
Background

Methods

Gastroesophageal (GE) cancer
• GE cancer is the second leading cause of cancer-related mortality with 1.1 million deaths each year1

• Anti-PD-1 with chemotherapy is approved in the frontline setting, though most patients progress2

• Standard second-line treatment with ramucirumab and paclitaxel yields a median progression-free survival 
(PFS) of 4.4 months and objective response rate (ORR) of 28%3

Results

TRIAL SCHEMA: Investigator-initiated, single-arm phase II trial of agenT-797, BOT, and BAL with ramucirumab and paclitaxel 

in patients with advanced GE adenocarcinoma who received one prior line of therapy, conducted at MSKCC (NCT06251973).
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Treatment Emergent Adverse Events

This is the first study to report the use of agenT797, BOT, 
and BAL in GE cancer.

The primary endpoint of improvement in ORR compared 
to historical control was not met; however, long-term 
survival (>20 mo) in a subset of patients was observed, 
suggesting some patients derive durable benefit.

Patients treated with an induction cycle had longer PFS, 
suggesting sequencing of treatment components may be 
crucial in deriving therapeutic benefit.

The combination of agenT-797/BOT/BAL was associated 
with significant intratumoral infiltration of T cell and 
dendritic cells as well as and activation of peripheral T 
cell populations, consistent with biologic activity in this 
immunotherapy resistant population. 
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agenT-797 – invariant Natural Killer T (iNKT) cell therapy  
• agenT-797 is an allogeneic human unmodified iNKT cell therapy, expanded ex vivo from healthy donors
• Induces direct cytotoxicity via CD1d and stress ligand recognition and indirectly via IL-12 and IFN-γ 

upregulation4

• Remodels the tumor microenvironment (TME) by promoting T and NK cell infiltration, repolarizing 
immunosuppressive cells, and activating dendritic cells to potentiate T cell activation4

• In a phase I trial of patients with PD-1 refractory tumors, agenT-797 with anti-PD-1 showed activity in 
gastric cancer and other solid tumors (NCT05108623)5

Primary Endpoint: ORR

Secondary Endpoints: PFS, 
Overall survival (OS), Disease control 
rate (DCR), Duration of response 
(DOR), Safety and tolerability

Exploratory Endpoints:

• Changes to immune cell subsets 
within tumor microenvironment

• Changes in peripheral T cell 
populations and cytokines

Drug Dose Dose Frequency

agenT-797 1.4x107 cells/kg Day 1 of treatment, cycle 1 only

Botensilimabi 75 mg fixed dose Day 1 of each 28-day cycle for three doses

Balstilimab 240 mg fixed dose Days 1 and 15 of each 28-day cycle

Ramucirumab 8 mg/kg Days 1 and 15 of each 28-day cycle

Paclitaxelii 80 mg/m2 Days 1, 8, and 15 of each 28-day cycle

i)Starting dose of BOT was 75 mg. 

Following treatment of first 10 
patients, a planned safety review 
determined that all subsequently 

enrolled patients would be treated 
with BOT at 50 mg (dose level -1).
ii)Patients were permitted to begin 

at dose of 70 mg/m2 if deemed 
necessary by treating investigator.

Botensilimab (Fc-enhanced anti-CTLA-4) & Balstilimab (anti-PD-1)
• Fc-enhancement improves anti-tumor T cell responses, antigen presenting cell (APC) activation, and 

depletion of suppressive regulatory T cells6

• In a phase I trial of patients with heavily pre-treated, immunotherapy-refractory tumors, BOT+BAL 
demonstrated significant efficacy (NCT03860272)7

Fig. 1: A) ORR of 15 patients with measurable disease; defined as patients 
with a partial response (PR) or complete response (CR) per RECIST v1.1 
criteria. DCR of all 17 patients; defined as patients without progressive 
disease (PD) as best response per RECIST v1.1 criteria. B-C) PFS and OS of 
all patients. D-E) PFS and OS stratified by induction v. no induction cohorts.

Key Inclusion 

Criteria

• Advanced GE 

adenocarcinoma

• Progressed on 

1L treatment

agenT-797 Induction

agenT-797 alone

Treatment continued until disease 

progression or intolerable toxicityBotensilimab (3 total doses) + 

Balstilimab +

Ramucirumab + 

Paclitaxel

n=17 patients

Longitudinal tissue 

and peripheral blood 

collection at baseline 

and throughout 

treatment

Cycle 1 Cycle 2+

agenT/BOT/BAL Induction

agenT-797 + Botensilimab + 

Balstilimab

No Induction

agenT-797 + Botensilimab + 

Balstilimab + Ramucirumab + 

Paclitaxel

Botensilimab (3 total doses) +

Balstilimab +

Ramucirumab + 

Paclitaxel

Botensilimab (3 total doses) + 

Balstilimab + 

Ramucirumab + 

Paclitaxel

Baseline Characteristics Induction (n=7) No Induction (n=10) Total (n=17)

Median age (IQR), years 64 (63-77) 64 (43-68) 64 (44-71)​

Male
Female

4 (57%)
3 (43%)

9 (90%)
1 (10%)

13 (76%)​
4 (24%)

Esophageal / Gastroesophageal Junction (GEJ)​
Gastric​

3 (43%)
4 (57%)

8 (80%)
2 (20%)

11 (65%)​
6 (35%)​

1​ metastatic organ site
≥2 metastatic organ sites​ 

3 (43%)
4 (57%)

2 (20%)
8 (80%)

​5 (29%)
12 (71%)

Liver metastases​
Peritoneal metastases​

3 (43%)
4 (57%)

7 (70%)
2 (20%)

10 (59%)​
6 (35%)​

Frontline Treatment:​
PD-1 + Chemotherapy​
PD-1 + Trastuzumab + Chemo​therapy
PD-1 + Lenvatinib/Regorafenib + Chemotherapy​
PD-1 + Domvanalimab + Chemotherapy​
PD-1 + TST001 + Chemotherapy​
PD-1 + Bemarituzumab/Placebo + Chemotherapy

4 (57%)
1 (14%)
1 (14%)
1 (14%)
0 (0%)
0 (0%)

6 (60%)
1 (10%)
1 (10%)
0 (0%)

1 (10%)
1 (10%)

10 (59%)​
2 (12%)​
2 (12%)​
1 (6%)​
1 (6%)​
1 (6%)

Median time on frontline treatment (IQR), months 11.8 (6.9-25.5) 8.3 (4.2-11.0) 9.7 (5.2-12.7)

Induction

No induction

ORR: 0%
DCR: 77%

Median PFS (95% CI): 
6.9 (4.3-NR) v 3.5 (1.9-NR)
HR 0.19 (95% CI 0.05-0.72, p=0.015)

Median OS (95% CI): 
9.5 (6.2-NR) v 5.2 (3.4-NR)
HR 0.39 (95% CI 0.12-1.31, p=0.13)

Induction

No induction

6-mo PFS: 71% v 10%
12-mo PFS: 14% v 0%
18-mo PFS: 14% v 0%

6-mo OS: 86% v 40%
12-mo OS: 43% v 20%
18-mo OS: 43% v 0%

A

D E

Adverse Event (n=17) Grade 1-2 Grade 3+

Any AE 8 (47%) 9 (53%)

Fatigue 14 (82%) 0 (0%)

Diarrhea 8 (47%) 2 (12%)

Fever 10 (59%) 0 (0%)

Anorexia 6 (35%) 0 (0%)

Neutropenia 2 (12%) 3 (18%)

Abdominal pain 4 (24%) 1 (6%)

Nausea 5 (29%) 0 (0%)

Mucositis 5 (29%) 0 (0%)

Headache 4 (24%) 0 (0%)

Anemia 0 (0%) 3 (18%)

Weight loss 3 (18%) 0 (0%)

Vomiting 3 (18%) 0 (0%)

Immune-related AE Grade 1-2 Grade 3+

Total 4 (40%) 4 (40%)

Dermatitis 4 (40%) 0 (0%)

Colitis 1 (10%) 2 (20%)

Gastritis 3 (30%) 0 (0%)

Enteritis 0 (0%) 2 (20%)

Hepatitis 0 (0%) 1 (10%)

Hypothyroidism 1 (10%) 0 (0%)

Immune-related AE Grade 1-2 Grade 3+

Total 0 (0%) 1 (14%)

Colitis 0 (0%) 1 (14%)

75 mg Dose (n=10) 

50 mg Dose (n=7) 
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Characteristic PFS OS

Time on frontline 

treatment

0.98 (95% CI 0.91-

1.05) p=0.58

1.00 (95% CI 0.93-

1.07) p=0.91

Liver metastases
0.62 (95% CI 0.22-

1.72) p=0.36

0.27 (95% CI 0.0.08-

0.90) p=0.033

Peritoneal metastases
1.87 (95% CI 0.67-

5.21) p=0.23

4.28 (95% CI 1.32-

13.9) p=0.016

Univariate Risk Factor Survival Analysis

Multiplex Immunofluorescence T Cell Receptor Sequencing

Presented at American Association for Cancer Research conference: April 20, 2026. San Diego, CA, US

Between November 

14, 2022 and April 
19, 2024, 17 
patients were 

enrolled and 
included in both 
efficacy and safety 

analyses. At the 
time of data cut off 
(January 12, 2026), 

median follow up 
among surviving 
patients (n=4) was 

20.8 months (range 
12.5-22.5 months).

Progression-Free Survival Overall Survival

Median PFS (95% CI): 4.1 mo (3.4-6.9)
6-mo PFS: 35%
12-mo PFS: 6%
18-mo PFS: 6%

Median OS (95% CI): 7.7 mo (4.9-NR)
6-mo OS: 59%
12-mo OS: 29%
18-mo OS: 18%
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Top: Most common AEs (in ≥15%) among all 17. Middle 

and Bottom: All immune-related AEs categorized by dose.

Fig. 4 (above): Spearman correlation coefficient was used to determine association of the 
number of expanded T cell clones in the peripheral blood with OS. Clonal expansion 
defined as two-fold increase compared to baseline within 4 weeks (left) and 8 weeks 
(right) of treatment initiation. 

Overall Survival (months) Overall Survival (months)

Spearman correlation coefficient: -0.59
p=0.06

Spearman correlation coefficient: -0.33
p=0.19

#2 patients with evaluable only, not measurable disease 

Perform a phase II trial of agenT-797, BOT, and BAL with ramucirumab and 
paclitaxel in patients with advanced GE adenocarcinoma that 

progressed on frontline treatment

Objective

Median follow up among 
surviving patients (n=4): 20.8 mo 
(range 12.5-22.5 months)

Patient Characteristics

n=2

n=5

n=10

CR/PR: 0

SD: 11
PD: 4
Non-CR/Non-PD: 2#

Objective Responses Survival

Fig. 2 (above, right): Representative image (A) and 
high-magnification region (B) from baseline tissue 
of Patient 5 with PFS>22mo demonstrates 
heterogeneous immune landscape, with focal 
clustering of immune cells (CD3, CD4, CD8, and 
CD20) confined to discrete regions and largely 
absent across the TME. Pan-cytokeratin (Pan-CK) 
highlights tumor cells, and DAPI marks nuclei. In 
contrast, post-treatment tissue (C-D) exhibits a more 
homogeneous immune cell distribution throughout 
the TME. Organized tertiary lymphoid structures 
(TLS) are evident (D-F), characterized by CD20⁺ B 
cell aggregates with Ki67⁺ germinal center activity, 
and are surrounded by T cells, APCs expressing 
HLA-DR, CD86, and CD11c illustrating induced 
immune reprogramming and TLS induction, 
associated with durable clinical benefit. 

Pre-Treatment Biopsies On-Treatment Biopsies

Fig. 3 (right): Quantitative comparison of pre- 
v. post-treatment marker expression; 
significance assessed using Wilcoxon signed-
rank test.

Conclusions and Future Directions
Alive
Deceased

Alive
Deceased

Flow Cytometry

Fig 5. (left): Assessment 
by flow cytometry to 
assess activation status 
of peripheral (A) CD4 
and (B) CD8 T cells 
demonstrates significant 
treatment-induced 
activation of peripheral T 
cell populations. 
Significance assessed 
using Wilcoxson signed-
rank test. Tn, naïve T 
cells; Tcm, central 
memory T cells; Tem, 
effector memory T cells; 
Teff, effector T cells. 
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