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Background: Surgical resection is the only curative treatment option for gastric cancer. Despite widespread
adoption of multimodality perioperative treatment strategies, 5-year overall survival rates remain low.
In patients with advanced gastric or gastroesophageal junction adenocarcinoma, pembrolizumab has
demonstrated promising efficacy and manageable safety as monotherapy in previously treated patients
and as first-line therapy in combination with cisplatin and 5-fluorouracil. Combining chemotherapy with
pembrolizumab in the neoadjuvant/adjuvant setting may benefit patients with locally advanced, re-
sectable disease. Aim: To describe the design and rationale for the global, multicenter, randomized,
double-blind, Phase III KEYNOTE-585 study to evaluate the efficacy and safety of pembrolizumab plus
chemotherapy compared with placebo plus chemotherapy as neoadjuvant/adjuvant treatment for local-
ized gastric or gastroesophageal junction adenocarcinoma.

ClinicalTrials.gov: NCT03221426

First draft submitted: 1 August 2018; Accepted for publication: 11 December 2018; Published online:
19 February 2019

Keywords: adjuvant therapy • chemotherapy • gastric cancer • gastroesophageal junction cancer • immunotherapy
• neoadjuvant therapy • pembrolizumab • surgery

Gastric cancer is the fifth most common malignancy worldwide and the third leading cause of cancer death in
males, with 723,100 deaths in 2012 [1,2]. There is significant global variation in prevalence and mortality rate of
gastric cancer, influenced by regional variations in risk factors such as Helicobacter pylori infection and diet [1,2].
More than 70% of gastric cancer cases occur in developing countries, and approximately 50% of all cases occur in
eastern Asian countries [2]. Similarly, mortality rates are highest in eastern Asia and lowest in North America [2].

Surgical resection in patients with nonmetastatic disease remains the only curative treatment option for gastric
cancer [3]. However, recurrence rates after resection remain high, and multimodality treatment strategies incorporat-
ing perioperative (neoadjuvant and/or adjuvant) chemotherapy or chemoradiation are generally recommended [4–6].
The goal of neoadjuvant therapy is to reduce tumor burden and increase the possibility of complete (R0) resection [3]

and to induce maximum pathological remission because pathological complete response (pCR) has been shown to

Future Oncol. (2019) 15(9), 943–952 ISSN 1479-6694 94310.2217/fon-2018-0581 C© 2019 Future Medicine Ltd

http://ClinicalTrials.gov


Clinical Trial Protocol Bang, Van Cutsem, Fuchs et al.

correlate with overall survival (OS) [7]. The goal of adjuvant therapy is to reduce microscopic disease and prevent re-
currence [3]. There is no universally accepted standard regimen for adjuvant therapy. Preferred strategies are typically
perioperative chemotherapy in Europe, adjuvant chemoradiation in USA and adjuvant chemotherapy in Asia [4–8].
In European studies, perioperative chemotherapy with triplet or doublet regimens that include a fluoropyrimidine
and a platinum agent before and after surgery have been shown to improve R0 resection rates and OS compared
with surgery alone [9–11]. More recently, the AIO FLOT4 study showed superiority of a perioperative regimen
comprising 5-fluorouracil plus docetaxel plus oxaliplatin plus leucovorin (FLOT) before and after surgery over
perioperative treatment with epirubicin plus cisplatin plus 5-fluorouracil or capecitabine (ECF/ECX) with respect
to R0 resection rate, progression-free survival and OS [12]. Perioperative chemotherapy, as previously described, is
now the conventional treatment strategy in Europe and USA. Adjuvant chemotherapy alone after D2 resection is
the standard of care in Asia, whereas neoadjuvant therapy is still considered investigational, and several randomized
studies are ongoing [6]. Results of Asian studies have shown improved OS with adjuvant chemotherapy after D2
resection comprising a fluoropyrimidine, with or without a platinum agent [13,14].

Overall, use of multimodality perioperative treatment strategies have consistently improved OS in gastric cancer.
Nevertheless, 5-year OS for patients with gastric cancer is low at approximately 31% across all stages (67% for
patients with localized disease and 31% for patients with regional spread) [15].

Keynote-585 study
Herein, we describe the design and rationale for the multicenter, randomized, double-blind, Phase III KEYNOTE-
585 study (ClinicalTrials.gov: NCT03221426) conducted to evaluate the efficacy and safety of pembrolizumab
plus chemotherapy compared with placebo plus chemotherapy as neoadjuvant/adjuvant treatment for localized
gastric or gastroesophageal junction adenocarcinoma.

Background & rationale
PD-1 is a negative costimulatory receptor that is mainly expressed on activated T cells, and it is critical in the
termination of immune responses and prevention of autoimmunity [16,17]. Tumor cells frequently use the PD-1
pathway to evade immune surveillance [16,17]. Binding of PD-1 to its ligands, PD-L1 and PD-L2, inhibits effector
T-cell function, resulting in suppression of antitumor immune response [16,17]. PD-L1 is frequently overexpressed
in gastric cancer, but the role of PD-L1 expression as a prognostic factor in gastric cancer is controversial [18–20]. In
a systematic review that included the published results of 15 studies, PD-L1 expression was identified as a negative
prognostic factor for OS in 11 studies, a positive prognostic factor in three studies and of no prognostic relevance in
one study [21]. Meta-analysis of these 15 studies demonstrated a negative prognostic effect of PD-L1 expression on
OS in gastric cancer, but the analysis was limited by the heterogeneity of the included studies [21]. Use of different
PD-L1 antibodies, nonstandardized methods for assessing PD-L1 expression and relatively small sample sizes might
have contributed to these inconsistent findings. In patients with stage II/III gastric cancer who underwent curative
gastrectomy, PD-1 and PD-L1 expression were associated with worse disease-free survival (DFS) and OS [22].

The humanized, immunoglobulin G4 monoclonal antibodies nivolumab and pembrolizumab are immune
checkpoint inhibitors that prevent interaction between the PD-1 and its ligands, PD-L1 and PD-L2 [23,24],
and have demonstrated antitumor activity in multiple solid tumors. Use of nivolumab recently demonstrated a
survival benefit compared with placebo (median OS 5.26 vs 4.14 months; hazard ratio: 0.63; 95% CI: 0.51–
0.78; p < 0.0001) in the ATTRACTION-2 study of patients with advanced gastric or gastroesophageal junction
cancer [25]. Pembrolizumab demonstrated promising antitumor activity and manageable safety as monotherapy in
previously treated patients with metastatic gastric or gastroesophageal junction adenocarcinoma in the KEYNOTE-
012 and KEYNOTE-059 studies [26,27], resulting in approval by the US FDA for use in patients with a PD-L1
combined positive score (CPS) ≥1 whose disease progressed on or after ≥2 prior lines of therapy [23]. More
recently, pembrolizumab monotherapy did not meet the protocol-specified criteria for a significant improvement in
OS compared with paclitaxel as second-line therapy in patients with metastatic gastric or gastroesophageal cancer in
the pivotal KEYNOTE-061 study [28]. When combined with cisplatin and 5-fluorouracil, pembrolizumab showed
promising antitumor activity and manageable safety in patients with previously untreated metastatic gastric or
gastroesophageal junction cancer in the Phase II KEYNOTE-059 study (ClinicalTrials.gov: NCT03221426) [29].
The confirmed objective response rate was 60% (95% CI: 39–79), with a higher response rate in patients with
a PD-L1 CPS ≥1 (73%; 95% CI: 45–92) than in patients with a PD-L1 CPS <1 (38%; 95% CI: 9–76). The
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Table 1. Study treatments.
Treatment Dose Frequency Route of administration Dosing time of each 3-week cycle

Pembrolizumab 200 mg Q3W IV infusion Day 1 of cycles 1–17

Placebo (normal saline) N/A Q3W IV infusion Day 1 of cycles 1–17

XP or FP backbone†:

– Cisplatin 80 mg/m2‡ Q3W IV infusion Day 1 of cycles 1–6

– Capecitabine 1000 mg/m2‡ Q3W Oral BID days 1–14 of cycles 1–6§

– 5-Fluorouracil 800 mg/m2‡ Q3W IV infusion Days 1–5 of cycles 1–6, continuously

FLOT backbone†,¶:

– Docetaxel 50 mg/m2‡ Q2W IV infusion Days 1 and 15 of cycles 1 and 4, day 8 of cycles 2 and
5 and day 1 of cycles 3 and 6

– Oxaliplatin 85 mg/m2‡ Q2W IV infusion Days 1 and 15 of cycles 1 and 4, day 8 of cycles 2 and
5 and day 1 of cycles 3 and 6

– 5-Fluorouracil 2600 mg/m2‡ Q2W IV infusion Days 1 and 15 of cycles 1 and 4, day 8 of cycles 2 and
5 and day 1 of cycles 3 and 6

– Leucovorin 200 mg/m2‡ Q2W IV infusion Days 1 and 15 of cycles 1 and 4, day 8 of cycles 2 and
5 and day 1 of cycles 3 and 6

†Choice of chemotherapy backbone to be decided by the investigator before randomization.
‡Body surface area to be calculated per local guidance.
§ If dosed later in the day, only one dose may be taken on day 1 of the cycle, followed by BID dosing on days 2–14, with the final dose taken on the morning of day 15.
¶ If adequate safety is demonstrated with FLOT + pembrolizumab in the FLOT safety cohort.
BID: Twice daily; FLOT: 5-Fluorouracil + docetaxel + oxaliplatin + leucovorin; FP: 5-Fluorouracil + cisplatin; IV: Intravenous; Q2W: Every 2 week; Q3W: Every 3 week; XP:
Capecitabine + cisplatin.

median progression-free survival was 7 months (95% CI: 6–11 months), and median OS was 14 months (95% CI:
9 months to not estimable).

In addition to demonstrating clinical activity in advanced cancers, including gastric cancer, use of anti-PD-1/PD-
L1 therapies has shown promising preclinical activity in the neoadjuvant setting [29]. In preclinical mouse models
of triple-negative breast cancer, treatment with neoadjuvant anti-PD-1 plus anti-CD137 monoclonal antibodies
improved survival and increased the number of cancer antigen-specific effector lymphocytes relative to adjuvant
therapy after primary tumor resection [30]. In clinical studies, promising antitumor activity has been observed
with pembrolizumab in combination with standard chemotherapy in the neoadjuvant setting in patients with
triple-negative breast cancer and squamous cell carcinoma of the head and neck [31–33]. Additionally, adjuvant
pembrolizumab monotherapy improved recurrence-free survival compared with placebo in patients with resected
melanoma [34].

Study design
KEYNOTE-585 is a global, multicenter, randomized, double-blind, Phase III study (Figure 1). Eligible patients
will be randomly assigned in a 1:1 ratio to receive pembrolizumab 200 mg or placebo (normal saline) by intra-
venous infusion every 3 weeks in combination with chemotherapy. Chemotherapy will consist of cisplatin plus
5-fluorouracil (FP) or cisplatin plus capecitabine (XP), according to investigator choice (Table 1). Randomization
will be performed using an interactive voice/web response system and will be stratified by geographic region (Asia vs
non-Asia), tumor stage (II vs III vs IVa) and chemotherapy backbone (FP/XP vs other [for future additions of novel
chemotherapy regimens]). Patients and investigators will be blinded to pembrolizumab or placebo assignment;
administration of chemotherapy will be open label.

Neoadjuvant therapy will be administered for three cycles, followed by preoperative imaging assessment to
evaluate surgical resectability. If there is no evidence of metastatic disease and the tumor is considered surgically
resectable, patients will undergo surgical resection within 3–6 weeks after the last cycle of neoadjuvant therapy.
Patients who have complete surgical resection (R0 resection) will receive adjuvant therapy starting within 4–10 weeks
after surgery for 14 cycles (three cycles of combination therapy, followed by 11 cycles of pembrolizumab or placebo
monotherapy). Patients with microscopic or macroscopic residual disease (R1 or R2 resection) can receive radiation
therapy in addition to protocol-specified adjuvant therapy. Patients who are unable to undergo surgery can continue
protocol-planned adjuvant therapy with or without radiation therapy as extended neoadjuvant/palliative therapy.

Based on recent data from the AIO FLOT4 study [12], a protocol amendment was instituted to incorporate
a separate safety cohort to evaluate 5-fluorouracil plus docetaxel plus oxaliplatin plus leucovorin (FLOT) as a
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Eligibility criteria

Previously untreated, localized,

resectable G/GEJ adenocarcinoma

Plan for surgery after preoperative
chemotherapy

Stratification factors

Geographic region
(Asia vs non-Asia)

Tumor staging
(II vs III vs IVa)

Backbone therapy XP or FP
(yes vs no)†

– –

––

–

R (1:1)
n = ~800

Neoadjuvant
XP or FP or
FLOT† +

placebo

× 3 cycles

Neoadjuvant
XP or FP or
FLOT† +

pembrolizumab

× 3 cycles

Preoperative

imaging

assessment

Surgery‡ Surgery‡

Postoperative
baseline

imaging

Adjuvant
XP or FP or FLOT§ +

placebo × 3 cycles
followed by

placebo × 11 cycles

Adjuvant

XP or FP or FLOT† +

pembrolizumab ×
3 cycles followed by

pembrolizumab ×
11 cycles

Figure 1. KEYNOTE-585 study design. Dotted line: patients unable to undergo surgery can move to adjuvant
treatment after completing neoadjuvant treatment or undergo radiation therapy (in addition to adjuvant treatment).
†If adequate safety is demonstrated with FLOT + pembrolizumab in the FLOT safety cohort.
‡Surgery will be performed within 3–6 weeks after the end of the last neoadjuvant cycle.
§Adjuvant therapy will begin within 4–10 weeks after surgery.
G/GEJ: Gastric/gastroesophageal junction; FLOT: 5-Fluorouracil + docetaxel + oxaliplatin + leucovorin; FP:
5-Fluorouracil + cisplatin; R: Randomization; XP: Capecitabine + cisplatin.

potential chemotherapy backbone option at selected study sites. In the FLOT safety cohort, eligible patients will be
randomly assigned in a 1:1 ratio to receive pembrolizumab or placebo in combination with FLOT (Table 1), with
stratification by tumor stage (II vs III vs IVa). Available safety data from the FLOT safety cohort will be reviewed
by a standing internal data monitoring committee after patients have completed surgical resection and 30 days
after surgical evaluation. After this review, the FLOT regimen might be incorporated as one of the chemotherapy
backbone options in the main study if adequate safety is demonstrated in combination with pembrolizumab.

Eligibility criteria & planned sample size & study period

Eligibility criteria are described in Table 2. The planned sample size is approximately 800 patients in the main
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Table 2. Eligibility criteria.
Inclusion criteria Exclusion criteria

• Males or females
• Age ≥18 years
• Previously untreated localized gastric or gastroesophageal junction
adenocarcinoma defined by T3 or greater primary lesion or the presence of any
positive clinical nodes without evidence of metastatic disease
• For gastroesophageal junction adenocarcinoma, Siewert type 2 or 3 tumors are
eligible (eligibility of Siewert type 1 tumors is limited to those for whom planned
treatment is perioperative chemotherapy and resection)
• Plan to proceed to surgery after preoperative chemotherapy
• ECOG performance status 0/1
• Life expectancy �6 months
• Negative urine or serum pregnancy test within 72 h before the first dose of
study treatment (females)
• Willing to use adequate contraception methods throughout the study and for
180 days after the last dose of chemotherapy (males and females), or 120 days
after the last dose of pembrolizumab, whichever is longer (females)
• Willing to provide tumor tissue at baseline and at the time of surgery
• Adequate hematological function, defined as ANC ≥1500/μl, platelet count
≥100,000/μl and hemoglobin ≥9.0 g/dl or ≥5.6 mmol/l
• Adequate renal function, defined as creatinine ≤1.5 × ULN, or measured or
calculated creatinine clearance ≥60 ml/min for those with creatinine levels
�1.5 × ULN
• Adequate hepatic function, defined as total bilirubin ≤1.5 × ULN, or direct
bilirubin ≤ULN for those with total bilirubin levels �1.5 × ULN and ALT/AST levels
≤2.5 × ULN
• Adequate coagulation function, defined as INR ≤1.5 × ULN unless the patient is
receiving anticoagulant therapy with PT or aPTT/PTT is within the therapeutic
range
• Written informed consent

• History of noninfectious pneumonitis that necessitated use of steroids or current
pneumonitis
• Active infection necessitating systemic therapy
• Diagnosis of immunodeficiency
• Additional malignancy that is progressing or has necessitated active treatment
within the preceding 5 years (except for BCC or SCC of the skin, or carcinoma in situ
that has undergone potentially curative therapy)
• Known hypersensitivity (grade ≥3) to any of the study drugs or their excipients
• Active autoimmune disease that has necessitated systemic treatment (other than
replacement therapy) in the preceding 2 years
• Known history of HIV or HBV infection
• Known active HCV infection
• Known history of active tuberculosis
• Pregnant or breastfeeding, or expecting to conceive within the projected study
duration
• History or current evidence of any condition, therapy or laboratory abnormality
that might confound the study results or interfere with study participation
• Known psychiatric or substance abuse disorder that would interfere with
cooperation with study requirements
• Prior treatment with anti-PD-1, anti-PD-L1 or anti-PD-L2 agent or an agent directed
to another stimulatory or coinhibitory T-cell receptor (e.g., CTLA4, OX40 and CD137)
• Prior systemic anticancer therapy (including investigational agents) for the current
malignancy
• Prior radiotherapy within 2 weeks before the first dose of study treatment
• Receiving long-term systemic steroid therapy �10 mg daily prednisone equivalent
or any other form of immunosuppressive therapy within 14 days before the first
dose of study treatment
• Received vaccination with live vaccine within 30 days before the first dose of study
treatment
• Participation in a study of an investigational agent or device within 4 weeks
before the first dose of study treatment

ALT: Alanine aminotransferase; ANC: Absolute neutrophil count; aPTT: Activated partial thromboplastin time; AST: Aspartate aminotransferase; BCC: Basal cell carcinoma; ECOG: Eastern
Cooperative Oncology Group; HBV: Hepatitis B virus; HCV: Hepatitis C virus; HIV: Human immunodeficiency virus; INR: International normalized ratio; PT: Prothrombin time; PTT: Partial
thromboplastin time; SCC: Squamous cell carcinoma; ULN: Upper limit of normal.

study and approximately 60 patients in the FLOT safety cohort. Assuming an average accrual rate of 30 patients
per month, it is estimated that enrollment will take 27 months. The estimated time from enrollment of the first
patient to the last patient’s last visit is approximately 6 years.

Outcome measures/end points

The primary end points are OS, event-free survival (EFS) and pCR. OS is defined as the time from randomization
to death from any cause. EFS is defined as the time from randomization to radiographic disease progression per
Response Evaluation Criteria in Solid Tumors, version 1.1 (RECIST v1.1), by blinded independent central review,
local or distant recurrence as assessed by computed tomography (CT) or biopsy if indicated (for participants who
are disease free after surgery), or death from any cause; second primary malignancies are not considered EFS events.
Pathological response will be graded according to Mandard criteria [35]; pCR is defined as no invasive disease within
an entirely submitted and evaluated gross lesion and histologically negative nodes based on central review.

Secondary end points are safety and tolerability and DFS. DFS is defined as the time from the postsurgery
baseline CT until the first documented occurrence of local or distant recurrence per RECIST v1.1 by blinded
independent central review or death from any cause among patients who are disease free after surgery.

Exploratory end points include efficacy according to PD-L1 expression, R0 resection rate, health-related quality
of life (assessed using the European Organisation for the Research and Treatment of Cancer Quality of Life
Questionnaire [EORTC QLQ] core 30 items [C30] and gastric cancer-specific items [STO22]), utilities (assessed
using the EuroQoL 5-dimension, 5-level questionnaire [EQ-5D-5L]) and molecular biomarkers.

Study procedures

Imaging assessments will be performed using CT or magnetic resonance imaging if CT is contraindicated. Initial
tumor imaging will be performed during screening (within 21 days before randomization). The first on-study
imaging assessment will be performed after completion of three cycles of preoperative therapy and before surgery
(approximately 9 weeks [±7 days] after the first dose of study treatment or earlier if clinically indicated). Patients

future science group www.futuremedicine.com 947



Clinical Trial Protocol Bang, Van Cutsem, Fuchs et al.

who undergo surgery will also undergo postsurgery baseline imaging within 2 weeks before the first dose of the
adjuvant treatment. Subsequent imaging assessments will be performed every 12 weeks for the first 2 years and every
24 weeks thereafter. Primary evaluation of pathological response in surgically resected specimens will be performed
by local pathologists, and assessments of pCR will be confirmed microscopically by a central pathologist. Patients
will be followed up for survival status every 12 weeks until death, withdrawal of consent or end of study (whichever
occurs first).

Health-related quality-of-life assessments (EORTC QLQ-C30, EORTC QLQ-STO22 and EQ-5D-5L) will be
administered at baseline; day 1 of cycles 1 and 3 during neoadjuvant treatment; day 1 of cycles 1, 3, 4, 7, 10 and
14 during adjuvant therapy, at treatment discontinuation, and every 6 months for 3 years from randomization
during the follow-up period. Safety will be monitored throughout the study and for 30 days after the end of
treatment (90 days for serious adverse events), including adverse events, adverse events leading to discontinuation,
serious adverse events, fatal adverse events, physical examination, vital signs, Eastern Cooperative Oncology Group
performance status and laboratory values. Adverse events will be graded using National Cancer Institute Common
Terminology Criteria for Adverse Events, version 4.0.

Tumor PD-L1 expression will be assessed by use of a Good Manufacturing Practice immunohistochemistry
assay (PD-L1 IHC 22C3 pharmDx; Agilent Technologies, CA, USA). PD-L1 expression is measured as the CPS,
or the number of PD-L1-positive cells (tumor cells, lymphocytes and macrophages) divided by the total number
of tumor cells, multiplied by 100. Additional exploratory biomarker analyses using tumor tissue and/or blood
samples might include genetic analyses, mRNA expression profiling, proteomics and immunohistochemistry and
other blood-derived biomarkers to identify novel predictive or pharmacodynamic markers of pembrolizumab in
combination with chemotherapy

Statistics

Efficacy will be analyzed in the intent-to-treat population (all randomly assigned patients) by assigned treatment
group. DFS will be evaluated in the subgroup of patients who are disease free at postsurgery baseline imaging. Safety
will be analyzed in all randomly assigned patients who received at least one dose of study medication according to
the treatment received.

The primary hypothesis for OS and EFS will be evaluated by comparing pembrolizumab plus chemotherapy with
placebo plus chemotherapy using a stratified log-rank test. Hazard ratios will be estimated using a stratified Cox
regression model, and event rates over time will be estimated within each treatment group using the Kaplan–Meier
method. pCR rates will be compared between the treatment groups using the Miettinen and Nurminen method.
Interim analyses are planned. An external data monitoring committee will review efficacy and safety results to
determine whether the study will continue according to prespecified criteria.

Conclusion
Given the strong evidence of antitumor activity observed with pembrolizumab in combination with chemotherapy
in patients with advanced gastric cancer and evidence of activity for pembrolizumab in the neoadjuvant/adjuvant
setting, a strong rationale exists to evaluate the role of pembrolizumab in combination with perioperative chemother-
apy in patients with resectable gastric cancer. Herein, we described the methodology of the KEYNOTE-585 study,
an ongoing Phase III study conducted to evaluate the efficacy and safety of pembrolizumab plus chemotherapy
compared with placebo plus chemotherapy as neoadjuvant/adjuvant treatment for localized gastric or gastroe-
sophageal junction adenocarcinoma. It is hoped that results from the KEYNOTE-585 study will elucidate the role
of immunotherapy in the perioperative treatment of resectable gastric cancer.

Supplementary data

An infographic accompanies this paper at the end of the references section. To download the infographic that accompanies this

paper, please visit the journal website at: www.futuremedicine.com/doi/full/10.2217/fon-2018-0581
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Summary points

• Surgery is the only curative treatment option for localized gastric cancer.
• Despite the widespread adoption of perioperative treatment strategies, 5-year overall survival is poor.
Background & rationale
• PD-L1 is overexpressed in gastric cancer.
• Pembrolizumab has shown promising efficacy and manageable safety as monotherapy in treatment-experienced

patients and combined with cisplatin and 5-fluorouracil as first-line therapy in patients with advanced gastric or
gastroesophageal junction adenocarcinoma.

• Combining chemotherapy with pembrolizumab in the neoadjuvant/adjuvant setting might be beneficial for
patients with locally advanced, resectable disease.

KEYNOTE-585 study design & eligibility criteria
• KEYNOTE-585 is a multicenter, randomized, double-blind, Phase III study to evaluate the efficacy and safety of

pembrolizumab plus chemotherapy compared with placebo plus chemotherapy as neoadjuvant/adjuvant
treatment of patients with localized gastric or gastroesophageal junction adenocarcinoma.

• Eligible patients with previously untreated localized gastric or gastroesophageal junction adenocarcinoma will be
randomly assigned to receive pembrolizumab or placebo in combination with chemotherapy
(cisplatin + 5-fluorouracil or capecitabine, according to investigator choice).

• A separate safety cohort will evaluate 5-fluorouracil + docetaxel + oxaliplatin + leucovorin as a potential
chemotherapy option that might be incorporated into the main study if adequate safety is demonstrated.

Outcome measures/end points
• The primary end points are overall survival, event-free survival and pathological complete response rate.
Conclusion
• The KEYNOTE-585 study will elucidate the role of immunotherapy in the perioperative treatment of patients

with resectable gastric cancer.
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