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Japan Clinical Oncology Group
Gastric Cancer Group

Research grant from the Ministry of Health, Labour and Welfare (MHLW); Research project for implementation of

innovative cancer treatment; 2014, innovative cancer [treatment], general, -040
“A clinical study related to the significance of systemic chemotherapy with and without trastuzumab followed by
surgery in HER2 positive advanced gastric cancer with extensive lymph node metastasis”

National Cancer Center cancer research and development expenses 26-A-4

Group for “basic research to establish standard therapy for solid cancer in adult patients”

JCOG1301

", Aclinical study related to the significance of systemic chemotherapy with and without trastuzumab followed by

surgery in HER2 positive advanced gastnc cancer wnth extensuve lymph node metastasis ver1i. 1

A randomized phase II study of sysemic chemotherapy with and W|thout
trastuzumab followed by surgery in HER2 positive advanced gastric or
esophagogastric junction adenocarcinoma with extensive lymph node

metastasis

(Trastuzumab In Gastric or Esophagogastric junction Adenocarcmoma)

Abbreviated name: Trigger Study

Group representative: Mitsuru Sasako
Department of Upper Gastrointestinal Surgery, Hyogo College of Medicine
Principal investigator: Masanori Terashima

( Division of Gastric Surgery, Shizuoka Cancer Center

1007 Shimonagakubo, Nagaizumi-cho, Sunto-gun, Shizuoka 411-8777
TEL : 055-989-5222
FAX : 055-989-5783
E-mail : m.terashima@scchr.jp
Study secretariat: Masanori Tokunaga
Division of Gastric Surgery, Shizuoka Cancer Center
1007 Shimonagakubo, Nagaizumi-cho, Sunto-gun, Shizuoka 411-8777
TEL : 055-989-5222
FAX : 055-989-5783
E-mail : m.tokunaga@scchr.j jp
Study secretariat (assistant): Nozomu Machida
Division of Gastroenterology, Shizuoka Cancer Center
1007 Shimonagakubo, Nagaizumi-cho, Sunto-gun, Shizuoka 411-8777
TEL : 055-989-5222
FAX : 055-989-5783
E-mail : no.machida@scchr.jp



JCOG 1301 verl.1

June 29, 2013: JCOG steering committee protocol concept approved (PC1301)
April 7, 2014; JCOG protocol review committee examination approved
July 22, 2014: ver. 1.01 revision, JCOG efficacy and safety evaluation committee approved, effective July 22,

2014
January 19, 2015: ver. 1.1 revision, JCOG efficacy and safety evaluation committee approved, effective January

19, 2015.

0. Outline
0.1. Schema

HER2-positive gastric cancer (cTany) with No. 16a2/b1 or Bulky lymph node metastasis

and/or

HER2-positive gastric cancer (cT2 or deeper) with regional lymph node metastasis (at least 15 mms minor
axis)

cMO (excluding No. 16a2/b1), cHO, large type 3/type 4 excluded, PS 0-1, 20-75 years of age, untreated
Laparoscopic examination

When ingestion impossible, bypass surgery

pCYOQ, cPQO, cHO, ingestion possible

Random allotment
Facility, presence or absence of No. 16a2/b1 and/or Bulky lymph node metastasis

Group A: preoperative chemotherapy Group B: preoperative chemotherapy
S-1+CDDP S-1+ CDDP =+ Trastuzumab o
3-4 courses 3-4 courses

Surgery

No. 16a2/b1 (+) and/or Bulky lymph node metastasis (+)f D2 + No. 16LN dissection
No. 16a2/b1 (-) and Bulky lymph node metastasis (-): D2 dissection

Postoperative adjuvant chemotherapy: oral S-1 for one year

0.2. Aims

To evaluate the safety and efficacy of S-1 + cisplatin (CDDP) and S-1 + CDDP + trastuzumab combined therapy
as preoperative chemotherapy for HER2-positive gastric cancer with extensive lymph node metastasis.

Primary endpoint: overall survival

Secondary endpoints; progression-free survival (PFS), rate of response to preoperative chemotherapy (RECIST
v1.1),curativeresection rate, rate of completion of treatment up to surgery, rate of completion of treatment up to
postoperative adjuvant chemotherapy, rate of histological response, rate of incidence of adverse events (AEs),

rate of incidence of serious adverse events (AEs)

0.3. Subjects

*See “4.2. Exclusion criteria” for patient registration

1. Gastric cancer (any general type in tissue-type classification) has been histologically confirmed in
endoscopic biopsy of the primary gastric lesion.

2. HER2-positive status is indicated (IHC3+ or IHC2+ and ISH+).

3. Alesion must meet one or more of the following in upper abdominal contrast-enhanced CT (simple CT
permissible when contrast-enhancement is not available) conducted within 28 days prior to registration
(regardless of depth of tumor invasion in cases [a] and [b], below, cT2-4 in case [c], below).

1. Paraaortic No.16a2/16b1 lymph node metastasis (any T; see 3.7)
2. Bulky lymph node metastasis (any T, see 3.8)
3. Regional lymph node at least 15 mm of minor axis (cT2-4)

2/132
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10.

11.
12.
13.

14.

No distant metastasis other than the paraaortic No.16a2/16b1 lymph nodes has been found in chest
contrast-enhanced CT, upper abdominal contrast-enhanced CT, and pelvic contrast-enhanced CT (simple
CT permissible when contrast-enhancement is not available) conducted within 28 days prior to
registration.

Macroscopic type is not type 4 or large (tumor diameter over 8 cm in upper
esophagogastroduodenoscopy-based macroscopic diagnosis) type 3.

There is no esophageal infiltration or esophageal infiltration is diagnosed as being within 3 cm.

The case is not one of remnant gastric cancer.

The patient has no history of chemotherapy, radiotherapy, or endocrine therapy, including treatment for

other types of cancer.
The patient has absolutely no history of surgical therapy for gastric cancer. However, this excludes gastric

bypass surgery and endoscopic mucosal resection.

Peritoneal lavage cytology is negative and laparotomy-based findings during bypass surgery or
laparoscopy conducted within 28 days prior to registration show neither liver metastasis nor peritoneal
metastasis.

The patient's age on registration day is between 20 and 75 years old.

Performance status (PS) is 0 or 1 by ECOG criteria (PS must be noted on patient’s chart).

Left ventricular ejection fraction (LVEF) is 50% or more in cardiac echo conducted within 28 days prior to

registration.
The patient’s latest laboratory values obtained within 14 days prior to registration (or the same day of the
week two weeks prior to the registration day) fulfill all of the following:

1.
2.

® N oW

Neutrophil count greater than or equal to 1500/mm?

Hemoglobin greater than or equal to 8.0 g/dL (with no transfusions in the 14 days prior to the
blood sampling for registration)

Platelet count greater than or equal to 10 x 10*mm®

Total bilirubin less than or equal to 2.0 mg/dL

AST (GOT) less than or equal to 100 IU/L

ALT (GPT) less than or equal to 100 IU/L

Serum creatinine less than or equal to 1.3 mg/dL

Creatinine clearance* greater than or equal to 60 mL/min: creatinine clearance estimated by the
Cockeroft-Gault Equation to be over 60 mL/min/body. Patients are also eligible if the measured
value has been confirmed to be 60 mL/min/body or greater when the estimate is under 60
mL/min/body. Cockeroft-Gault CrCl for males = (140 - age) x (Wt in kg) / (72 x Cr in mg/dL).
Cockeroft-Gault CrCl for females = (140-age) x (Wt in kg) x (0.85) / (72 x Cr in mg/dL).

15. Written consent for trial participation has been obtained from the patient.

0.4.

Treatment

1) Group A: S-1 + CDDP therapy group

3-4 courses of the following regimen are repeated, with three weeks constituting one course.

Drug Dose Administration Dosing period
S-1 80-120 mg/body p.o. day 1-14
CDDP 60 mg/m® div day 1

2) Group B: S-1 + CDDP + trastuzumab therapy group

(1) S-1 + CDDP

3-4 courses of the following regimen are repeated, with three weeks constituting one course.
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Drug Dose Administration Dosing period
S-1 80-120 mg/body p.o. day 1-14
CDDP 60 mg/m° div day 1

(2) Trastuzumab

Administered once every three weeks, a maximum of four times (a maximum of five times when four courses of
S-1 + CDDP are administered).

Drug Dose Administration Dosing period
Trastuzumab 8 mg/kg (first dose) div Administered every 3
6 mg/kg (second dose weeks after day 1 of the
and on) 1st cycle of S-1+CDDP
0.5. Planned number of registered cases and study duration

Planned number of registered patients: 130
Term of registration: three years. Follow-up period: five years after conclusion of registration (main analysis done
three years after conclusion of registration). The total study period is eight years. However, the procedure for the
protocol revision is unnecessary for a less than six month extension of term of registration.

0.6.

Contact information

ltems requiring clinical decision such as eligibility criteria, treatment change criteria, etc.: study secretariat (cover,

16.6.)

Registration procedure, data sheet (CRF) entries, etc.: JCOG data center (16.12.)

Adverse event reports: JCOG efficacy and safety evaluation committee secretariat (16.10.)
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