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Gastroesophageal Cancer
HER2-negative disease
• Sequencing of systemic therapies, including 

ramucirumab 
• Integration of PD-L1 testing 
• Selection and use of anti-PD-1/PD-L1 

antibodies

HER2-positive disease
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KEYNOTE-062 Study Design (NCT02494583)

Tabernero 2019 ASCO Annual Meeting, Chung 2019 ESMO Asia

Pembrolizumab in 1st Line 
Gastric Adenocarcinoma

Pembro P + C Chemo

CPS > 10 92 (36%) 99 (39%) 90 (36%)

MSI-high 14 (5%) 17 (7%) 19 (8%)

MSI-H +
CPS > 10

11 (79%) 11 (65%) 10 (53%)



Chung 2019 ESMO Asia





Phase 3 KEYNOTE-181 Study (NCT02564263)

Presented By Takashi Kojima at 2019 Gastrointestinal Cancer Symposium and Sung-Bae Kim at 2019 ESMO Asia Congress



Bang et al, 2019 ESMO Asia



KEYNOTE-181: Pembrolizumab vs Chemotherapy in Esophageal Cancer
CPS > 10 (N=222) Squamous Cell Carcinoma (N=401) All Patients (N=628)

Pembro Chemo HR/
P value Pembro Chemo HR/

P value Pembro Chemo HR/
P value

PFS 2.6 mo 3.0 mo HR 0.73
(0.54-0.97) 2.2 mo 3.1 mo HR 0.92

(0.75-1.13) 2.1 mo 3.4 mo HR 1.11
(0.94-1.31)

12 month PFS 21% 7% 15% 9% 12% 10%

ORR 21.5% 6.1% 0.0006 16.7% 7.4% 0.0022 13.1% 6.7% 0.0037

DOR 9.3 mo 7.7 mo 8.5 mo 10.7 mo 8.5 mo 10.7 mo

Kojima 2019 ASCO GI, Shah 2019 ASCO GI, Bang et al, 2019 ESMO Asia

PD-L1 CPS > 10 SCC PD-L1 CPS > 10 ACC

Pembro (N=86) Chemo (N=82) Pembro (N=22) Chemo (N=33)

Median OS 10.1 mo 6.7 mo 6.6 mo 6.9 mo

• HR (95% CI) 0.61 (0.44-0.85) 0.87 (0.49-1.55)

• 12 mo OS (%) 47% 23% 24% 15%

Median PFS 3.2 mo 2.3 mo 2.1 mo 3.7 mo

• 12 mo PFS (%) 23% 7% 14% 7%

ORR (%) 22% 7% 18% 3%



ATTRACTION-3: Nivolumab in Esophageal 
Squamous Cell Carcinoma (ESCC)

Nivolumab Chemotherapy P value

Overall Response Rate 19% 22% 0.63

Disease Control Rate 37% 63%

Median Time to Response 2.6 months 1.5 months

Duration of Response 6.9 months 3.9 months

Treatment-Related Adverse Events 66% 95%

Dose delays due to Adverse Events 39% 50%
Cho BC et al ESMO 2019 Annual Congress and Kato K et al Lancet Oncology 2019



ATTRACTION-3: Nivolumab in ESCC

Kato et al Lancet Oncology 2019



Inhibiting the PD-1 and CTLA-4 Pathways  

Median OS 
(mo)

12-month 
OS Rate (%)

24 month
OS rate (%)

Arm A (D/T) 9.2 (5.4-12.6) 37 18.5

Arm B (D) 3.4 (1.7-4.4) 4.6 0

Arm C (T) 7.7 (2.1-13.7) 22.9 11.5

Arm D (D/T) 9.2 (5.4-12.6) 38.8 9.7

Arm E (D/T) 7.0 (2.4-7.5) -- --

Nivolumab and Ipilimumab Durvalumab and Tremelimumab

Kelly et al, Clinical Cancer Research 2019Janjigian et al, Journal of Clinical Oncology 2018



Targeted Combinations

Figure courtesy of Yelena Janjigian, Janjigian et al,  ESMO 2019 

REGONIVO: Regorafenib + Nivolumab

Median PFS:  5.8 months

Fukuoka et al, 2019 ASCO Annual Meeting

CapeOx + Trastuzumab + Pembrolizumab
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Shitara et al Lancet Oncology 2018, Ilson et al JAMA Oncology 2020 

Trifluridine/Tipiracil Profile:
Adverse events: Cytopenias most common
Dose modifications due to adverse events: 58%
Dose discontinuation due to adverse events: 13%



Trifluridine/Tipiracil in Gastric Cancer: TAGS

Shitara et al Lancet 
Oncology 2018

Primary endpoint: OS Secondary endpoint: PFS

21% vs 13%

Trifluridine/Tipiracil Placebo P value

Overall Survival 5.7 months 3.6 months P=0.00058

HR 0.69 (95% CI 0.56-0.85)

Progression-Free Survival 2.0 months 1.8 months P< 0.0001

HR 0.57 (95% CI 0.47-0.70)

Overall Response Rate 4% 2% P=0.28

Disease Control Rate 44% 14% P<0.0001

15% vs 6%



How to Treat Gastroesophageal Cancer in 2020?
Metastatic Gastroesophageal Cancer

PD-L1 negative, 
MSS or CPS < 10

CPS > 10, MSS 
and low volume 
disease/poor PS

MSI-high
MSS, good 

PS/high disease 
burden

Platinum/
fluoropyrimidine

Paclitaxel/
Ramucirumab

Trifluridine/Tipiracil
Irinotecan

Pembrolizumab 
if CPS > 1

Pembrolizumab

Fluoropyrimidine 
+/- Platinum

Pembrolizumab
Irinotecan

Trifluridine/Tipiracil

Platinum/
Fluoropyrimidine
+/- Trastuzumab 

Paclitaxel/
Ramucirumab

Pembrolizumab 
if CPS ≥ 1

Trifluridine/Tipiracil
Irinotecan

Pembrolizumab

Squamous Cell 
Carcinoma of 

Esophagus 

Platinum/
Fluoropyrimdine

Taxane if 
PD-L1 neg

Platinum/
Fluoropyrimidine

Paclitaxel/
Ramucirumab

Trifluridine/Tipiracil
Irinotecan

Pembrolizumab 
if CPS ≥ 10

Taxane or
Irinotecan

Paclitaxel/
Ramucirumab



Future Directions: Large Phase 3 Trials
Disease Site and Type Arms Status

HER2 Negative CHECKMATE 649 Front-line metastatic • FOLFOX or CapeOx
• CapeOx + Nivolumab
• Nivolumab + Ipilimumab—closed June 2018

Active, not recruiting

JAVELIN 
Gastric 100

Front-line metastatic • Avelumab maintenance after FOLFOX/CapeOx Active, not recruiting

KEYNOTE-859 Front-line metastatic • FP or CapeOX + Pembrolizumab or Placeob Recruiting

RATIONALE-305 Front-line metastatic • FP or CapeOx + Tislelizumab or placebo Recruiting

HER2 positive MAHOGANY Front-line metastatic
HER2+

• FOLFOX/CapeOx + Margetuximab
• FOLFOX/CapeOx + Margetuximab + INCMGA00012
• Margetuximab + INCMGA00012
• FOLFOX/CapeOx + trastuzumab

Recruiting

KEYNOTE-811 Front-line metastatic
HER2+

• FP or CapeOx or SOX + pembrolizumab + trastuzumab
• FP or CapeOx or SOX + trastuzumab + placebo

Recruiting

Perioperative KEYNOTE-585 Perioperative • FP or FLOT + pembrolizumab or placebo Recruiting

SCC Esophageal Front-line metastatic • FP or Platinum/paclitaxel + tislelizumab or placebo Recruiting

Esophageal/GEJ 
adenocarcinoma

CHECKMATE 648 Front-line metastatic • FP
• FP + Nivolumab
• Nivolumab + Ipilimumab

Active, not recruiting

ECOG EA2174 Neoadjuvant chemoradiotherapy + adjuvant • Weekly Carboplatin/paclitaxel 
• Weekly Carboplatin/paclitaxel + nivolumab
• Post-operative nivolumab
• Post-operative nivolumab + ipilimumab

Recruiting

CHECKMATE 577 Neoadjuvant chemoradiotherapy + adjuvant • Postoperative nivolumab or placebo Active, not recruiting

www.clinicaltrials.gov 1/17/2020

http://www.clinicaltrials.gov/


The Future Clinical Trials: 
Immunotherapy Combinations

PD-1 
Inhibitors

LAG-3 
Inhibitors

IDO 
Inhibitors

Other 
Targeted 
Agents

TIM-3 
Inhibitors

www.clinicaltrials.gov 1/17/2020

http://www.clinicaltrials.gov/

