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Abstract: Objective To provide reference for the safe clinical use of methotrexate (MTX). Methods The case reports of
progressive multifocal leukoencephalopathy (PML) induced by MTX were retrieved from databases including SinoMed, CNKI,
WanFang, VIP, PubMed, and Embase. Information such as patients’ general characteristics, MTX usage, time to PML onset, clinical
manifestations , interventions, and outcomes were collected. The patterns and characteristics of PML occurrence were analyzed.
Results A total of 17 articles involving 17 patients were included. Among them, 35 were male (29.41%) and 12 were female
(70.59%) ; the age range was 27 — 84 years old, with a median age of 68 years old. The primary disease was predominantly
rheumatoid arthritis (14 cases, 82.35%). The most common combined use of medication was prednisolone (6 cases,35.29%). The
time from MTX initiation to the onset of PML symptoms ranged from 4 months to 11 years (median time 4 years), with the
majority occurring after 2 years (14 cases, 82.35%). Clinical manifestations in the 17 PML patients mainly included limb
movement disorders (limb weakness, ataxia, paralysis / hemiplegia,falls) ,visual disturbances, headache / dizziness, confusion, cognitive
impairment, and language disorders. Ultimately, 6 cases died (35.29%) ; the causality assessment results were all " probable”.
Conclusion PML induced by MTX is a rare but serious adverse drug reaction with high fatality. Clinicians and pharmacists should
closely monitor patients on long — term MTX therapy to ensure medication safety.
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Tab.1 Summary of clinical information in 17 patients with PML induced by MTX
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