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Abstract

Background: Immune checkpoint inhibitor (ICl) plus chemotherapy is effective in advanced gastric or gastroesophageal junction
(G/GEJ) cancer. This study aims to evaluate the clinical effect of first-line immunotherapy in combination with chemotherapy for
advanced G/GE] cancer. Methods: PubMed, Web of Science, Embase and Cochrane databases were systematically searched from
the inception of the databases to December 2021. Randomized trials comparing ICl plus chemotherapy with chemotherapy in
first-line treatment for advanced G/GEJ cancer were included. The outcomes were overall survival (OS), progression-free survival
(PFS), objective response rate (ORR), and adverse events (AEs). Analyses were performed in Stata 14.0 software. The study protocol
was registered with PROSPERO, number CRD42022300907. Results: Five trials were included for analysis, involving 2, 814 patients.
ICI plus chemotherapy can significantly improve OS (hazards ratio [HR], 0.86; 95% Cl 0.78-0.94; P=.002), PFS (HR, 0.79; 95% CI 0.63-
0.99; P <.001) and ORR (relative ratio [RR], 1.20; 95% CI 1.11-1.30; P<.001). In safety analyses, there were no significant differences
in incidence of all AEs, treatment-related adverse event (TRAE), TRAE of grade 3 or higher, serious TRAE and TRAE leading to death
between two arms (P>.05). Conclusions: ICl plus chemotherapy is more effective first-line treatment for advanced G/GEJ cancer in
contrast to chemotherapy regrading to improving OS, PFS and ORR, without increasing TRAE risk. This study will redefine the role of
ICl in combination with chemotherapy in the first-line setting for G/GE] cancer, and provide reference for clinical treatment.
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conventional chemotherapy is less than one year.* Programmed
death 1 (PD-1), programmed death ligand 1 (PD-L1) and cytotoxic
T lymphocyte associated antigen 4 (CTLA-4) represent three tar-
getable immune checkpoints. Recently, immune checkpoint inhib-
itor (ICI) has been shown to provide antitumor activity with a
manageable safety profile in patients with G/GEJ cancer,””’ and
has revolutionized the treatment of some solid and hematological
cancers. ICI works by blocking the binding of ligands to check-
point receptors and re-activating the human cellular immune
response.® Some evidence suggested that chemotherapy can
enhance tumor immunogenicity and increase susceptibility to
immune attack, potentially increasing the efficacy of ICI.’

Previously, pembrolizumab was approved in the U.S. as second-
line or later therapy for the treatment of solid tumors with microsatel-
lite instability-high or mismatch repair deficient or tumor mutational
burden-high (> ten mutations / megabase).'® Nivolumab has been
approved in China for the treatment of advanced or recurrent gastric
cancer in patients who have previously received two or more systemic
treatment regiments.'" Also, the U.S Food and Drug Administration
(FDA) approved nivolumab in combination with fluoropyrimidine-
and platinum-containing chemotherapy for treating advanced or met-
astatic G/GEJ cancer and EC.” Even more remarkably, on May 5,
2021, the FDA granted accelerated approval to pembrolizumab in
combination with trastuzumab, fluoropyrimidine- and platinum-
containing chemotherapy for the first-line treatment of patients
with locally advanced unresectable or metastatic HER2-positive
G/GEIJ cancer.'> Approval was based on the prespecified interim
analysis of the first 264 patients of the ongoing KEYNOTE-811
trial."> The main efficacy measure for this analysis was overall
response rate (ORR) assessed by blinded independent review com-
mittee. The ORR was 74% in the pembrolizumab arm and 52% in
the placebo arm."* The adverse reaction profile observed in patients
receiving pembrolizumab was consistent with the known pembro-
lizumab safety profile.'® Patients’ survival data were currently not
available for this study.

Although the combination of ICI and chemotherapy is promis-
ing, there remain some unanswered questions. For example, will
combined regimen improve patient outcomes at the expense of
increased toxicity? Will the combined regimen prolong patient pro-
gression free survival (PFS) or overall survival (OS)? The dimen-
sion of immunotherapy plus chemotherapy benefits remains
controversial. Therefore, we performed a meta-analysis to evaluate
efficacy and safety of PD-1/PD-L1 inhibitor plus chemotherapy as
first-line treatment for advanced G/GEJ cancer.

Material and Methods

This systematic review and meta-analysis were conducted in
accordance with Preferred Reporting Items for Systematic
Reviews and Meta-Analyses (PRISMA) guidelines.'* The pro-
tocol was registered in PROSPERO (No. CRD42022300907).

Search Strategy

PubMed, Embase, Cochrane Library, and Web of Science were
searched by two independent researchers from the inception of the

databases to December 2021. The search strategy included key
search terms: (“‘gastric cancer” or “gastric carcinoma” or
“stomach cancer” or “gastric adenocarcinoma” or “cancer of
the stomach” or “adenocarcinoma of the stomach” or “stomach
neoplasm” or “gastric neoplasm” or “gastroesophageal junction
cancer” or “gastroesophageal junction carcinoma’ or “adenocar-
cinoma of the gastroesophageal junction”) and (“nivolumab” or
“pembrolizumab” or “toripalimab’ or “sintilimab” or “camrelizu-
mab” or “tislelizumab” or “penpulimab” or “zimberelimab” or
“cemiplimab” or “dostarlimab” or “durvalumab” or “avelumab”
or “atezolizumab” or “lambrolizumab” or “pidilizumab” or
“PD-1" or “PD-L1” or “programmed cell death 1 receptor” or “pro-
grammed cell death ligand-1"" or “immune checkpoint inhibitor”” or
“immune checkpoint blockade” or “immunotherapy”) and (“first
line” or “first-line” or “l1 line” or “untreated” or “previously
untreated”).

Study Eligibility and Identification

Inclusion criteria: (1) randomized controlled trials (RCTs); (2)
previously untreated, advanced or metastatic GC/GEJC patients;
(3) aPD-1/PD-L1 inhibitor plus chemotherapy as the experimen-
tal arm (ICI-chemotherapy); (4) chemotherapy plus placebo or
chemotherapy alone as the control arm for comparison (chemo-
therapy); (5) inclusion of one or more of the following outcomes:
overall survival (OS), progression-free survival (PFS), objective
response rate (ORR) or adverse events (AEs) were available; (6)
published articles were reported in English.

Exclusion criteria: (1) case, review or editorial etc; (2) insufficient
data available to estimate the outcomes; (3) studies that involved ICI
in both the experimental and control arms. If trials had multiple pub-
lications, the latest and most complete report was adopted.

Data Extraction and Risk of Bias Assessment

All citations were imported into Endnote X9, and duplicate records
were removed electronically or manually. Two authors screened
the remaining articles at the title and abstract level followed by
full text. The reference list of relevant systematic reviews and
meta-analysis was scanned to identify potentially -eligible
studies. The following information was extracted from the eligible
studies by two independent authors: abbreviation of study, publi-
cation year, age, gender, phase, cancer type, ICI, and follow-up.
Duplicates were removed before screening the titles and abstracts.
Then, the full text of remaining studies was assessed according to
the inclusion and exclusion criteria. The Cochrane risk of bias
assessment tool was used to determine the methodological
quality of included RCTs."> The judgments for each domain
were made strictly by following the Cochrane Hand-book.
Disagreements in the above parts were resolved through group
discussions.

Statistical Analysis

For the assessment of efficacy, the primary outcome were OS,
PFS and ORR. The safety outcome was adverse events
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(AEs), which included all AEs, all AEs, treatment-related
adverse event (TRAE), TRAE of grade 3 or higher (grade >3
TRAE) and TRAE leading to death. The meta-analysis was con-
ducted to compare the efficacy and safety of ICI-chemotherapy
with chemotherapy. The pooled estimates for PFS and OS were
presented with HRs, 95% CIs and P values, while the measures
for dichotomous data (ORR and frequency of adverse events)
were pooled with the risk ratios (RRs), 95% Cls and P values.
If there was no significant heterogeneity (P <.05 was considered
heterogeneous) between studies, a fixed-effects model was used;
otherwise (I>>50% was considered heterogeneous), a random-
effects model was used.

Subgroup analysis were done to determine associations between
OS, PFS and ORR outcomes and some patient characteristics,
including CPS, Tumor cell proportion score (TPS), HER2 expres-
sion, microsatellite instability, which may be possible sources of
heterogeneity. Publication bias was evaluated by examining the
funnel plot of the effect size for each trial against the reciprocal
of its standard error, together with the Egger’s test.'®'” We
defined significant publication bias as P<.05. We used Stata
version 14.0 (Stata Corporation, College Station, TX) for all of
the analyses. The nominal level of significance was set at 0.05.

Results

Of the 1, 115 studies identified from database searches, five
trials!318-2! involving 2, 814 untreated, advanced or metastatic
G/GEJ cancer patients were included for data analysis. The
study protocol was registered with PROSPERO, number
CRD42022300907. The characteristics reported in the included
RCTs were presented in Table 1. The selection process for
included studies was shown in a flow diagram (Figure 1). The
overall quality of the included studies was high and the assess-
ment of risk of bias was provided in Table 2.

Efficacy of ICI-Chemotherapy

Data of OS were available in 4 studies, and the pooled result
showed that ICI-chemotherapy significantly improved OS com-
pared with chemotherapy (HR, 0.86; 95% CI 0.78-0.94; P=
.002) (Figure 2a). There was no significant heterogeneity in
the over-all treatment effect in terms of OS across the four
trials (I> = 0%, P=.611). The funnel plot for the OS revealed
no asymmetry (Supplementary Figure la; Egger’s test P=
.676), indicating no obvious publication bias regarding OS.
The subgroup analysis of PD-L1 expression showed that
ICI-chemotherapy was found to prolong OS for patients with
CPS >1 compared with chemotherapy (HR, 0.82; 95%CI,
0.69-0.98; P=.025). ICI-chemotherapy versus chemotherapy
alone did not show a significant improvement in OS in patients
with PD L1 TPS >1% (HR, 1.08; 95% CI, 0.74-1.58; P=.687)
or <1% (HR, 0.87; 95% CI, 0.72-1.06; P=.158).
ICI-chemotherapy had significantly better OS than chemother-
apy in HER2-negative subgroup (HR, 0.89; 95% CI, 0.79-0.99;
P =.033) and in microsatellite instability-high (MSI-H) sub-
group (HR, 0.34; 95% CI, 0.15-0.76; P=.009), while

ICI-chemotherapy did not show an OS advantage in microsat-
ellite stable (MSS) subgroup (HR, 0.91; 95% CI, 0.73-1.13; P
=.388). The results are showed in Table 3.

In terms of PFS benefit, the ICI-chemotherapy combination
led to a reduction in the risk of tumor progression compared
with chemotherapy (HR, 0.79; 95% CI 0.63-0.99; P<.0001)
(Figure 2b). The funnel plot revealed no asymmetry
(Supplementary Figure 1b; Egger’s test P=.993), indicating
no obvious publication bias regarding FPS. There was signifi-
cant heterogeneity in the over-all treatment effect in terms of
PFS across the four trials (I> =77.4%, P =.004).

ICI-chemotherapy had improved PFS compared with che-
motherapy in patients with PD-L1 TPS <1% (HR, 0.67; 95%
CI, 0.53-0.85; P=.001), but not in patients with TPS >1%
(HR, 0.88; 95% CI, 0.59-1.32; P=0.540). In HER2-negative
subgroup, ICI-chemotherapy showed no PFS advantage com-
pared to chemotherapy (HR, 0.85; 95% CI, 0.69-1.07; P=
.163). The results are showed in Table 3.

Data of ORR were available in 5 studies, and the ORR of
ICI-chemotherapy was also significantly improved (RR, 1.2;
95% CI, 1.11-1.30; P<.001) (Figure 2c). No significant hetero-
geneity was observed in the analysis of ORR (I* =35.3%, P =
.186). The funnel plots of the ORR revealed no asymmetry
(Supplementary Figure 1c; Egger’s test P=.453).

AS for subgroup analysis of HER2 status, ORR of
ICI-chemotherapy were also superior to chemotherapy in either
HER2-negative subgroup (HR, 1.20; 95% CI, 1.07-1.35; P=
0.001) or in HER2-positive subgroup (HR, 1.46; 95% CI,
1.14-1.86; P=.003). The results are showed in Table 3.

Safety Analyses

The additional characteristics of patients were summarized in
Supplementary Table 1. and the number of patients included
for each safety analysis was presented as following. Data of
safety were available in 5 studies: all AEs (3 studies), TRAE
(4 studies), grade >3 TRAE (2 studies), serious TRAE (2
studies), TRAE leading to death (5 studies). There was no sig-
nificant difference in the frequency of All AEs (RR, 1.00, 95%
C10.97-1.03, P=.994; I* = 34.4%, P= 218), TRAE (RR, 0.99,
95% CI 0.92-1.07, P=.859; I =80.4%, P =.002), Grade >3
TRAE (RR, 0.69, 95% CI 0.23-2.07, P=.965; I*=96.7%, P
<.001), serious TRAE (RR, 1.25, 95% CI 0.61-2.54, P=
.103; I*=78.7%, P=.030) and TRAE leading to death (RR,
1.01, 95% CI 0.54-1.89, P=0.899; I°=0.0%, P=.497),
respectively. Forest plot of risk ratio comparing adverse
events (AEs) in patients who received ICI-chemotherapy
versus chemotherapy was shown in Figure 3.

Discussion

Although chemotherapy regimen has been improved over the
past few decades, it is not enough to improve the prognosis
of advanced G/GEJ cancer. Subsequently, targeted therapy
has become a breakthrough direction in the treatment of G/
GEJ cancer, but a large number of clinical research results are
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Figure 1. Studies selection process.

disappointing. Recently, with the development of the compre-
hensive treatment, PD-1/PD-L1 inhibitors become a hot topic
in the field of G/GEJ cancer. Due to the high heterogeneity
and poor prognosis of G/GEJ cancer, immunotherapy may
bring hope for G/GEJ cancer patients. Immunotherapy has
been previously shown to be effective for second-line and
above treatment of G/GEJ cancer.>*!" Several ICIs in combina-
tion with chemotherapy have greatly enriched the choices for
first-line treatment of G/GEJ cancer.'"""*?? A growing body
of evidence has shown that drugs such as cisplatin, oxaliplatin,
and paclitaxel, can up-regulate PD-L1 expression in tumor cells
and immune cells, therefore providing an opportunity for the
use of PD-1/PD-L1 inhibitors.>*** However, the safety and effi-
cacy of immunotherapy in the first-line treatment of advanced
G/GE]J cancer lack sufficient evidence-based clinical evidence.

The results of KEYNOTE-062 study?’ found that pembroli-
zumab or pembrolizumab plus chemotherapy was not superior
to chemotherapy for the OS and PFS end points tested. What’s
the future of chemotherapy combined with immunotherapy?
Until 2020, the CheckMate-649 study’ allowed the long-
awaited immunotherapy to enter the first line of advanced
gastric cancer. This study proved that nivolumab was the first
PD-1 inhibitor to show superior OS, along with PFS benefit
and an acceptable safety profile, in combination with chemo-
therapy versus chemotherapy alone in previously untreated
patients with advanced G/GEJ cancer, or oesophageal adeno-
carcinoma. Based on the differences of the above two research
results, the role of immunotherapy in first-line treatment of
gastric cancer is still unclear, and some new studies continue
to appear.
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Table 2. Quality Assessment: Risk of Bias by Cochrane Collaboration Tool.

Incomplete
Sequence Allocation outcome
Study generation concealment Blinding data Selective reporting Other source of bias
ORIENT-16, 2021'° Adequate Adequate Adequate Adequate Inadequate (PFS was not Data from the abstract and
reported yet) the Presentation slides
KEYNOTE-811, Adequate Adequate Adequate Adequate Inadequate (OS and PFS  Adequate
2021" were not reported yet)
JAVELIN Gastric 100, Adequate Adequate Adequate Adequate Adequate Adequate
2020"7
KEYNOTE-062, Adequate Adequate Adequate Adequate Adequate Adequate
2020
ATTRACTION-4, Adequate Adequate Adequate Adequate Adequate Adequate
2020"
Abbreviations: OS, Overall survival; PFS, Progression-free survival; ORR, Objective response rate.
n HR (95% C1) Weight n HR (95% C1) Weight
ATTRACTION—4 (2022) —-—0—— 0.90 (0,75, 1.08) 2839 ATTRACTION 4(2022) —0—— 0.68 (0.51,0.90) 2143
ORIENT-16 (2021) -——ﬁ—l—- 0.77 (0.63,0.94) 2333 ORIENT-16, 2021 (2021) —0— 0.64 (0.52,0.77) 2635
JAVELIN Gastric 100 (2020) _Eh_ 0.91(0.74, 1.11) 2296 JAVELIN Gastric 100 (2020) § —_—t——— 1.04 (0.85, 1.28) 25.67
KEYNOTE-062 (2020) _.E_- 0.85(0.70, 1.03) 2531 KEYNOTL-062 (2020) —;—.—- 0.84 (0.70,1.02) 26.55
: NOTE: Weights are from random effects analysis
T T T T
(2a) (2b)
Stud;
n RR (95% CI)y Weight
ATTRACTION—4 (2022) + 1.20 (1.05, 1.38) 30.76
ORIENT-16 (2021) '—-‘_é- 111 (0.98, 1.25) 33.99
KEYNOTE-811 (2021) '—4— 1.46 (114, 1.86) 12.09
JAVELIN Gastric 100 (2020) i 092 (0.59, 1.43) 639
KEYNOTE-062 (2020) + 1.31(1.07, 1.60) 16.77
Overall (I-squared = 35.3%, p = 0.186) @ 1.20 (111, 1.30) 100.00
T T
538 1 1.86
(20)

Figure 2. Forest plot of hazard ratio and risk ratio comparing (2a) overall survival (OS), (2b) progression-free survival (PFS), and (2c) objective
response rate (ORR) in patients who received ICI-chemotherapy versus chemotherapy.

On this basis, we conducted this meta-analysis of these studies
for the first time to evaluate the safety and efficacy of ICI plus che-
motherapy. The main findings of our study were listed as follows:
1) ICI-chemotherapy was significantly associated with improve-
ment of OS; 2) ICI-chemotherapy was significantly associated
with improvement of PFS; 3) ICI-chemotherapy was significantly
associated with improvement of ORR; 4) There were no

significant differences in incidence of all AEs, TRAE, Grade >3
TRAE, serious TRAE and TRAE leading to death. These find-
ings provide theoretical basis for ICI-chemotherapy in the
first-line treatment of G/GEJ cancer without increasing TRAE.

PD-L1 overexpression has been observed in G/GEJ cancer
tissues, and PD-L1 has become one of the more mature bio-
markers for immunotherapy. TPS and CPS are commonly
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Table 3. Subgroup Analysis in Patients who Received
ICI-Chemotherapy Versus Chemotherapy.

Subgroup Study HR (95%CI) 13(%), P value

Overall survival (OS)

used to calculate the expression level of PD-L1 in tumor
tissues.”> The difference between the two is that CPS reflects
not only the expression of PD-L1 in tumor cells, but also the
expression of PD-L1 in immune cells. PD-L1 expression has
been shown to correlate with efficacy of pembrolizumab mono-

PD-L1: TPS >1% 2 1.08(0.74,1.58)  0.0%, 879 therapy in gastric cancer.”*%?” It will be informative to see
ggﬂ glf)’zill% ; 82;&825 (l)gg; 0 0%/ 446 whether the relative benefit of ICI plus chemotherapy for
Micros'atellite:_stable | 0:91 (0:732 1:13) ' } overall Sl.ll'ViVal will be impacFed by PD-LI e?ipression. .A
Unstable (MSI-high) 2 0.34(0.15, 0.76) 0.0%, 702 greater difference was found in ORR in participants with
HER2: negative 3 0.89(0.79, 0.99) 0.0%, .873 PD-L1 CPS >1, although the 95% CI for the CPS >1 and <1
Progression-free survival (PFS) subgroups overlapped in KEYNOTE-811 s‘cudy.13 IClIs, includ-
PD-L1: TPS >1% 2 0.88(0.59, 1.32)  0.0%, .541  ing pembrolizumab, nivolumab and avelumab, in combination
PD-LT: TPS<1% 1 0.67(0.53, 0.85) / with chemotherapy showed no advantages in OS and PFS in
HER?2: negative 3 0.85(0.69, 1.07)  66.3%, .051 patients with either PD-L1 TPS >1% or CPS >1 compared
Obggg;? Ir)zssgt)ﬁ/r;se rate (O$R) 1.46(1.14, 1.86) / with chemotherapy.'®! Sintilimab plus chemotherapy was
HER?2: negative 3 1'20(1.073 1.35) 3.7%, 354 found to prolong OS in G/GEJ cancer patients with PD-L1
CPS 21,18 and the ATTRACTION-4 trial also demonstrated
Study %
D RR (95% Cl)  Weight
all AEs '
KEYMOTE-811, 2021 . 1.00(0.97,1.03)47.05
JAVELIN Gastric 100, 2020 * 1.05(0.98,1.12)16.25
KEYMNOTE-062, 2020 . 0.99 (0.95, 1.03)36.70
Subtotal (l-squared = 34.4%, p=0.218) N 1.00 (0.97,1.03)100.00
TRAE
ATTRACTION-4, 2022 . 1.00(0.98,1.03)3474
ORIENT-18, 2021 - 1.15(1.00, 1.32)16.82
JAVELIN Gastric 100, 2020 - 0.81(0.72,0.92)18.35

KEYMOTE-062, 2020
Subtotal (l-squared = 80.4%, p =0.002)

Grade=3 TRAE
ATTRACTION-4, 2022

i

1.02 (0.96, 1.08)30.08
0.99 (0.92, 1.07)100.00

1.16 (1.02, 1.33)51.30

0137

JAVELIN Gastric 100, 2020 0.40 (0.27, 0.58)48.70
Subtotal (l-squared =96.7%, p=10. DUU}-:Z:::— 0.69 (0.23, 2.07)100.00
Serious TRAE
ATTRACTION-4, 2022 —— 1.72(1.26, 2.35)55.88
JAVELIN Gastric 100, 2020 —_— 0.83 (0.46, 1.48)44 12
Subtotal (l-squared =78.7%, p=0.030) = - 1.25(0.61, 2.54)100.00
TRAE leading to death
ATTRACTION-4, 2022 ——— 0.75(0.17, 3.32)17.65
ORIEMT-16, 2021 * 296 (0.60, 14.57)5.44
KEYMOTE-811, 2021 —_— 0.70 (0.27, 1.81)43.66
JAVELIN Gastric 100, 2826 + 0.33(0.01,8.18)3.84
KEYMOTE-062, 2020 —_— 1.62(0.39,6.71)19.41
Subtotal (l-squared = 0.0%, p =0.497) i 2 1.01 (0.54, 1.89)100.00
MOTE: Weights are from random effects analysig

T T

73

Figure 3. Forest plot of risk ratio comparing adverse events (AEs) in patients who received ICI-chemotherapy versus chemotherapy after

sensitivity analysis.
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nivolumab plus chemotherapy can prolong PFS in G/GEJ cancer
patients when PD-L1 TPS <1%.?! Nonetheless, OS and PFS were
shown to be also superior with ICI plus chemotherapy versus che-
motherapy in G/GEJ cancer patients with PD-L1 CPS >5."® For
patients with PD-L1 CPS >10, OS benefit of sintilimab plus che-
motherapy was also observed,'® whereas pembrolizumab plus che-
motherapy did not show a significant improvement in OS.%
Whether PD-L1 expression can effectively predict the efficacy
of ICI plus chemotherapy is uncertain. Patients with high level
of PD-L1 expression appear to have a greater survival benefit.
Due to the high heterogeneity of gastric cancer, the expression
of PD-L1 may be different in different locations of the same
lesion and among different lesions. Currently, there is no
unified standard for detection platform, detection method,
detection threshold and staining system, which also limits
the clinical application of PD-L1 as a predictor of ICIs effi-
cacy. According to the results of clinical studies, the clinical
significance of the CPS score and its optimal cutoff for
immune checkpoint inhibitors, in combination with chemo-
therapy, are yet to be established.

ICI plus chemotherapy may be the optimal regimen for first-
line unselected patients without increasing security risk.
Although our systematic review was rigorously designed and
conducted, there were still some limitations that should be
taken into consideration when interpreting the findings. First,
all the included studies were ICI combined with chemotherapy,
except for The JAVELIN Gastric 100, which was switched
from first-line chemotherapy to ICI maintenance therapy.
However, sensitivity analysis did not affect the results of the
study. Second, although this systematic review included as
many eligible literatures as possible, the number of included
trials still needs to be increased by future updates. Future
studies are needed to explore reliable predictors of treatment
efficacy and to determine which chemotherapeutic modality
will improve patient’s survival in combination with PD-1/
PD-L1 inhibitor. However, more well-controlled randomized
clinical trials are urgently needed in order to further research.

Conclusion

ICI plus chemotherapy can not only prolong OS, especially for
patients with CPS >1, HER2-negative MSI-H, but also improve
ORR and extend PFS in first-line treatment for advanced G/GEJ
cancer in contrast to chemotherapy, without increasing TRAE.
This study could redefine the role of ICI in combination with
chemotherapy in the first-line setting for G/GEJ cancer, and
provide effective and reliable information for clinical.
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