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		Abstract

		Background:  Concomitant use of proton pump inhibitors (PPIs) with capecitabine was suggested to be associated with poor outcomes in gastrointestinal cancers. We analysed the differential impact of PPI use on capecitabine and  fluorouracil using the dataset from the AXEPT trial, a phase III randomised trial that demonstrated the non-inferiority of modified XELIRI (mXELIRI; capecitabine plus irinotecan) with FOLFIRI (leucovorin, fluorouracil, and irinotecan), both either with or without bevacizumab in patients with metastatic colorectal cancer.

Methods:  Out of the per-protocol set (n=620), patients with information on concomitant medications (n=482) were included in this post-hoc analysis. PPI use was defined as concomitant exposure of capecitabine and the use of any PPI for 20% or more of the study period. The treatment-by-PPI-use interaction was examined after adjusting for stratification factors.

Findings:  Of the 482 patients, 49 (10Â·1%) used PPI. Among the PPI users, the mXELIRI group tended to have poorer overall survival (adjusted hazard ratio [aHR], 1Â·83; 95% confidence interval [CI], 0Â·96â€“3Â·48; p=0Â·064) compared with the FOLFIRI group. In contrast, among the non-users, the overall survival of the mXELIRI group was significantly better than that of the FOLFIRI group (aHR, 0Â·76; 95% CI, 0Â·61â€“0Â·95; p=0Â·016). Similarly, a trend of worse progression-free survival with mXELIRI compared with FOLFIRI was observed in PPI users but not in non-users. Treatment-by-PPI-use interaction was significant for overall survival (p=0Â·012) and progression-free survival (p=0Â·042). No significant interactions were found between treatment and drug use in terms of time-to-treatment failure, overall response rate, disease control rate, and grade 3â€“4 toxicities.

Interpretation:  The significant interaction between PPI use and the type of fluoropyrimidine in terms of overall and progression-free survival suggests that fluorouracil could be a more favourable option than capecitabine for patients with metastatic colorectal cancer using PPIs.

Trial Registration: This study was registered with Clinicaltrials.gov, number NCT01996306.

Funding Statement: Chugai Pharmaceutical and F Hoffmann-La Roche.
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