Use Of Gabapentinoid Drugs And The Risk Of Alzheimer's Disease And Related
Dementias: A Systematic Review And Meta-analysis
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Background

Gabapentinoids, including gabapentin and
pregabalin, are widely prescribed anticonvulsant
agents structurally related to y-aminobutyric acid
(GABA).

Although commonly used for neuropathic pain
and other off-label indications, their potential
association with cognitive decline and dementia
remains unclear.

This systematic review and meta-analysis
examined whether gabapentinoid wuse is
associated with an increased risk of Alzheimer’s
disease and related dementias (ADRDs).
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Following PRISMA and MOOSE guidelines, we searched
PubMed, Embase, and the Cochrane Library from inception to
November 2025 for observational cohort and case-control
studies comparing gabapentinoid users with non-users or
users of non-gabapentinoid medications.

The primary outcome was incident ADRD, defined by
validated clinical criteria or diagnostic codes.

Random-effects meta-analyses using restricted maximum
likelihood estimators pooled adjusted odds ratios (ORs) or
hazard ratios (HRs) with 95% confidence intervals (Cls).
Heterogeneity was assessed using [°, and potential
moderators were explored through meta-regression.

Results and Discussion

Gabapentinoid use was associated with an
iIncreased risk of Alzheimer’s disease and
related dementias in observational evidence.
Although causality cannot be established,
findings suggest caution with long-term or high-
dose gabapentinoid therapy, particularly in
younger individuals.

Well-designed prospective studies are needed
to clarify temporal relationships, dose-response
effects, and underlying neurobiological
mechanisms.
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