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Gastric Cancer
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Martens, C. Gomez-Martin, P. Thuss-Patience,  V. Arrazubi-Arrula, A. Avallone, K-K. Shiu, M. Collienne, A. Giraut, F. Lordick2
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EORTC-1707-GITCG
Adjuvant immunotherapy in patients with resected gastric cancer 
following preoperative chemotherapy and high risk for recurrence 

(N+ and/or R1) an open label randomized controlled phase II 
study: the VESTIGE-TRIAL



VESTIGE: Main eligibility criteria & design

• Gastric or EGJ adenocarcinoma stage Ib-IV
• Completed pre-operative chemotherapy with a fluoropyrimidine/platin-containing regimen followed by surgery within 12 weeks prior to randomization 

• Recovered from surgery 
• ypN1-3 status according to current (8th) version of TNM classification system AND/OR

• R0 or R1 resection according to current (8th) version of TNM

Postop 

recovery period

3 months max

7 days max 

between

randomization and 

treatment start

Control arm:
Postop chemo (completion of 

perioperative treatment)

R
1:1

Experimental arm:
Nivolumab 3mg/kg Q2W X 1 year
Ipilimumab 1mg/kg Q6W X 1 year

N=240

FU: CT scan chest and abdomen

3 monthly for 2 years, then every 6 months until year 5

Surgery

Primary objective: to detect 
an increase in DFS rate at 

1 year from 65% to 74% with 
nivolumab plus ipilimumab 
(HR=0.7) with a one-sided 

alpha of 10% and 80% power



▪2019-2022: 197/240 patients randomized

Unplanned interim analysis for protocol 
amendment in June 2022    

Recruitment was prematurely terminated for

futility per EORTC IDMC recommendation

Participating countries and accrual  

• 9 European Countries: 24 sites
• Including Israel and the UK                               

9
27

5020

25

13

12

22 19



Treatment arm (ITT population)

CT

(N=94)

Nivo/Ipi

(N=95)

ypN stage, N (%)                       

ypN0                              4 (4.3)                   2 (2.1)                   

ypN1                              30 (31.9)                  24 (25.3)                  

ypN2                              24 (25.5)                  20 (21.1)                  

ypN3                              36 (38.3)                  49 (51.6)                  

Pre-operative chemotherapy regimen, N (%)                       

non-FLOT                          7 (7.4)                   8 (8.4)                   

FLOT                              87 (92.6)                  87 (91.6)                  

Neoadjuvant chemotherapy duration (weeks),

Median (Range)

7.5 (5.0 – 12.0)    8.0 (5.0 - 10.0 )   

VESTIGE: Patient Baseline Characteristics



Safety population – Treatment arm

CT

(N=74)

Nivo/Ipi

(N=62)

Reasons for Stopping treatment, N (%)

Treatment completion        61 (82.4)                  10 (16.1)                  

Progression of disease (PD)        0 (0.0)                   23 (37.1)                  

Adverse Event       9 (12.2)                  22 (35.5)                  

Patient's decision       4 (5.4)                   7 (11.3)                   

▪ A total of 136 out of 175 patients in the Safety population ended protocol treatment at the 

clinical cut-off date for the interim analysis.

▪ For 39 patients, protocol treatment was still ongoing.

VESTIGE: Exposure to Treatment



Event/Total
Hazard Ratio 

(95% CI)Cox

P-value

Nivo/Ipi arm 42/95 1.80   (1.09-2.98) 0.0195*

CT arm 24/94 Reference

CoxCox model; *Logrank test

VESTIGE: Primary Endpoint DFS- ITT

CT am Nivo/Ipi arm

Median  DFS(m) 
(95% CI)

23.26     (11.79 – NE) 11.93   (8.36- 16.82)

12m DFS % (95% CI) 62.2    (47.8-73.7) 49.3    (36.0- 61.2)



VESTIGE: Secondary Endpoint – OS - ITT

Event/Total
Hazard Ratio 

(95% CI)Cox

P-value

Nivo/Ipi arm 23/95 1.79 (0.89-3.59) 0.0994*
CT arm 12/94 Reference

CoxCox model; *Logrank test

Main cause 

of death

Treatment arm 

(ITT population)

CT

(N=12)

Nivo/Ipi

(N=23)

PD    9 (75.0)                  21 (91.3)                  

Other 2 (16.7)                  2 (8.7)                   

Missing           1 (8.3)                   0 (0.0)                   

CT am Nivo/Ipi arm

Median  OS(m) (95% 
CI)

NE     (18.56 – NE) 23.13       (18.56- 16.NE)



Pancreatic Cancer



NALIRIFOX versus nab-paclitaxel + gemcitabine in treatment-naive patients with mPDAC: <br />additional results from the phase 3 NAPOLI 3 trial

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



NAPOLI 3: Study design

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Primary endpoint: OS



NAPOLI 3: Baseline characteristics (ITT population)
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NAPOLI 3: OS (ITT population)
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NAPOLI 3: OS subgroup analyses (ITT population)
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NAPOLI 3: Selected any-cause TEAEs
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Metastatic Anal Cancer



V.K. Morris1, K.K. Ciombor2, B. Polite3, S. Mukherjee4, J.C. Krauss5, T. Shields6, O. Aranha7, J. Hays8, S. Kazmi9, B. 
Weinberg10, K. Nguyen11, A.B. Benson12, C. Lieu13, S. Iqbal14, H. Hochster15, L. Xiao1, C. Eng2

1University of Texas – MD Anderson Cancer Center; 2Vanderbilt-Ingram Cancer Center; 3University of Chicago; 
4Roswell Park Cancer Institute; 5University of Michigan; 6Karmanos Cancer Institute; 7Washington University 

School of Medicine; 8The Ohio State University; 9The University of Texas Southwestern Medical Center; 
10Georgetown University; 11Yale University; 12Northwestern University; 13University of Colorado; 14University of 

Southern California; 15Rutgers University 

NCI9673 (Part B): A multi-institutional ETCTN 
randomized phase II study of nivolumab with 

or without ipilimumab in refractory, metastatic 
squamous cell carcinoma of the anal canal 

(NCT02314169)



NCI9673 (Part B) Study Design

• Primary Endpoint: 

– Progression-free survival (PFS)

• Secondary Endpoints:

– Overall response (RECIST 1.1)

– Overall survival (OS)

– Safety/toxicity (CTCAE v5)

• Statistical Design:

– H0: Median PFSArm2 ≤ PFSArm1

    Ha: Median PFSArm2 > PFSArm1

– At a one-sided α=.10 and 90% power, 100 

participants are needed to observe an 

improvement in median PFS from 4 to 7 

months.

Participants with:

- Unresectable or metastatic SCCA

- ≥1 prior line of systemic treatment

Nivolumab Nivolumab

+ ipilimumab

1:1

N=100

Study Treatment:

• Nivolumab: 480 mg IV every 4 weeks

• Ipilimumab 1 mg/kg IV every 8 weeks 

(Arm 2 only)
NCT02314169



Progression-free survival
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Median follow-up: 22 months

Median PFS (95% CI):

Nivolumab                                       2.9 months (1.9 – 4.0)

Nivolumab + ipilimumab                3.7 months (2.0 – 7.1)

HR 0.80 (95% CI, .52-1.2)

p= .16



Response Assessment

Overall Response Rate (95% CI):

Nivolumab                                         

17.4% (9.1-31)

Nivolumab + ipilimumab                    

21.5% (12-36)

Disease Control Rate (95% CI):

Nivolumab                                         

43.5% (30-58)

Nivolumab + ipilimumab                    

47.6% (33-62) 

Nivolumab (%) Nivolumab + 
Ipilimumab (%)

Complete Response 3 (6.5) 2 (4.8)

Partial Response 5 (10.9) 7 (16.7)

Stable Disease 12 (21.7) 11 (26.2)

Progressive Disease 26 (56.5) 22 (52.3)



Overall survival
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Median OS (95% CI):

Nivolumab                        15.4 months (11.1 – NA)

Nivolumab + ipilimumab      20.0 months (13.5 – 23.6)

HR 0.86 (95% CI, .51-1.5)

p= .86



Safety/Toxicity Profile

• One grade 5 event (pneumonitis) occurred in a participant receiving 
nivolumab + ipilimumab.

• There were 4 grade 4 events in participants receiving nivolumab + 
ipilimumab: hyperglycemia (N=3) and diabetic ketoacidosis (N=1).

• There were 6 (12%) participants with grade 3 AEs attributed to 
nivolumab, and 12 (25%) participants with grades 3-5 AEs attributed to 
nivolumab + ipilimumab.



Spring 2022 Group Meeting • May 4 – 6
Confidential information and property of the author; may not be distributed or reproduced 

without written permission.Eng et al: JCO, 2022

*HIV pts are eligible
PI: Eng

EA2176: Phase 3 Clinical Trial of Carboplatin and Paclitaxel +/- Nivolumab 
in Treatment-Naïve Metastatic Anal Cancer Patients

Enrollment
N= 126/205



Preoperative Chemotherapy with Selective Chemoradiation versus Chemoradiation for Locally Advanced Rectal Cancer: <br /><br />The PROSPECT Trial (Alliance N1048)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



PROSPECT Study Summary

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Primary endpoint: Noninferior DFS



PROSPECT Study Full Schema
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Non-inferiority Hypothesis for Disease Free Survival
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PROSPECT: Disease Free Survival
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PROSPECT: Disease Free Survival
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PROSPECT: Overall Survival
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PROSPECT: Clinician-Reported Toxicity
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Slide 1

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Slide 5
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Primary endpoint: DFS



Baseline characteristics of tumors
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Cumulative incidence of rectal cancer recurrences
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DFS events
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Disease-Free Survival
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Slide 16

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Slide 17
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Slide 19
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Metastatic Colorectal Cancer



LEAP-017 Study Design

aTreatment with pembrolizumab continued  until progression, up to 2 years, and with lenvatinib for >25 cycles until disease progression or treatment discontinuation; bOn D1-21, no dose on d22-28 with cycle 1 dose escalation from 80 mg QD permitted as per local guidelines; cBID 

on d1-5 and d8-12, no doses on d6-7 or d13-28. Data cut-off February 20, 2023.

R
1:1

N = 434

Stratification factor

• Presence or absence of liver 

metastases

Primary endpoint: OS
Key secondary endpoints: PFS, ORR per RECIST, v1.1 by BICR

Pembrolizumab 400 mg IV Q6Wa  

+ 

Lenvatinib 20 mg PO QDa

Standard of Care (Investigator Choice)

Regorafenib 160 mg QDb Q4W 

or 

Trifluridine/tipiracil 35 mg/m2 Q4Wc

Key Eligibility Criteria

• Unresectable and 

metastatic CRC that 

progressed on OR

after OR could not 

tolerate standard 

treatment

• Not MSI-H/dMMR by 

local testing

• ECOG 0-1



Overall Survival (FA)

aOS did not meet pre-specified superiority threshold of one-sided p = 0.0214; Data cut-off February 20, 2023.

O
S

, 
%

0 3 6 9 12 15 18 21 24
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90

100

Time, monthsNo. at Risk

241 214 176 132 103 70 41 5 0
239 206 160 121 96 63 28 0 0

12-mo rate

Median, mo (95% CI)
9.8 (8.4-11.6)
9.3 (8.2-10.9)

Len + pembro
SOC

42.7%
40.3%

Events 
n (%)

HR 
(95% CI) P-value

Len + pembro 174 (72%) 0.83
(0.68-1.02)

0.0379a

SOC 192 (80%)

Superiority threshold 
One-sided p = 0.0214



Overall Survival in Key Subgroups (FA)

A subcategory with a number of participants <10% of the ITT population is not displayed in the plot; Data cut-off February 20, 2023.

Favors 
SOC

Favors lenvatinib
+ pembrolizumab Favors 

SOC

Favors lenvatinib

+ pembrolizumab

0.1 1 10

SOC at randomization

Regorafenib

Trifluridine/tipiracil

RAS status

Mutant

Wildtype

Presence of Liver metastasis

Yes

No

ECOG PS

0

1

185/261

181/219

279/336

87/144

202/267

161/210

183/242

183/238

0.86 (0.64-1.15)

0.77 (0.58-1.03)

0.91 (0.72-1.15)

0.65 (0.42-0.99)

0.76 (0.58-1.00)

0.90 (0.66-1.22)

0.78 (0.54-1.04)

0.89  (0.67-1.19)

BRAF status

Wildtype 326/429 0.83 (0.67-1.04)

PD-L1 status

CPS <1

Missing

Race

White

All others

Age
< 65

≥ 65

Male

Female

Geographic Region

Asia

Rest of  World

Western Europe/NA

Overall

Events/Patients, N

366/480

109/154

136/173

121/153

249/325

117/155

216/278

150/202

246/304

119/172

192/239

44/60

HR (95%  CI)

0.83 (0.68-1.02)

0.66 (0.45-0.96)

0.95 (0.68-1.33)

0.89  (0.62-1.28)

0.81 (0.63-1.04)

0.85  (0.59-1.23)

0.88 (0.67-1.15)

0.78  (0.56-1.07)

0.94 (0.73-1.21)

0.68 (0.47-0.97)

0.90  (0.68-1.19)

0.63  (0.34-1.15)

CPS ≥1 130/181 0.81 (0.57-1.14)

Sex

0.1 1 10

Events/Patients, N HR (95%  CI)



Summary of Response at FA 
RECIST v1.1, BICR

aORR was not tested at IA; ORR at IA was 10.4% (95% CI, 6.8-14.9) and 1.7% (95% CI, 0.5-4.2) in the lenvatinib + pembrolizumab and SOC groups; median duration of study follow-up was 18.6 months (range, 14.0-22.5) at FA; Data cut-off February 20, 2023.
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Summary and Conclusions
•While there was a trend toward longer OS with lenvatinib plus pembrolizumab versus 
SOC at FA, the combination did not meet the pre-specified threshold for statistical 
significance for the OS primary endpoint

▪ HR (95% CI) = 0.83 (0.68 - 1.02), p = 0.0379, median OS: 9.8 vs 9.3 mo

• Trend toward improvement in key secondary endpoints of PFS and ORR was 
observed

▪ PFS: HR (95% CI) = 0.69 (0.56 - 0.85) 

▪ ORR: observed difference (95% CI) = 8.7% (4.7% - 13.5%)

•No new safety signals were observed

•Novel therapeutic options for patients with previously treated non-MSI-H/dMMR mCRC 
remain an area of unmet need



T-DXd in Patients With HER2-Overexpressing/Amplified (HER2+) Metastatic Colorectal Cancer (mCRC): Primary Results From the Multicenter, Randomized, Phase 2 DESTINY-CRC02 
Study

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Payload MOA: 

topoisomerase I inhibitor1,2,a

High potency of payload1,2,a

Tumor-selective 

cleavable linker1,2,a

High DAR ≈ 8

Stable linker-payload1,2,a

Payload with short 

systemic half-life1,2,a

Membrane permeable 

payload1,3,a

3

7

4

5

6

2

1

Humanized anti-HER2 

IgG1 mAb1,2
Deruxtecan1,2

Topoisomerase I Inhibitor 

(MAAA-1181a)

Cleavable Tetrapeptide-

Based Linker

ADC, antibody drug conjugate; DAR, drug-antibody ratio; HER2, human epidermal growth factor receptor 2; IgG1, immunoglobulin G1; mAb, monoclonal antibody; MOA, mechanism of action; T-DXd, fam-trastuzumab deruxtecan-nxki. 
aThe clinical relevance of these features is under investigation. 
References: 1. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 2. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 3. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046

• A humanized anti-HER2 IgG1 mAb with the same 

amino acid sequence as trastuzumab, covalently linked to:

• A topoisomerase I inhibitor, an exatecan derivative, via

• A tetrapeptide-based cleavable linker

An ADC composed of 3 components1,2:

T-DXd Was Designed With 7 Key Attributes



DESTINY-CRC02 Study Design
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Baseline Characteristics (cont.)
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Efficacy Results
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Median Progression-Free Survival by BICR
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Median Overall Survival
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Best Percentage Change in Sum of Diameters by BICR for T-DXd 5.4 mg/kg 
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Best Percentage Change in Sum of Diameters by BICR for T-DXd 6.4 mg/kg
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Best Overall Response by BICR by Subgroup With <br />T-DXd 5.4 mg/kg 
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Adjudicated Drug-Related ILD/Pneumonitis by Independent Adjudication Committee
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FRESCO-2 Study Design

61

BSC, best supportive care.
NCT04322539. 

Stratification Factors

• Prior therapy (TAS-102 vs regorafenib vs TAS-102 and regorafenib)

• RAS mutational status (wild-type vs mutant)

• Duration of metastatic disease (≤18 months vs >18 months)

Patient Eligibility

• Prior treatment with fluoropyrimidine-, oxaliplatin- 

and irinotecan-based chemotherapy, an anti-

VEGF biological therapy, and, if RAS wild type, 

an anti-EGFR therapy

• Progression on, or intolerance to, TAS-102 

and/or regorafenib

• Prior treatment with an immune checkpoint 

inhibitor or BRAF inhibitor if indicated

R

2:1

Fruquintinib 5 mg PO, QD 

(3 weeks on, 1 week off)

+

BSC

(N=458)

Placebo 5 mg PO, QD

(3 weeks on, 1 week off)

+

BSC

(N=229)

Treatment until 

progression or 

unacceptable toxicity

Note: To ensure the patient population is reflective of clinical practice, the number of patients treated with prior regorafenib was limited to 344 patients (50%)

N=687

Dasari A …..Eng et al. ESMO 2022; Dasari et al: Lancet, June 15, 2023

Mechanism of action: Highly selective oral tyrosine 

kinase inhibitor of VEGFRs-1, -2, and -3



Fast Facts 
about 

FRESCO-2

• Approved in China (2018)
• Only phase III trial opened at that time
• Due to lack of trials, we wanted to be able to 

offer to all possible patients
• Placebo arm due to no other treatments 

available after lonsurf and/or rego
• Completed enrollment quicker than 

expected despite COVID-19 
• Unmet need

• Supply chain issue resulted in   tubes for 
ctDNA correlatives
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Patient and Disease Characteristics

63

ITT Population
Enrollment: Sep 2020 to Dec 2021

Data Cutoff: 24 June 2022

4

Dasari A …..Eng et al. ESMO 2022; Dasari et al: The Lancet, June 15, 2023



FRESCO-2: Primary Endpoint - OS

Dasari…Eng et al: The Lancet, 2023

34% reduced risk of death 

for Fruquintinib 
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OS Subgroup Analysis

65

ITT Population

Liver metastases

Favors 

Placebo

Favors 

Fruquintinib

Dasari A …..Eng et al. ESMO 2022; Dasari et al: Lancet, June 15, 2023



FRESCO-2: PFS

Dasari…Eng et al: The Lancet, 2023

68% reduced risk of progression for 

Fruquintinib 
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Interest from The Phase 3 FRESCO-2 study
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Circulating Tumor DNA (ctDNA)



Circulating tumor DNA dynamics as an early predictor of 
recurrence in patients with radically resected colorectal 

cancer: Updated results from GALAXY study in the 
CIRCULATE-Japan
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Background and Consort diagram
• Postoperative circulating tumor DNA (ctDNA)-based molecular residual disease (MRD) is reported to be associated with a 

high risk of recurrence (Kotani D et al. Nature Med 2023)

• Here, we present an updated analysis and the lead time interval (LTI) of ctDNA positivity to radiographic recurrence in 

patients (pts) with radically resected colorectal cancer (CRC), stage II-IV in the observational GALAXY study 

(UMIN000039205). 



ctDNA dynamics between weeks 4 and 12 post surgery is 
prognostic of DFS
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Conclusions: 

•Gastric cancer: Nivo/ipi has no role in the adjuvant setting (VESTIGE)

•Pancreatic cancer:  Nalirifox has demonstrated an improvement in OS 
(NAPOLI 3)

•Metastatic anal cancer: Nivo/Ipi has no role in the refractory setting 
(NCI9673 Part B)

•Rectal cancer:  Omission of XRT of mid-high lying rectal cancer results in 
non-inferiority of DFS (PRODIGE23)

•MCRC
•Lenvatinib + pembrolizumab did not demonstrate OS vs. the SOC (LEAP-
017)

•The recommended dose of Deruxtecan is 5.4 mg/kg (Destiny- CRC02)
•Fruquintinib is a selective oral TKI against VEGFR 1,2, and 3 demonstrating 
OS in refractory disease (FRESCO-2)
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