Characteristics of adverse drug withdrawal reactions following gabapentinoid deprescribing: A systematic review
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Introduction. Barriers to gabapentinoid deprescribing include clinician and consumer concerns about adverse drug withdrawal reactions (ADWRs). Better understanding of these reactions is needed to guide safe deprescribing.
Aims. To synthesise evidence on the characteristics of ADWRs associated with gabapentinoids including signs/symptoms, severity, onset, and duration.
Methods. Five databases including MEDLINE, Embase, PsycInfo, Cochrane Library, and Scopus were searched up to 24 February 2025. The review was conducted in accordance with PRISMA guidelines. Two reviewers independently performed screening, data extraction, and quality assessment. A narrative synthesis was conducted.
Results. A total of 5,358 records were identified, of which 54 studies met inclusion criteria including 9 randomised controlled trials, 3 pre-post studies, 1 cross sectional study, 1 pharmacovigilance study, 34 case reports, and 6 case series. ADWR signs and symptoms were classified into five categories:  behavioural (n=33 studies), neurological/sensory (n=31), neuropsychiatric/cognitive (n=29), autonomic/physical (n=28) and gastrointestinal (n=13). Among these, behavioural symptoms were the most frequently reported, including agitation, insomnia, and restlessness. Most reactions were mild to moderate, although severe outcomes such as status epilepticus, suicide attempts, and ICU admissions were identified in 4 patients. The onset of ADWRs ranged from immediate to 2 months post-deprescribing, and the duration ranged from immediate resolution to 6.5 months.
Discussion. Despite the predominant inclusion of case reports, this review describes a wide range of ADWRs associated with gabapentinoids, including rare but severe cases. These findings underscore the importance of optimising prevention, early detection and management of ADWRs. This review may aid in developing monitoring protocols and resources to support clinicians and consumers. To minimise the risks of deprescribing, further high-quality research is needed to inform clinical practice guidelines.

