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		Abstract

		Background: Although previous trials demonstrated the efficacy and safety of postoperative cisplatin-based adjuvant chemotherapy for resected non-small cell lung cancer (NSCLC), no phase III study has evaluated pemetrexed plus cisplatin in this population.

Methods: We performed a randomised, open-label, phase 3 study at 50 institutions within seven clinical study groups in Japan. Patients with completely resected stage II-IIIA non-squamous-NSCLC were randomised to receive either pemetrexed (500 mg/m2, day 1) plus cisplatin (75 mg/m2, day 1) or vinorelbine (25 mg/m2, days 1 and 8) plus cisplatin (80 mg/m2, day 1) with stratification by sex, age, pathologic stage, EGFR mutation, and institution. The primary endpoint was recurrence-free survival (RFS) in the modified intention-to-treat population. This trial was registered with the UMIN Clinical Trials Registry (UMIN000006737).

Findings: Between March 2012 and August 2016, 804 patients were enrolled (402 to vinorelbine plus cisplatin, and 402 to pemetrexed plus cisplatin). Of 784 eligible patients, 410 (52%) had stage IIIA disease and 192 (24%) had EGFR sensitive-mutations. At a median follow-up of 45Â·2 months (interquartile range, 34Â·7-57Â·1), median RFS was 37Â·3 months for vinorelbine plus cisplatin and 38Â·9 months for pemetrexed plus cisplatin, with a hazard ratio of 0Â·98 (95% CI, 0Â·81-1Â·20; p=0Â·948). Grade 3-4 toxicities reported more frequently for vinorelbine plus cisplatin than for pemetrexed plus cisplatin were febrile neutropenia (46 [11Â·6%] of 395 patients vs. 1 [0Â·3%] of 392 patients), neutropenia (321 [81Â·1%] vs. 89 [22Â·8%]), and anaemia (37 [9Â·3%] vs. 11 [2Â·8%]). One treatment-related death occurred in each arm.

Interpretation Although this study failed to show the superiority of pemetrexed plus cisplatin for patients with resected non-squamous-NSCLC, this regimen showed a better tolerability as postoperative adjuvant chemotherapy.  Funding Japan Agency for Medical Research and Development.

Clinical Registration: This trial was registered with the UMIN Clinical Trials Registry (UMIN000006737).

Funding Statement: Japan Agency for Medical Research and Development.
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