Early antifungal therapy reduces diarrhea risk in mycophenolic acid-treated transplant patients
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Introduction. Diarrhea is a frequent and clinically significant adverse event in renal transplant recipients treated with mycophenolic acid (MPA), often leading to dose reduction and impaired quality of life. Its pathophysiology is complex, and contributing factors remain poorly characterized.
Aims. To identify demographic, pathophysiological, and pharmacological factors associated with diarrhea in MPA-treated patients from the EPIGREN/EPHEGREN1 cohort.
Methods. Data from 470 patients enrolled within 30 days post-transplant, all receiving MPA and followed for three years, were explored. Diarrhea events were self-reported using structured questionnaires administered at M1, M3, M6, M12, M18, M24, and M36. Analyses were restricted to events from M3 in patients who did not report any case of diarrhea during the first month, as the absence of exact dates for diarrhea episodes reported at M1 precluded establishing their chronology relative to treatments. Selection of factors associated with the first diarrhea episode were screened using random survival forests analysis and their prognostic value was assessed by Cox regression. 
Results. Among the 323 patients included in the final analysis, 110 experienced at least one diarrhea episode from M3 onward. Significant predictors included the type of calcineurin inhibitor, cytomegalovirus infection, antiviral therapy at inclusion and antifungal treatment (ATF) at inclusion. Patients exposed to ATF at inclusion (n = 94) had a 57% lower risk of diarrhea compared with those never exposed (n = 229) (HR 0.427, 95% CI 0.260–0.701, p < 0.05).
Discussion. Diarrhea was frequent in MPA-treated renal transplant patients. Early antifungal exposure was associated with a reduced diarrhea risk, potentially reflecting modulation of gut pathogens or microbiota. These findings support a contribution of microbial factors, particularly fungal overgrowth, to MPA-related gastrointestinal adverse effects.
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