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Abstract: Esophagogastric cancer (EGC) is a heterogeneous group of malignancies that 
collectively represent the 2nd leading cause of cancer deaths worldwide. While surgery in 
combination with chemotherapy and/or radiation therapy represents the primary curative 
treatment for early stage disease, survival outcomes for the majority of patients with later- 
stage disease remain poor. Cytotoxic chemotherapy with platinum doublets such as 5-FU/ 
leucovorin/oxaliplatin is the mainstay of treatment with incremental benefits provided by 
targeted therapy (trastuzumab, trastuzumab deruxtecan, ramucirumab) and immunotherapy 
(pembrolizumab, nivolumab). In this article, we provide an updated review and perspectives 
on the management of advanced EGC. We examine the distinct epidemiological, etiological 
and molecular features of each disease entity comprising EGC. After reviewing the critical 
studies that established conventional systemic cytotoxic and targeted therapeutics, we ela-
borate on recent promising and complex data with immune checkpoint inhibition focusing on 
implications of tumor histology and PD-L1 expression in the tumor microenvironment. We 
also highlight novel diagnostic and therapeutic strategies to build on these recent advances. 
Keywords: esophagogastric cancer, gastric cancer, esophageal cancer, targeted therapy, 
immunotherapy, precision medicine

Introduction
Esophagogastric cancer (EGC) is a heterogeneous group of malignancies which, for 
practical reasons, are often divided into three disease entities: esophageal squamous 
cell carcinoma (ESCC) typically in the mid-to-proximal esophagus, gastroesopha-
geal junction (GEJ) adenocarcinomas which originate in the distal esophagus or 
gastric cardia, and gastric carcinoma (GC) arising in the sub-cardia stomach. 
Although their estimated annual incidence in the United States (US) is only about 
45,000 cases and 27,000 deaths, worldwide they collectively represent the 2nd 
leading cause of cancer deaths with the highest incidence seen in Eastern Asia and 
Central and Eastern Europe.1,2 Surgical resection in combination with chemother-
apy and/or radiation therapy represents the primary curative treatment for early 
stage disease, but for the unfortunate majority of patients with unresectable or 
metastatic disease at the time of diagnosis, outcomes with palliative treatment 
remain poor with a 5-year survival of rate of about 5%.3 Cytotoxic chemotherapy 
is the mainstay of treatment with incremental benefits provided by targeted ther-
apeutics against the human epidermal growth factor receptor 2 (HER2) and vascular 
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endothelial growth factor receptor 2 (VEGFR-2). More 
recently, the emergence of immunotherapy into the treat-
ment landscape of EGC is rapidly changing treatment 
paradigms and providing opportunities for combinatorial 
strategies.

In this article, we provide an updated review and 
perspectives on the management of refractory advanced 
EGC. We examine the distinct epidemiological, etiological 
and molecular features of each disease entity comprising 
EGC. We then highlight the critical studies that established 
conventional systemic cytotoxic and targeted therapeutics, 
and elaborate on recent promising data with immune 
checkpoint inhibition.

Epidemiology and Etiological Risk Factors
The anatomical, histopathological and geographical varia-
tion in EGC incidence is a reflection of the differing risk 
factors and tumorigenesis of the affected populations. 
ESCC representing about 90% of esophageal cancers 
worldwide occurs predominantly in Asia, Africa and 
South America, and often develops in the setting of 
tobacco and alcohol use.4–6 In contrast, esophageal adeno-
carcinoma (EAC) is more common in Western Europe and 
North America, often develops in the setting of smoking, 
obesity, GERD and Barrett’s esophagus.7,8 While its inci-
dence has dramatically risen over the past several decades 
in parallel with changes in the dietary and lifestyle habits 
of the Western world, the incidence of GC has declined in 
most age groups (but not the young), potentially due in 
part to the identification of the role of H. pylori in gastric 
carcinogenesis and implementation of population-based 
screening programs, food refrigeration and improved 
sanitation.9–12 Preliminary data also suggests that human 
papilloma virus (HPV) infection may play a role in both 
ESCC and EAC, although this remains under 
investigation.13,14

Molecular Characterization of EGC
Advances in next-generation sequencing (NGS) technolo-
gies and molecular profiling have facilitated the character-
ization of the genomic landscape of EGC. The Cancer 
Genome Atlas (TCGA) Research Network integrated the 
results of a wide-scale molecular analysis of GC into 
a new classification system encompassing four molecular 
subtypes with distinct salient genomic features 
(Figure 1):15

● Epstein–Barr virus-positive (EBV; 9%)

● Microsatellite instability (MSI; 22%)
● Chromosomal instability (CIN; 50%)
● Genomically stable (GS; 20%)

The EBV-positive tumors were predominantly located in 
the gastric fundus or body, and exhibited higher preva-
lence of DNA promoter hypermethylation, A to 
C transversions, PIK3CA mutation, recurrent JAK2 and 
ERBB2 amplifications. Additionally, the presence of viral 
antigens, strong interleukin-12 (IL-12) mediated signaling 
and PD-L1/2 overexpression suggests a robust immune 
cell presence, and provides support for targeted immu-
notherapy. The MSI tumors lacked targetable amplifica-
tions but were characterized by genomic instability due to 
a deficient DNA mismatch repair system and high rate of 
PD-L1 expression. The CIN tumors were more frequent in 
the GEJ/cardia and exhibited the highest frequency of 
TP53 mutations (71%), as well as genomic amplifications 
of receptor tyrosine kinases (RTKs) and cell cycle media-
tors. The GS tumors located in the antrum exhibited ele-
vated expression of molecules in the cell adhesion and 
angiogenesis-related pathways.

In the esophagus, the TCGA identified three molecular 
subtypes of ESCC (ESCC1-3).16 ESCC1 was character-
ized by alterations in the NRF2 pathway and a higher 
frequency of SOX2 and/or TP63 amplification. ESCC2 
exhibited higher rates of mutation of NOTCH1 or 
ZNF750 and greater leukocyte infiltration, while ESCC3 
had sustained alterations predicted to activate the PI3K 
pathway. As expected, the squamous and adenocarcinoma 
histologies were molecularly distinct, with ESCC exhibit-
ing frequent genomic amplifications of CCND1 and SOX2 
and/or TP63, whereas EAC resembled the CIN variant of 
GC and displayed DNA hypermethylation and amplifica-
tion of ERBB2, VEGFA, GATA4, and GATA6.

Together, these new molecular classifications are com-
plementary to conventional subtyping based on histo-
pathology and provide new insights into the tumor 
heterogeneity of EGC. Importantly, these data are 
expected to facilitate the identification of therapeutic tar-
gets and predictive biomarkers, as well as improve patient 
stratification for clinical trial design.

Cytotoxic Chemotherapy
For the majority of EGC patients ineligible for potentially 
curative therapies, palliative chemotherapy remains the 
cornerstone of management, with targeted therapy provid-
ing additional benefit.17 Combination chemotherapy has 
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been proven to be more effective than single-agent che-
motherapy, with the most rigorously evaluated regimens 
consisting of anthracycline, fluoropyrimidine, taxane, and 
platinum-based agents. In the first-line setting, platinum 
doublets such as 5-FU/leucovorin/oxaliplatin (eg, FLO or 
FOLFOX) have been established as preferred for advanced 
HER2-negative disease based on their toxicity profile and 
efficacy data (mOS 10.7 mos; mPFS 5.8 mos; ORR 
34%).18 Anthracycline triplet combinations including epir-
ubicin, oxaliplatin, and capecitabine (EOX) demonstrate 
comparable efficacy (mOS 11.2 mos; mPFS 7 mos; ORR 
47.9%),18 but remain less favored in the US due to ques-
tions on whether the anthracycline adds benefit, although 
the two types of regimens have never been compared 
head-to-head.19 Efficacy of first-line therapy was further 
improved in the HER2-positive population by the addition 

of trastuzumab to cisplatin/5-FU (mOS 13.8 mos; mPFS 
6.5 mos; ORR 47%).20 5-FU/leucovorin/irinotecan 
(FOLFIRI) remains a viable first-line option for patients 
who cannot receive platinum agents.21,22

In the second-line setting, ramucirumab alone or com-
bined with paclitaxel is a standard option for adenocarci-
nomas, based on data from the REGARD and RAINBOW 
Phase 3 studies (discussed later in the targeted therapy 
section).23,24 Other agents such as docetaxel and/or irino-
tecan have demonstrated reasonable clinical activity lead-
ing to a modest improvement of survival when compared 
with best supportive care.25–27

In heavily pretreated patients, recent data from the 
phase 3 TAGS study evaluating the novel nucleoside ana-
logue trifluridine/tipiracil (TAS-102) led to its approval by 
the Food and Drug Administration (FDA) as third-line 

Figure 1 The four molecular subtypes of esophagogastric cancer described in the TCGA study, their mutational patterns, and location. Note:Reproduced from Cancer 
Genome Atlas Research Network. Integrated genomic characterization of oesophageal carcinoma. Nature. 2017;541(7636):169. doi:10.1038/nature20805.16 

Abbreviations: CIN, chromosomal instability; EBV, Epstein–Barr virus; GE, gastroesophageal junction; GS, genomically stable; MSI, microsatellite instability.
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treatment for advanced EGC.28 TAS-102 provided 
a survival benefit when compared with placebo (mOS 5.7 
mos vs 3.6 mos; HR 0.69 [95% CI 0.56–0.85], 
p=0·00029), but its effect was largely disease-stabilizing 
and was associated with a low response rate (ORR 4% vs 
2%). Nevertheless, with a manageable toxicity profile, 
trifluridine/tipiracil provides another option for chemore-
fractory patients.

Incorporation of Biologics
Despite the clinical heterogeneity and molecular complex-
ity of EGC, targeted therapeutics directed against multiple 
mitogenic and angiogenic signaling pathways have been 
developed and clinically investigated. Clinically relevant 
targets have included HER2, VEGF(R), epidermal growth 
factor receptor (EGFR), cMET, and more recently the 
fibroblast growth factor receptor 2 (FGFR2) (Table 1). In 
this section, we will focus on HER2, FGFR2 and VEGF 
inhibition.

HER2 Inhibition
HER2 is a proto-oncogene and member of the ErbB 
family of receptors that plays a key role in regulation of 
cellular functions including proliferation, growth, survi-
val, adhesion, migration, and differentiation. HER2 acts 
by heterodimerization with other ErbB family receptors 
leading to activation of the RAS-MAPK (mitogen- 
activated protein kinase) and PI3K-AKT (phosphatidyli-
nositol 3-kinase-AKT) pathways. In the largest available 
cohorts using modern assays, HER2 is over-expressed in 
~10–20% of EGC depending on the tumor subtype and 
location,29 with higher incidence in GEJ cancers (GEJC) 
compared with GC (32% vs 21%),30 as well as EAC 
when compared with ESCC (15–30% vs 3%).16

Several HER2-targeting agents have been investigated 
in patients with advanced HER2-positive EGC (Table 1). 
However, only trastuzumab and trastuzumab deruxtecan 
(fam-trastuzumab deruxtecan-nxki) have received 
approval after demonstrating superior efficacy in direct 
comparisons with standard care.

Trastuzumab is a humanized IgG1 monoclonal anti-
body (mAb) directed against the extracellular domain of 
HER2, and it prevents dimerization of the HER2 receptor. 
This triggers receptor internalization and mediates anti-
body-dependent cell-mediated cytotoxicity (ADCC), 
resulting in inhibition of tumor growth.31 In the Phase III 
ToGA trial, the combination of trastuzumab and cisplatin/ 
fluoropyrimidine-based chemotherapy (cisplatin/5-FU or 

cisplatin/capecitabine) was compared with chemotherapy 
alone as first-line therapy for advanced HER2-positive 
GEJC/GC. Results of this study indicated an improved 
overall response rate (ORR; 47% vs 35%, p<0.01), pro-
gression-free survival (mPFS; 6.7 mos vs 5.5 mos, 
p<0.01), and overall survival (mOS; 13.8 mos vs 11.1 
mos; HR=0.74, 95% CI 0.6–0.91; p<0.01) (Table 1).32 

Based on these results, the FDA approved trastuzumab in 
2010, and the combination of trastuzumab with platinum/ 
fluoropyrimidine-based chemotherapy became the stan-
dard of care for frontline treatment of advanced HER2- 
positive GEJC/GC. Several subsequent HER2-targeting 
agents such as lapatinib, trastuzumab–emtansine 
(T-DM1), or pertuzumab failed to show a survival 
benefit.33–36 This prompted additional studies evaluating 
the role of trastuzumab as maintenance therapy (Phase II 
PLATFORM trial, NCT02678182) or beyond progression 
on frontline combination therapy.37–39 While retrospective 
studies suggested potential benefit for trastuzumab beyond 
progression, results of a phase II trial comparing the com-
bination of paclitaxel and trastuzumab vs paclitaxel alone 
in HER2-positive GEJC/GC refractory to trastuzumab- 
containing first-line therapy did not show a survival benefit 
(mOS 10.2 mos vs 9.95 mos; HR=1.23; 95% CI 0.75– 
1.99; p=0.20).40 In this study, evaluation of tumor speci-
men at time of progression on trastuzumab revealed loss of 
HER2 positivity status in about 2/3 of patients, perhaps 
contributing to the lack of observed benefit.41

Trastuzumab deruxtecan (T-DXd) is an antibody–drug 
conjugate consisting of an anti-HER2 antibody (trastuzu-
mab), a cleavable tetrapeptide-based linker, and 
a cytotoxic topoisomerase I inhibitor (deruxtecan).42 

After internalization, cleavage of the linker by lysosomal 
enzymes allows topoisomerase I inhibition by deruxtecan, 
thereby causing DNA damage and apoptosis. Recently, 
results of the Phase 2 DESTINY-Gastric01 trial evaluating 
the efficacy of this novel agent compared to physician’s 
choice of either irinotecan or paclitaxel monotherapy in 
heavily pretreated advanced HER2-positive GEJC/GC 
showed improved response (ORR 40.5% vs 11.3%, 
p<0.001) and survival (mOS 12.5 mos vs 8.4 mos; 
HR=0.59; 95% CI 0.39–0.88, p=0.01) with T-DXd.43 

Notable adverse events occurring with T-DXd included 
myelosuppression and interstitial lung disease (10%). 
Based on these data, the US FDA approved T-DXd on 
January 15, 2021 for patients with advanced HER2- 
positive GEJC/GC who have received a prior trastuzumab- 
based regimen. While more work is needed to understand 
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Table 1 Summary of Selected Non-Immunotherapy Trials of Antibodies Targeting Key Signaling Pathways in Advanced/Metastatic 
Esophagogastric Cancer

Target Setting 
(Line)

Antibody Study Molecular 
Selection

Intervention N ORR 
[%]

PFS 
(mos)

OS 
(mos)

Met 
Primary 
Endpoint?

HER2 1L Trastuzumab ToGA32 Target 5-FU/Cis ± 

Trastuzumab

594 47 vs 35b 6.7 vs 5.5 13.8 vs 

11.1

Yes

Phase III HR 0.71b HR 0.74b

Lapatinib LOGiC36 CapeOx + 

Lapatinib vs 

Placebo

545 53 vs 39b 6.0 vs 5.4 12.2 vs 

10.5

No

Phase III HR 0.82a HR 0.91

Pertuzumab JACOB35 5-FU/Cis/ 

Trastuzumab ± 

Pertuzumab

780 56.7 vs 

48.3a

8.5 vs 7.0 17.5 vs 

14.2

No

Phase III HR 0.73 HR 0.84

≥ 2L T-DM1 GATSBY34 T-DM1 vs Taxane 412 42 vs 20 2.7 vs 2.9 7.9 vs 8.6 No

Phase II/ III HR 1.13 HR 1.15

Trastuzumab 

deruxtecan

DESTINY- 

Gastric0143

Paclitaxel or 

Irinotecan ± 

Trastuzumab 

deruxtecan

125 40.5 vs 

11.3b

5.6 vs 3.5 12.5 vs 8.4 Yes

Phase II HR 0.47 HR 0.59a

Lapatinib TyTAN33 Paclitaxel ± 

Lapatinib

261 27 vs 9b 5.5 vs 4.4 11.0 vs 8.9 No

Phase III HR 0.85 HR 0.88

EGFR 1L Cetuximab EXPAND126 Unselected Capecitabine/ 

cisplatin ± 

Cetuximab

904 30 vs 29 4.4 vs 5.9 9.4 vs 10.7 No

Phase III HR 1.09 HR 1.0

Panitumumab REAL-3127 EOX vs mEOX + 

Panitumumab

553 46 vs 42 6.0 vs 7.4 8.8 vs 11.3 No

Phase III HR 1.22 HR 1.37a

VEGF-A 1L Bevacizumab AVAGAST55 Unselected Capecitabine/ 

Cisplatin ± 

Bevacizumab

774 46 vs 

37.4a

6.7 vs 5.3 12.1 vs 

10.1

No

Phase III HR 0.80b HR 0.87

VEGF- 

R2

2L Ramucirumab REGARD23 BSC ± 

Ramucirumab

355 3.4 vs 2.6 2.1 vs 1.3 5.2 vs 3.8 Yes

Phase III HR 0.48b HR 0.776a

RAINBOW24 Paclitaxel ± 

Ramucirumab

665 28 vs 16b 4.4 vs 2.9 9.6 vs 7.4 Yes

Phase III HR 0.64b HR 0.81a

RAMIRIS56 FOLFIRI + 

Ramucirumab vs 

Ramucirumab + 

Paclitaxel

101 22 vs 11 4.6 vs 3.6 6.8 vs 7.6 Yes

Phase II HR 0.49 HR 0.94

FGFR2b 1L Bemarituzumab FIGHT50 Target mFOLFOX6 ± 

Bemarituzumab

155 47 vs 33 9.5 vs 7.4 NR vs 

12.9

Yes

Phase II HR 0.68 HR 0.58a

(Continued)
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why T-DXd succeeded where the other antibody–drug 
conjugate T-DM1 failed, putative reasons include the 
more efficient linker and payload system of T-DXd. 
Additionally, the high drug-to-antibody ratio of T-DXd 
and the membrane permeability of its payload make it 
less dependent on uniformly high HER2 expression, 
which may be particularly beneficial in the treatment of 
tumors with lower or heterogeneous HER2 expression.44

FGFR2 Inhibition
The fibroblast growth factor receptors are a family of 
transmembrane receptors involved in multiple biological 
processes, including cell proliferation, differentiation, sur-
vival, and angiogenesis. FGFR2 amplification has been 
identified as a poor prognostic factor in approximately 5– 
10% of EGC,15,16,45 with its FGFR2b splice variant being 
overexpressed in 3–61% of EGC depending on tumor 
stage and assay.46–49

Bemarituzumab is a novel humanized mAb specific to 
the FGFR2b receptor that was recently investigated in the 
phase 2 FIGHT trial with promising results.50 This global 
study enrolled treatment-naive subjects with advanced GC 
that was not HER2-positive, yet was positive for FGFR2b 
overexpression or FGFR2 amplification by circulating 
tumor DNA. Bemarituzumab in combination with 
mFOLFOX6 led to meaningful improvements in OS (NR 
vs 12.9 mos; HR 0.58, 95% CI 0.35–0.95, p=0.0268), PFS 
(9.5 mos vs 7.4 mos; HR 0.68, 95% CI 0.44–1.04, 
p=0.0727), and ORR (47% vs 33%) when compared with 
mFOLFOX6 plus placebo. The toxicity profile of bemar-
ituzumab was acceptable, although corneal adverse events 
and stomatitis were observed in about 30% of patients. 
Based on these promising results, further investigation in 

a global, randomized, double-blind, placebo-controlled 
Phase 3 study is underway (NCT03343301).

VEGF Pathway Inhibition
VEGF is a proangiogenic growth factor secreted by the 
tumor cells in response to hypoxia and nutrient depletion. 
Upon binding to VEGFR, it activates a complex cascade of 
downstream signaling pathways resulting in neovascular-
ization, vasodilation, and increased vascular 
permeability.51 This aberrant tumor angiogenesis activates 
immunosuppressive processes that facilitate immune eva-
sion and contribute to tumor survival, migration, and inva-
sion. VEGF and VEGFR have been shown to be 
overexpressed in 30–40% of all EGC,52,53 and anti- 
angiogenic agents directed against them have demon-
strated anti-tumor efficacy alone or in combination with 
cytotoxic chemotherapy in EGC, with ramucirumab being 
the only FDA-approved agent to date (Table 1).

Bevacizumab is a recombinant humanized mAb that 
acts by specifically binding to the ligand VEGF-A, pre-
venting its interaction with VEGF-R.54 The phase III 
AVAGAST study, which evaluated bevacizumab in combi-
nation with chemotherapy (capecitabine/cisplatin) as first- 
line therapy in advanced EGC, failed to prolong OS 
despite significant improvements in median PFS and 
ORR.55

Ramucirumab is a recombinant humanized mAb that 
binds to VEGF-R2. Ramucirumab has shown clinical effi-
cacy in randomized phase III studies as a single agent 
(REGARD) and in combination with paclitaxel 
(RAINBOW).23,24 In REGARD, mOS was modestly 
improved with ramucirumab compared with placebo (5.2 
mos vs 3.8 mos, p=0.0473) in patients previously treated 

Table 1 (Continued). 

Target Setting 
(Line)

Antibody Study Molecular 
Selection

Intervention N ORR 
[%]

PFS 
(mos)

OS 
(mos)

Met 
Primary 
Endpoint?

cMET 1L Onartuzumab MetGastric128 Target mFOLFOX6 ± 

Onartuzumab

123 53.8 vs 

44.6

6.7 vs 6.8 11.0 vs 9.7 No

Phase III HR 0.79 HR 0.64

Rilotumumab RILOMET-1129 Epirubicin/Cis/ 

Cape ± 

Rilotumumab

450 30 vs 45 5.6 vs 6.0 8.8 vs 10.7 No

Phase III HR 1.26a HR 1.34b

Notes: aP < 0.05; bP < 0.01. 
Abbreviations: AC, adenocarcinoma; Cis, cisplatin; cape, Capecitabine; EGFR, epidermal growth factor receptor; FGFR2b, fibroblast growth factor receptor 2b; G, gastric; 
GC, gastric carcinoma; GEJ, gastroesophageal junction; HER2, human epidermal growth factor receptor 2; HR, hazard ratio; mos, months; (m) EOX, (modified) epirubicin, 
oxaliplatin, Xeloda; mFOLFOX, modified 5-fluorouracil, leucovorin, oxaliplatin; N, number of patients; NR, not reached; ORR, overall response rate; OS, overall survival; 
Ox, oxaliplatin; PFS, progression-free survival; T-DM1, trastuzumab emtansine; VEGF(R), vascular endothelial growth factor (receptor); 1L, 1st line; 2L, 2nd line.
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with first-line platinum or fluoro-pyrimidine-based 
therapy.23 A 2.2-month benefit in mOS was observed in 
RAINBOW with the combination of ramucirumab and 
paclitaxel compared with paclitaxel alone (9.6 mos vs 
7.4 mos, p=0.0169).24 The results of these studies led to 
the FDA-approval of ramucirumab either alone or in com-
bination with paclitaxel as second-line treatments for 
advanced EGC.

Attempts to improve upon the standard of care second- 
line therapy of ramucirumab alone or in combination with 
paclitaxel are ongoing. More recently, the phase II 
RAMIRIS trial evaluated the efficacy of the combination 
of FOLFIRI and ramucirumab compared with paclitaxel 
plus ramucirumab for patients with advanced EGC in 
the second-line setting. One advantage of FOLFIRI/ramu-
cirumab is that it is not neurotoxic, in contrast to pacli-
taxel/ramucirumab. RAMIRIS failed to show a survival 
benefit for FOLFIRI/ramucirumab (mOS 6.8 vs 7.6 mos, 
HR 0.94, p=0.77; mPFS 4.6 vs 3.6 months, HR 0.49, 
p=0.12) in the overall population. However, docetaxel pre- 
treated patients (usually from 1st-line use of FLOT) 
seemed to derive the most benefit from subsequent 
FOLFIRI/ramucirumab (mOS 7.5 vs 6.4 mos, HR=0.71, 
p=0.25; mPFS 4.3 vs 2.0 mos, HR=0.72, p=0.008), 
prompting an ongoing phase III study to further evaluate 
this combination (NCT03081143).56 Given the comparable 
survival between paclitaxel/ramucirumab and FOLFIRI/ 
ramucirumab in RAMIRIS and in another study,57 

FOLFIRI/ramucirumab has been adopted as a standard 
option by the National Comprehensive Cancer Network 
(NCCN).

Immunotherapy
After almost a decade of impressive clinical efficacy 
across a wide range of previously untreatable malignancies 
such as melanoma and lung cancer, clinical activity of 
immune checkpoint inhibition (ICI) in EGC has emerged 
in recent years.

Immune checkpoints are negative co-stimulatory pro-
teins expressed on antigen-presenting cells (APC), tumor 
cells or cytotoxic T-cells. The prototypical targets include 
the programmed cell death-1 (PD-1) receptor, its ligands 
PD-L1/L2, and the cytotoxic T-lymphocyte-associated 
antigen-4 (CTLA-4). Immune checkpoint inhibitors aim-
ing to reverse tumor-associated immunosuppression have 
been developed and investigated in EGC, with the PD-1/ 
PD-L1 axis as forerunner target due to PD-L1 expression 
in approximately 40% or more of esophagogastric 

cancers.58 PD-L1/L2 are normally expressed on APC and 
tumor cells, and their binding to PD-1 on activated T cells 
leads to downregulation of cytotoxic T-cell activity, 
thereby causing immunosuppression.59 Pembrolizumab 
and nivolumab are humanized mAbs directed against 
PD-1, which have shown clinical efficacy due to their 
ability to augment the effector function of tumor-specific 
CD8+ T-cells,59 resulting in tumor rejection. By blocking 
the interaction between PD-1 and PD-L1/L2, they release 
PD-1 pathway-mediated inhibition of antitumor immune 
response, thereby countering immune escape.

3rd Line Treatment
KEYNOTE-059 and ATTRACTION-2 are landmark stu-
dies that led to the first incorporation of ICI in the treat-
ment armamentarium of EGC, including regulatory 
approvals in September 2017 for pembrolizumab and 
nivolumab in the US and Japan, respectively (Table 2). 
The single-arm phase II KEYNOTE-059 trial, which eval-
uated the efficacy and safety of pembrolizumab monother-
apy in patients with advanced GC/GEJC, revealed an ORR 
of 11.6% (15.5% [PD-L1 positive] vs 6.4% [PD-L1 nega-
tive] vs 57.1% [MSI-H] vs 9% [non-MSI-H]), mOS of 5.6 
mos (5.8 [PD-L1 positive] vs 4.9 [PD-L1 negative]), lead-
ing to its approval by the FDA for patients with PD-L1- 
expressing tumors (combined positive score [CPS] ≥ 1) 
with disease progression on or after two or more systemic 
therapies.60 Similarly, nivolumab was approved in Japan 
based on the results of the Asian phase 3 ATTRACTION-2 
study demonstrating a 37% reduction in the risk of death 
(HR=0.63; 95% CI 0.51–0.78, p<0.0001) when compared 
with placebo, in patients with unresectable advanced or 
recurrent GC/GEJC who had progressed after 2 lines of 
chemotherapy.61 Notably, however, the anti-PD-L1 anti-
body avelumab did not result in an improvement in OS or 
PFS compared with chemotherapy in the third-line treat-
ment of GC/GEJC (JAVELIN Gastric 300).62

2nd Line Treatment
The subsequent wave of trials attempting to establish 
a role for ICI as second-line treatment for metastatic dis-
ease has highlighted the heterogeneous biology of these 
disease entities. Enhanced immunotherapy sensitivity of 
ESCC, as compared with adenocarcinoma, and the impor-
tance of PD-L1 expression in intratumoral immune cells 
became underscored.

Multiple randomized controlled trials (RCT) showed 
the activity of PD-1 blockade in PD-L1-unselected ESCC. 

OncoTargets and Therapy 2021:14                                                                                                 https://doi.org/10.2147/OTT.S216047                                                                                                                                                                                                                       

DovePress                                                                                                                       
4367

Dovepress                                                                                                                                        Kankeu Fonkoua and Yoon

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


Ta
bl

e 
2 

Su
m

m
ar

y 
of

 S
el

ec
te

d 
Pu

bl
is

he
d 

Im
m

un
ot

he
ra

py
 T

ri
al

s 
in

 A
dv

an
ce

d/
M

et
as

ta
tic

 E
so

ph
ag

og
as

tr
ic

 C
an

ce
r

Se
tt

in
g 

(L
in

e)
St

ud
y

Ta
rg

et
B

io
m

ar
ke

r 
Se

le
ct

io
n

Tu
m

or
 

Ty
pe

In
te

rv
en

ti
on

N
O

R
R

 [
%

]
P

FS
 

(m
os

)
O

S 
(m

os
)

M
et

 P
ri

m
ar

y 
E

nd
po

in
t?

1L
K

EY
N

O
T

E-
06

271
PD

-1
C

PS
≥1

G
EJ

/G
 A

C
Pe

m
br

o 
vs

 C
is

pl
at

in
/5

-F
U

76
3

14
.8

 v
s 

37
.2

2.
0 

vs
 6

.4
10

.6
 v

s 

11
.1

N
o

H
R

 1
.6

6a
H

R
 0

.9
1

Pe
m

br
o 

+ 
C

is
pl

at
in

/5
-F

U
 v

s 
C

is
pl

at
in

/5
-F

U
48

.6
 v

s 

37
.2

6.
9 

vs
 6

.4
12

.3
 v

s 

10
.8

N
o

H
R

 0
.8

4a
H

R
 0

.8
5

AT
T

R
A

C
T

IO
N

-4
82

U
ns

el
ec

te
d

G
EJ

/G
 A

C
N

iv
o 

+ 
C

A
PO

X
/S

O
X

 v
s 

C
A

PO
X

/S
O

X
72

4
58

 v
s 

48
10

.5
 v

s 
8.

4
17

.5
 v

s 

17
.2

N
o

H
R

 0
.6

8b
H

R
 0

.8
5

C
H

EC
K

M
AT

E-
64

972
C

PS
≥5

EA
C

N
iv

o 
+ 

C
A

PO
X

/F
O

LF
O

X
 v

s 
C

A
PO

X
/F

O
LF

O
X

15
81

60
 v

s 
45

7.
7 

vs
 6

.1
14

.4
 v

s 

11
.1

Ye
s

G
EJ

/G
 A

C
H

R
 0

.6
8b

H
R

 0
.7

1b

K
EY

N
O

T
E-

59
084

U
ns

el
ec

te
d

ES
C

C
Pe

m
br

o 
+ 

C
is

pl
at

in
/5

-F
U

 v
s 

C
is

pl
at

in
/5

-F
U

74
9

45
 v

s 
29

.3
6.

3 
vs

 5
.8

12
.4

 v
s 

9.
8

Ye
s

EA
C

H
R

 0
.6

5b
H

R
 0

.7
3b

G
EJ

 A
C

C
H

EC
K

M
AT

E-
64

888
T

PS
 >

1
ES

C
C

N
iv

o 
+ 

C
is

pl
at

in
/5

-F
U

 v
s 

C
is

pl
at

in
/5

-F
U

97
0

53
 v

s 
20

6.
9 

vs
 4

.4
15

.4
 v

s 
9.

1
Ye

s

H
R

 0
.6

5b
H

R
 0

.5
4b

N
iv

o 
+ 

Ip
i v

s 
C

is
pl

at
in

/5
-F

U
35

 v
s 

20
4.

0 
vs

 4
.4

13
.7

 v
s 

9.
1

Ye
s

H
R

 1
.0

2
H

R
 0

.6
4b

ES
C

O
RT

-1
st

87
U

ns
el

ec
te

d
ES

C
C

C
am

re
liz

um
ab

 +
 C

is
pl

at
in

/P
ac

lit
ax

el
 v

s 
C

is
pl

at
in

/ 

Pa
cl

ita
xe

l

54
8

72
.1

 v
s 

62
.1

6.
9 

vs
 5

.6
15

.3
 v

s 
12

Ye
s

H
R

 0
.5

6b
H

R
 0

.7
0b

K
EY

N
O

T
E-

81
174

H
ER

2
G

EJ
/G

 A
C

Pe
m

br
o 

+ 
Tr

as
 +

 5
-F

U
/C

A
PO

X
 v

s 
Tr

as
 +

 5
-F

U
/ 

C
A

PO
X

69
2

74
.4

 v
s 

51
.9

–
–

–

JA
V

EL
IN

-G
A

ST
R

IC
 

-1
00

70

PD
-L

1
U

ns
el

ec
te

d
G

EJ
/G

 A
C

A
ve

lu
m

ab
 m

ai
nt

en
an

ce
 v

s 
O

xa
lip

la
tin

/ 

Fl
uo

ro
py

ri
m

id
in

e

80
5

13
.3

 v
s 

14
.4

3.
2 

vs
 4

.4
10

.4
 v

s 

10
.9

N
o

H
R

 1
.0

4
H

R
 0

.9
1

https://doi.org/10.2147/OTT.S216047                                                                                                                                                                                                                                  

DovePress                                                                                                                                                            

OncoTargets and Therapy 2021:14 4368

Kankeu Fonkoua and Yoon                                                                                                                                        Dovepress

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


2L
K

EY
N

O
T

E-
18

163
PD

-1
C

PS
≥1

0
ES

C
C

Pe
m

br
o 

vs
 C

he
m

o
62

8
21

.5
 v

s 
6.

1
2.

6 
vs

 3
.0

9.
3 

vs
 6

.7
Ye

s

EA
C

H
R

 0
.7

3
H

R
 0

.6
9b

C
PS

≥1
0

ES
C

C
16

.7
 v

s 
7.

4
2.

2 
vs

 3
.1

8.
2 

vs
 7

.1
Ye

s

H
R

 0
.9

2
H

R
 0

.7
8b

AT
T

R
A

C
T

IO
N

-3
64

U
ns

el
ec

te
d

ES
C

C
N

iv
o 

vs
 C

he
m

o
41

9
19

 v
s 

22
1.

7 
vs

 3
.4

10
.9

 v
s 

8.
4

Ye
s

H
R

 1
.0

8
H

R
 0

.7
7a

K
EY

N
O

T
E-

06
168

G
EJ

/G
 A

C
Pe

m
br

o 
vs

 P
ac

lit
ax

el
59

2
16

 v
s 

14
1.

5 
vs

 4
.1

9.
1 

vs
 8

.3
N

o

C
PS

≥1
H

R
 1

.2
7

H
R

 0
.8

2a

ES
C

O
RT

65
U

ns
el

ec
te

d
ES

C
C

C
am

re
liz

um
ab

 v
s 

C
he

m
o

44
8

46
 v

s 
14

1.
9 

vs
 1

.9
8.

3 
vs

 6
.2

Ye
s

H
R

 0
.6

9b
H

R
 0

.8
2b

3L
K

EY
N

O
T

E-
05

960
PD

-1
G

EJ
/G

 A
C

Pe
m

br
o

25
9

15
.5

 v
s 

6.
4

2.
1 

vs
 2

.0
5.

8 
vs

 4
.9

Ye
s

C
PS

≥1

C
PS

<1

AT
T

R
A

C
T

IO
N

-2
61

G
EJ

/G
 A

C
N

iv
o 

vs
 P

la
ce

bo
49

3
11

 v
s 

0
1.

6 
vs

 1
.4

5
5.

3 
vs

 4
.1

Ye
s

H
R

 0
.6

0b
H

R
 0

.6
3b

JA
V

EL
IN

-G
A

ST
R

IC
 

-3
00

62

PD
-L

1
G

EJ
/G

 A
C

A
ve

lu
m

ab
 v

s 
C

he
m

o
37

1
2.

2 
vs

 4
.3

1.
4 

vs
 2

.7
4.

6 
vs

 5
.0

N
o

H
R

 1
.7

3
H

R
 1

.1

N
ot

es
: a P 

< 
0.

05
; b P 

< 
0.

01
. 

A
bb

re
vi

at
io

ns
: A

C
, a

de
no

ca
rc

in
om

a;
 C

he
m

o,
 in

ve
st

ig
at

or
’s 

ch
oi

ce
 c

he
m

ot
he

ra
py

; C
PS

, P
D

-L
1 

co
m

bi
ne

d 
po

si
tiv

e 
sc

or
e;

 E
A

C
, e

so
ph

ag
ea

l a
de

no
ca

rc
in

om
a;

 E
SC

C
, e

so
ph

ag
ea

l s
qu

am
ou

s 
ce

ll 
ca

rc
in

om
a;

 G
, g

as
tr

ic
; G

EJ
, g

as
tr

oe
so

ph
ag

ea
l 

ju
nc

tio
n;

 H
ER

2,
 h

um
an

 e
pi

de
rm

al
 g

ro
w

th
 f

ac
to

r 
re

ce
pt

or
 2

; 
H

R
, h

az
ar

d 
ra

tio
; I

pi
, I

pi
lim

um
ab

; m
os

, m
on

th
s;

 N
, n

um
be

r 
of

 p
at

ie
nt

s;
 N

iv
o,

 n
iv

ol
um

ab
; O

R
R

, o
ve

ra
ll 

re
sp

on
se

 r
at

e;
 O

S,
 o

ve
ra

ll 
su

rv
iv

al
; P

D
-1

, p
ro

gr
am

m
ed

 c
el

l d
ea

th
 

re
ce

pt
or

-1
; P

D
-L

1,
 p

ro
gr

am
m

ed
 c

el
l d

ea
th

 li
ga

nd
-1

; P
em

br
o,

 p
em

br
ol

iz
um

ab
; P

FS
, p

ro
gr

es
si

on
-fr

ee
 s

ur
vi

va
l; 

T
PS

, P
D

-L
1 

tu
m

or
 p

ro
po

rt
io

n 
sc

or
e;

 T
ra

s,
 t

ra
st

uz
um

ab
; 1

L,
 1

st
 li

ne
; 2

L,
 2

nd
 li

ne
; 3

L,
 3

rd
 li

ne
.

OncoTargets and Therapy 2021:14                                                                                                 https://doi.org/10.2147/OTT.S216047                                                                                                                                                                                                                       

DovePress                                                                                                                       
4369

Dovepress                                                                                                                                        Kankeu Fonkoua and Yoon

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


In these studies, which included KEYNOTE-181, 
ATTRACTION-3,63,64 and most recently, ESCORT and 
RATIONALE-302,65,66 PD-1 blockade was directly com-
pared with chemotherapy as second-line treatment in 
patients with advanced esophageal cancer. The study 
populations were entirely comprised of squamous cell 
carcinoma histology, or the positive impact of immu-
notherapy was most apparent in the ESCC subset.

In KEYNOTE-181, while the co-primary endpoint of 
OS was not met in the overall population comprising both 
ESCC and adenocarcinoma and any PD-L1 CPS, the study 
met its co-primary endpoint of improving OS vs che-
motherapy in patients with PD-L1 CPS ≥ 10 (mOS 9.3 
mos vs 6.7 mos [HR=0.69; 95% CI, 0.52–0.93; 
p=0.0074]). The greatest benefit was observed in ESCC 
patients with PD-L1 CPS ≥ 10 (mOS 8.2 mos vs 7.1 mos 
[HR=0.78; 95% CI, 0.63–0.96; p=0.0095]) (Table 2).63 

This led to the FDA approval in July 2019 of pembrolizu-
mab for patients with advanced PD-L1 CPS ≥ 10 ESCC 
with disease progression after one or more prior lines of 
systemic therapy. In the final subgroup analysis comparing 
the two histologies, the survival benefit conferred by pem-
brolizumab over chemotherapy was greater in ESCC com-
pared with EAC, for both patients with PD-L1 CPS ≥ 10 
(HR 0.64 [95% CI, 0.46–0.9] vs 0.93 [95% CI, 0.52– 
1.65]) and in the overall population (HR 0.77 [95% CI, 
0.63–0.96] vs 1.12 [95% CI, 0.85–1.47]).67

By contrast, the FDA subsequently approved nivolu-
mab in this indication in June 2020 regardless of PD-L1 
expression status, based on findings from the 
ATTRACTION-3 study. In this Asia-only trial, nivolumab 
was associated with a 23% reduction in the risk of death 
compared with chemotherapy in PD-L1-unselected 
patients (mOS 10.9 mos vs 8.4 mos [HR=0.77; 95% CI 
0.62 to 0.96; P=0.019]) (Table 2).64 To our knowledge, 
outcomes based on PD-L1 CPS have not been reported. 
Similarly, the ESCORT and RATIONALE studies—also in 
Asia-only populations—demonstrated a survival benefit 
of second-line anti-PD-1 antibodies camrelizumab (mOS 
8.3 mos vs 6.2 mos; HR=0.71, 95% CI 0.57–0.87)65 and 
tislelizumab,66 respectively, over investigator’s choice of 
chemotherapy in patients with advanced ESCC. While 
data from the RATIONALE study has yet to be released, 
subgroup analysis of the ESCORT study showed that clin-
ical benefits of camrelizumab were observed in all PD-L1 
expression subgroups, with the greatest benefit derived in 
patients with PD-L1 CPS ≥ 5 (HR for OS 0.51 [95% CI, 

0.30–0.84]).65 In ESCORT, the HR for OS in PD-L1 CPS 
< 1 was 0·82 (95% CI 0·62–1·09) (Table 2). These data 
further support the activity of PD-1 blockade in patients 
with advanced ESCC, which is enhanced with higher 
levels of PD-L1 expression.

By contrast, the global phase 3 KEYNOTE-061 was 
conducted in an entirely adenocarcinoma population. 
Pembrolizumab was directly compared with paclitaxel in 
previously treated patients with PD-L1-positive advanced 
GC/GEJC (Table 2). Enrollment in the PD-L1 CPS <1 
group was stopped after a lack of efficacy was determined 
in this subgroup (mOS 4.8 mos vs 8.2 mos; HR=1.2, 95% 
CI 0.89–1.63).68 Then, in the primary efficacy population 
of PD-L1 CPS ≥ 1, the trial failed to meet its primary 
endpoint of OS (mOS 9.1 mos vs 8.3 mos HR=0.82, 95% 
CI 0.66–1.03; one-sided p=0.042).68

A recent small single-arm phase I/II study by Nakajima 
et al explored the role of concurrent PD-1 and VEGFR2 
inhibition as second-line treatment for advanced GC.69 It 
demonstrated manageable toxicities and promising antitu-
mor activity of nivolumab combined with paclitaxel plus 
ramucirumab with ORR and 6-month PFS rate of 37.2% 
(95% CI, 23.0–53.5%) and 46.5% (80% CI, 36.4%– 
55.8%; p = 0.067), respectively. Median OS was 13.1 
mos (95% CI, 8.0–16.6 mos) with the most survival ben-
efit observed in patients whose tumor had a PD-L1 CPS ≥ 
1 (mOS 13.8 mos [95% CI, 8.0–19.5]), compared to those 
with PD-L1 CPS < 1 (mOS 8.0 mos [95% CI, 4.8–24.1]). 
With 90.7% and 32.6% of patients experiencing grade ≥3 
treatment-related and immune-related adverse events, 
respectively, future studies will be needed to identify the 
most suitable patients for this combination.

Continued attempts to find a role for ICI in the treat-
ment landscape of advanced EGC led to the investigation 
of avelumab as a maintenance treatment strategy after 
front-line therapy in patients with advanced GC/GEJC 
who had disease control after first-line induction che-
motherapy (JAVELIN-GASTRIC-100).70 This study did 
not meet its primary objective of demonstrating superior 
OS of maintenance avelumab versus continued chemother-
apy in the overall or prespecified PD-L1-positive popula-
tion (≥1% of tumor cells). Of note, efficacy results 
according to PD-L1 expression in immune cells have not 
been reported to date.

Together, these data from second-line trials comparing 
anti-PD-1 monotherapy with cytotoxic chemotherapy 
highlighted the following lessons:
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● Controlling for PD-L1 expression level, ESCCs 
appear to be more sensitive to PD-1 blockade com-
pared with adenocarcinomas.

● Anti-PD-1 monotherapy results in superior OS com-
pared with chemotherapy in unselected ESCCs, but 
not in unselected adenocarcinomas.

● Efficacy of anti-PD-1 therapy differs by PD-L1 
expression level in immune and tumor cells.

Together, these lessons suggested that future trials in this 
disease should be interpreted according to histology sub-
type and PD-L1 immune/tumor expression level.

1st Line Treatment
The presence of activity of ICI monotherapy in only 
a minority of patients indicated that combinatorial 
approaches might be necessary to enhance ICI efficacy. 
Given the promising results observed with pembrolizumab 
and nivolumab monotherapy in later lines of therapy and 
in selected subgroups, the next generation of trials aimed 
to test these agents in the first-line metastatic setting in 
combination with standard chemotherapy regimens and 
HER2-targeting agents.

The phase III KEYNOTE-062 study failed to demon-
strate OS benefit of pembrolizumab with or without che-
motherapy vs chemotherapy alone in patients with PD-L1- 
positive (CPS ≥ 1) advanced gastric/gastroesophageal 
junction cancer (Table 2).71 In this global phase 3 study, 
763 patients with untreated HER2-negative, PD-L1- 
positive advanced GC/GEJC were randomized in a 1:1:1 
ratio to either pembrolizumab alone, pembrolizumab plus 
cisplatin/fluoropyrimidine chemotherapy, or chemotherapy 
alone. The study tested multiple primary hypotheses in 
parallel—ie, superiority of pembrolizumab with che-
motherapy versus chemotherapy for PFS and OS in 
patients with PD-L1 CPS ≥1; superiority of pembrolizu-
mab-chemotherapy for OS in patients with PD-L1 CPS 
≥10; and non-inferiority of pembrolizumab versus che-
motherapy for OS in patients with PD-L1 CPS ≥1. First, 
chemotherapy plus pembrolizumab was not superior to 
chemotherapy alone in tumors with PD-L1 CPS ≥ 1 
(mOS 12.5 mos vs 11.1 mos; HR=0.85; 95% CI 0.70– 
1.03; p=0.05) or CPS ≥ 10 (mOS 12.3 mos vs 10.8 mos; 
HR=0.85; 95% CI 0.62–1.17; p=0.16). PFS was also not 
improved from the addition of pembrolizumab to che-
motherapy in patients with CPS ≥ 1 tumors (mPFS 6.9 
mos vs 6.4 mos). Second, pembrolizumab monotherapy 
met the prespecified statistical threshold of non-inferior 

OS compared with chemotherapy (mOS 10.6 mos vs 
11.1 mos; HR = 0.91, 99.2% CI 0.69–1.18). However, 
the OS curves were atypical in that the pembrolizumab- 
only arm initially underperformed chemotherapy, before 
appearing to outperform chemotherapy later when follow- 
up was less mature. Moreover, mPFS was substantially 
shorter for pembrolizumab than for chemotherapy. 
Together, these data indicated that the addition of pembro-
lizumab to front-line cisplatin/FP did not improve OS in 
PD-L1 CPS ≥ 1 tumors. Although non-inferiority of pem-
brolizumab vs chemotherapy was met statistically, ques-
tions remain as to whether immunotherapy is truly non- 
inferior. Interestingly, among patients whose tumors had 
PD-L1 CPS ≥ 10, the proportion of patients alive at 12 
months (56.5%) was higher in the pembrolizumab alone 
group than in the pembrolizumab plus chemotherapy or 
chemotherapy group (50.5% and 46.7%, respectively).

In a similar fashion, the global phase III 
CHECKMATE-649 trial evaluated nivolumab plus che-
motherapy (CAPOX/FOLFOX) compared to chemother-
apy alone as first-line treatment (Table 2). Key differences 
in the design from KN-062 were that CHECKMATE-649 
had a much larger study population, utilized oxaliplatin- 
based chemotherapy, did not have an immunotherapy-only 
arm, and the definition of PD-L1 positivity used a higher 
cutpoint (CPS ≥5, not CPS ≥1). CHECKMATE-649 met 
both of its co-primary endpoints of OS (14.4 vs 11.1 mos; 
HR=0.71, 98.4% CI 0.59–0.86; p<0.0001) and PFS (7.7 vs 
6.1 mos; HR=0.68, 98% CI 0.56–0.81; p<0.0001) in the 
primary efficacy population of patients expressing PD-L1 
CPS ≥ 5 (n=955).72 The OS benefit was also statistically 
significant for the PD-L1 CPS ≥ 1 population (HR=0.77; 
p=0.0001; n=1296) and for all randomly assigned patients 
(HR=0.80; p=0.0002; n=1581), but the majority of patients 
in these larger populations had tumors with CPS ≥ 5. 
Subgroup analyses suggested a lack of meaningful benefit 
in patients with tumor PD-L1 CPS 0 (n= 265; mOS: 13.1 
mos vs 12.5 mos, HR 0.85 [0.70–1.23]) and CPS <5 (n= 
606; mOS: 12.4 mos vs 12.3 mos, HR 0.94 [0.78–1.13]). 
Interaction analysis of OS by PD-L1 CPS cutoffs showed 
a significant interaction by PD-L1 CPS at the cutoff value 
of CPS 5 (p=0.011), but not at the cutoff value of CPS of 
1.72 Nivolumab was recently approved by the FDA in 
combination with platinum/FP chemotherapy for frontline 
treatment of patients with advanced or metastatic gastric, 
gastroesophageal junction or esophageal adenocarcinoma, 
regardless of PD-L1 status.73 However, in light of multiple 
prior trials in stage IV EGC showing a lack of meaningful 
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benefit from immunotherapy in patients with PD-L1-low 
tumors,68,71,74 NCCN assigned category 1 approval for 
nivolumab in this setting only in patients whose tumors 
are CPS ≥ 5. NCCN assigned Category 2B approval 
(reflecting a panel vote of 50–84%)75 in patients whose 
tumors have a PD-L1 CPS 1–4 and no approval for 
patients whose tumors have a PD-L1 CPS <1.

Why did CHECKMATE-649 succeed where 
KEYNOTE-062 failed? One speculation to consider is 
that CHECKMATE-649 primarily tested patients whose 
tumors had a higher level of PD-L1 expression (CPS ≥ 5 
vs ≥ 1 in KEYNOTE-062). However, the HR for OS was 
similarly modest in the KEYNOTE-062 study at the higher 
cutpoint of CPS ≥ 10 (ie, HR 0.85). In addition, comparing 
the CHECKMATE-649 population of CPS ≥ 5 and the 
KEYNOTE-062 population at the higher cutpoint of CPS 
≥ 10, none of the efficacy endpoints seemed to be higher in 
the KEYNOTE-062 study despite using a higher PD-L1 
expression cutpoint: HR for PFS was 0.68 in 
CHECKMATE-649 vs HR 0.73 in KEYNOTE-062. 
Similarly, the improvement in the median duration of 
response (DOR) was slightly higher in CHECKMATE- 
649 in patients with CPS ≥ 5 (9.5 mos with nivolumab 
vs 7 mos in control), as compared with that in KEYNOTE- 
062 in patients with CPS ≥ 10 (8.3 mos with pembrolizu-
mab vs 6.8 mos in control). That said, the larger sample 
size of CHECKMATE-649 provided greater statistical 
power to analyze subgroups with CPS cutpoints higher 
than 1. This suggests that the difference in PD-L1 cutpoint 
may not fully explain the difference in outcomes, unless 
there is a non-linear association between PD-L1 expres-
sion levels and response to immunotherapy.

In addition, patients with MSI-high tumors, which are 
known to be particularly sensitive to immunotherapy, were 
more common in KEYNOTE-062 vs CHECKMATE-649 
(7.1% [36/507] among CPS ≥ 1 in KEYNOTE-062 vs 
3.6% [34/955] among CPS ≥ 5 in CHECKMATE), sug-
gesting a higher frequency of MSI-H would not explain 
the discrepancy.

Other characteristics were comparable between the two 
study populations: proportion of patients enrolled from 
Asia (~25% each), median age (~age 62–63), proportion 
of patients with ECOG PS 1 vs 0 (~54–59%) or with 
gastric tumor location vs GEJ or esophagus (~66–72% 
each). The proportion of patients with high tumor muta-
tional burden (TMB) has not yet been reported.

Another possibility is the choice of platinum che-
motherapy (oxaliplatin vs cisplatin). Oxaliplatin is known 

to induce immunogenic cell death in experimental 
systems,76 whereas some studies77–79—but not all81 — 
suggest cisplatin may be suboptimal in its ability to induce 
immunogenic cell death due in part to its failure to induce 
calreticulin exposure on the cell surface.

Finally, the proportion of patients in the control arm that 
received subsequent immunotherapy was higher in 
KEYNOTE-062 (13.5%) as compared with CHECKMATE 
(8%), potentially diluting the observed OS benefit in 
KEYNOTE. However, whether subsequent immunotherapy 
exposure after front-line therapy provides benefit is unestab-
lished. This is particularly the case, given the results of KN- 
061 showing a lack of benefit from second-line immunother-
apy vs second-line chemotherapy (after front-line che-
motherapy) and of JAVELIN Gastric 100 showing a lack of 
benefit from maintenance immunotherapy vs chemotherapy 
after disease stability on front-line chemotherapy.

In contrast to CHECKMATE-649, the phase III 
ATTRACTION-4 study failed to show OS benefit with 
the addition of nivolumab to frontline chemotherapy. 
This study randomized an entirely Asian (Japan, Korea, 
and Taiwan) cohort of 724 patients with untreated HER2- 
negative advanced gastric/gastroesophageal junction ade-
nocarcinoma to either nivolumab in combination with 
chemotherapy (oxaliplatin + S-1 [SOX] or capecitabine 
[CAPOX]) vs placebo in combination with chemotherapy 
(Table 2).82 While the addition of nivolumab to che-
motherapy resulted in an improvement in one of the co- 
primary endpoints of PFS (mPFS 10.45 mos vs 8.35 mos; 
HR 0.68, 98.51% CI 0.51–0.90; p = 0.0007) and elicited 
higher ORR (57.5% vs 47.8%), there was no statistically 
significant improvement in the other co-primary endpoint 
of OS (mOS 17.45 mos vs 17.15 mos; HR 0.90, 95% CI 
0.75–1.08; p = 0.257).

Potential explanations for why CHECKMATE-649 
showed an OS benefit but ATTRACTION-4 did not 
include the following: ATTRACTION-4 had a smaller 
sample size (1581 vs 724 patients) and enrolled from 
a different geographic region (global vs Asian). Patients 
treated in Asia are known to be more likely to receive 
multiple lines of therapy, as compared with non-Asia 
regions, which may have diluted the impact of front-line 
therapy. In particular, 27% of patients in the control arm of 
ATTRACTION-4 received post-study immunotherapy, vs 
only 8% of patients in the control arm of CHECKMATE- 
649. Furthermore, whether one study population had more 
vs fewer immunogenic tumors cannot be accurately deter-
mined, as methods of biomarker assessment used in the 2 
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trials differed. The primary endpoint in CHECKMATE- 
649 was assessed based on PD-L1 CPS (which accounts 
for PD-L1 on tumor and tumor associated immune cells), 
whereas biomarker assessment in ATTRACTION-4 was 
made based on PD-L1 tumor proportion score (TPS). TPS 
has been a less reliable predictor for immunotherapy ben-
efit than CPS in EGC.83

The first large phase III trial testing PD-1 blockade in 
previously untreated patients with advanced ESCC was 
KEYNOTE-590. This global study examined pembrolizu-
mab in combination with chemotherapy vs placebo plus 
chemotherapy in the frontline treatment of patients with 
advanced esophageal cancer, mostly comprising ESCC but 
also including adenocarcinoma of the distal esophagus and 
GEJ (ie, Siewert 1) (Table 2).84 The study met its co- 
primary endpoints of superiority for PFS and OS of pem-
brolizumab-chemotherapy in PD-L1 unselected ESCC, 
and for OS in ESCC CPS ≥ 10. The benefits were highest 
for ESCC patients with PD-L1 CPS ≥ 10 (mOS 13.9 mos 
vs 8.8 mos; HR 0.57, 95% CI 0.43–0.75; p<0.0001). In the 
full unselected ESCC cohort, OS was also improved (mOS 
12.6 mos vs 9.8 mos; HR=0.72, 95% CI 0.60–0.88; 
p<0.0006). In the overall population that included both 
ESCC and adenocarcinoma, first-line pembrolizumab 
plus chemotherapy provided a statistically significant and 
clinically meaningful improvement in OS (12.4 mos vs 9.8 
mos; HR=0.73, 95% CI 0.62–0.86; p<0.0001) and PFS 
(6.3 mos vs 5.8 mos; HR=0.65, 95% CI 0.55–0.76; 
p<0.0001), as well as ORR. Exploratory analysis indicated 
a lack of benefit in patients with PD-L1 CPS < 10 (ESCC 
and adenocarcinoma pooled: mOS 10.5 mos vs 10.6 mos; 
HR 0.86, 95% CI 0.68–1.10).85 Detailed outcomes within 
ESCC or adenocarcinoma with CPS <10 have not been 
reported to date. Based on these data, NCCN assigned 
category 1 or 2A approval (indicating uniform [≥85%] 
consensus) for pembrolizumab in combination with plati-
num/FP chemotherapy in this setting only in patients 
whose tumors are CPS ≥ 10 regardless of histology. 
Category 2B approval75 was assigned to patients with 
adenocarcinoma with PD-L1 CPS 1–9, and no approval 
for patients whose tumors have a PD-L1 CPS <1. By 
contrast, the FDA’s Oncology Center of Excellence 
announced broader approval of pembrolizumab in combi-
nation with platinum/FP chemotherapy for patients with 
metastatic or locally advanced esophageal or GEJ (tumors 
with epicenter 1–5 centimeters above the GEJ) carcinoma 
who are not candidates for surgical resection or definitive 
chemoradiation, regardless of PD-L1 expression.85

In light of the approval of ICI in combination with 
chemotherapy in first-line setting of metastatic or 
advanced EGC (based on CHECKMATE-649 and 
KEYNOTE-590), and the failure of confirmatory benefit 
for single-agent PD-1 inhibition over chemotherapy in 
the second-line and first-line settings for adenocarcinoma 
patients (KEYNOTE-061 and KEYNOTE-062, respec-
tively), the FDA’s Oncologic Drugs Advisory Committee 
(ODAC) recently reversed the initial approval of pembro-
lizumab in the 3rd line setting for patients with tumor PD- 
L1 CPS ≥ 1.86

Further data supporting the OS benefit of adding PD-1 
blockade in patients with previously untreated ESCC was 
observed in the phase 3 ESCORT-1st study. In this study, 
frontline camrelizumab plus chemotherapy was compared 
with placebo plus chemotherapy in Chinese patients with 
advanced or metastatic ESCC. Preliminary results were 
presented at the 2021 ASCO Annual Meeting. In this 
study, camrelizumab plus chemotherapy led to an 
improvement in both co-primary endpoints of OS (15.3 
mos vs 12.0 mos; HR=0.70, 95% CI 0.56–0.88; p=0.001) 
and PFS (6.9 mos vs 5.6 mos; HR=0.56, 95% CI 0.46– 
0.68; p<0.001) when compared with placebo plus che-
motherapy (Table 2). Subgroup analysis was performed 
that included stratification by PD-L1 expression level, 
but it was not clearly reported whether PD-L1 expression 
was assessed in tumor cells, immune cells, or both. 
Greatest benefit was observed in patients with PD-L1 
≥10% (n=104 in camrelizumab and n=98 in placebo; HR 
0.52 [95% CI, 0.35–0.79]), as compared with PD-L1 
<10% (n=188 and n=195, respectively; HR 0.78 [95% 
CI, 0.59–1.02]), PD-L1 <5% (n=145 and 155, respec-
tively; HR 0.77 [95% CI, 0.56–1.04]) or PD-L1 <1% 
(n=126 and n=130, respectively; HR 0.79 [95% CI, 
0.57–1.11]).87

Lastly, recently presented data from the phase III 
CHECKMATE-648 study, which evaluated the efficacy 
of doublet chemotherapy (cisplatin/FP) alone vs in combi-
nation with nivolumab or combination with nivolumab and 
ipilimumab in the first-line setting in 970 patients with 
unresectable advanced or metastatic ESCC, revealed 
a statistically significant and clinically meaningful OS 
benefit with the addition of nivolumab to either che-
motherapy or ipilimumab, compared with chemotherapy 
alone, among patients with tumor PD-L1 TPS ≥ 1% (15.4 
mos vs 9.1 mos [HR=0.54, 99.5% CI 0.37–0.80; 
p<0.0001] and 13.7 mos vs 9.1 mos [HR=0.64, 98.6% CI 
0.46–0.90; p=0.001], respectively) and in the all- 
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randomized patient population (13.2 mos vs 10.7 mos 
[HR=0.74, 99.1% CI 0.58–0.96; p=0.0021] and 12.8 mos 
vs 10.7 mos [HR=0.78, 98.2% CI 0.62–0.98; p<0.0011], 
respectively) (Table 2).88 This OS benefit was not 
observed in patients with tumor PD-L1 TPS < 1% when 
comparing nivolumab plus chemotherapy (HR 0.98; med-
ian OS 12.0 mos vs 12.2 mos) and nivolumab plus ipili-
mumab (HR 0.96; median OS 12.0 mos vs 12.2 mos) to 
chemotherapy alone. While PFS of nivolumab plus ipili-
mumab vs chemotherapy alone in patients with PD-L1 
TPS ≥ 1% did not meet the prespecified boundary for 
significance, a statistically significant PFS was observed 
with the addition of nivolumab to chemotherapy vs che-
motherapy alone (HR 0.65 [98.5% CI 0.46–0.92]; P = 
0.0023) in patients with PD-L1 TPS ≥ 1%.88 Higher 
ORR was also observed with nivolumab plus chemother-
apy and nivolumab plus ipilimumab, compared with che-
motherapy alone, in both patients with PD-L1 TPS ≥ 1% 
(53% vs 35% vs 20%, respectively). ORR in TPS <1% has 
not reported to date.88 Although no new safety signals 
were identified, grade 3–4 toxicity leading to discontinua-
tion was higher for nivolumab-ipilimumab vs chemother-
apy (13% vs 5%), particularly after accounting for the 
shorter treatment duration of nivolumab-ipilimumab. 
These data suggest that these chemoimmunotherapy and 
dual-immunotherapy combinations may be potential first- 
line options for selected patients with unresectable 
advanced or metastatic ESCC whose tumors are TPS 
>1%. It will be helpful if future analyses include outcomes 
data based on PD-L1 CPS.

In advanced HER2-positive GEJC/GC, a number first- 
line doublet and triplet combinations have been investi-
gated or subject of ongoing investigations, notably, in the 
MAHOGANY and PANTHERA studies. The single-arm 
phase Ib/II MAHOGANY study (CP-MGAH22–05) eval-
uated the antitumor activity of margetuximab, an Fc- 
engineered HER2-directed mAb with enhanced ADCC 
activity,89–91 in combination with PD-1 inhibitor pembro-
lizumab in the HER2-positive, PD-L1-unselected patients 
who had progressed after at least one prior line of therapy 
with trastuzumab plus chemotherapy.92 This study 
revealed an acceptable safety and tolerability profile as 
well as clinically meaningful outcomes including ORR of 
18.48% (95% CI, 11.15–27.93), disease control rate 
(DCR) of 53% (95% CI, 43–64%), mPFS of 2.73 mos 
(95% CI, 1.61–4.34), and mOS of 12.48 mos (95% CI, 
9.07–14.09). Subgroup analysis revealed higher ORR of 
44% (95% CI, 24–65) and DCR of 72% (95% CI, 51– 

88%) in the double-positive subgroup (HER2 IHC3- 
positive/PD-L1-positive) comprising 32% of the study 
population. This promising activity prompted the design 
of the ongoing randomized, open-label phase II/III 
MAHOGANY study (NCT04082364) to further explore 
the prospect of margetuximab plus retifanlimab (anti-PD-1 
IgG4 mAb) with/without chemotherapy and margetuximab 
plus tebotelimab (anti-PD-1 and anti-LAG-3 bispecific 
IgG4 mAb) with chemotherapy in the first-line treatment 
of GC/GEJ adenocarcinoma.93 Additionally, the Korean 
multicenter, single-arm phase Ib/II PANTHERA trial eval-
uated the triple combination of pembrolizumab, trastuzu-
mab, and chemotherapy as first-line therapy for advanced 
HER2-positive GEJC/GC. Data recently reported at the 
2021 ASCO GI symposium revealed promising activity 
in PD-L1-unselected patients with ORR of 76.7% (95% 
CI, 61.4–88.2), mPFS of 8.6 mos (95% CI, 7.2–16.5), 
mOS of 19.3 mos (95% CI, 16.5-NR), and DOR of 10.8 
mos (95% CI, 7.2–21.8).94 Building on this encouraging 
activity, the ongoing global phase III KEYNOTE-811 trial 
is investigating the addition of pembrolizumab vs placebo 
to trastuzumab and chemotherapy in treatment-naive, 
advanced HER2-positive GEJC/GC (NCT03615326). The 
first prespecified interim analysis recently presented at the 
2021 ASCO Annual Meeting revealed an acceptable safety 
profile and a statistically significant improvement in ORR 
with the addition of pembrolizumab to trastuzumab plus 
chemotherapy when compared with placebo (74.4% vs 
51.9%; 95% CI [11.2, 33.7]; p = 0.00006) (Table 2).74 

While the dual primary endpoints of PFS and OS were not 
reported and are anticipated in upcoming analyses, these 
interim results have led to the FDA granting accelerated 
approval for pembrolizumab in combination with trastuzu-
mab plus chemotherapy as first-line therapy for advanced 
HER2-positive GEJC/GC.

Future Directions
Despite recent advances, outcomes in most patients with 
advanced EGC remain quite poor. This is particularly true 
for the majority of patients who lack expression of any 
known targetable anomaly—ie, HER2 negative, PD-L1 
negative. In this regard, a recent exome, transcriptome, 
immune profile analysis identified multiple independent 
prognostic factors in EGC discriminating longer from 
shorter survivors.95 A shorter survivor subtype was found 
to be associated with aggressive phenotypes and distinct 
expression features (eg, upregulated druggable targets 
JAK2, MAP3K13 and MECOM), whereas a long survivor 
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subtype exhibited intact Chr4 and high APOBEC mutation 
signature with potentially greater benefit from 
immunotherapy.95 In addition, recent data provides com-
pelling evidence for targeting Claudin18.2 (CLDN18.2), 
a gastric-specific tight junction protein exposed during 
tumorigenesis that may be enriched in HER2-negative 
tumors. The randomized phase 2 FAST study evaluating 
the chimeric mAb Zolbetuximab in combination with first- 
line EOX in patients with advanced CLDN18.2-positive 
GC/GEJC/EAC revealed a significant PFS (HR=0.44, 95% 
CI 0.29–0.67; p<0.0005) and OS (HR=0.55, 95% CI 0.39– 
0.77; p<0.0005) benefit when compared with EOX 
alone.96 This agent is currently being evaluated in two 
phase 3 trials (NCT03504397, NCT03653507).

To improve on the recent success of chemo- 
immunotherapy combinations, it will be important to 
understand of the mechanisms of therapeutic resistance 
which can inform more effective anti-cancer therapeutic 
partners. One strategy to enhance ICI response targeted 
immunosuppressive macrophages and angiogenesis 
(LEAP-005 study) through the combination of pembroli-
zumab plus lenvatinib, an oral multi-kinase inhibitor that 
has been shown to inhibit tumor-associated macrophages 
and enhance the activation of the interferon signaling 
pathway.97 While an ORR of 9.7% was observed in this 
study,98 this combination yielded a much higher ORR of 
69% in Asian phase 2 study,99 providing rationale for 
further investigation in a larger global study. 
Furthermore, a subset of patients whose tumor express 
PD-L1 also co-express HER2. Preliminary data from dual 
targeting of HER2 and PD-L1 have shown promising 
results,100 and this approach is undergoing further evalua-
tion in phase 3 trials (NCT04082364, NCT03615326). 
Lastly, novel combinatorial approaches incorporating 
agents targeting other immune checkpoint pathways, such 
as TIM3 (T-cell immunoglobulin and mucin domain con-
taining-3), LAG3 (Lymphocyte-activation gene 3) and 
TIGIT (T cell immunoreceptor with Ig and ITIM domains) 
could help overcome ICI resistance by restoring effector 
function of exhausted T cells.101 Dual checkpoint inhibitor 
combination therapy with nivolumab and relatlimab 
(LAG-3–blocking antibody) recently demonstrated benefit 
in a phase III clinical trial of advanced melanoma,102 and 
the results of trials evaluating this combination in other 
tumors including GC (NCT02935634) are awaited.

Furthermore, cell-based approaches such as chimeric 
antigen receptor (CAR) T cell therapy and T-cell receptor 
(TCR) therapy are therapeutically well suited for clinically 

heterogeneous and molecularly complex cancers such as 
EGC, and have the potential to overcome the therapeutic 
resistance related to the plasticity of the molecular 
targets.103,104 Targets currently being investigated include 
HER2, carcinoembryonic antigen (CEA), mucin 1 
(MUC1), epithelial cell adhesion molecule (EpCAM), 
CLDN 18.2, mesothelin (MSLN), natural-killer receptor 
group 2, member D (NKG2D), and folate receptor 1 
(FOLR1).105–113 Promising activity was demonstrated 
with CLDN 18.2 in the ongoing first-in-human Phase 1 
study evaluating autologous CAR-CLDN18.2 T cells in 
patients with advanced gastric and pancreatic adenocarci-
noma. This study included 12 patients (5 pancreatic and 7 
gastric), and preliminary results revealed that CAR- 
CLDN18.2 T cell therapy was safe and well tolerated, 
and yielded an ORR of 33% (including 1 complete and 2 
partial responses in the GC cohort) and mPFS of 130 
days.114

It is critical to improve our understanding of the impact 
of immunotherapy on the tumor microenvironment. In this 
regard, most randomized trials directly comparing immu-
notherapy with chemotherapy in EGC have shown 
a noticeably shorter PFS with immunotherapy, despite 
more comparable median OS. This phenomenon is likely 
explained in part by the small subset of patients who 
experience durable benefit from immunotherapy alone. 
However, the small subset of extraordinary responders is 
unlikely to explain the improvement in median OS. The 
discrepancy between PFS and OS results has raised the 
possibility that immunotherapy-experienced patients may 
disproportionately benefit from subsequent therapy. 
A number of studies by our group and others have sug-
gested that response to subsequent therapy following 
immunotherapy may be enhanced in association with 
alterations in the immune microenvironment.115–120 

However, these hypothesis-generating data require pro-
spective validation, which is underway, in multiple 
ongoing and planned studies (NCT04069273).

Lastly, because of the clinical heterogeneity and mole-
cular complexity of EGC, future precision medicine efforts 
should be directed towards the identification of better 
predictive biomarkers to not only facilitate selection of 
patients most likely to benefit from the emerging novel 
targeted and immunotherapy regimens, but also improve 
patient stratification for clinical trial design. In addition to 
PD-L1 expression, MSI status has been shown to be 
a robust tumor-agnostic predictor of response to immu-
notherapy, with MSI-high tumors demonstrating 
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considerable and durable survival benefit. Other markers 
(eg, DNA damage pathways) that are associated with 
neoantigen production are currently being investigated. 
Some data suggest that EBV-positive GCs, which appear 
to have enhanced immune cell infiltration and PD-L1/2 
expression, may be more sensitive to PD-1/PD-L1 inhibi-
tion, although this requires further study.15,121–123 

Evaluation of the determinants of response to immunother-
apy in a phase II biomarker trial of salvage pembrolizu-
mab in 61 patients with metastatic GC revealed an 
impressive ORR in both the MSI-high (85.7%) and EBV- 
positive (100%) cohorts, although sample sizes were 
limited.124 More recently, a Korean phase II biomarker- 
integrated umbrella study evaluating the combination 
of second-line nivolumab and paclitaxel in 48 patients 
with EBV-related, dMMR/MSI-high or PD-L1-positive 
advanced GC revealed an ORR of 25% in the EBV- 
positive cohort (n=5), with an ongoing complete response 
after 24 months of therapy.125 Further study will be needed 
to better understand the prognostic role of EBV-positivity 
in GC.

Conclusion
In the last few years, there has been a dramatic expansion 
of therapies that have improved outcomes in patients with 
advanced EGC. This includes immunotherapies that pro-
vide substantial benefit in a minority of patients (eg, 
MSI-high), as well as combination therapies that have 
incrementally improved outcomes in a larger group of 
patients (eg, PD-L1- or HER2-expressing). The most 
effective biologic agents, to date, have been those that 
target HER2, PD-1, and VEGFR2. However, other pro-
mising targets have been identified including FGFR2, 
Claudin18.2, and others. An enormous amount of work 
remains to be done, as outcomes continue to remain poor. 
Moving forward, approaches that may have the highest 
potential for immediate clinical impact may include 
therapies that target patients whose tumors show co- 
expression or -alteration of multiple targets (eg, “double- 
positive”); identifying novel targets for patients with the 
most aggressive disease; and further understanding how 
the immune microenvironment inhibits and/or potentiates 
the impact of various agents.
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