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To establish the optimal therapeutic regimen with pemetrexed in postoperative adjuvant setting, the
Japan Intergroup Trial of Pemetrexed Adjuvant Chemotherapy for Completely Resected Non-
squamous Non-small-cell Lung Cancer (JIPANG) study is ongoing.
Background: Various randomized trials have demonstrated the efficacy of postoperative adjuvant
chemotherapy regimens that include cisplatin for resected non-small-cell lung cancer (NSCLC), but
the optimal regimen, especially for non-squamous NSCLC, is not known yet. In Japan, pemetrexed is
approved for the treatment of advanced or recurrent NSCLC, but not for postoperative adjuvant
chemotherapy. Therefore, one of our objectives was to obtain approval for this regimen as adjuvant
chemotherapy for NSCLC.
Study design and Patients: The JIPANG study was designed as an open-label, randomized phase IlI
trial comparing cisplatin (75 mg/m?, day 1) plus pemetrexed (500 mg/m?, day 1) with cisplatin (80
mg/m?, day 1) and vinorelbine (25 mg/m?, days 1 and 8), which is a standard regimen in Japan, for
non-squamous NSCLC as postoperative adjuvant chemotherapy. Patients are randomized in a 1:1 ratio
to the experimental arm (pemetrexed plus cisplatin) or control arm (vinorelbine plus cisplatin),
stratified according to sex (female vs. male), age (<70 years vs. >70 years), pathologic stage (II vs.
I11A), mutation of the epidermal growth factor receptor (EGFR) (mutant vs. wild) and institution. Each
treatment will be undertaken every 3 weeks until four cycles have been completed. The primary
endpoint is overall survival and the secondary endpoints are disease-free survival, rate of treatment
completion and incidence of adverse events. Key eligibility criteria are patients aged 20-75 years,
histologically confirmed pathological stage 1l or IHIA non-squamous NSCLC (UICC TNM
Classification, seventh edition), proven mutation of the EGFR gene, Eastern Cooperative Oncology
Group performance status of 0 or 1, as well as adequate hematologic and organ function. Each patient
receives complete resections by lobectomy or pneumonectomy with resection of any involved N1
lymph nodes within 3-8 weeks before patient enrollment. All patients must sign informed consent
forms approved by the review board of each institution. This study has been conducted in compliance
with the principles of the Declaration of Helsinki, and is registered in the University Hospital Medical
Information Network database (UMIN000006737). All of Pemetrexed for this study were provided by
Eli Lilly (Kobe, Japan) based on “system for advanced healthcare services”.
Statistical considerations: This design has 80% power to detect overall survival with a hazard ratio
of 0.786 (a = one-sided 0.05) with 5-year follow-up after registration of the final patient. Finally, 426
events and 777 patients are required. After allowance for exclusion of some patients from analyses,
the sample size is planned at 400 patients per arm (a total of 800 patients). This study will demonstrate
a superior regimen for completely resected non-squamous NSCLC.
Results and current status: A total of 804 patients with pathological stage II-11IA completely
resected non-squamous NSCLC enrolled in this study between March 2012 and August 2016. The
phase of patients follow-up is ongoing. This study has not been concluded yet.
Funding: This study was funded by the Japan Agency for Medical Research and Development (grant
number 161k0201005h0005).
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