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Pembrolizumab Versus Chemotherapy as Second-line Therapy for Advanced Esophageal Cancer: The Phase 3 KEYNOTE-181 Study

Presented By Takashi Kojima at 2019 Gastrointestinal Cancer Symposium



Phase 3 KEYNOTE-181 Study (NCT02564263)

Presented By Takashi Kojima at 2019 Gastrointestinal Cancer Symposium



Analysis Populations and Endpoints
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Baseline Characteristics (ITT)
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Overall Survival (PD-L1 CPS ≥10)
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Overall Survival (SCC)
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Overall Survival (ITT)
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OS in Key Subgroups

Presented By Takashi Kojima at 2019 Gastrointestinal Cancer Symposium



Závěry

• Pembrolizumab v II. linii metastatického esofageálního
karcinomu signifikantně prodlužuje OS u pacientů s:

✓PD-L1 CPS≥10 (HR 0,69) 

✓ spinocelulární histologií (HR 0,78)

• Bezpečnostní profil  lepší než chemoterapie (AE grade 3-5 
18,2 versus 40,9%)

• Pembrolizumab= alternativou v 2.linii?- pro selektovanou 
skupinu pacientů



A Phase 3, Randomized, Double-Blind, Placebo-Controlled Study to Evaluate the Efficacy and Safety of Andecaliximab Combined With mFOLFOX6 as First-Line Treatment in 
Patients With Advanced Gastric or Gastroesophageal Junction Adenocarcinoma (GAMMA-1)

Presented By Manish Shah at 2019 Gastrointestinal Cancer Symposium



Introduction

Presented By Manish Shah at 2019 Gastrointestinal Cancer Symposium



GAMMA-1 Phase 3 Study Design

Presented By Manish Shah at 2019 Gastrointestinal Cancer Symposium



OS KM Curve

Presented By Manish Shah at 2019 Gastrointestinal Cancer Symposium



PFS and OS HR by Subgroups

Presented By Manish Shah at 2019 Gastrointestinal Cancer Symposium



OS KM Curve, Age 65

Presented By Manish Shah at 2019 Gastrointestinal Cancer Symposium



Závěry

• Andecaliximab v kombinaci s FOLFOX neprodlužuje přežití u 
pacientů s HER 2- metastatickým karcinomem žaludku a GEJ 
léčených první linií 

• Lepší výsledky andecaliximabu u pacientů ≥ 65 let musí být 
validovány

• Nejsou známky neočekávatelné toxicity



First-line pembrolizumab, trastuzumab, capecitabine 
and oxaliplatin in HER2-positive metastatic 

esophagogastric adenocarcinoma 
Abstract #62

Yelena Y. Janjigian, Joanne F. Chou, Marc Simmons, Parisa Momtaz, Francisco Sanchez-
Vega, Marina Shcherba, Geoffrey Y. Ku, Elizabeth Won, Curtis R. Chong, Hans Gerdes, 

David P. Kelsen, 

David H. Ilson, David B. Solit, Nikolaus Schultz, Pari M. Shah, Marinela Capanu, Jaclyn F. 
Hechtman

ASCO #GI19 @yjanjigianMD
January 17, 2019 



Pembrolizumab/Trastuzumab/Chemotherapy 
Phase II study schema

1st line Stage IV EG Cancer

HER2 IHC 3+ or IHC 2+/FISH>2.0

*MSK confirmation not required 

prior to Rx

RECIST measurable or 

evaluable disease

N=37

CT Scan 

cfDNA analysis

Trastuzumab 8mg/kg

Pembrolizumab 200mg

x 1 cycle

*Capecitabine 850mg/m2 bid day 1-14 

Oxaliplatin 130 mg/m2 Trastuzumab 6 

mg/kg Pembrolizumab 200 mg q21 days

* (5-FU and Cisplatin permitted)

CT Scan 

cfDNA analysis 

q 9 weeks

Primary endpoint: 6-months PFS, 26 or more patients progression free at 6 months 

Secondary endpoints: 

• OS

• ORR & DCR by RECIST 1.1

Biomarker analysis:

• MSK HER2 IHC/FISH

• PDL-1 IHC (Clone E1L3N, Cell Signaling Technology)

• CPS score = PDL-1-pos (tumor cells+lymphocytes +macrophages /# of tumor cells x 100) 

• NGS by IMPACT at baseline & POD

• cfDNA analysis

“induction” 



Baseline Characteristics (n=35)
Pembrolizumab/Trastuzumab/Chemo Patients, n (%)

Age, median (range), years 61 (20-83)

Male 27 (77)

Race

White

Asian

Black

Hispanic/Other

29 (82)

2 (6)

1 (3)

3 (9)

Primary site

Esophageal

GEJ

Gastric

14 (40)

12 (34)

9 (26)

HER2 MSK confirmation

Positive

Negative

Not available

28 (80)

6 (17)

1 (3)

Pretreatment PD-L1 status

CPS <1 (negative)

CPS >=1

Not available

12 (34)

14 (40)

9 (26)



Best Response (n=32) 
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Pembrolizumab/Trastuzumab/Chemotherapy 

Patients, n (%)

ORR, n (%) 28 (87%) 

95% CI (71%; 91%)

Complete Response

Partial Response

Stable Disease

Progressive Disease

Not Evaluable

3 (9%)

25 (71%)

4 (11%)

0 

3 (9%)

Disease Control Rate 100%
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At Risk

Months

Median PFS 11.4 months (95%CI; 6.0 to 16.4)

67% of patients progression free at 6 months

Median follow up 6.6 months (0.03 to 23.5)

Progression-Free Survival (n=35)
Pembrolizumab/Trastuzumab/Chemotherapy 



Overall Survival (n=35)
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At Risk

Months

Median OS not reached (95% CI 13.8 to NR)

12-month OS rate 76% (95% CI: 51 to 89%)

Median follow up 6.6 months (0.03 to 23.5)

Pembrolizumab/Trastuzumab/Chemotherapy 



Biomarker Analysis (n=29)

*ERB2 amp FISH 22.1

PFS by PDL-1

PDL-1 negative
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• No MSI tumors in HER2+ mEGA

-- Median TMB 4.4 mut/MB (range 0 to 10.6)

• PDL-1 status is not a predictor 

-- PFS (log-rank p=0.10) or OS (log-rank p=0.60) between PDL-1 + vs PDL-1-

• ERBB2 non-amp by NGS is associated with short duration of response

-- 33% of patients with co- occurring RTK/RAS/PIK3CA alterations 



Placebo

Trastuzumab/Chemotherapy

N=346

Pembrolizumab

Trastuzumab/Chemotherapy

N=346

KEYNOTE-811 
Global Randomized Double-Blind Phase III Trial Pembrolizumab/Trastuzumab/Chemotherapy 

vs. Placebo/Trastuzumab/Chemotherapy 

NCT03615326

Randomization

1:1

Stratification: PD-L1 status, Region (Asia vs. US vs. ROW), and chemotherapy regimen

Cisplatin + 5-FU or CapeOx or SOX

Primary enpoint: Dual endpoint PFS and OS

Secondary enpoint: ORR, Biomarker analysis

PI Janjigian

1st line Stage IV Gastric/GEJ Cancer

HER2 IHC 3+ or IHC 2+/FISH>2.0

*Central confirmation required prior to Rx

RECIST measurable disease

N=692



Závěry
• Pembrolizumab/Trastuzumab/CAPEOX byl dobře tolerován 

• Nadějné ORR 87% (ve srovnání s historickou kontrolou 47%)

• Probíhá fáze III Keynote 811 (NCT03615326)

• Biomarkery- probíhá analýza korelace  průběhu s TCR clonality, MDSC l 

a cfDNA

• HER2 status zůstává důležitým prediktivním faktorem, PDL-1 status 

NENÍ prediktorem PFS











Efekt TAS 102 gastrektomie vs bez 
gastrektomie



Závěry

• TAS 102 prodlužuje OS u pacientů s metastatickým 
karcinomem žaludku a GEJ- předléčených ≥2 liniemi 
chemoterapie

- bez ohledu na provedenou gastrektomii





CHT/RT versus esofagektomie=non- inferiorní 
OS  u klinického stádia I





Závěry

• CHT/RT prokázala noninferiorní efekt ve srovnání s radikální 
esofagektomií je alternativou k radikální esofagektomii u klinického 
stádia I

• Metastazektomie přináší benefit v PFS a OS u pacientů s 
oligometastatickým onemocněním( počet MTS ≤3) a může být 
individuálně zvažována v léčeném algoritmu metastatického 
onemocnění



Děkuji za pozornost.

Praha 8.-11.5.2019


