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Simple Summary: Gastric and esophageal cancers often present at an advanced stage at diagnosis,
which negatively impacts a patient’s survival. While treatment options exist, at that point, they are
palliative in nature and prioritize improving survival and quality of life. The treatment paradigm
for the advanced disease have been consistently changing in the right direction, but several unmet
needs still exist. In response, ongoing studies are revolutionizing the approach taken to treat these
cancers by focusing on targeted therapies. Current and future research aim to exploit the mechanisms

responsible for enhancing cancerous growth and metastasis in order to improve patient outcomes.

Abstract: Together, gastric cancer and esophageal cancer (EC) possess two of the highest incidence
rates amongst all cancers. They exhibit poor prognoses in which the 5-year survival rate is dismal.
In addition to cytotoxic chemotherapy, treatment efforts have been geared toward targeting hu-
man epidermal growth factor receptor 2 (HER-2), vascular endothelial growth factor (VEGF), and
programmed death ligand-1 (PD-1). Although ample success has been recorded with these agents,
gastric and esophageal cancer remain lethal, and further research into potential treatment alternatives
is needed. In this article, we will review some of the targets at the forefront of investigation such as
claudin, Dickkopf-related protein 1 (DKK-1), fibroblast growth factor receptor (FGFR), and matrix
metalloproteinases (MMPs). These innovative target pathways are in the midst of clinical trials to
be implemented in the treatment algorithm for this patient population. Ultimately, exploiting the
oncogenic tendencies of these potential biomarkers creates an opportunity for precise treatment
and improved prognosis for these cancers. Lastly, research aimed toward reversing PD-1 antibodies
resistance by combining it with other novel agents or other treatment modalities is underway in
order to expand existing treatment options for this patient population.

Keywords: gastric cancer; esophageal cancer; claudin; Dickkopf-related protein 1; fibroblast growth
factor; matrix metalloproteinases; lenvatinib

1. Introduction

Esophageal malignancies are common worldwide, impacting the population on a
global scale. Approximately 473,000 new cases of EC were diagnosed in 2017 alone [1].
The prevalence of EC is the highest in Africa and the Middle East [2]. The aggressive
nature and poor prognosis of this cancer make it a major source of cancer-related mortality
worldwide [2,3]. There are two histological subtypes of EC—squamous cell carcinoma
(SCC) and adenocarcinoma. Universally, SCC presents as the more dominant form of
EC; however, adenocarcinoma has become the leading histological subtype in Western
countries [3]. Similarly, gastric cancer has been described as one of the most common
cancers worldwide [4]. In the United States, 22,000 patients are diagnosed annually and
approximately half of them succumb to the disease [5]. Accessible and accurate screening is
pivotal in early detection; otherwise, patients are diagnosed in later stages when treatment
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is palliative. Palliative chemotherapy is the main strategic approach in prolonging survival
and improving quality of life [6]. Although advancements in chemotherapy have occurred,
no significant improvement in survival outcomes has been demonstrated, and mortality
remains high [6]. Using novel targeted therapies or combining preexisting treatments to
improve management of gastric cancer and EC are at the forefront of patient care.

Targeted HER-2 therapy was one of the first success stories in utilizing targeted
treatment. Trastuzumab, a monoclonal antibody targeting patients with HER-2 positive
tumors led to improvement in overall survival (OS) when used in combination with
chemotherapy in newly diagnosed patients [7]. Several other HER-2 targeted therapies
failed to show benefits in this patient population, until recently, when fam-trastuzumab
deruxtecan-nxki (Enhertu), an antibody-drug conjugate, showed promising activity in
advanced GEC whose tumors expressed HER-2 [8]. These initial findings proved to be
the motivation in pursuing similar targeted treatment for patients diagnosed with gastric
cancer or EC.

In the last decade, immunotherapy using immune-checkpoint inhibitors (ICI) has
revolutionized cancer treatment. Led by its first approval in melanomas, ICIs have been
approved for use in both metastatic and adjuvant settings for several malignancies. The
US Food and Drug Administration (FDA) recently approved ICIs such as Keytruda (pem-
brolizumab) [9] and Opdivo (nivolumab) [10], in combination with chemotherapy, for
the initial treatment of patients with advanced or metastatic gastric, esophageal, or gas-
troesophageal junction (GE]) cancer. Additionally, Nivolumab was approved by the FDA
for patients with completely resected esophageal or GE]J cancer that had residual patho-
logic disease and received neoadjuvant chemoradiotherapy [11]. ICIs are currently being
tested far beyond advanced disease, and the results from several ongoing studies in the
neoadjuvant and adjuvant settings will be awaited.

The aim of this article is to discuss other novel agents currently being examined in
the treatment of gastric cancer and EC. Most agents discussed here have shown promising
results in early stage trials and are currently being tested alone or against the standard of
care in randomized trials (Table 1). The exact role of these agents is yet to be determined
as the landscape of treatment is changing, especially in the front line. We will review
claudin, Dickkopf-related protein 1 (DKK-1), fibroblast growth factor receptor (FGFR), and
matrix metalloproteinases (MMPs) (Figure 1). In addition, we will discuss PD-1 antibody
resistance, a known phenomenon, and the intensive efforts to oppose the resistance or
improve its activity by combining it with other agents or other treatment modalities.

Table 1. Summary of the novel agents being tested in gastric and gastroesophageal junction. MMP: metalloproteinases,

FGEFR: fibroblast growth factor receptor. DKK-01: Dickkopf-related protein 1. OS. Overall survival. PFS: progression-free

survival. M: months.

Mechanism of Line of Approved

Target Action Phase Study Therapy Yes/No Outcome
. . chimeric monoclonal SPOTLIGHT . . .
Claudin 18.2[12]  zolbetuximab antibody Phase III First No Still accruing
recombinant
MMP [13] Andecaliximab chimeric G4 GAMMA-1 First No 05
. Phase 111 12.5vs. 11.8
Antibody
. IgG1 monoclonal FIGHT . OS. Not reached
FGFR [14] Bemarituzumab Antibody Phase II First No vs. 129 m
monoclonal . .
DKK-01 [15] Antibody Phase II Second No Still accruing
Multiple Kinase . s s Leap Second and PFS
[16] Lenvatinib Multikinase inhibitor Phase IT beyond No 7 4m
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Figure 1. Novel antibodies as anticancer agents. Akt: protein kinase B, DKK-01: Dickkopf-related protein 1, DVL: disheveled
protein, ERK: extracellular receptor kinase, FGFR: fibroblast growth factor receptor, GSK-33: glycogen synthase kinase 3
beta, MEK: mitogen-activated protein, MMP9: matrix metalloproteinase 9, PDK-1: phosphoinositide-dependent kinase-1,
PI3K: phosphoinositide 3-kinase, Raf: rapidly accelerated fibrosarcoma, VEGEF: vascular endothelial growth factor, Wnt:
portmanteau of int and wg.

2. Targeting Claudin 18.2 with Zolbetuximab (IMAB362)

Claudins are tetraspan transmembrane proteins of tight junctions associated with
several functions in maintaining the integrity of cell-cell adhesion [12]. Claudin 18.2
(CLDN18.2) is located specifically in gastric mucosal cells and, under normal conditions,
its epitopes are typically isolated from the external environment [13]. This prevents any
therapeutic strategy involving intravenous antibodies. However, gastric mucosal cell
malignancy results in CLDN18.2 epitope exposure and enables it to become a target
unique to cancer cells [13]. Zolbetuximab is a chimeric monoclonal antibody that targets
CLDN18.2 epitopes and initiates cell death by antibody-dependent cellular cytotoxicity
and complement-dependent cytotoxicity [17]. In a phase I trial, Zolbetuximab showed
single-agent efficacy and manageable toxicity in patients with heavily pretreated advanced
CLDN18.2-positive gastric/gastroesophageal junction (G/GEJ) cancer [17]. Furthermore, in
a phase II trial, Zolbetuximab monotherapy exhibited antitumor activity in patients sharing
the same cancer parameters [18]. Based on preclinical trials demonstrating Zolbetuximab’s
capacity to cooperate with other cytotoxic agents, a phase Il trial randomizing patients with
advanced G/GE]J and esophageal adenocarcinoma and CLDN18.2 expression of at least
40% to receive epirubicin + oxaliplatin + capecitabine (EOX) vs, zolbetuximab + EOX every
3 weeks was conducted [19]. The trials showed a significant improvement in progression-
free survival (PFS) and OS when a patient received Zolbetuximab + EOX, compared to EOX
alone. The improvement observed in PFS was exclusively noted in patients expressing
upwards of 70% CLDN18.2 in malignant gastric mucosal cells. Adverse events (AEs) were
limited to grade 1 and 2 experiences of nausea, vomiting, neutropenia, and anemia. No
increase in grade 3 AEs was observed [19]. Currently, a phase III trial (SPOTLIGHT) for
patients with moderate-to-strong CLDN18.2 expression is ongoing, and the results will
be awaited.
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3. Targeting Matrix Metalloproteinases (MMPs)

Matrix metalloproteinases (MMPs) are a group of zinc-dependent proteases responsi-
ble for degrading and remodeling the extracellular matrix (ECM) and basement membrane
under normal physiological conditions [20]. They are secreted as inactive proproteins,
which are activated when cleaved by extracellular proteinases. MMP?9 is a specific member
of this group and its expression by tumor epithelia regulates inflammation, ECM remodel-
ing, and neovascularization [14]. MMP9 expression has been associated with loss-of-tumor
suppression activity, as well as with gain-of-oncogenic activity [14,20]. The extensive role
MMP?9 plays in tumor progression allows it to be an excellent target for treatment in gastric
adenocarcinoma. Andecaliximab (ADX) is a recombinant chimeric immunoglobulin G4
monoclonal antibody that is highly specific to MMP9. In a phase I/Ib study, the com-
bination of ADX (800 mg every 2 weeks) and fluorouracil, leucovorin, and oxaliplatin
(mFOLFOX6) showed improved activities in patients with G/GEJ adenocarcinoma with a
PFS of 9.9 months in the front-line patients and response rates of 48% [21]. These initial
findings led to a phase III study examining the efficacy of the FOLFOX/ADX combination
vs. mFOLFOX6/Placebo (PBO) in patients with HER2- negative gastric or GEJ adenocar-
cinoma [15]. Unfortunately, the trial showed no statistically significant difference in OS
when ADX was added to mFOLFOX6 (the median OS was 12.5 versus 11.8 months in the
ADX and PBO groups, respectively. The median PFS was 7.5 versus 7.1 months in the ADX
and PBO groups, respectively).

4. Targeting Fibroblast Growth Factor Receptor FGFR

The fibroblast growth factor receptor (FGFR) is a receptor tyrosine kinase responsible
for angiogenesis, embryogenesis, tissue homeostasis, and wound repair. Furthermore, it
regulates proliferation, differentiation, apoptosis, and migration [22]. Mutations in this
receptor are correlated with oncogenic activity, suggesting its potential use as a target in
therapy [22]. Bemarituzumab is a first-in-class, humanized IgG1 monoclonal antibody
that selectively binds to FGFR2b. Bemarituzumab was recently evaluated in a global,
randomized, double-blind, placebo-controlled phase II FIGHT trial of patients with newly
diagnosed metastatic HER-2 negative advanced gastric or gastroesophageal cancer. To be
eligible for the trial, the tumor should express FGFR2b or have FGFR2 genetic amplifica-
tion [23]. A total of 155 patients were treated with modified FOLFOX6 plus/minus bemar-
ituzumab 15 mg/kg or placebo every 2 weeks with one additional bemarituzumab dose of
7.5 mg/kg on day 8. The primary endpoint was PFS. The addition of bemarituzumab led
to improvement in PFS from 7.4 months to 9.5 months (hazard ratio [HR] = 0.68, p = 0.07).
The secondary endpoint of OS was also met, with the median not being reached in the
bemarituzumab arm, compared to 12.9 months in the control arm (HR = 0.58, p = 0.03). Re-
sponse rates increased from 40% to 53%, with a median duration of response of 7.1 months
with placebo vs. 12.2 months with bemarituzumab. Subgroup analysis showed the re-
sponse correlated with immunohistochemistry (IHC) staining of FGFR2b. Patients who
received bemarituzumab had a higher rate of toxicity, specifically ocular toxicity. These
results support a prospective randomized phase III study in gastric/gastroesophageal
adenocarcinoma [23].

5. Targeting DKK-01

The Wnt signaling pathway has major implications in cell fate decisions, proliferation,
and migration pathways [24]. The DKK-01 protein is a potent antagonist in the Wnt signal-
ing pathway, and its expression is directly correlated with increased tumor growth and
angiogenesis [24,25]. DKN-01 is an effective antibody responsible for negating the activity
of DKK-01 protein, which is a modulator of Wnt/beta-catenin and CKAP4/PI3K/AKT
signaling pathways and is frequently implicated in tumorigenesis [26]. In a phase I/1I trial
consisting of previously treated patients with advanced esophagogastric cancer, DKN-01
monotherapy and its combination with paclitaxel or pembrolizumab were evaluated [27].
The combination of DKN-01 and pembrolizumab resulted in favorable outcomes for pa-
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tients with gastric/GE]J tumors that had high DKKI1 expression and for those who had not
received previous treatment with a PD-1 or PD-L1 inhibitor. A median PFS over 22 weeks
and median OS of 32 weeks were observed. The objective response rate (ORR) elicited
with the combination treatment was 50% in these patients, and the disease control rate
(DCR) was 80%. Moreover, in patients with low DKK1 expression, the median PFS with
the combination treatment was approximately 6 weeks, the median OS was over 17 weeks,
and the DCR was 20%. High expression of DKK1 was linked with longer PFS independent
of PD-L1 combined positive score (CPS) levels [27]. Currently, an ongoing phase Ila Dis-
TinGuish study (NCT04363801) is examining DKN-01 in combination with tislelizumab
(BGB-A317) with or without chemotherapy as a first- or second-line treatment in adult
patients with inoperable, locally advanced gastric/GE] adenocarcinoma.

6. Manipulating PD-1 Antibodies

PD-1 sits on the surface of T cells and its interaction with programmed cell death
ligand-1 (PD-L1) enables the cell to bypass immune checkpoints and avoid immune recog-
nition [28]. This prevents T cell proliferation and its effector functions such as tumor
cell-killing. Under oncogenic circumstances, tumor cells increase the expression of PD-1 to
evade this inhibitory checkpoint and enhance cancerous growth [29]. Creating targeted
antibodies for the PD-1 receptor prevents a cancer cell from avoiding an immune response,
but these antibodies are faced with resistance. Revising PD-1 antibodies resistance has been
the subject of several preclinical and clinical trials with limited success. Another approach
would be to further enhance immunological and clinical responses using combinatorial
approaches with chemotherapy and radiation, cytokines, and co-stimulatory agents [28].
This is currently the subject of several ongoing trials in GEC, and the results will be awaited.

7. Combination with CTLA-4 Antibodies

Cytotoxic T-lymphocyte-associated protein 4 (CTLA-4) is an inhibitory checkpoint
activated in T cells that downregulate immune responses [30]. Considering PD-1 shares
a similar role, these two checkpoints represent an opportunity for targeted therapy in an
antitumor response. A combination of a CTLA-4 blocker (ipilimumab) and a PD-1 blocker
(nivolumab) have demonstrated clinical benefits in patients diagnosed with metastatic
melanoma, advanced renal cell carcinoma, or metastatic colorectal cancer [30]. The syner-
gistic effect of merging these two treatment options has been tested with several challenges
and specific toxicities. Dosing of the combination has been hard to tolerate and has mani-
fested into patients experiencing significant side effects [31]. The initial efforts in combining
these treatments occurred during a phase I/II checkmate-032 study. Patient criteria in-
cluded individuals diagnosed with advanced or metastatic refractory gastric, esophageal,
or gastroesophageal junction cancer. The primary endpoint for this study was objective
response rate (ORR) for patients receiving either 1 mg/kg nivolumab plus 3 mg/kg ipili-
mumab, 3 mg/kg nivolumab plus 1 mg/kg ipilimumab, or 3 mg/kg nivolumab. The ORR
for these patient groups were 24%, 8%, and 12%, respectively. The 12-month progression-
free survival rates were 17%, 10%, and 8%, respectively. Meanwhile, overall survival of
12 months was 35%, 24%, and 39%, respectively. This study concluded that nivolumab
and the combination of nivolumab plus ipilimumab have clinical significance in antitumor
activity [31].

The combination of nivolumab and ipilimumab was also evaluated in checkmate-
649 [10], which was a phase III trial assessing nivolumab plus chemotherapy or ipilimumab
versus chemotherapy alone as a first-line treatment in patients with non-HER-2-positive ad-
vanced gastric, gastroesophageal junction, or esophageal cancer—all with adenocarcinoma
histology. In the nivolumab/ipilimumab arm, patients received treatment with nivolumab
1 mg/kg every 2 weeks and ipilimumab 3 mg/kg. This arm of the study was terminated
because of toxicity, and the efficacy results are yet to be presented [10].

The same combination was also evaluated to improve clinical outcomes in metastatic
SCC of the esophagus in a phase III checkmate-648 [16] study against chemotherapy
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alone in patients with advanced esophageal squamous cell carcinoma (ESCC) as part of a
three-arm study. Patients received treatment with nivolumab 3 mg/kg every 2 weeks and
ipilimumab 1 mg/kg every 6 weeks up to 24 months or until disease progression or unac-
ceptable toxicity. Progression-free survival with nivolumab plus ipilimumab vs. chemother-
apy in patients with tumor cell PD-L1 > 1% did not meet the prespecified boundary for
significance. The objective response rate was 35% in the nivolumab /ipilimumab, compared
to 20% in the chemotherapy-only arm in patients with tumor cell PD-L1 > 1%. These
promising results could provide the benefit of having the first dual immunotherapy com-
bination to demonstrate benefit in ESCC, which could be a preferable non-chemotherapy
option for patients.

8. Combination with Lenvatinib

Lenvatinib targets and inhibits vascular endothelial growth factor (VEGF) and fi-
broblast growth factor (FGF) tyrosine kinase receptors. Preclinical trials demonstrated
lenvatinib’s ability to function as an antitumor treatment against varying solid tumor
types [32]. It is believed that the tumor microenvironment is a critical point at which resis-
tance to checkpoint inhibition occurs [32]. Evidence suggests intervening treatment can
modify this environment, and that the tumor microenvironment can predict the response
to a checkpoint blockade [32]. When lenvatinib is administered with a PD-1 blockade,
its activity is strengthened in the tumor microenvironment [33]. Specifically, lenvatinib
decreases monocyte and macrophage numbers while increasing cytotoxic T cell popula-
tions [33]. A phase II study reported a response rate of 69% when lenvatinib was combined
with a pembrolizumab as first- or second-line treatment in gastric cancer. This surpassed
the efficacy of either treatment when used alone [34]. Responses were observed in both
CPS > 1 (16/19-84%) and CPS < 1 (4/10-40%) groups. This suggests a profound effect of
lenvatinib on the microenvironment leading to increased pembrolizumab activity. In the
gastric/esophageal arm of the LEAP study, the combination showed more modest benefits
with a response rate of 39% and PFS of 7.4 months [35]. This combination will be tested
further in the future.

9. Incorporating PD-1 Antibodies with Chemotherapy and Radiation

The integration of immunotherapy, in combination with radiation therapy into the
treatment of advanced locoregional disease, has been evaluated in several diseases with
varying degrees of benefits. In this setting, immunotherapies might have their greatest
potential to affect patient survival and achieve curative outcomes. It has been hypothesized
that the interaction of radiation with the immune system and the potential to augment
antitumor immunity might be beneficial. Radiation has the potential to increase the sus-
ceptibility of tumor cells to immune-mediated killing [36] by upregulating the negative
feedback. Based on this fact, a multicenter, randomized phase II study of neoadjuvant
pembrolizumab plus chemotherapy and chemoradiotherapy in esophageal adenocarci-
noma was recently presented at ASCO 2021 meeting. Patients with at least ¢T3 disease
or N+ disease who are eligible for curative surgery received concurrent chemotherapy
and radiation with weekly carboplatin and paclitaxel in addition to pembrolizumab every
3 weeks after initial induction treatment with chemotherapy +/- pembrolizumab. Follow-
ing resection, patients received pembrolizumab for one year. The primary endpoint was
the rate of major pathologic response (MPR), defined as a complete pathologic response
or near-complete response (<10% residual cancer). A total of 40 patients were enrolled;
notable toxicity included grade 3—4 pneumonitis (13%), anastomotic leak (13%), infection
(35%). In 31 evaluable patients to date, the MPR rate was 50.0% (95% CI, 33—67%). One-year
disease-free survival was 100% for patients with MPR vs. 32% without MPR (p = 0.002).
The study concluded that the addition of pembrolizumab to preoperative CRT is safe and
associated with a significantly higher MPR rate, compared to historical data [37].

Currently, an ongoing phase III study is utilizing nivolumab, ipilimumab, and radia-
tion therapy for patients with esophageal and gastroesophageal junction adenocarcinoma
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who are candidates to undergo surgery (NCT03604991). Recruitment for the trial is ongoing
and intends on demonstrating both the efficacy of this treatment and the clinical difference
in administering it in a neoadjuvant or adjuvant setting. The primary outcomes in the study
focus on observing a complete pathologic response and disease-free survival. Secondary
outcomes consist of recording the incidence of adverse events and overall survival. Results
will be awaited.

10. Conclusions

EC is the sixth leading cause of cancer-related deaths worldwide, and gastric cancer
is currently third [38]. In the past, the main treatment for the advanced disease was
through palliative chemotherapy [6]; however, recent innovations in targeted therapy
have demonstrated promising results in improving the prognosis of both. For the last
decade, trastuzumab has been the only approved front-line targeted therapy for metastatic
HER-2 positive disease, until recently, when ENHERTU was approved for second-line
treatment [8]. Ramucirumab, a VEGF antibody, was approved as a single agent or in
combination with paclitaxel as a second-line treatment and failed to improve outcome in
the front line [39]. Then, came the ICI era during which progress was made in several
malignancies including esophageal and gastric cancer. Currently, ICIs are approved in
combination with chemotherapy in front-line treatment. Questions yet to be answered
regarding ICIs include the mechanisms of resistance to these agents, patient selection, the
order in which these agents will be offered given the ongoing changes in the treatment
paradigm, and whether a combination approach would provide better patient outcomes.

Parallel efforts in trying to investigate other agents are ongoing in both clinical and
preclinical settings. In this article, we summarized the novel agents that are currently
being tested in the front- and second-line treatment for EC and gastric cancer. Additionally,
we briefly reviewed some of the efforts of combining ICIs with other agents or treatment
modalities to improve outcomes. The majority of the new agents are being evaluated in
special patient populations to help guide the best approach for the integration of these
novel targeted therapies into clinical settings.

As more data become accessible, the place of these agents in the treatment paradigm is
expected to evolve. After success in the second and third lines, some of these agents might
advance to earlier lines of treatment once their activity is confirmed. For example, certain
combinations (i.e., nivolumab plus ipilimumab) may be a reasonable first-line treatment
option for patients who are unsuitable for standard-of-care platinum-based therapy [31].
Moreover, the use of molecular testing as an enrichment strategy to treat selected patients
with claudin antibodies in the front line instead of PD-1 antibody is currently being tested
(NCT03504397). The best approach in patients harboring two mutations or expressing two
antigens (HER-2 and DKK-1 for example) is not currently known. Those patients might be
candidates for combination therapy in the 1L setting if data were available. However, the
safety and feasibility of these combinations will need to be studied, and adverse events
should be monitored closely.

Lastly, the role of these agents in the adjuvant or neoadjuvant setting is yet to be
established. Targeting HER-2 has failed in the neoadjuvant setting in EC [40], but other
agents may improve the outcome, leaving the opportunity for them to become an important
treatment option in earlier-stage disease. Exploring the combination of these agents with
radiation therapy in early stage disease is, and will be, the subject of several future trials.

After decades of research into targeted therapies for gastric and esophageal cancers,
several advances have been achieved in the last several years. Initial success in these trials
has prompted further investigations. Much research remains to be conducted in identifying
a regimen fit to handle the high morbidities associated with both gastric cancer and EC.
Incorporating these new frontline treatments are the impetus to improving survival and
quality of life for patients diagnosed with these cancers. While the future looks promising,
more efforts are still needed to optimize outcomes.
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