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First-line immunotherapy: Hype rather than near
reality in gastric cancer
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SUMMARY
Chemotherapy with fluoropyrimidine and oxaliplatin has long been
the standard of care for advanced gastro-oesophageal cancer. The
CheckMate 649 trial by Janjigian et al. is a multicentre phase 3
randomized trial to evaluate the benefit of nivolumab along with
fluoropyrimidine and oxaliplatin. The key inclusion criteria were
patients who were >18 years of age, had untreated advanced unresectable
gastric or gastro-oesophageal junction cancer with Eastern Cooperative
Oncology Group (ECOG) performance score (PS) 0–1 and having
measurable disease according to Response Evaluation Criteria in Solid
Tumours (RECIST) version 1.1, irrespective of previous curative
therapy, while the key exclusion criteria were HER2-positive status,
peripheral neuropathy more than grade 1, seropositive patients for
HIV and hepatitis B or C.

Outcomes of patients randomized to two arms, namely nivolumab
plus chemotherapy or chemotherapy alone in a 1:1 ratio are outlined
in this article. Patients were stratified according to their first-line
programmed cell death ligand (PD-L1) status, region of enrolment,
ECOG PS and chemotherapy backbone. Patients were evaluated every
6 weeks for the first 48 weeks and then every 12 weeks till disease
progression for the dual primary end-points of progression-free
survival (PFS) and overall survival (OS) in patients with a PD-L1
combined positive score (CPS) of >4. Secondary end-points were OS
in patients with a PD-L1 CPS of >1 and overall response rate (ORR),
while exploratory end-points were duration of response, health-
related quality of life (HRQOL), safety and tolerability and biomarkers
potentially predictive of efficacy.

Between March 2017 and April 2019, a total of 789 patients were
randomly assigned to the nivolumab plus chemotherapy arm, and 792
patients were assigned to the chemotherapy alone arm. After a median
follow-up of 12.1 months, nivolumab plus chemotherapy statistically
improved PFS from 6 to 7.7 months (hazard ratio [HR] 0.68; 98%
confidence interval [CI] 0.56–0.81; p<0.0001) and OS from 11.1 to
14.4 months (HR 0.71; 98.4% CI 0.59–0.86; p<0.0001) in patients
with a PD-L1 CPS of >4. While there was a numerical improvement
in OS and PFS in patients with a PD-L1 CPS of >1 and all randomized
patients, grade 3–4 treatment-related adverse events were more
common in the immunotherapy arm (59% v. 44%), leading to more
treatment discontinuation in the immunotherapy arm compared to the
chemotherapy alone arm (36% v. 24%).

In this trial, Janjigian et al. showed a survival benefit of adding
nivolumab to the fluoropyrimidine and oxaliplatin chemotherapy
regimen, especially in patients with a PD-L1 CPS of >4.

COMMENT
Although these results indicate that nivolumab added to
fluoropyrimidine and oxaliplatin chemotherapy increased OS in
patients with a PD-L1 CPS of >4, a few issues with the trial need
to be kept in mind.

First, the authors did not provide any information on the
adverse events in both the subgroups of PD-L1 CPS of >4. The
major issue with adding nivolumab in the Indian context will be
added toxicity of immunotherapy, both physical and financial.
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Almost one-third of patients discontinued the treatment in a
trial setting, so the number could increase in the real-world
setting. A retrospective study from our institute found that only
1.6% of the deserving patients could receive immunotherapy.1

Second, in the multicentre phase 3 KEYNOTE-062 study,
patients with neither PD-L1 CPS of >1 nor 10 had the survival
benefit of adding pembrolizumab to the same chemotherapy
backbone.2 Similarly, nivolumab in the ATTRACTION-4 trial
failed to show a survival benefit in spite of a similar PFS benefit.3

A major limitation of the trial is the change in the inclusion
criteria to have patients only with a PD-L1 CPS of >4 after
starting enrolment without explaining the basis of the cut-off of
4. The CPS of >4 is found in <40% of patients in some studies,
so not many patients will be able to benefit from this combination
in the real-world scenario,4 where the experimental difference in
OS shrinks compared to the ideal world of experimental
environment.5–7

Third, the HRQOL did not improve in the nivolumab arm in
spite of the improvement in the objective response rate and
symptomatic benefit, points towards the toxicity in the
combination arm which would have led to a decrement in
HRQOL.

In the end, we appreciate the work done by Janjigian et al.
in this controversial area. Although this trial has some limitations,
a longer follow-up might help to clarify the benefit and duration
of OS even in patients with a PD-L1 CPS of <4. A one-of-its-kind
ongoing multicentre study initiated by our institute is trying to
measure the impact of the addition of docetaxel to a
fluoropyrimidine and oxaliplatin chemotherapy regimen on the
OS in gastro-oesophageal cancer patients, and the results are
eagerly awaited (CTRI/2020/03/023944).
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