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Purpose: Concurrent chemoradiotherapy (cCRT) is the mainstay therapy of locally advanced gastric (G) and gastroesophageal junction
(GEJ) cancers with a poor prognosis. Programmed cell death receptor-1 (PD-1) inhibitor has been approved and recommended to treat >3
line G/GEJ patients. A significant clinical benefit of PD-1 inhibitors in addition to cCRT has been observed in locally advanced lung
cancer. Sintilimab, a humanized IgG4 monoclonal antibody with high affinity and specificity for PD-1, has shown promising efficacy with
an overall response rate of 85% in combination with chemotherapy in gastric cancer in a phase Ib study (NCT02937116).

Patients and Methods: SHARED is a prospective, multicentre, single-arm Phase II trial in China, exploring the efficacy of
sintilimab in combination with cCRT in locally advanced G/GEJ adenocarcinoma. According to a Simon optimal two-stage clinical
design, 34 patients will be enrolled. All the eligible patients will receive one cycle of induction chemotherapy (S-1 plus nab-PTX)
combined with sintilimab, followed by cCRT (radiotherapy plus nab-PTX) combined with sintilimab. Prior to the surgery, patients will
receive another cycle of chemotherapy (S-1 plus nab-PTX) combined with sintilimab. In the adjuvant setting, all participants will be
treated with 3 cycles of chemotherapy (S-1 plus nab-PTX) combined with sintilimab. The primary endpoint is the rate of pathological
complete response (pCR). The secondary endpoints include disease-free survival (DFS), major pathological response (MPR), RO
resection rate, surgical AEs, overall survival (OS), event-free survival (EFS), and safety profile. Moreover, the prognostic value of
tumor biomarkers and immune biomarkers will be explored.

Conclusion: SHARED is designed to primally evaluate the efficacy and safety of sintilimab in combination with cCRT in locally
advanced G/GEJ cancers and to prospectively validate the prognostic value of tumor biomarkers and immune biomarkers.
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Introduction

Gastric and gastroesophageal junction (G/GEJ) cancer is the fifth most common cancer and the third most deadly cancer
worldwide, with an estimated 1 million new cases and 783,000 death in 2018." In China, the incidence and mortality rate
of G/GEJ cancer is substantially higher than that of the rest of the world. According to the data from Cancer Registry in
China, the country has about 403,000 new cases and 291,000 death each year. Moreover, about 54% of patients are
diagnosed with locally advanced (stage IT and IIT) G/GEJ cancers® which are characterized by tumor infiltration of the
serosa and the presence of regional lymph node metastasis. At this stage, surgery alone might not be sufficient, and even
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with RO surgical resection, the prognosis remains dismal.’ Regarding the patients developing T3-4 and N2-3 cancer, the
5-year survival rate after surgery is lower than 15%."

Multimodality regimens, such as perioperative chemotherapy and adjuvant or neoadjuvant concurrent chemor-
adiotherapy (cCRT), have been developed to improve the poor prognosis in advanced G/GEJ cancers. Clinical trials
have demonstrated that perioperative chemotherapy has specific advantages in degrading tumor stage, increasing RO
resection rate, and improving pathological complete response (pCR) rate. Thus, patients with operable stage III to IVa
G/GEJ cancers can obtain significant survival benefits.>’ The therapeutic benefits of preoperative cCRT, on the other
hand, have been confirmed by the long-term follow-up results from CROSS and POET trials.®’ In addition, the
multidisciplinary team (MDT) guided cCRT has dominated the treatment for stage III-IV inoperable tumors in
western countries, which provides a therapeutic window for radical surgery to extend the overall survival.

In addition to surgery, chemotherapy and radiation therapy, immunotherapy has become a new pillar of cancer
therapy, improving the prognosis across a wide variety of solid tumors. One main driver behind this success is the
development of immune checkpoint inhibitors (ICIs). Immunotherapy targeting PD-1/PD-L1 signalling is the most
widely investigated regimen, and emerging clinical evidence has demonstrated its efficacy and safety. As
a monotherapy regimen, anti-PD-(L)1 has conferred an approximately 12% objective response rate (ORR) in patients
with advanced G/GEJ cancers, and an overall survival benefit was noted.'®'? In particular, the ORR in PD-L1 positive
tumors was reported to be 15.5% versus 5.5% in PD-L1 negative ones in the KEYNOTE-059 study. Based on such
results, in 2017 the US Food and Drug Administration (FDA) approved the use of pembrolizumab in the third-line
treatment for patients with recurrent or advanced gastric cancer whose tumors express PD-L1. Also, in 2017 the Japanese
Ministry of Health, Labor and Welfare approved nivolumab for the treatment of unresectable recurrent or advanced
gastric cancer, which has progressed after chemotherapy.

Enormous combination studies have been carried out to improve the anti-tumor activities of the anti-PD-(L)1
regimen. In addition to inhibiting tumor proliferation, chemotherapy can modulate the immune system by enhancing
tumor antigenicity, disturbing immune-suppressive pathways, inducing immunogenic cell death, and increasing effector
T-cell functions.'*"'* Therefore, it is hypothesized that the addition of chemotherapy to anti-PD-(L)1 may render superior
benefits in advanced G/GEJ cancer patients. The global Phase 3 trial CHECKMATE-649 demonstrated a significant
improvement in PFS (7.7 months versus 6.0 months in chemotherapy alone cohort) and OS (14.4 months versus 11.1
months in chemotherapy alone cohort) by combining chemotherapy with anti-PD-(L)1.">'® As a result of this study, in
April 2021 FDA approved nivolumab in combination with chemotherapy as the first-line treatment for advanced or
metastatic G/GEJ and esophageal adenocarcinoma. Likewise, in the ongoing ATTRACTION-4 trials, nivolumab com-
bined with chemotherapy has shown encouraging clinical activity in first-line treatment in Asian patients with advanced
G/GEIJ, with improved PFS and ORR and favourable safety profile.'”

On the other hand, irradiation activates host immunity by triggering immunogenic cell death to release the damage-
associated molecular patterns (DAMPs), which leads to dendritic cell activation, tumor antigens presentation and antigen-
specific T cells priming.'® Based on the insights gained, there is a strong rationale to support the use of PD-(L)1 inhibitors
with cCRT to convert the “cold” tumors into “hot” tumors. The therapeutic efficacy of such regimen has been demonstrated
in the Phase III PACIFIC trial of the PD-L1 inhibitor durvalumab in locally advanced, unresectable NSCLC following
platinum-based cCRT.'? Compared to the placebo, an improved PFS (from 5.6 to 16.8 months) with a similar safety profile
was noted with durvalumab, and its efficacy was irrespective of tumor PD-L1 status. Based on that, in 2018 FDA approved
durvalumab for patients with unresectable stage III NSCLC whose disease has not progressed following platinum-based
cCRT. Moreover, the phase 3 CHECKMATE-577 trial is the first study to evaluate a checkpoint inhibitor in the adjuvant
setting after cCRT and has demonstrated a statistically significant improvement in disease-free survival (DFS) from 11.0
months to 22.4 months in patients with resected esophageal and GEJ cancers.”® Despite these advances, the ideal
combination regimen of checkpoint inhibitors and cCRT is yet to be optimized in patients with advanced G/GEJ cancers.

Sintilimab is a highly selective, monoclonal IgG4 antibody that inhibits interactions between PD-1 and its ligands,
with a robust anti-tumor response.”' In vitro, compared to nivolumab or pembrolizumab, sintilimab has a higher binding
affinity and is able to bind with more PD-1 molecules on CD3 + T cells, and has better T cell activating characteristics.?'
In a phase 1b study (NCT03745170), sintilimab combined with oxaliplatin/capecitabine has shown promising efficacy in
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gastric cancer with an ORR of 85%”% which warranted a phase 3 ORIENT-16 study (NCT03745170) to further
investigate the therapeutic potential of sintilimab in combination with chemotherapy in patients with advanced G/GEJ
cancers.”® The interim results from ORIENT-16 study were orally presented on 2021 ESMO, in which sintilimab was
demonstrated to be the first PD-1 inhibitor to show superior OS and PFS with an acceptable safety profile, in combination
with chemo, in Chinese patients with G/GEJ cancer regardless of PD-L1 expression status.>*

In addition, in Japan, D2 gastrectomy plus adjuvant S-1 is the standard treatment for locally advanced gastric cancer
[18, 19], while nab-paclitaxel (nab-PTX) is an approved second-line gastric cancer treatment [23, 24]. The combination
of S-1 with nab-PTX has proven to be an effective and safe first-line regimen in clinical [25, 26]. Furthermore, the
interim analysis from the JACCRO GC-07 trial has demonstrated that the postoperative S-1 plus docetaxel is effective
with few safety concerns in patients with stage III gastric cancer®> and similar benefits were also noted with S-1 plus nab-
PTX in untreated patients with metastatic gastric cancer.?®

Therefore, we propose to conduct the SHARED (Sintilimab plus chemoradiotherapy in gastric and GEJ adenocarci-
noma) study, a phase 2 trial designed to evaluate perioperative sintilimab combined cCRT (S-1 plus nab-PTX) for
patients with locally advanced G/GEJ adenocarcinoma.

Materials and Methods

Objectives

The primary objective is to demonstrate whether adding sintilimab to cCRT (a combination of nab-PTX and S-1 with
radiotherapy) improves pathological complete response (pCR) rate in patients with locally advanced G/GEJ adenocarci-
noma. The secondary objectives include disease-free survival (DFS), major pathological response (MPR), RO resection
rate, surgical adverse events (AEs), overall survival (OS), event-free survival (EFS), and safety profile. Moreover, the
prognostic value of tumor biomarkers and immune biomarkers will be evaluated.

Study Design and Participants

This is a prospective, multicentre, single-arm phase II trial in China. Eligible patients are aged 18 or older, histological or
cytological confirmed locally advanced gastric or GEJ adenocarcinoma as defined according to 8th edition of American
Joint Committee on Cancer (AJCC) classification of malignant tumors, a clinical-stage of III to IVa (T3N2-3MO0, T4aN
+MO or T4bNanyMO) according to the 8th edition of Tumor, Node, Metastasis (TNM) classification, an Eastern
Cooperative Oncology Group performance (ECOG) score <I, no prior cancer treatment, and one or more measurable
lesions based on Response Evaluation Criteria in Solid Tumors (RECIST vl1.1).

Eligibility criteria on physiological parameters and organ function included adequate haematological function
(absolute neutrophil count [ANC] >1.5x10°/L, platelet count [PLT] >100x10°/L, haemoglobin [Hb] >90 g/L, interna-
tional normalized ratio (INR)/prothrombin time (PT) < 1.5xupper limit of normal [ULN], and activated partial
thromboplastin time (aPTT) <1.5XxULN), adequate hepatic function (plasma total bilirubin [PTB] <1.5XULN, alanine
transaminase [ALT], aspartate transaminase [AST] and alkaline phosphatase [AKP] concentration <2.5xULN), and
adequate renal function (creatinine concentration <1xULN, albumin concentration >30g/L).

Pregnant, breastfeeding women or those positive in baseline pregnancy tests are not eligible, and all female patients
will be on contraception during the study. Other exclusion criteria include patients diagnosed with gastric neuroendocrine
tumors; patients with distant metastasis according to computed CT/MRI or endoscopic ultrasound (EUS); history of
chemotherapy, radiotherapy or immunotherapy; patients with active malignant tumor in recent 5 years, except for basal
cell or squamous cell cancer, superficial bladder cancer, and in-situ cervical or breast carcinoma; uncontrollable pleural
effusion, pericardial effusion or ascites; severe cardiovascular disease within 12 months before recruitment, including
coronary artery disease, > grade 2 congestive heart failure, uncontrollable arrhythmias and myocardial infarction; patients
with upper GI tract obstruction/bleeding or functional abnormality or malabsorption syndrome, which can affect
absorption of S-1; uncontrollable concurrent infection and other concomitant diseases systemic diseases, or moderate
or severe renal injury; allergic to any drug in this study; use of steroids or any other systemic immunosuppressive agents
within 14 days before recruitment; use of corticosteroids (dosage >10mg/d prednisone or equivalent dose of other
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glucocorticoids) or other immunosuppressive agents within 4 weeks before recruitment, except patient treated with
hormone for preventing allergy to contrast agents; receiving treatment from other studies within 4 weeks before
recruitment; patients with autoimmune diseases or primary immunodeficiency; vaccinated with attenuated vaccine within
4 weeks before recruitment or plan to vaccinate during the study; active infections, including TB, HIV, HBV and HCV;
and history of allogeneic stem cell transplantation or organ transplantation.

The study protocol and the informed consent forms have been reviewed and approved by institutional review boards
and ethics committees at each institution. The study will be done in accordance with the Declaration of Helsinki and
Good Clinical Practice Guidelines, and the written informed consent will be obtained from all enrolled patients. The
study has been registered (ChiCTR1900024428).

Interventions

All patients will start with one cycle (3 weeks) of induction chemotherapy of S-1 (40mg/m?, PO, bid, D1 to D14) and
nab-PTX (100-120mg/m?, IV, D1 and D8) in combination with sintilimab (200mg, IV, D1), followed by radiation
therapy (45Gy/1.8Gy in 25 factions) with concurrent nab-PTX (80-100 mg/m?, IV, D1, D8, D15, and D22) and
sintilimab (200mg, 1V, D1 and D22) for 5 weeks. One to three weeks after the completion, patients will receive another
cycle (3 weeks) of S-1 (40mg/m?, PO, bid, D1 to D14) and nab-PTX (100-120mg/m?, IV, D1 and D8) in combination
with sintilimab (200mg, IV, D1). All patients will be preferably operated on within 1 to 3 weeks later. In case of any
treatment-related adverse event (TRAE) that cannot be resolved shortly is noted, the patient will be urged to tumor
assessment followed by the surgery. The adjuvant therapy will start in 4—6 weeks after the operation with 3 cycles (3
weeks) of S-1 (4Omg/m2, PO, bid, D1 to D14 of each cycle), nab-PTX (1007120mg/m2, IV, D1 and DS of each cycle)
and sintilimab (200mg, IV, D1 of each cycle). Schematic diagram of SHARED regimen is in Figure 1.

Dose modification of sintilimab is not allowed in this study. Sintilimab will be withheld to manage intolerable adverse
event until toxicity resolves. Corticosteroids will be used to manage immune-related adverse events (irAEs) with Sintilimab
discontinuation allowed for no more than 12 weeks. Sintilimab will be terminated upon completion of treatment, disease
progression or intolerance. Guidance for sintilimab delay or discontinuation after adverse events is in Table 1.

Before the operation, all patients will be assessed by the multidisciplinary committee, and surgical protocol will be decided
according to the clinical judgment. A subject must be withdrawn from the study if a disease progression is noted. The surgical
protocol includes transthoracic esophagectomy with resection of the proximal stomach and mediastinal and abdominal
lymphadenectomy for type 1 GEJ cancers and gastrectomy with transhiatal distal oesophagectomy plus D2 lymphadenectomy
for types 2 and 3 GEJ cancers. For the patients with gastric cancer, total or subtotal distal gastrectomy with D2 lymphade-
nectomy will be performed. For inoperable patients, the treatment options will be evaluated and tailored to the context of the
patients’ situation and needs. Exploratory laparoscopy will be conducted to exclude peritoneal metastases, if necessary.

During the study, all patients will be assessed by physical examination, weight, ECOG performance status, vital signs,
routine laboratory tests (blood routine, blood chemistry, blood coagulation routine, urine routine, stool routine for occult
blood, and thyroid function), and 12-lead electrocardiogram (ECG) within 7 days before day one of the first cycle, one day
before day one in subsequent cycles, one day before the surgery, one day after study completion or withdrawal, and at the first

| One Cycle ” One Cycle | | One Cycle |
Radiotherapy —>
Nab-PTX —

A > ook

Sintilimab  4—p:

S-1 plus Nab-PTX *—»

Figure | Schematic diagram of SHARED regimen. All patients will receive one cycle of S-1 (40mg/m?, PO, Bid, DI to D14) and nab-PTX (100-120mg/m? IV, DI and D8) in
combination with sintilimab (200mg, IV, D) for 3 weeks, followed by radiation therapy (45Gy/1.8Gy in 25 factions) with nab-PTX (80-100 mg/m2, IV, DI, D8, D15, and D22)
and sintilimab (200mg, IV, D1 and D22) for 5 weeks. One to three weeks after the completion, patients will receive one cycle of S-1 (40mg/m?, PO, Bid, D| to D14) and nab-
PTX (100-120mg/m2, IV, D1 and D8) in combination with sintilimab (200mg, IV, D1). All patients will be operated on within | to 3 weeks later. The adjuvant therapy will
start in 4-6 weeks after the operation with 3 cycles (3 weeks) of S-1 (40mg/m?, PO, Bid, DI to D14 of each cycle), nab-PTX (100-120mg/m? IV, D1 and D8 of each cycle)
and sintilimab (200mg, IV, DI of each cycle).
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Table |1 Guidance for Sintilimab Delay or Discontinuation

Adverse Events Management

Grade 2 pneumonia Sintilimab will be withheld until the toxicity is reduced to <

] . grade |
Grade 2 or 3 diarrhea or enterocolitis

Grade 3 dermatitis

Grade 2 or 3 elevation of creatinine

Grade 2 neurotoxicity

First occurrence of other grade 3 AEs

Grade 2 elevation of AST, ALT, or PTB in subjects with normal levels at baseline; | Sintilimab will be withheld until the toxicity is reduced to <
or 250% increase in AST, ALT, or PBT for < 7 days in subjects with AST, ALT, or | Grade | or baseline
PTB >ULN at baseline

Grade 2 or 3 hypophysitis Sintilimab will be withheld until AEs are reduced to < Grade

] ] | with supplementation of affected hormones
Grade 2 adrenal insufficiency

Grade 2 or 3 hypothyroidism

Grade 2 or 3 hyperthyroidism

Grade 3 hyperglycemia

Grade 4 AEs Permanently discontinued

Recurrent Grade 2 lung cancer
Grade 3 or 4 pneumonia

Grade 3 or 4 elevation of AST, ALT, or PTB in subjects with normal levels at
baseline; or 250% increase in AST, ALT, or PBT for 2 7 days in subjects with AST,
ALT, or PTB >ULN at baseline

Grade 3 or 4 adrenal insufficiency

Grade 3 or 4 neurotoxicity

Grade 3 or 4 infusion reaction

Recurrent Grade 3 AE

Grade 3 AE that cannot be reduced to <Grade 2 or baseline within 7 days, or

cannot be reduced to <Gradel or baseline within 14 days

AEs that cannot be reduced to <Grade | within 6 weeks after the last dose of

Sintilimab in each cycle

follow-up visit. Besides, all patients will be examined by echocardiography within 7 days before starting the study, one day
before the surgery, one day before the first adjuvant cycle, and one day after study completion or withdrawal.

Tumor assessment by means of computed CT/MRI and EUS will be done at baseline (within 4 weeks before enrolment),
every six weeks (£7 days) perioperatively, every nine weeks (£7 days) postoperatively, and every 3 months until the
development of disease progression or the start of new anticancer treatment after treatment completion.

Follow-Up
All patients will be followed up on a monthly basis in the first 3 months for safety, and telephone visits will be conducted
after the first in-person hospital visit. After completing safety follow-up, monthly telephone visits for a maximum of 2
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years will be implemented until death from any cause, lost to follow-up, consent withdrawal, or sponsor’s election to
terminate the study prematurely.

Assessment of Outcomes

Primary Endpoints

The primary endpoint is the rate of pCR, which is defined as the absence of viable tumor cells assessed by histological
evaluation criteria after preoperative therapy.

Secondary Endpoints

DFS is defined as the time to postoperative recurrence or death from any cause. OS is defined as the time interval from
enrolment to all-caused death. EFS is defined as the time from enrolment to recurrence or death from any cause. Patients
(including those lost to follow-up) still alive at the time of analysis (DFS, OS and EFS) will be censored at the last
disease assessment date.

MPR is defined as tumor residual cells <10% in the surgical specimen. RO resection rate is defined as the rate of the
complete surgical removal of any residual cancer cells in the tumor bed.

Adverse events (AEs) will be monitored and graded according to the US National Cancer Institute’s Common
Terminology Criteria for Adverse Events (NCI CTCAE, version 4.03). All AEs will be recorded from the first dose of
the study drug until 90 days after the last dose of the study drugs. Serious adverse events (SAEs) are defined as death,
hospitalization or prolonged hospitalization, permanent or severe disability, teratogenesis, or other significant clinical

sequels. Surgical AEs are defined as the complication which happens during or in 30 days after the operation.

Exploratory Endpoints
Exploratory endpoints are assessments of potential tumor biomarkers and the relationship between immune biomarkers
and clinical response.

Peripheral blood samples (10ml) will be collected at baseline and on the same day of sintilimab administration to
evaluate serum levels of related tumor biomarkers (eg, CEA, AFP, CA19-9, CA72-4, and CA24-2).

Tumor tissue samples will be collected at baseline and intrasurgery. TMB and MSI will be measured by
FoundationOne CDx assay (Foundation Medicine, Cambridge, MA, USA). TMB-H will be defined as >10mut/Mb,
and MSI-H will be defined as more than 30% of markers show instability in marker panels. PD-L1 expression will be
measured by 22C3 pharmaDx assay (Agilent Technologies, Carpinteria, CA, USA), and PD-L1+ will be defined as PD-
L1 CPS >1%. HER2 immunohistochemistry was performed on the BenchMark XT platform (Ventana Medical Systems,
Tucson, AZ, USA) according to the manufacturer’s recommendation. Normal gastric tissue will be collected concomi-
tantly from each patient, and whole-exome sequencing (WES) will be performed to compare the transcriptome between
tumor tissue and normal gastric tissue.

Statistical Analysis

For the purpose of study design, a pCR rate at 15% (HO) in this setting will not be viewed as compelling for further study,
while a pCR rate at 35% (Ha) or more will be considered of interest for further investigation. Based on this, a Simon
optimal two-stage design will be employed with an H0=0.15 vs Ha=0.35, a=0.05 (one-sided) and power of 80%. Using

these operating characteristics, the study plan is as follows (Figure 2):

e Stage 1: 9 patients will be accrued. If one or more patients demonstrate a pCR, the study will continue.
Alternatively, if less than one patient responds, the study will be stopped.
e Stage 2: 25 additional patients will be accrued.

The sample size was calculated using the Power Analysis and Sample Size software program (PASS 16, NCSS Kaysville
Utah USA).
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Stage 1: Key Eligibility
Enroliment of 9 patients . . )
« Histological or cytological
confirmed locally advanced
gastric or GEJ
adenocarcinoma
+ Clinical-stages of lll to IVa
(T3N2-3MO0, T4aN+M0 or
T4bNanyMO) according to

the 8th edition TNM
classification

F y

+ ECOG PS 0-1
\_ J
No patient achieves pCR = 1 patients achieve pCR
Treatment should be considered Stage 2:
failed Enroliment of other 25 patients

Figure 2 Simon optimal two stage design for SHARED study. At stage |, nine patients who meet the inclusion criteria will be enrolled. If one or more patients demonstrate
pCR, the study will advance to stage 2 to include 25 additional patients.

EFS, DFS and OS will be analysed with the Kaplan—Meier method and the stratified Log rank test. The hazard ratio
and its 95% confidence interval will be estimated with the Cox proportional hazards model. The incidences of the AEs
and surgical AEs will be analysed using Fisher’s exact test. All comparisons are one-sided at the 0.05 level of
significance. Data will be analysed with SAS version 9.4 statistical software (SAS Institute Inc., Cary, NC, USA).

Discussion

A number of clinical studies in patients with locally advanced G/GEJ cancers have evaluated the feasibility and efficacy
of multimodal treatment approaches that center on a tumor-removing surgery with preoperative or postoperative
chemotherapy or radiotherapy.”?’ ' Encouraged by the promising results from CHECKMATE-577%° the focus has
been shifted towards the regimens that combine checkpoint inhibitors with chemotherapy in adjuvant or neoadjuvant
settings (eg, ATTRACTION-5, KEYNOTE-585, MATTERHORN, and NCT04139135) for advanced G/GEJ cancers.
The SHARED study is designed to begin with induction chemotherapy with anti-PD-1 to achieve maximum synergistic
effects with subsequent cCRT. Given the potential of radiotherapy to revert the immune-suppressive tumor microenvir-
onment, the addition of anti-PD-1 to cCRT is expected to provide a holistic solution for patients at a clinical-stage of
T3N2-3M0, T4aN+ MO or T4bNanyMO, a heterogenous population of both operable and inoperable patients.

Overall, there is a strong rationale warranting a phase 2 clinical trial to explore sintilimab combined with concurrent
chemoradiotherapy in locally advanced G/GEJ cancers. The study aims are twofold, targeting to increase the pCR rate for
operable patients to prolong the overall survival while ensuring that all patients, including inoperable patients, will gain
more survival benefits from surgery. In addition, this study also has the capacity to prospectively evaluate the prognostic
value of the status of TMB and MSI, PD-L1 expression level and tumor biomarkers, which can be applied to define
eligibility criteria and stratification factors for further trials in locally advanced G/GEJ cancers.

Data Sharing Statement

The trial is ongoing, and no data is available.

Ethics Approval and Consent to Participate
The trial has been approved by the Ethics Committee of the Comprehensive Cancer Centre of Drum Tower Hospital. All
patients are required to sign the written informed consent.

Author Contributions
All authors made a significant contribution to the work reported, whether that is in the conception, study design,
execution, acquisition of data, analysis and interpretation, or in all these areas; took part in drafting, revising or critically
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reviewing the article; gave final approval of the version to be published; have agreed on the journal to which the article
has been submitted; and agree to be accountable for all aspects of the work.

Funding
All investigators will not receive any remuneration. This research did not receive any grant from funding agencies in the
public, commercial or not-for-profit sectors.

Disclosure
Innovent Biologics, Inc. provided the sintilimab, but had no role in study design, or writing of the protocol. The authors
report no other conflicts of interest in this work.
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