation that attenuates affinity for the IL-21receptor. In pre-clinical
experiments, AB821 promotes CD8+ T-effector cell cytotoxicity and CD8+ T-cell memory and
demonstrates both robust tumor growth inhibition andminimal toxicity in immune checkpoint
inhibitor refractory tumor models. Notably, AB821 avoids activation of other IL-21R-
expressing cell types, including CD4+ T cells, NK cells, B cells, dendritic cells, intermediate
monocytes, and nonclassical monocytes, that can act as pharmacologic sinks or contribute to
off-target toxicity. Methods: This first-in-human phase 1 dose-escalation clinical trial is
designed to assess the safety, pharmacokinetics, pharmacodynamics, immunogenicity and
preliminary anti-tumor activity of AB821 monotherapy administered every 2 weeks (Q2W) in
patients (pts.) with recurrent locally advanced or metastatic melanoma and other immune-
responsive solid tumormalignancies. Pts. with melanoma are required to have previously been
treated with an inhibitor of PD1/L1 while pts. with other cancer types are required to have
received a previous systemic treatment regimen. The primary objective of the study is to assess
the safety and tolerability of AB821 and identify a candidate recommended phase 2 dose for
further evaluation. AB821 is being administered as a 30-minute IV infusion on day 1 of each 2-
week treatment cycle with therapy continued for a maximum duration of two years (52 cycles)
or as long as participants experience clinical benefit as determined by the treating investigator.
Dose-escalation and/or de-escalation decisions is being guided by a BF-BOIN design (Liu 2015;
Yuan 2016) employing a target toxicity probability of 0.30 with up to 20 total pts. enrolled in
backfill cohorts at the RP2D or lower dose levels determined by the investigators to be
potentially efficacious in order to better assess the drug’s safety and efficacy. Accrual is
ongoing. Specific dose levels and inclusion/exclusion criteria will be presented. Clinical trial
information: NCT07027488. Research Sponsor: Asherbio Therapeutics.
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A phase I/IIa study to evaluate the safety and tolerability, activity, and PK of a
potential novel CNTN4-targeted checkpoint inhibitor, EP0089, in patients with
advanced solid tumors.

Hendrik-Tobias Arkenau, Sital Patel, Do-Youn Oh; Ellipses Pharma, London, United Kingdom; Seoul National University Hospital, Cancer Research Institute and National
University College of Medicine, Integrated Major in Innovative Medical Science, Seoul National University Graduate School, Seoul, South Korea

Background: Contactin 4 (CNTN4) has recently been identified as a novel cancer target which is
overexpressed across a range of tumor types, including gastrointestinal, genitourinary, mel-
anoma, breast and lung. Preclinical data shows that CNTN4 functions as an immune checkpoint
through its binding to the T-cell transmembrane protein APP (Amyloid Precursor Protein). The
interaction between CNTN4 on the surface of tumor cells and APP diminishes T cell receptor
signaling cascades, inhibiting the activation and proliferation of CD4+ and CD8+ T cells. Tumor
upregulation of CNTN4may facilitate tumor immune evasion. Elevated CNTN4 levels have been
associated with poorer outcomes for patients treated with anti-PD-1 checkpoint inhibitors.
Therapeutic agents that block the interaction of CNTN4withAPP thereforehave thepotential to
address significant unmetmedical needs across a range of tumor types. EP0089 is a humanized
IgG4monoclonal antibodywhich specifically binds CNTN4 and inhibits the interaction between
CNTN4 andAPP, thereby enabling an immune responsewithin the tumormicroenvironment. In
vitro and in vivo studies demonstrated that EP0089 neutralized CNTN4-mediated suppression
of T cell activation and promoted killing of CNTN4 over-expressing tumors.Methods: This is a
first-in-human, open-label, phase I/IIa study (NCT07030478). Eligible patients will have a
confirmeddiagnosis of an advanced solid tumorwithnoavailable standard therapy or forwhom
standard therapy has failed, ECOG performance status of 0-1, life expectancy greater than
3 months, and measurable disease per RECIST v1.1 (or specified disease-specific guidelines).
The population will be enriched for tumor types known to express CNTN4, including gastric,
gastro-esophageal, esophageal adenocarcinoma, hepatocellular, bladder, gallbladder, endo-
metrial,melanoma, andprostate. Theprimary objective is to determine themaximumtolerated
dose and recommended phase II dose of EP0089. The secondary objectives are to characterize
the PK and immunogenicity profile of EP0089 and assess preliminary antitumor activity.
Exploratory objectives are to evaluate biomarkers of response, including the impact of CNTN4
expression and other PD biomarkers. Part A consists of dose-escalation, utilizing a 3+3 design,
and dose expansion to further evaluate dose levels/regimens of interest. Part B will be deter-
mined based on review of Part A data and may include further dose optimization, and/or
evaluation of specific populations of interest. Patients will initially receive EP0089 by IV
infusion once every 2weeks, subject to ongoing SafetyMonitoring Committee review through-
out dose escalation. The study is being conducted in the Republic of Korea, Australia and United
States and later in Europe. Target recruitment is approximately 250 patients. Clinical trial
information: NCT07030478. Research Sponsor: None.
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TREGCHECK102: A study of tagmokitug (CHS-114) in combinationwith toripalimab
and/or other treatments in participants with advanced solid tumors.

Dani Ran Castillo, Li-Yuan Bai, Hsin-Chen Lin, Jonathan Mizrahi, Meredith Pelster, Narendiran Rajasekaran, Theresa LaVallee, Hong Tang, Varun N. Kapoor,
Subaweerage Dias, Yelena Y. Janjigian; City of Hope, Duarte, CA; China Medical University Hospital, Taichung, Taiwan; Taichung Veterans General Hospital, Taichung,
Taiwan; Ochsner Medical Center, New Orleans, LA; Sarah Cannon Research Institute, Nashville, TN; Coherus Oncology, Redwood City, CA; Memorial Sloan Kettering Cancer
Center and Weill Cornell Medical College, New York, NY

Background: Advanced solid tumors frequently exhibit resistance to standard therapies, in-
cluding immune checkpoint inhibition. Intratumoral Tregs have been associated with immune
suppression, tumor progression and anticancer resistance. Intratumoral Tregs preferentially
express CCR8 and are abundant in many solid tumors (Plitas 2020; Plitas 2016; Kidani 2022).
Tagmokitug is a novel, selective cytolytic anti-CCR8mAb designed to deplete CCR8+ Tregs and
remodel the tumormicroenvironment to promote antitumor immunity. Preclinical and phase 1
clinical studies show tagmokitug can significantly deplete CCR8+ intratumoral Tregs, increase
immune activation and has antitumor activity in combination with a PD-1 inhibitor (Wang
2026; Worden 2025; Kapoor 2025). These findings warrant evaluation of tagmokitug in com-
bination with toripalimab, a PD-1 inhibitor, and/or other anticancer therapies across multiple
tumor types. Methods: This multicenter, open-label, phase 1b/2a study evaluates tagmokitug
in combinationwith toripalimab and/or other therapies in adultswith advanced solid tumors in
4 cohorts: gastric, gastroesophageal junction (GEJ), and esophageal adenocarcinoma; second-
line esophageal squamous cell carcinoma (ESCC); first-line ESCC; and advanced MSS/pMMR
colorectal cancer. Eligible participants have histologically or cytologically confirmed advanced
or metastatic solid tumors not amenable to curative therapy, measurable disease per RECIST
v1.1, ECOG0–1, and adequate organ function.Key exclusions include active autoimmunedisease
requiring systemic therapy, uncontrolled cardiovascular conditions, or other factors interfer-
ing with study participation. Tagmokitug is administered IV Q3W at pharmacologically active
doses following toripalimab 240 mg IV and/or other anticancer therapies where indicated per
protocol. Imaging assessments are performed every 6 weeks through week 24, every 9 weeks
throughweek 51 and every 12weeks throughweek 99. Patients continue treatment until disease
progression, unacceptable toxicity, or withdrawal of consent. The primary objective is to
evaluate the safety and tolerability of tagmokitug in combination with toripalimab and/or
other anti-cancer therapies as measured by adverse events and laboratory abnormalities.
Secondary endpoints include ORR, DOR, DCR, and PFS per RECIST v1.1, and assessment of
PK and ADA. Exploratory endpoints include OS and biomarker analyses including evaluation of
CCR8+ Tregs in tumors. Enrollment is ongoing. Approximately 150 participants are planned
across all cohorts. Additional cohorts may be added based on emerging data. Clinical trial
information: NCT06657144. Research Sponsor: Coherus Oncology.
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TPS2690 Poster Session

Cohort expansion of a phase I study of PLN-101095, a first-in-class dualavb8/avb1

integrin inhibitor, in combination with pembrolizumab in patients with advanced
solid tumors refractory to immune checkpoint inhibitors (ICI).

Timothy A. Yap, James L. Gulley, Manish R. Sharma, Patricia LoRusso, Chris N. Barnes, Martin Decaris, Jenny Carolina Amaya Amaya; The University of Texas MD Anderson
Cancer Center, Houston, TX; Center for Cancer Research, National Cancer Institute, National Institutes of Health, Bethesda, MD; START Midwest, Grand Rapids, MI; Yale
Cancer Center, New Haven, CT; Pliant Therapeutics, Inc., South San Francisco, CA

Background: Transforming growth factor-b (TGF-b) drives immunosuppression and T-cell
exclusion in solid tumors and contributes to immune checkpoint inhibitor (ICI)-acquired
resistance. The integrins avb8 and avb1 activate latent TGF-b in the tumor microenvironment,
promoting immune escape. PLN-101095 is a first-in-class, oral dual avb8/avb1 inhibitor
designed to block TGF-b activation and restore antitumor immunity in patients with advanced
solid tumors refractory to prior ICI. Part 1 of our study (NCT06270706) employed a Bayesian
optimal interval design for dose escalation. The Part 2 expansion cohorts were driven by Part 1
efficacy signals, including 4 responders with secondary resistance to ICI, most of whom had
high tumormutational burden (TMB-H) prior to baseline.Methods: This is an ongoing Phase 1
open-label multicenter study conducted in the United States. Part 1 (dose escalation) enrolled
patients with advanced or metastatic solid tumors who had either primary or secondary
resistance to prior ICI. Part 2 (dose expansion) will enroll only patients meeting Society for
Immunotherapy of Cancer (SITC) criteria for secondary resistance to prior ICI therapy based
on a Simon 2-stage design. The Part 2 expansion cohorts will be as follows: 1) non-small cell
lung cancer; 2) head and neck squamous cell carcinoma; 3) clear cell renal cancer; and 4) TMB-
H tumors (historical $10 mutations/megabase, as determined by local testing with a Clinical
Laboratory Improvement Amendments–certified next-generation sequencing [NGS] assay).
The target sample size for cohorts 1-3 is 19 patients each, and the target for cohort 4 is 36
patients. The primary endpoints are objective response rate (ORR) and disease control rate
(DCR) per immune RECIST. The secondary endpoints are pharmacokinetics (PK), safety and
tolerability, and duration of response (DOR). Planned exploratory biomarkers analyses include
characterization of integrin expression, TGF-b and immune-related gene expression, and
tumor microenvironment (TME) in tumor biopsies. Plasma cytokine profiling and circulating
tumor DNA (ctDNA) will also be examined. Clinical trial information: NCT06270706. Research
Sponsor: Pliant Therapeutics, Inc.
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TPS2691 Poster Session

Phase II open-label trial of neoadjuvant immunotherapy in combination with CAPOX
for resectable non-metastatic proficient mismatch repair (pMMR) colon cancer:
NICER study.

Atif Iqbal, Shalini Makawita, Hector Garcia-Chavez, Karen Riggins, Benjamin Leon Musher, Tannaz Armaghany, Yesenia Rojas-Khalil, Eric Jay Silberfein, Punam Amin,
Cary Hsu, Ernest Ramsay Camp, Ashley Waldon, Megan Crawford; Baylor College of Medicine, Houston, TX; Dan L. Duncan Comprehensive Cancer Center at Baylor College
of Medicine, Houston, TX; Baylor College of Medicine Division of Diabetes Endocrinology and Metabolism, Houston, TX

Background: Colorectal cancer (CRC) is the third most common malignancy worldwide. Im-
mune checkpoint inhibition has transformed outcomes in deficient mismatch repair (dMMR/
MSI-H) CRC but has demonstrated limited efficacy in metastatic proficient mismatch repair
(pMMR) tumors, likely related to low tumor mutational burden and limited immune infiltra-
tion. Emerging neoadjuvant studies suggest that earlier exposure to immunotherapy may
enhance antitumor immunity and induce pathologic responses in pMMR colon cancer. Neo-
adjuvant chemotherapy may further augment immunogenicity through tumor debulking,
antigen release, and modulation of the tumor immune microenvironment. Combination
chemo-immunotherapy has improved outcomes across multiple solid tumors and may over-
come resistance to immune checkpoint blockade. Early neoadjuvant immunotherapy studies in
pMMR colon cancer have demonstrated encouraging pathologic responses without compro-
mising surgical outcomes. The NICER study evaluates the safety, feasibility, and biological
activity of neoadjuvant atezolizumab plus CAPOX in resectable pMMR colon cancer. Correlative
studies include longitudinal circulating tumor DNA (ctDNA) analysis and paired tissue assess-
ment to characterize immune microenvironmental changes following treatment. Methods:
This is a phase II, open-label study evaluating neoadjuvant atezolizumab in combination with
capecitabine and oxaliplatin (CAPOX) in patients with resectable, non-metastatic pMMR colon
adenocarcinoma. The planned accrual is 28 patients. Participants receive four 3-week cycles of
neoadjuvant atezolizumab plus CAPOX, followed by standard-of-care surgical resection. Ad-
juvant chemotherapy is permitted per investigator discretion for high-risk patients. Key el-
igibility criteria include pMMR colon adenocarcinoma with tumor $12 cm from the anal verge
and at least one high-risk feature (elevated CEA, low lymphocyte-to-monocyte ratio, poor
differentiation, lymphovascular or perineural invasion, CT-defined T3–T4 disease $4 cm, or
regional lymphadenopathy). Exclusion criteria include metastatic disease, autoimmune dis-
orders, recentmalignancy, or synchronous colorectal primaries. Theprimary endpoint is tumor
regression grade (TRG) using the modified Ryan scoring system. The regimen will be consid-
ered promising if the post-therapy TRG 1 rate is $15%, compared with an expected rate of 0%
with upfront surgery. Secondary endpoints include pathologic complete response, R0 resection
rate, lymph node yield, safety, surgical timing, recurrence outcomes, and quality of life. As of
January 2026, 7 of 28 planned patients have been enrolled since accrual began in July 2025.
ClinicalTrials.gov ID NCT05870800. Clinical trial information: NCT05870800. Research Spon-
sor: Genentech, Inc. (subsidiary Roche - Switzerland).
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TPS2692 Poster Session

Induction adebrelimab combined with chemotherapy followed by response-
adaptive concurrent chemoradiotherapy guided by PET-CT in locally advanced
unresectable esophageal squamous cell carcinoma: A prospective, single-arm,
phase II study.

Jun Wang, Zhiguo Zhou, Jianing Wang, Chang Zhai, Xinyuan Zhang, Yun-Jie Cheng, Qing Liu, Yajing Wu, Yuzhi Song, Rui Zhang; Department of Radiation Oncology, The
Fourth Hospital of Hebei Medical University, Shijiazhuang, Hebei, China; Department of Radiation Oncology,The Fourth Hospital of Hebei Medical University, Shijiazhuang,
Hebei, China

Background: Concurrent chemoradiotherapy (CCRT) is the standard treatment for locally
advanced unresectable esophageal cancer. Currently, data on PD-L1 inhibitors combined with
chemoradiotherapy in this setting still remain limited. Furthermore, the efficacy of induction
immunotherapy prior to CCRT, and the utility of PET-CT assessment to guide subsequent CCRT
regimens, have not been explored. This study aims to evaluate the efficacy and safety of
induction adebrelimab (an anti-PD-L1 antibody) combined with chemotherapy, followed
by a PET-CT guided adaptive chemotherapy regimen during CCRT for locally advanced unre-
sectable esophageal squamous cell carcinoma (ESCC). Methods: This single-arm, open-label,
exploratory study will recruit 36 patients with locally advanced unresectable ESCC (clinical
stage T1N+M0 or T2-4bNxM0) who have not received prior antitumor treatment. Patients will
undergo 2 cycles of induction therapy with adebrelimab (1200 mg, d1, iv, q3w) plus the TP
regimen (nab-paclitaxel 180 mg/m² or paclitaxel 135 mg/m², d1, iv; carboplatin AUC=5, d1, iv,
q3w). Following induction, response will be assessed via PET-CT. Responders (defined as SUV
reduction$35%or partial response ) will continuewith the TP regimen (nab-paclitaxel 60mg/
m² or paclitaxel 50mg/m², d1, iv; carboplatin AUC=2, d1, iv, qw for 5 cycles) during concurrent
radiation (50.4–60 Gy/28–33f). Non-responders will switch to the FP regimen (fluorouracil
750–1000 mg/m², civ 96h; cisplatin 75 mg/m², d1, iv, q4w for 2 cycles) during concurrent
radiation. All patients will proceed to maintenance therapy with adebrelimab following CCRT
until disease progression or unacceptable toxicity. The primary endpoint is the 1-year
progression-free survival (PFS) rate. Secondary endpoints include the clinical complete re-
sponse (cCR) rate, objective response rate (ORR), disease control rate (DCR), duration of
response (DoR), PFS, overall survival (OS), and safety profile. Clinical trial information:
NCT07112833. Research Sponsor: None.
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TPS2693 Poster Session

ASCEND: A phase 1/2, dose-escalation, optimization, and dose-expansion study to
evaluate the safety and antitumor activity of CR-001 in adults with locally advanced
or metastatic solid tumors.

Meredith Pelster, Amita Patnaik, Rebecca Kristeleit, Seung Tae Kim, Emily Putiri, Lindsey Granlund, Paul Herszdorfer, Bradley Sumrow, Ana Oaknin; Sarah Cannon Research
Institute, Nashville, TN; START Center for Cancer Research, San Antonio, TX; Guy’s and St Thomas’ NHS Foundation Trust, Great Maze Pond, London, United Kingdom;
Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, South Korea; Crescent Biopharma, Waltham, MA; Hospital Universitario Puerta de Hierro-
Majadahonda, Madrid, Spain

Background: CR-001 is a tetravalent bispecific antibody targeting anti-programmed cell
death-1 (PD-1) and vascular endothelial growth factor (VEGF), designed to enhance antitumor
activity through combined immunemodulation and antiangiogenic effects. Its proposedmech-
anism of action involves dual binding and blockade of both PD-1/programmed death ligand-1
(PD-L1) and VEGF/vascular endothelial growth factor receptor 2 (VEGFR2) signaling. The
blockade of VEGF signaling is aimed at inhibiting tumor angiogenesis and reversing immu-
nosuppressive effects in the tumor microenvironment, while PD-1 binding is aimed at pre-
venting T-cell suppression, thereby promoting the immune recognition and elimination of
tumor cells. The established benefit/risk profiles and regulatory precedents for PD-1-, VEGF-,
and dual-pathway-directed antibodies support evaluation of CR-001 in solid tumors.Methods:
ASCEND (NCT07335497) is a global, first-in-human, open-label, phase 1/2 study assessing
CR-001 monotherapy in adults with advanced solid tumors. The purpose of this study is to
determine the safety and tolerability of CR-001 and identify themaximum tolerated dose, and/
or recommended phase 2 dose. The study will initially involve three parts: dose escalation,
backfill, and dose optimization. Key eligibility criteria include: age $18 years; locally advanced
(nonresectable) or metastatic hepatocellular carcinoma, biliary tract cancer, gastric or gas-
troesophageal junction cancer, colorectal cancer, endometrial cancer, cervical cancer, ovarian
cancer, or non-small-cell lung cancer; and progression on, intolerance to, or ineligibility for
local standard-of-care anticancer therapies. Additional criteria include $1 measurable lesion
and ECOG performance status 0–1. As part of a standard 3+3 dose-escalation design, CR-001 is
planned to be administered at 4 dose levels as an intravenous infusion every 2 or 3 weeks.
Tumor-specific backfill cohorts will enroll concurrently with dose escalation. Earlier-line
participants, including those untreated in the advanced or metastatic setting, may also be
eligible to participate in backfill cohorts. The recommended phase 2 dose will be determined
based on review of pharmacokinetics/pharmacodynamics, safety, tolerability, and preliminary
signs of antitumor activity. Up to 290 patients are planned to be enrolled across the dose-
escalation, tumor-specific backfill, and dose-optimization cohorts. This global trial is cur-
rently enrolling. Clinical trial information: NCT07335497. Research Sponsor: Crescent
Biopharma.
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TPS2694 Poster Session

Efficacy and safety of QL1706-based combination therapy in recurrent or meta-
static endometrial carcinoma previously treated with chemotherapy and immune
checkpoint inhibitors: A single-arm, prospective, phase II trial.

Lu Sun, Su Zhang, Jindong Sheng, Yanruo Liu, Xiangyu Liu, Ke Wang, Wenxin Liu; Tianjin Medical University Cancer Institute & Hospital, Tianjin, China; Tianjin Medical
University Cancer Institute & Hospital, Tianjin, Tianjin, China

Background: Patients with advanced endometrial cancer who have progressed after platinum-
based chemotherapy and immune checkpoint inhibitors have limited subsequent treatment
options and a very poor prognosis. Iparomlimab and tuvonralimab injection (QL1706) is a
bifunctional combination antibody targeting both programmed cell death protein 1 (PD-1) and
cytotoxic T-lymphocyte antigen 4 (CTLA-4), developed using the MabPair biotechnology
platform. This study aims to evaluate the efficacy and safety of QL1706 combined with che-
motherapy 6 bevacizumab in patients with recurrent or metastatic endometrial cancer pre-
viously treated with immune checkpoint inhibitors. Methods: In this prospective, single-arm,
multicenter phase II clinical trial, up to 30participantswill be enrolled. Eligible patientsmust be
aged$18 years, have anEastern CooperativeOncologyGroupPerformance Status score of 0 to 1,
be diagnosed with recurrent or metastatic endometrial carcinoma, have previously received
PD-(L)1 therapy for over 6 months, and have experienced disease progression during or after
prior chemotherapy and PD-(L)1 targeted therapy. Up to two prior lines of systemic therapy are
permitted. Patients who previously received PD-(L)1 plus CTLA-4 targeted therapy or dis-
continued anti-PD-1/PD-L1 antibody therapy due to related toxicities are excluded. Enrolled
patients will receive QL1706 (5 mg/kg every 3 weeks) combined with chemotherapy (inves-
tigator’s choice, administered for 3–6 cycles) 6 bevacizumab (15 mg/kg every 3 weeks) until
disease progression, unacceptable toxicity, or other protocol-specified termination events. The
primary endpoint is the objective response rate (ORR) as assessed by the investigator according
to RECIST v1.1. Secondary endpoints include progression-free survival (PFS), overall survival
(OS), duration of response (DoR), and safety. As of January 2026, 5 of the planned 30 patients
have been enrolled. Clinical trial information: NCT06917092. Research Sponsor: None.
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TPS2695 Poster Session

SYNERGY: A phase 1b/2 study of nenocorilant, a selective glucocorticoid receptor
antagonist, plus nivolumab in patients with advanced solid malignancies.

Omid Hamid, Jose Maria Pacheco, Sreenivasa R. Chandana, Hristina I. Pashova, Camille Renard, Priya Choudhry, Katherine Kurnit, Drew W. Rasco; The Angeles Clinic and
Research Institute, A Cedars-Sinai Affiliate, Los Angeles, CA; START Mountain Region, West Valley City, UT; START Midwest, Grand Rapids, MI; Corcept Therapeutics Inc.,
Redwood City, CA; University of Chicago Medicine, Chicago, IL; The START Center for Cancer Research – San Antonio, San Antonio, TX

Background: Acting through the glucocorticoid receptor (GR), glucocorticoids (GCs) suppress
the anticancer immune response by decreasing antigen presentation, exhausting CD8+ T-cell
effector function, and increasing the immunosuppressive function of regulatory T cells and
tumor-infiltrating myeloid cells. The use of GCs with anti-programmed death (ligand) 1 (anti-
PD[L]1) therapy is associated with poor outcomes in several solid tumor types. Selective GR
antagonists (SGRAs) inhibit the effects of GCs at the GR and show synergistic activity with
cytotoxic chemotherapy, as demonstrated by the phase 3 ROSELLA study in patients with
platinum-resistant ovarian cancer (Olawaiye Lancet 2025). SGRAs enhance tumor growth
inhibition when combined with anti-PD1 therapy in syngeneic mouse tumor models that
are refractory to immune checkpoint inhibition (Greenstein Int Immunopharmacol 2023). We
hypothesize that GR antagonism with nenocorilant, an SGRA, may enhance or restore sensi-
tivity to anti-PD(L)1 therapy and provide clinical benefit for patients with solid malignancies.
Methods: This phase 1b/2, open-label, multicenter study (NCT07276373) is evaluating neno-
corilant + nivolumab in patients with advanced solid malignancies. Key eligibility criteria for
phase 1b include having received standard-of-care therapies, no prior immune-related adverse
events (AEs) grade $3 or leading to anti-PD(L)1 discontinuation, no ongoing requirement for
GCs, and evaluable disease (per Response Evaluation Criteria in Solid Tumors version 1.1).
Treatment will continue until disease progression or discontinuation criteria are met. Neno-
corilant will be given orally once daily in escalating doses (starting at 200mg) across 3 cohorts
of 10 patients each. Nivolumab 240 mg will be given intravenously once every 2 weeks. If #3
patients in a cohort experience dose-limiting toxicities (DLTs) during the 28-day evaluation
period, enrollment will proceed to the next cohort at a higher dose of nenocorilant. Primary
objectives include characterizing safety/tolerability (DLTs, AEs, serious AEs, dose modifica-
tions, and treatment discontinuations due to AEs) and determining the maximum tolerated
dose and/or optimal dose/schedule. Secondary objectives are to characterize the anticancer
activity, pharmacokinetics, and corrected QT interval effects of this combination. Safety end-
points will be summarized using descriptive statistics and time-to-event endpoints will be
estimated using Kaplan-Meier methods. Data from the currently enrolling phase 1b part of the
studywill inform the dosing regimen for phase 2,whichwill further characterize the anticancer
activity and safety of nenocorilant + nivolumab in specific solid malignancies. Clinical trial
information: NCT07276373. Research Sponsor: Corcept Therapeutics.
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TPS2696 Poster Session

Phase I study of zeaxanthin alone or in combination with pembrolizumab in
metastatic solid tumors.

Philip Adam Friedlander, Eleonora Teplinsky, Kevin C. Wood, Eli Kirshner, Jae Cho; Division of Hematology and Medical Oncology, The Tisch Cancer Institute, Icahn School
of Medicine at Mount Sinai, New York, NY; Valley Hospital, Paramus, NJ; Valley Health System, Paramus, NJ

Background: Zeaxanthin is a carotinoid synthesized by plants that accumulates via dietary
intake in the macula. Preclinical studies demonstrated anti-proliferative properties in cancer
cell lines in vitro. In uveal melanoma cell lines SP6.5 and C918, zeaxanthin reduced cell viability
in a dose dependent manner while not doing so in normal ocular melanocytes. Decreased cell
viability associated with decreased expression of anti-apoptotic proteins bcl-2 and bcl-xL and
increased expression of pro-apoptotic bak and bax (1). Anti-proliferative effects were dem-
onstrated in nude mice inoculated in the choroid with uveal melanoma cells (2). Zeaxanthin
enhances anti-tumor immunity. Screening a blood nutrient compound library found zeaxan-
thin to augment CD8+ T-cell activity through direct engagement with the T-cell receptor (3).
Murine models showed zeaxanthin enhanced anti-cancer efficacy of anti-PD-1 immunother-
apy (3). Pro-apoptotic and immunomodulatory properties of zeaxanthin suggest potential for
efficacy in treating cancer patients warranting clinical investigation. The primary objectives of
this phase I study are to determine safety and tolerability of escalating doses of zeaxanthin
monotherapy or combination of zeaxanthin plus pembrolizumab in patients with metastatic
solid tumor malignancies and to determine MTD and recommended phase 2 dose. Secondary
objectives assess pharmacokinetics and efficacy. Exploratory endpoints assess blood based
biomarkers, transcriptome changes, and immunologic effects. Pre- and on-treatment tumor
biopsies assess tumormicroenvironment change.Methods:This 2 cohort study treats standard
therapy refractory metastatic solid tumor patients with zeaxanthin (monotherapy cohort) or
zeaxanthin and pembrolizumab (combination cohort). Combination cohort inclusion requires
prior progression on a PD-1/L1 inhibitor. Oral zeaxanthin is administered daily with escalating
doses (2mg/kg to 10mg/kg). The combination cohort escalates doses of zeaxanthinwith a fixed
dose of pembrolizumab (400 mg) infused every 6 weeks. Dose escalation utilizes a 3+3 design.
Combination cohort dose level enrollment occurs after a zeaxanthin dose demonstrates no
monotherapyDLT. Pharmacokinetic assessments occur at specified time points, Required large
volume blood draws for pharmacodynamic analysis and optional tumor biopsies are obtained
within 15 days prior to treatment initiation and at 6weeks on treatment. Cohort 1 of zeaxanthin
monotherapy (2 mg/kg daily) completed without DLT. Enrollment to monotherapy cohort 2
(zeaxanthin 4mg/kgdaily) and combination cohort 1 (zeaxanthin 2mg/kg plus pembrolizumab
400mg IV every 6weeks) beganNovember 2025 and are actively accruing patients. Clinical trial
registry number: NCT05232409. (1) Bi et al. Evid. Based Compl. Alt. Med. (2013)12; (2) Xu et al. J
Opthal (2015)10; (3) Zhang et.al. Cell Rep. Med. (2025)6. Clinical trial information:
NCT05232409. Research Sponsor: Dr. Richard Rosen Cancer Research Fund.
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TPS2697 Poster Session

Organ preservation strategy using dostarlimab for dMMR/MSI-H resectable solid
tumors with whole-genome–based MRD monitoring (D-CURE: EPOC2401).

Yuki Matsubara, Hideaki Bando, Satoshi Yuki, Michiaki Unno, Naoki Takahashi, Yu Sunakawa, Makoto Ueno, Takeshi Kawakami, Takahiro Kojima, Akitaka Makiyama,
Taigo Kato, Tomohiro Nishina, Koji Ando, Shugo Yajima, Qingjiang Hu, Hiroshi Tanabe, Shin Kobayashi, Masashi Wakabayashi, Takayuki Yoshino, Eiji Oki; Department of
Gastroenterology and Gastrointestinal 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; Department of Gastroenterology and
Hepatology, Hokkaido University Hospital, Sapporo, Japan; Department of Surgery, Tohoku University Graduate School of Medicine, Sendai, Japan; Department of
Gastroenterology, Saitama Cancer Center, Saitama, Japan; Department of Clinical Oncology, St. Marianna University School of Medicine, Kawasaki, Japan; Department of
Gastroenterology, Kanagawa Cancer Center, Yokohama, Japan; Division of Gastrointestinal Oncology, Shizuoka Cancer Center, Sunto-Gun, Japan; Department of Urology,
Aichi Cancer Center Hospital, Nagoya, Japan; Cancer Center, Gifu University Hospital, Gifu, Japan; Department of Urology, The University of Osaka Graduate School of
Medicine, Osaka, Japan; Department of Gastrointestinal Medical Oncology, NHO Shikoku Cancer Center, Ehime, Japan; Department of Surgery and Science, Graduate
School of Medical Sciences, Kyushu University, Fukuoka, Japan; Department of Urology, National Cancer Center Hospital East, Kashiwa, Japan; Department of Gynecology,
National Cancer Center Hospital East, Kashiwa, Japan; Department of Hepatobiliary and Pancreatic Surgery, National Cancer Center Hospital East, Kashiwa, Japan;
Department for the Promotion of Drug and Diagnostic Development, National Cancer Center Hospital East, Kashiwa, Japan; Department of Advanced Medicine and
Innovative Technology, Kyushu University Hospital, Fukuoka, Japan

Background: Mismatch repair-deficient (dMMR)/microsatellite instability-high (MSI-H)
solid tumors accumulate numerous genomic alterations that generate neoantigens, which
are presented on MHC molecules and activate potent Th1 and cytotoxic T-cell responses. This
heightened immunogenicity simultaneously induces adaptive immune resistance through PD-
1/PD-L1 upregulation, providing a strong biological rationale for the effectiveness of immune-
checkpoint inhibitors in dMMR/MSI-H tumors. Neoadjuvant immune-checkpoint inhibition is
particularly effective in dMMR/MSI-H tumors because it leverages the intact tumor and
lymphatic microenvironment to prime robust systemic antitumor immunity before surgical
removal. Standard surgery for solid tumors varies widely depending on the cancer type, but it
carries risks of functional impairment and postoperative morbidity. Therefore, nonoperative
management (NOM)has emerged as a clinicallymeaningful strategy to preserve organ function
and improve patients’ quality of life.Methods:D-CURE is amulticenter phase II trial evaluating
whether dostarlimab, an anti–PD-1 IgG4 humanized monoclonal antibody, can safely achieve
clinical complete response (cCR) and enable NOM with organ preservation in patients with
dMMR/MSI-H resectable solid tumors (excluding colorectal cancer). Patients will receive 9
cycles of dostarlimab (500 mg/body every 3 weeks). Observation with NOM will be offered to
patients who achieve cCR or near-cCR. Patients undergoing NOM will be followed for up to 2
years from the date of enrollment. The primary endpoint is the 12-month cCR rate after
dostarlimab. Key eligibility criteria are as follows: untreated malignancy (excluding colorectal
cancer); dMMR/MSI-H confirmed in tissue or blood; age $18 years; ECOG PS 0–1; and clinical
stage eligible for surgical resection, definitive radiotherapy, or definitive chemoradiotherapy
according to the TNM 8th Edition. The target sample size of 80 was determined based on 90%
power, a one-sided alpha of 5%, a threshold 12-month cCR rate of 38%, and an expected 12-
month cCR rate of 56%. We also integrate personalized precise molecular residual disease
(MRD) monitoring incorporating up to 1,000 tumor-specific alterations identified through
whole-genome sequencing of tumor tissue, with serial ctDNA-based MRD assessment and
parallel enrollment in the MONSTAR-SCREEN-3 study (UMIN000053975). Through this link-
age, patients will also have access to the multi-omics platform, enabling spatial transcrip-
tomics, bulk WES/WTS, plasma proteomics, and microbiome analyses to elucidate tumor-
immune dynamics and comprehensively characterize treatment response and resistance. En-
rollment of the D-CURE trial started in September 2025 and is ongoing at 12 facilities in Japan.
Clinical trial information: jRCT2031250364. Research Sponsor: GlaxoSmithKline Research &
Development Limited.
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A phase II study of the DNA plasmid-based vaccine STEMVAC in patients with
metastatic triple-negative breast cancer (mTNBC).

Brie Chun, Natasha Hunter, William R. Gwin III, Andrew L. Coveler, John B. Liao, Jina Taub, Doreen Higgins, Jennifer Childs, Ching-Hung Chang, Katelyn Jones,
Marcy Paxtian, Tien-Ying Hsiang, Denise Cecil, Ying Liu, Mary L. Disis; University of Washington, Fred Hutchinson Cancer Center, Seattle, WA; Cancer Vaccine Institute,
University of Washington, Seattle, WA; University of Washington, Seattle, WA

Background: Adding immune checkpoint inhibitors for the treatment of mTNBC improves the
efficacy of traditional chemotherapy in select populations. In populationswho are not predicted
to benefit from PD-1 checkpoint inhibitors, a vaccine may sensitize Th1 cells against cancer-
associated antigens to facilitate immune-mediated tumor killing. STEMVAC is a safe, immu-
nogenic plasmid DNA-based vaccine encoding T-helper 1 (Th1) selective epitopes from five
antigens (MDM2, YB1, SOX2, CDH3, CD105) associated with breast cancer stem cells and the
epithelial-mesenchymal transition. In addition to direct cytotoxic effects directed against
cancer cells, we have demonstrated that vaccine-induced Th1 cells secrete IFN-g, which
upregulates suppressor of cytokine signaling 1 (SOCS1), leading to slowed tumor growth and
increased vulnerability to cytotoxic agents. Combining STEMVAC with chemotherapy could
thus have synergistic effects leading to enhanced cancer sensitivity to treatment and possible
eradication. Methods: The study (NCT07078604) includes adults with PD-L1 negative mTNBC
receiving standard therapies inclusive of chemotherapy, antibody-drug conjugates, and oral
PARP inhibitors in the first and second line. Eligible patientswill have histologically-confirmed
mTNBC, radiographically measurable disease by RECIST v1.1, and a lesion amenable to biopsy.
Key exclusion criteria include concomitant B-cell malignancies, ongoing systemic steroid use,
and known hypersensitivity reaction to GM-CSF. Participants receive intradermal STEMVAC
300mcg with 100mcg of GM-CSF given during the nadir period of standard of care chemo-
therapy. Participants receive three priming vaccines given every 21-28 days concurrent with
chemotherapy, followed by booster doses at 6 and 9 months then every six months thereafter.
The primary endpoints are 1) observance of immunogenicity to one of the five vaccine antigens,
measured by interferon-gamma enzyme-linked immunospot assay, and 2) safety. Secondary
endpoints include objective response rate, real-world PFS2, overall survival, andmagnitude of
immunogenicity. Exploratory endpoints include quantitative levels of CD8+
infiltrating lymphocytes and expression of genes associated with epithelial-mesenchymal
transition before and after vaccine priming. Current status: This trial is recruiting patients,
with up to 20patients expected to be recruited acrossmultiple sites. Safety data andpreliminary
outcomes will be reported as they become available. This trial aims to evaluate whether
STEMVAC would achieve clinically relevant immunogenicity when administered concurrently
with chemotherapy for the treatment of mTNBC. The trial will evaluate the safety and pre-
liminary efficacy of this novel combination and explore tumor-immune microenvironment
biomarkers to gain mechanistic insight. Clinical trial information: NCT07078604. Research
Sponsor: Kuni Foundation.
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A clinical study of a prototype DAA/TAA vaccine targeting MUC1 for immune in-
terception and prevention in ductal carcinoma in situ.

Emilia Diego, Julia Foldi, Rohit Bhargava, Olivera J. Finn; Division of Breast Surgical Oncology, University of Pittsburgh Medical Center, Pittsburgh, PA; University of
Pittsburgh Medical Center, Pittsburgh, PA; University of Pittsburgh Medical Center Health System, Pittsburgh, PA; University of Pittsburgh, Pittsburgh, PA

Background: Hypoglycosylated tumor MUC1 is a transmembrane glycoprotein, recognized by
human T-cells and antibodies as a tumor-associated antigen. It is overexpressed in prema-
lignant precursor lesions, including ductal carcinoma in situ (DCIS), serving as a potential
potent DCIS rejection target. Vaccine-induced immune response to MUC1 may halt DCIS
recurrence or progression to invasive disease and offer a future strategy for disease prevention
in high-risk individuals. The hypothesis is MUC1 peptide vaccine is safe and immunogenic in
patients with DCIS and the elicited systemic immune response will affect changes in the
microenvironment of the DCIS from pro- to anti-tumor. Eligibility: Female, 18 years or older
with biopsy provenER+DCISwith surgery planned as part of definite local therapy. Design: This
single institution, open label, randomized phase I clinical trial (NCT06218303) is seeking 50
women with untreated ER+ DCIS confirmed on core needle biopsy (CNB). Patients are ran-
domized 2:1 to the vaccine group. The vaccine is composed of a 100aa long MUC1 peptide
corresponding to 5 tandem repeats of 20 amino acids from theMUC1 variable number of tandem
repeats region (VNTR), admixed with the poly-ICLC adjuvant Hiltonol. The vaccine group
receives theMUC1 peptide vaccine series pre-op (at 0, 2, and 10weeks) with optional tamoxifen
or an aromatase inhibitor (AI). The control group receives only optional tamoxifen or AI. All
have surgery at 12 weeks. Research blood is drawn in the vaccine group at baseline and 2 weeks
after each vaccine, and in the control group at baseline and at week 12. Tissue from the pre-
treatment CNB and the post-treatment surgery are collected. An optional booster is available to
vaccine responders 6 months post-surgery. Aims: The primary objective is to assess the
immunogenicity of the MUC1 vaccine in ER+ DCIS patients prior to surgery. The secondary
objective is to assess the safety and feasibility of theMUC1 vaccine in ER+DCIS patients prior to
surgery. The exploratory objective is to characterize peripheral MUC1-specific effector T-cells,
regulatory T-cells and myeloid-derived suppressor cells (MDSC) at baseline and after vacci-
nation. Changes in features of the tumor microenvironment and peripheral immunity at
baseline and after vaccination may also be explored. Methods: Sample size/power:
Assuming a one-sided type I error a # 0.05 and the rate of patients having a $ 23 change
in anti-MUC1 IgG 1 is 35% in the vaccine arm and 2% in the control arm, a sample sizes of n=32
and 18 respectively in each armwill yield 88% power. With a dropout of up to 3 patients in each
arm, the remaining sample size will still yield power of 82%. Statistical analysis: Fisher’s exact
test will be performed at the one-sided a=0.05 for the primary immunogenicity endpoint for
comparing the experimental arm to the control arm. Clinical trial information: NCT06218303.
Research Sponsor: Breast Cancer Research Foundation.
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A phase 1 trial of the oncolytic virus SVV-001 with nivolumab and ipilimumab in
patients with high-grade neuroendocrine neoplasms.

Chinmay Jani, Isildinha M. Reis, Rakhi Modak, Daniel Bilbao Cortes, Stephanie Baboun, Alexander Rivera, Hung Trinh, Paul L. Hallenbeck, Dionysios C. Watson,
Samuel A. Kareff, Jaime R. Merchan, Gilberto Lopes, Peter Joel Hosein, Aman Chauhan; University of Miami Sylvester Comprehensive Cancer Center, Miami, FL; Sylvester
Comprehensive Cancer Center, Miami, FL; University of Miami/Sylvester Comprehensive Cancer Center, Miami, FL; University of Miami, Miami, FL; Seneca Therapeutics,
Philadelphia, PA; Seneca Therapeutics, Inc., Blue Bell, PA; University of Miami Sylvester Comprehensive Cancer Center/Jackson Memorial Hospital, Miami, FL; Department
of Medical Oncology, University of Miami LeonardM. Miller School of Medicine, University of Miami, Miami, FL; Sylvester Comprehensive Cancer Center, University of Miami
Miller School of Medicine, Miami, FL; Sylvester Comprehensive Cancer Center, University of Miami, Miami, FL; Department of Internal Medicine, Sylvester Comprehensive
Cancer Center, University of Miami, Miami, FL

Background:Poorly differentiated neuroendocrine carcinomas (NECs), including small cell and
large cell neuroendocrine tumors, and grade 3 neuroendocrine tumors (NETs) represent a
highly aggressive disease collectively classified as high-grade neuroendocrine neoplasms
(NENs). These tumors are marked by rapid tumor growth, early dissemination, genomic
instability, and poor outcomes. Despite initial sensitivity to chemotherapy and radiotherapy,
relapse rates remain high, and immune checkpoint inhibitors (ICIs) have demonstrated limited
activity, highlighting a substantial unmet therapeutic need. Seneca Valley Virus (SVV-001) is a
novel oncolytic picornavirus that has demonstrated synergistic antitumor activity with ICIs in
preclinicalmodels. Additionally, SVV-001 has shown a favorable safety profile and the ability to
reverse ICI resistance in vivo, supporting its evaluation in combination with nivolumab +
ipilimumab. Methods: This is an investigator-initiated, phase 1, dose-escalation and cohort-
expansion study evaluating intratumoral SVV-001 in combination with nivolumab + ipilimu-
mab inpatientswithhistologically confirmedhigh-gradeNENswhohaveprogressedonat least
one prior line of standard-of-care therapy. Eligible patients must have at least one lesion
suitable to repeated intratumoral injections of SVV-001 (up to 6 injections every two weeks).
The trial was activated in March 2025 at Sylvester Comprehensive Cancer Center, with enroll-
ment currently ongoing and a planned accrual of up to 36 patients. Part 1 used a standard 3+3
dose-escalation design. Enrollment in the first three cohorts (Part 1A), evaluating single-dose
SVV-001 in combination with nivolumab and ipilimumab, is complete with no dose-limiting
toxicities observed. Enrollment into cohort 4 (Part 1B), which will evaluate multiple doses of
SVV-001 (up to 6 injections) is planned to begin in February 2026 followed by Cohort 5. Part 2
consists of a cohort-expansion phase in which up to 6 additional patients will be treated at the
optimal recommended phase 2 dose (RP2D) of SVV-001. The primary objective is to determine
the maximum tolerated dose (MTD) and/or RP2D. Secondary objectives include radiographic
progression-free survival (PFS), overall response rate (ORR), duration of response, clinical
benefit rate (CBR), and safety. Correlative studies will assess viral kinetics, including viral
release and viral load in plasma, as well as Tumor Endothelial Marker 8 (TEM8), a potential
biomarker of SVV-001 sensitivity and its association with efficacy signals. Additional explor-
atory analyses will characterize the tumor immune microenvironment and gut microbiome
markers in the dose-expansion cohort. ClinicalTrials.gov Identifier: NCT06889493. Clinical
trial information: NCT06889493. Research Sponsor: None.
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