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Introduction

* Neuropathy and neuropathic pain (NP), affecting 7-10% of the global population and nearly all persons with leprosy,
remain difficult to manage and are often complicated by underlying lifestyle factors

e Alcohol use, particularly in the context of chronic consumption or dependence, is a recognized contributor to
peripheral nerve damage, yet its association with neuropathy/NP has not been systematically evaluated

* This systematic review synthesizes current evidence on alcohol exposure, including quantity, frequency, and
dependency, and its relationship with neuropathy/NP incidence, prevalence, and severity

* Five databases (PubMed, Embase, Medline, Scopus, LILACS) were searched from inception to October 2025
* Included observational studies assessing alcohol consumption patterns or dependence in relation to neuropathy or
NP outcomes

Conducted in accordance with PRISMA guidelines while certainty & quality of evidence were evaluated via the
GRADE framework
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Figure 1. PRISMA Flowchart for all included lifestyle intervention papers for the indication of neuropathic pain
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Figure 2. Summary of GRADE Risk of Bias Assessment for Included Cohort Studies
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Hgh (4) CAGE alcohol score was significantly associated with incident Ne (41.7% vs 58.3%, p=0.049; §=1.94, SE=0.7281, 6.96 [1.67-28.99], p=0.008).
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Table 1. Characteristics of Pooled Studies
Abbreviations: aPR: adjusted prevalence ratio; Ca: cases; CIDP: chronic inflammatory demyelinating polyradiculoneuropathy; CIPN: chemotherapy induced peripheral neuropathy; CIPN20: European Organisation for Research and Treatment of Cancer CIPN 20-item scale; Co: controls; CP: chronic pain; CRPS: complex regional pain syndrome; d: day; DM:
diabetes mellitus; DPN: diabetic peripheral neuropathy; DPoN: diabetic polyneuropathy; DPoNS: diabetic polyneuropathy-related sensory symptoms/signs; DSN: distal symmetric neuropathy; F: female; g: grams; IENFD: intraepidermal nerve fiber density; LLBP: localised lower back pain; M: males; MSK: musculoskeletal pain; Ne: neuropathy; ND:
neurophysiologically deteriorated; NIDDM: non-insulin dependent diabetes mellitus; NP: neuropathic pain; NR: not reported; PN: peripheral neuropathy; PNBP: peripheral neuropathic back pain; PSUD: polysubstance use disorder group (tobacco, alcohol, + 1 other); SE: standard error; SFN: small fibre neuropathy; SNAPA: sensory nerve action potential
amplitude; TIDM: type 1 diabetes mellitus; T2DM: type 2 diabetes mellitus; TAUD: tobacco and alcohol use disorder group; TUD: tobacco use disorder group; u: units; UDPoN: unknown status diabetic polyneuropathy; UNE: ulnar neuropathy at the elbow; wk: week; WP: widespread pain; yr(s): year(s); B: beta coefficient; A: Median (interquartile range); A
Median (range); !: Standard error; All data reported as mean+SD, mean (range), or mean [95% Cl]; outcome data reported as cases vs controls, or as "with Ne" vs "without Ne", with OR [95% Cl], p-value (adj p-value when available) unless otherwise specified. Disease duration always reported in years, unless otherwisespecified.
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Figure 3. Forest plots of odds ratios of neuropathic outcome according to alcohol consumption variables in cohort (a-c), case-control (d, e), and cross sectional (f, g) studies

Following screening, fifty-three studies were identified for final inclusion and analysis (Figure 1)

While associations varied by study design and exposure category, alcohol dependence and consumption were more
consistently linked with increased neuropathy risk and severity, including electrophysiological deterioration (Table 1)
Significant heterogeneity and risk of bias were present, largely due to the subjective classification of alcohol

References

exposure and a lack of objective neuropathy measurement tools (Figure 2)

* Despite this multiple pooled estimates, reached statistical significance (Figure 3)
Alcohol abstinence was linked to clinical improvements in neuropathy/NP symptoms
Evidence supports a potential role for alcohol use, especially dependence, in the

development and progression of neuropathy/NP

* Abstinence may offer therapeutic benefit, though further interventional studies
are required to clarify causality and guide low-cost, adjunctive strategies
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