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Description précise des objectifs
The objective of the Cocktail study was to assess the efficacy and safety of a 12-week with
the combination of cyproheptadine (C) and prazosin (P) (low dose C=8 mg/d and P=5mg/d;
high dose C=12 mg/d and P=10mg/d) over placebo on the reduction of total alcohol
consumption (TAC).
Matériel et méthodes
Main inclusion criteria: severe alcohol use disorder (AUD) (DSM5) and a WHO high-risk
drinking level (RDL). Primary endpoint: change from baseline to month 3 in TAC.
Résultats et conclusions
154 subjects were randomized in the placebo group (N=54), the low dose group (LDG, N=54)
and the high dose group (HDG, N=46). The mixed model for repeated measures failed to
show a significant time*treatment effect on TAC change (p=0.128, ITT). However, BayesFactor was >6, allowing post-hoc analysis. The dose-effect relationship was significant in the
per-protocol but not the ITT cohort. ITT TAC change was wider in the HDG vs. placebo (19.9
g/d, p=0.046, d=0.40). Subjects decreasing of at least 2 RDL were 20% (placebo) and 40%
(HDG) (p=0.20), showing a number-needed-to-treat (NNT)=5 for the HDG. HDD change vs.
placebo was significantly wider only in the HDG in the per-protocol cohort (5.74 HDD,
p=0.024, d=0.45). There was a significant ITT age-adjusted increase of days abstinent in the
HDG vs. placebo (p=0.011, d=0.53). HDG vs. placebo days abstinent change was 4.12 days
(p=0.36, d=0.53). ITT OCDS and BDI score change showed no significant between-group
difference; HDG vs. placebo OCDS score change was 1.60 (d=0.22), and HDG vs. placebo
BDI score change was 1.58 (d=0.36). The most frequently reported treatment-emergent
adverse events were vertigo, fatigue, dry mouth in the HDG. No serious adverse event was
recorded in the HDG. In conclusion, even though this phase-2 study was underpowered, we
consider that the results validate the concept of simultaneous blockade of α1 noradrenergic
and 5HT2A-serotonergic receptors for the treatment of AUD.
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