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The use of immune checkpoint inhibitors in

upper track gastrointestinal malignancies is

a major and rapidly evolving field of

research. As a result, in the last 5 years a lot

of data have emerged from randomized

clinical trials in the 2nd line treatment and

beyond 2nd line and even more are expected

in the future.

Methods:
We performed a systematic literature search

and a pooled analysis of published articles

and conference abstracts.

Trials included:
• Randomized clinical trials (RCTs)

in the 2nd line or beyond.

• Patients with advanced or

metastatic upper gastrointestinal

malignancies

• Evaluating use of Immunotherapy

plus chemotherapy compared to

chemotherapy.

Endpoints:
• Overall Survival (OS)

• Progression Free Survival (PFS)

• Objective Response rate (ORR)

• Subgroup analysis: Squamous cell

carcinomas (SCC), Adenocarcinomas

(ADC), PDL1-score

Results:

• 5 RCTs, Attraction 3, Escort, Keynote 061, Keynote 063,

Keynote 181 [1-5] evaluated the addition of immunotherapy

to chemotherapy vs. standard chemotherapy in patients

with advanced or metastatic upper gastrointestinal

malignancies who have progressed after initial therapy.

• A total of 2190 patients were randomized

→ 1096 received combination chemotherapy with 

immunotherapy 

→ 1094 received standardized chemotherapy

• In the overall population, the addition of immune checkpoint 

inhibitors after progression demonstrated an improved

overall survival with a significant 16% lower risk of death 

compared to chemotherapy alone. 

→ Pooled OS Hazard Ratio (HR) 0.84, 95% CI 0.76-0.93, 

p = 0.0004

• No survival benefit was confirmed in patients with ADC

histology

→ Pooled OS HR 0.99, 95% CI 0.85 - 1.15, p = 0.89

• Progression free survival (PFS) was not increased in the 

overall population by the addition of immunotherapy to 

chemotherapy 

→ Pooled PFS HR  1.06 , 95% CI 0.79 - 1.42, p = 0.70

• The addition of immunotherapy to chemotherapy appears 

to increase the objective responses compared to 

chemotherapy alone only in the PDL1 > 10% population

→ Pooled ORR Odds Ratio (OR) 3.82, 95%CI 1.91 -

7.66, p = 0.0002
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Abbreviations
IO: immunotherapy, SCC: squamous cells carcinomas, ADC:

adenocarcinomas, HR: Hazard Ratio, OS: Overall survival,

PFS: progression free survival, ORR: objective response

rate, OR: odds ratio, CI: confidence intervals, n.a.: not

applicable
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