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At Least 3 Distinct Diseases 

• Gastric and gastroesophageal 
adenocarcinoma remains third cause of 
deaths globally. 

• Median OS around 1 year for most part in 
western world

• Recent understanding of molecular and 
genetic variations



Resectable Disease



Adjuvant nivolumab in resected esophageal or 
gastroesophageal junction cancer following neoadjuvant 
chemoradiotherapy: expanded efficacy and safety 
analyses from CheckMate 577
Ronan J. Kelly,1 Jaffer A. Ajani,2 Jaroslaw Kuzdzal,3 Thomas Zander,4 Eric Van Cutsem,5

Guillaume Piessen,6 Guillermo Mendez,7 Josephine Feliciano,8 Satoru Motoyama,9 Astrid Lièvre,10 Hope 
Uronis,11 Elena Elimova,12 Cecile Grootscholten,13 Karen Geboes,14 Jenny Zhang,15

Samira Soleymani,15 Ming Lei,15 Prianka Singh,15 James M. Cleary,16 Markus Moehler17

• 1The Charles A. Sammons Cancer Center at Baylor University Medical Center, Dallas, TX; 2The University of Texas MD Anderson Cancer Center, Houston, TX; 3Jagiellonian University, John Paul II Hospital, Cracow, Poland; 4University Hospital of Cologne, Cologne, Germany; 5University Hospitals Gasthuisberg, 
Leuven and KULeuven, Leuven, Belgium; 6University of Lille, Claude Huriez University Hospital, Lille, France; 7Fundacion Favaloro, Buenos Aires, Argentina; 8Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, Baltimore, MD; 9Akita University Hospital, Akita, Japan; 10CHU Pontchaillou, Rennes 1 
University, Rennes, France; 11Duke Cancer Institute, Durham, NC; 12Princess Margaret Cancer Centre, Toronto, ON, Canada; 13Netherlands Cancer Institute-Antoni van Leeuwenhoek Hospital, Amsterdam, Netherlands; 14UZ Gent, Gent, Belgium; 15Bristol Myers Squibb, Princeton, NJ; 16Dana Farber Cancer 
Institute, Boston, MA; 17Johannes-Gutenberg University Clinic, Mainz, Germany

Abstract number 4003



• CheckMate 577

CheckMate 577 study design
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aClinicalTrials.gov. NCT02743494; bPatients must have been surgically rendered free of disease with negative margins on resected specimens defined as no vital tumor present within 1 mm of the proximal, distal, or 
circumferential resection margins; c< 1% includes indeterminate/nonevaluable tumor cell PD-L1 expression; dUntil disease recurrence, unacceptable toxicity, or withdrawal of consent; eAssessed by investigator, the 
study required at least 440 DFS events to achieve 91% power to detect an average HR of 0.72 at a 2-sided α of 0.05, accounting for a prespecified interim analysis; fThe study will continue as planned to allow for future 
analysis of OS; gDMFS is defined as the time between randomization and the first distant recurrence or death, whichever occurs first; hPFS2 is defined as the time from randomization to progression after the first 
subsequent systemic therapy, initiation of second subsequent systemic therapy, or death, whichever is earlier; iTime from randomization date to clinical data cutoff (May 12, 2020). 
Kelly RJ, et al. N Engl J Med 2021;384:1191-1203.

• CheckMate 577 is a global, phase 3, randomized, double-blind, placebo-controlled triala

Placebo
Q2W × 16 weeks 

then Q4W 

Key eligibility criteria
• Stage II/III EC/GEJC
• Adenocarcinoma or squamous cell 

carcinoma
• Neoadjuvant CRT + surgical resection 

(R0,b performed within 4-16 weeks prior 
to randomization)

• Residual pathologic disease
– ≥ ypT1 or ≥ ypN1

• ECOG PS 0–1

Primary endpoint:
• DFSe

Secondary endpoints:
• OSf

• OS rate at 1, 2, and 
3 years

Exploratory endpoints 
included:
• Safety
• DMFSg

• PFS2h

• QoL

R 
2:1

Nivolumab
240 mg Q2W × 16 weeks 

then 480 mg Q4W N = 794

n = 532

n = 262

Total treatment duration 
of up to 1 yeard

Stratification factors
• Histology (squamous versus adenocarcinoma)
• Pathologic lymph node status (≥ ypN1 versus ypN0)
• Tumor-cell PD-L1 expression (≥ 1% versus < 1%c)

• Median follow-up was 24.4 months (range, 6.2–44.9)i

• Geographical regions: Europe (38%), United States and Canada (32%), Asia (13%), rest of the world (16%)



• CheckMate 577

Disease-free survival (DFS)

6

aPer investigator assessment; b6-month DFS rates were 72% (95% CI, 68-76) in the nivolumab arm and 63% (95% CI, 57-69) in the placebo arm; cThe boundary for statistical significance at the 
prespecified interim analysis required the P value to be less than 0.036. 
Kelly RJ, et al. N Engl J Med 2021;384:1191-1203.

• Nivolumab provided superior DFS with a 31% reduction in the risk of recurrence or death and a doubling in median DFS versus 
placebo 
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Nivolumab
(n = 532)

Placebo
(n = 262)

Median DFS, mo 22.4 11.0

(95% CI) (16.6–34.0) (8.3–14.3)

HR (96.4% CI) 0.69 (0.56–0.86) 

P value 0.0003c



Metastatic Esophageal 
Cancer



First-line Pembrolizumab Plus Chemotherapy Versus Chemotherapy in Advanced Esophageal Cancer: Longer-term Efficacy, Safety, and Quality-of-life Results From the Phase 3 KEYNOTE-590 Study

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



KEYNOTE-590 Study Design (NCT03189719)

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



Survival: All Patients

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



OS: Pre-specified Subgroups

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



Survival: Adenocarcinoma

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



Antitumor Response Summary

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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• CheckMate 648

CheckMate 648 study design
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• CheckMate 648 is a global, randomized, open-label phase 3 studya

aClinicalTrials.gov. NCT03143153; b< 1% includes indeterminate tumor cell PD-L1 expression; determined by PD-L1 IHC 28-8 pharmDx assay (Dako); cEast Asia includes patients from Japan, Korea, and Taiwan; 
dFluorouracil 800 mg/m2 IV daily (days 1-5) and cisplatin 80 mg/m2 IV (day 1); eUntil documented disease progression (unless consented to treatment beyond progression for NIVO + IPI or NIVO + chemo), 
discontinuation due to toxicity, withdrawal of consent, or study end. NIVO is given alone or in combination with IPI for a maximum of 2 years; fPer blinded independent central review (BICR); gTime from last patient 
randomized to clinical data cutoff.

Primary endpoints:
• OS and PFSf (tumor cell PD-L1 ≥ 1%)

Secondary endpoints: 
• OS and PFSf (all randomized)
• ORRf (tumor cell PD-L1 ≥ 1% and 

all randomized)

NIVO 3 mg/kg Q2W + 
IPI 1 mg/kg Q6We

Stratification factors
• Tumor cell PD-L1 expression (≥ 1% vs < 1%b)
• Region (East Asiac vs rest of Asia vs ROW)
• ECOG PS (0 vs 1)
• Number of organs with metastases (≤ 1 vs ≥ 2)

R
1:1:1

• At data cutoff (January 18, 2021), the minimum follow-up was 12.9 monthsg

N = 970

Chemo (fluorouracil + cisplatin)d Q4We

NIVO 240 mg Q2W + 
chemo (fluorouracil + cisplatin)d Q4We

Key eligibility criteria
• Unresectable advanced, recurrent or 

metastatic ESCC
• ECOG PS 0-1
• No prior systemic treatment for 

advanced disease
• Measurable disease

n = 325

n = 321

n = 324



• Superior OS with NIVO + chemo vs chemo in tumor cell PD-L1 ≥ 1% and all randomized populations
― Tumor cell PD-L1 ≥ 1%: 46% reduction in the risk of death and a 6.3-month improvement in median OS 
― All randomized: 26% reduction in the risk of death and a 2.5-month improvement in median OS

Overall survival: NIVO + chemo vs chemo

16aMinimum follow-up 12.9 months.

Primary endpoint (tumor cell PD-L1 ≥ 1%)a

NIVO + chemo
(n = 158)

Chemo
(n = 157)

Median OS, mo 15.4 9.1

(95% CI) (11.9–19.5) (7.7–10.0)

HR (99.5% CI) 0.54 (0.37–0.80) 

P value < 0.0001

All randomizeda

NIVO + chemo
(n = 321)

Chemo
(n = 324)

Median OS, mo 13.2 10.7

(95% CI) (11.1–15.7) (9.4–11.9)

HR (99.1% CI) 0.74 (0.58–0.96) 

P value 0.0021

No. at risk
NIVO + chemo 158 143 129 105 88 70 53 36 22 16 4 2 0 0
Chemo 157 135 105 72 52 36 21 12 8 4 2 1 1 0

321 293 253 203 163 133 92 60 40 26 12 4 1 1 0
324 281 229 171 131 93 56 41 23 9 5 2 1 0 0
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No. at risk
NIVO + chemo 158 107 75 47 29 18 10 8 5 3 1 1 0
Chemo 157 67 35 17 5 1 1 1 1 1 1 1 0

aMinimum follow-up 12.9 months; bExploratory analysis.
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• Primary endpoint of PFS per BICR met in patients with tumor cell PD-L1 ≥ 1%
• Prespecified significance boundary for PFS per BICR not met in all randomized patients
• Improved PFS per INVb with HR of 0.53 (95% CI, 0.41–0.69) in tumor cell PD-L1 ≥ 1% and 0.69 (95% CI, 0.58–0.83) in all 

randomized populations

PFS: NIVO + chemo vs chemo

17

Primary endpoint (tumor cell PD-L1 ≥ 1%; per BICR)a

12-mo
rate

NIVO + chemo
(n = 158)

Chemo
(n = 157)

Median PFS, mo 6.9 4.4

(95% CI) (5.7–8.3) (2.9–5.8)

HR (98.5% CI) 0.65 (0.46–0.92) 

P value 0.0023

All randomized (per BICR)a

NIVO + chemo
(n = 321)

Chemo
(n = 324)

Median PFS, mo 5.8 5.6

(95% CI) (5.6–7.0) (4.3–5.9)

HR (98.5% CI) 0.81 (0.64–1.04) 

P value 0.0355

321 216 136 81 53 35 18 13 10 6 3 2 1 0
324 170 90 43 19 8 5 4 3 2 2 1 0 0
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• Superior OS with NIVO + IPI vs chemo in tumor cell PD-L1 ≥ 1% and all randomized populations
― Tumor cell PD-L1 ≥ 1%: 36% reduction in the risk of death and a 4.6-month improvement in median OS 
― All randomized: 22% reduction in the risk of death and a 2.1-month improvement in median OS

Overall survival: NIVO + IPI vs chemo

18
aMinimum follow-up 12.9 months.

Primary endpoint (tumor cell PD-L1 ≥ 1%)a All randomizeda

NIVO + IPI
(n = 325)

Chemo
(n = 324)

Median OS, mo 12.8 10.7

(95% CI) (11.3–15.5) (9.4–11.9)

HR (98.2% CI) 0.78 (0.62–0.98) 

P value 0.0110

NIVO + IPI
(n = 158)

Chemo
(n = 157)

Median OS, mo 13.7 9.1

(95% CI) (11.2–17.0) (7.7–10.0)

HR (98.6% CI) 0.64 (0.46–0.90) 

P value 0.0010

No. at risk
NIVO + IPI 158 136 116 98 89 63 50 40 31 20 11 9 4 0
Chemo 157 135 105 72 52 36 21 12 8 4 2 1 1 0

325 274 232 191 166 129 97 77 55 33 22 12 6 0
324 281 229 171 131 93 56 41 23 9 5 2 1 0
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Progression-free survival: NIVO + IPI vs chemo

19
aMinimum follow-up 12.9 months; bExploratory analysis.

• Primary endpoint of PFS per BICR not met in patients with tumor cell PD-L1 ≥ 1% 
• PFS per BICR not hierarchically tested in all randomized patients
• Directionally improved PFS per INVb with HR of 0.83 (95% CI, 0.64–1.07) in tumor cell PD-L1 ≥ 1% and 1.01 (95% CI, 

0.85-1.21) in all randomized populations

Primary endpoint (tumor cell PD-L1 ≥ 1%; per BICR)a All randomized (per BICR)a

NIVO + IPI
(n = 158)

Chemo
(n = 157)

Median PFS, mo 4.0 4.4

(95% CI) (2.4–4.9) (2.9–5.8)

HR (98.5% CI) 1.02 (0.73–1.43)

P value 0.8958

NIVO + IPI
(n = 325)

Chemo
(n = 324)

Median PFS, mo 2.9 5.6

(95% CI) (2.7–4.2) (4.3–5.9)

HR (95% CI) 1.26 (1.04-1.52)

P value Not tested

No. at risk
NIVO + IPI 158 78 48 38 31 18 14 13 8 7 4 2 0
Chemo 157 67 35 17 5 1 1 1 1 1 1 1 0

325 149 86 65 52 31 22 18 13 10 5 2 0
324 170 90 43 19 8 5 4 3 2 2 1 0

• CheckMate 648
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KEYNOTE-062 Study Design (NCT02494583)

Presented By Josep Tabernero at 2019 ASCO Annual Meeting



KN-62

Shitara et al. 2020. JAMA Onc



Nivolumab plus chemotherapy versus chemotherapy <br />as first-line treatment for advanced gastric cancer/gastroesophageal junction cancer/esophageal adenocarcinoma: expanded analyses from <br />24-
month follow-up of CheckMate 649

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



CheckMate 649 Study Design

• CheckMate 649 is a randomized, open-label, phase 3 studya

aClinicalTrials.gov number, NCT02872116. b< 1% includes indeterminate tumor cell PD-L1 expression; determined by PD-L1 IHC 28-8 pharmDx assay (Dako). cAfter NIVO + chemo arm was added and before new patient enrollment in the NIVO + 
IPI arm was closed. Upon DMC recommendation (31-May-2018), enrollment to the NIVO + IPI arm was stopped early due to an observed increase in rates of early death and toxicity. Patients already in the NIVO+IPI arm were allowed to remain 
on study based on the DMC recommendation. dIncludes patients that were concurrently randomized to receive chemo versus NIVO + IPI (October 2016–June 2018) and NIVO + chemo (June 2018-Apr 2019). eOxaliplatin 130 mg/m2 IV (day 1) 
and capecitabine 1000 mg/m2 orally twice daily (days 1–14). fUntil documented disease progression (unless consented to treatment beyond progression for NIVO + chemo or NIVO + IPI), discontinuation due to toxicity, withdrawal of consent, 
or study end. NIVO is given for a maximum of 2 years. 
gOxaliplatin 85 mg/m2, leucovorin 400 mg/m2, and FU 400 mg/m2 IV (day 1) and FU 1200 mg/m2 IV daily (days 1–2). hBICR assessed. iTime from concurrent randomization of the 
last patient to data cutoff
1. Janjigian YY et al. Lancet. 2021;398:27-40. 2. Janjigian YY et al. Presented at ESMO 2021. 

NIVO 360 mg + XELOXe Q3Wf or 
NIVO 240 mg + FOLFOXg Q2Wf

NIVO (1mg/kg) + IPI (3mg/kg) 
Q3W × 4 then NIVO 240 mg 

Q2Wf

XELOXe Q3Wf

or FOLFOXg Q2Wf

Key eligibility criteria
• Previously untreated, 

unresectable, advanced or 
metastatic gastric/GEJ/ esophageal 
adenocarcinoma

• No known HER2-positive status
• ECOG PS 0–1

R
1:1:1c

Stratification factors
• Tumor cell PD-L1 expression (≥ 1% vs < 1%b)
• Region (Asia vs US/Canada vs ROW)
• ECOG PS (0 vs 1)
• Chemo (XELOX vs FOLFOX)

PD-L1 CPS ≥ 5:

• 955/1581 (60%) patients in the NIVO + chemo vs chemo comparison

• 473/813 (58%) patients in the NIVO+IPI vs chemo comparison

N = 2031

N = 789

N = 409

N = 833d

NIVO + chemo vs chemo 
• OS (PD-L1 CPS ≥ 1, 

all randomized) 

NIVO + chemo vs chemo
• OS and PFSh (PD-L1 CPS ≥ 5)

NIVO + IPI vs chemo
• OS (PD-L1 CPS ≥ 5, 

all randomized)

Dual primary endpoints

Hierarchically tested secondary efficacy 
endpoints

• At data cutoff (May 27, 2021), the minimum follow-upi was 24.0 months in the NIVO + chemo arm and 35.7 months 
in the NIVO + IPI arm



Overall survival and progression-free survival

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



Efficacy subgroup analysis by PD-L1 CPS

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



Best percentage reduction in tumor burden

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Chemo
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Overall survival: NIVO + IPI vs chemo

• The hierarchically tested secondary endpoint of OS with NIVO + IPI vs chemo in patients with PD-L1 CPS ≥ 5 was not met; OS in all 
randomized patients was not statistically tested

• aMinimum follow-up, 35.7 months.

NIVO + IPI
(n = 234)

Chemo
(n = 239)

Median OS,a mo 11.2 11.6
(95% CI) (9.2–13.4) (10.1–12.7)

HR (96.5% CI) 0.89 (0.71-1.10) 
P value 0.2302

NIVO + IPI
(n = 409)

Chemo
(n = 404)

Median OS,a mo 11.7 11.8
(95% CI) (9.6-13.5) (11.0-12.7)

HR (96.5% CI) 0.91 (0.77-1.07) 

P value Not tested

PD-L1 CPS ≥ 5 All randomized
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Chao et al. JAMA Onc. April 2021

MSI high



Efficacy by MSI status: NIVO + chemo vs chemo

• Longer median OS and higher ORR were observed in all randomized patients with MSI-H and MSS tumors with 
NIVO + chemo vs chemo
― The magnitude of benefit was greater in patients with MSI-H tumors, and patients with MSS tumors had results similar to the 

all randomized population

• aRandomized patients who had target lesion measurements at baseline per BICR assessment. MSI-H: NIVO + chemo, n = 20; chemo, n = 18, patients with MSS: NIVO + chemo, n = 535; chemo, n = 533.

MSI-H
NIVO + chemo

(n = 23)
Chemo
(n = 21)

Median OS, mo 38.7 12.3

(95% CI) (8.4–44.8) (4.1–16.5)

Unstratified HR (95% CI) 0.38 (0.17-0.84)
ORR,a % 55 39

(95% CI) (32–77) (17–64)

MSS
NIVO + chemo

(n = 696)
Chemo

(n = 682)

Median OS, mo 13.8 11.5

(95% CI) (12.4–14.5) (10.8–12.5)

Unstratified HR (95% CI) 0.78 (0.70-0.88)
ORR,a % 59 46

(95% CI) (55–63) (42–51)
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Efficacy by MSI status: NIVO + IPI vs chemo

• Longer median OS and higher ORR observed in all randomized patients with MSI-H tumors with NIVO + IPI vs chemo, although sample size was 
small

• aRandomized patients who had target lesion measurements at baseline per BICR assessment. Patients with MSI-H: NIVO + IPI, n = 10; chemo, n = 7, patients with MSS: NIVO + IPI, n = 292; chemo, n = 257.  

MSI-H
NIVO + IPI

(n = 11)
Chemo
(n = 10)

Median OS, mo NR 10.0

(95% CI) (2.7–NR) (2.0–28.2)

Unstratified HR (95% CI) 0.28 (0.08-0.92)
ORR,a % 70 57

(95% CI) (35–93) (18–90)

MSS
NIVO + IPI
(n = 355)

Chemo
(n = 344)

Median OS, mo 11.6 12.0

(95% CI) (9.4–13.5) (11.0–12.9)

Unstratified HR (95% CI) 0.96 (0.82-1.12)

ORR,a % 20 48

(95% CI) (16-25) (42–54)
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Metastatic Gastric/ GEJ 
Cancer Her2 Positive 



Incidence of HER2 Expression by IHC or FISH1-6

HER2 expression 
6–7%

HER2 expression 
16–34%

HER2 expression 
25–34%

All GC tumours: 
HER2 expression 

17.9%

1. Bang et al. Lancet 2010; 2. Gravalos et al. Ann Oncol 2008; 3. Yano et al. ASCO 2004; 4. Gravolos et al. ASCO GI 2007; 5. Lordick et al. ECCO 2007; 6. Abrahao-Machado et al. World J 
Gastroenterol 2016.

Slide provided courtesy of Manish A. Shah, MD



ToGA Overall Survival: 1st-Line Gastric Cancer

Adapted from Bang 2010.
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Bang Y et al. Lancet. 2010;376:687-697.

Trastuzumab + 
chemo Chemo alone

Events, n 167 182

Median OS, mo 13.8 11.1

HR (95% CI) 0.74 (0.60-0.91)

P value 0.0046

Trastuzumab + 
chemo Chemo alone

Events, n 120 136

Median OS, mo 16.0 11.8

HR (95% CI) 0.65 (0.51-0.83)

Primary analysis population HER2 IHC 2+/FISH+ or IHC 3+ population 

• Grade 3-4 AE rates did not differ between treatment arms (68%)
• Treatment-related deaths occurred in 3% (10) of patients in the trastuzumab + chemo arm vs 1% (3) of patients in the chemo alone arm



Key eligibility criteria
• Unresectable or metastatic 

gastric or GEJ adenocarcinoma
• No prior systemic therapy in 

advanced setting
• HER2-positive tumor by central 

review (IHC 3+ or IHC 2+ in 
combination with ISH+ (or 
FISH+)

• ECOG PS 0–1

Stratification factors
• Geographic region 

(Australia/Europe/Israel/North 
America vs Asia vs ROW)

• PD-L1 CPS (≥1 vs <1)
• Chemotherapy choice (FP vs 

CAPOX)

PEMBRO 200 mg IV Q3W
+ Trastuzumab 

+ FP or CAPOXb × ≤35

Placebo IV Q3W
+ Trastuzumab 

+ FP or CAPOXb × ≤35

R
1:1

aClinicalTrials.gov number, NCT03615326. bTrastuzumab: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP: 5-fluorouracil 800 mg/m2 IV on D1-5 Q3W + cisplatin 80 mg/m2 IV Q3W. CAPOX: capecitabine 
1000 mg/m2 BID on D1-14 Q3W + oxaliplatin 130 mg/m2 IV Q3W. cPer RECIST v1.1 by BICR.

Dual primary endpoints:
• OS and PFSc

Key secondary 
endpoints:
• ORR and DORc

• Safety

1. ClinicalTrials.gov. NCT03615326. Accessed July 2021. 2. Janjigian YY et al. J Clin Oncol. 2021;39(15_suppl):4013. Presented at ASCO 2021. 3. Chung HC et al. Future Oncol. 
2021;17(5):491-501.

KEYNOTE-811: Study Design
HER2 Positive Gastric Cancer



PEMBRO + 
trastuzumab

n=124a

Any decrease 97%

Decrease of ≥ 80% 32%

Placebo + 
trastuzumab n=122a

Any decrease 90%

Decrease of ≥ 80% 15%

ORR and DCR, 
% (95% CI)

PEMBRO + 
trastuzumab

(n=133)

Placebo + 
trastuzumab

(n=131)
ORR 74.4% 

(66.2-81.6)
51.9% 

(43.0-60.7)
ORR Differenceb 22.7% (11.2-33.7) 

P = 0.00006
DCR 96.2% 

(91.4-98.8)
89.3% 

(82.7-94.0)

Best Response, 
n (%)

PEMBRO + 
trastuzumab

(n=133)

Placebo + 
trastuzumab

(n=131)
CR 15 (11%) 4 (3%)
PR 84 (63%) 64 (49%)
SD 29 (22%) 49 (37%)
PD 5 (4%) 7 (5%)
Not evaluable 0 2 (2%)
Not assessed 0 5 (4%)

Duration of 
Response

PEMBRO + 
trastuzumab

(n=133)

Placebo + 
trastuzumab

(n=131)

Medianc 10.6 mo 9.5 mo

Range 1.1+ to 16.5+ 1.4+ to 15.4+

≥ 6-mo durationc 70.3% 61.4%

≥ 9-mo durationc 58.4% 51.1%

aParticipants with RECIST-measurable disease at baseline and ≥1 evaluable post-baseline measurement. bCalculated using the Miettinen and Nurminen method stratified by the randomization stratification 
factors. cKaplan-Meier estimation. The treatment regimen in both arms included trastuzumab and chemotherapy. Data cutoff date: June 17, 2020.

Adapted from Janjigian 2021.Adapted from Janjigian 2021.
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• Grade 3-5 AE rates did not differ between treatment arms (57%)

Pembrolizumab/Trastuzumab/Chemotherapy
FDA approved May 2021

Janjigian YY et al. J Clin Oncol. 2021;39(15_suppl):4013. Presented at ASCO 2021.









Patients 
(N = 79)

n (%) Any Grade Grade ≥3
Patients with ≥1 TRAEs 74 (93.7) 21 (26.6)
TRAEs with ≥15% incidence in all patients

Nausea 46 (58.2) 3 (3.8) 
Fatigue 29 (36.7) 3 (3.8) 
Vomiting 26 (32.9) 1 (1.3) 
Diarrhea 22 (27.8) 1 (1.3) 
Decreased appetite 18 (22.8) 1 (1.3) 
Alopecia 17 (21.5) 0
Anemia 15 (19.0) 6 (7.6) 
Decreased platelet count 13 ( 16.5) 1 (1.3) 
Decreased neutrophil count 12 (15.2) 6 (7.6) 

Shitara K et al. NEJM, 2020

DESTINY-Gastric02 – 2nd line in West DESTINY-Gastric01 >3rd line in East

T-DXd after Trastuzumab Progression: Adverse Events



• CheckMate 577

Summary - Resectable

42

• Adjuvant nivolumab demonstrated clinically meaningful efficacy in patients with resected EC/GEJC 
following neoadjuvant CRT compared to placebo
― 31% reduction in the risk of recurrence or death and a doubling in median DFS
― DFS benefit across multiple subgroups
― Less frequent distant and locoregional recurrences
― Improvement in DMFS and PFS2 

• These results provide further support for adjuvant nivolumab as a new standard of care for patients with 
resected EC/GEJC who received neoadjuvant CRT with residual pathologic disease

• Gastric cancer options include perioperative therapy (FLOT) or adjuvant chemoradiotherapy



Summary – Advanced Stage
• Her2 , MSI and CPS (PDL1) need to be checked at a minimum
• Trastuzumab adds value in first line Her 2 amplified GC. 

• Trastuzumab Pembrolizumab Chemo is now standard in 1 L
• Trastuzumab Deruxtecan is now standard post-Trastuzumab (watch for ILD) 

• Patients with MSS Her2 negative 1L advanced gastroesophageal or gastric cancer should be 
treated with oxaliplatin + fluoropyrimidine and Nivolumab (if CPS ≥ 5) or Pembrolizumab (if CPS 
≥ 10)

• If CPS<5 options include doublet chemotherapy +/- Nivolumab
• Subsequent lines therapy include ramucirumab/ paclitaxel and trifluridine/ tipiracil

• Patients with MSI H in 1-L advanced gastroesophageal or gastric cancer can be treated with 
pembrolizumab +/- chemo, nivolumab + chemo or NIVO + IPI 

• NIVO + chemo and NIVO + IPI each represent a new potential 1L standard of care for patients 
with advanced ESCC

• Pembrolizumab + chemo represents a new potential 1L standard of care for patients with 
advanced esophageal cancer


