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Introduction

Provoked vestibulodynia (PVD), the most common cause of sexual pain, 
affects up to 16% of pre-menopausal women, yet no established standard 
treatment exists. Although multiple randomized controlled trials (RCTs) 
have evaluated botulinum toxin for PVD, their findings have not been 
quantitatively synthesized in a PVD-specific systematic review and meta-
analysis. This review aims to evaluate the efficacy and safety of botulinum 
toxin for PVD, with secondary objectives of examining dose-response 
effects and complication rates [1].
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Results
Five RCTs, conducted from 2009 to 2025 in Europe and North America, provided 
usable outcome data and randomized 305 adult women with clinically diagnosed 
PVD [4-9]. Meta-analyses were conducted using Review Manager (RevMan).
Pain during intercourse: botulinum toxin may offer a reduction on a visual 
analogue scale 0-100, but this did not reach statistical significance (MD −15.06, 
95% CI −31.39 to 1.26; I² = 72%; low-certainty evidence). Heterogeneity may 
reflect differences in dose, participant characteristics, or outcome assessment. 
Pain upon pressure or touch: some improvement appeared at 3 months on a 
visual analogue scale 0-100 (MD −11.56, 95% CI −20.90 to −2.22; I² = 72%; low-
certainty evidence). Findings on pain upon pressure or touch were inconsistent: 
one study showed reduced pain after botulinum toxin A, while other measures 
(cotton swab and dilator-induced pain) showed little to no clear difference from 
placebo, limiting confidence in its overall effect on provoked pain sensitivity.
Sexual function: botulinum toxin may improve Female Sexual Function Index 
scores (MD 6.09, 95% CI 1.01 to 11.18; I² = 66%; low-certainty evidence). However, 
interpretation is limited by the small number of studies and trial heterogeneity, 
and dose subgroup analysis showed no evidence of a dose-response relationship.
Safety: injection-site pain was the most commonly reported adverse event and 
was generally transient and mild to moderate. 
Quality of life: limited single-study data suggested improvement, but meta-
analysis was not feasible.

Discussion
These preliminary findings suggest botulinum toxin may improve pain and sexual
function in PVD, but substantial heterogeneity, imprecision, and low-certainty
evidence limit confidence in these findings. Early results for provoked pain, quality
of life, and adverse events appear inconsistent or imprecise, and synthesis of
these outcomes remains ongoing. Given the current evidence base, our findings
should be interpreted with caution pending completion of the full review.

Methods
The protocol itself has already been published as a Cochrane Review (DOI: 
10.1002/14651858.CD016202)[1], and approval for this preliminary report 
has been obtained from the Cochrane Editorial Board. This systematic 
review is being conducted in accordance with the Cochrane Handbook for 
Systematic Reviews of Interventions [2] and following MECIR standards, 
and is reported in line with PRISMA 2020 guidelines [3]. As this review 
used previously published data and did not involve human participants or 
individually identifiable information, IRB approval was not required. 
CENTRAL, Ovid MEDLINE, Embase, and CINAHL were systematically 
searched in April 2026 RCTs examining the use of botulinum toxin for the 
treatment of PVD were included. Two authors independently screened 
titles, abstracts, and full texts, with disagreements resolved by a third 
author. Four authors independently extracted data, with disagreements 
resolved through discussion. Risk of bias was assessed independently by 
two authors using the Cochrane RoB 2 tool, with disagreements resolved 
through discussion between the two assessors. Data synthesis for the 
remaining outcomes is ongoing.
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