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Emerging evidence in humans suggests that the 
5-HT receptor agonist and potent psychedelic, 
5-MeO-DMT, could be effective in treating alcohol 
use disorder (AUD)1. However, this therapeutic effect 
hasn’t been reproduced or systematically studied in 
a preclinical model. The present study aimed to 
reverse-translate these human findings into a 
rodent model to determine whether rats exhibit 
similar reductions in alcohol intake.

In humans, plasma 5-MeO-DMT (BPL-003) levels 
following intranasal administration of 5-MeO-DMT 
has been previously published. Plasma levels 
following administration of 10 mg/kg BPL-003 is ~20 
ng/mL for the first 15 min2. The same dose and 
route has been shown effective in increasing the 
percentage of abstinent days and decreasing 
percentage of heavy drinking days relative to 
baseline1. In rats, plasma levels of 5-MeO-DMT in the 
dose range tested in the present study, elicit 
clinically relevant levels of plasma 5-MeO-DMT3.
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INTRODUCTION

 This study replicated the effect of 5-MeO-DMT 
on alcohol use recently observed in Phase 2a 
open-label clinical trial and provides a preclinical 
model that can be used to 1) screen novel 
compounds for efficacy or 2) further investigate 
mechanisms underlying 5-MeO-DMT efficacy

 Both sexes acquired operant responding for oral 
EtOH self-administration at clinically relevant 
BEC’s, and females achieved higher BEC under 
Saline conditions

 5-MeO-DMT and Naltrexone selectively reduced 
responding for and intake of EtOH in both sexes 
without affecting responding for 2% Sucrose

 5-MeO-DMT doses effective in reducing EtOH 
intake in rats produce similar blood plasma 
levels as doses shown effective in humans 

 While Naltrexone seems to blunt responding 
across time relative to saline, 5-MeO-DMT 
changes the response pattern such that the 
initial binge-like responding early in the session 
is not present following the highest dose
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Subjects: Male and Female Wistar rats (n=16/sex).

Acquisition Phase: Sucrose fading procedure until 
stable baseline responding for 15% ethanol (EtOH) 
with 2% sucrose solution was maintained during 
daily 45-min sessions on a fixed-ratio 1 schedule.

Testing Phase: Administration of 5-MeO-DMT (0, 0.1, 
0.3, 0.6 mg/kg, SC; Pretreatment time: 10 min) or 
Naltrexone (0, 0.3, 1, 3 mg/kg, IP; Pretreatment time: 
30 min) prior to oral self-administration session 
with 2% Sucrose with or without 15% EtOH. Blood 
samples were collected from the saphenous vein 
immediately following test sessions to assess blood 
plasma ethanol concentration (BEC) using 
colorimetric assay in duplicate (MAK 481).
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Subjects: Male Long Evans rats, ~500 g, ~2 years old
Method: EtOH administration (oral gavage), followed 
by saphenous blood draws to quantify BEC following 
each EtOH dose after 15, 30, 60, 90 min.


