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BACLOFEN: PRECLINICAL EVIDENCE
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SABA-B receptors located in several brain areas Inciuaing the mesolimbic
jopaminergic reward system (Bowery et al., 1987)

Baclofen modulates dopaminergic transmission in the mesolimbic reward
System (Fadda et al_, 2003)

Baclofen suppresses the acquisition and maintenance of alcohol annking
hehavior Iin rats (Agabio & Colombo 2014)
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RATIONALE

Evidence from preclinical and clinical studies for the elficacy and safety of
baclofen in AUD

RCTs using low to medium dosages (30-80 mg/d) have shown mixed
results

Several positive case reports of high-dose baclofen (up to 270 mg/d) in
AUD (Ameisen et al_, 2005)

LOW ability of baclofen to cross the blood brain barrer (Taira, 2009)
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KEY INCLUSION / EXCLUSION CRITERIA
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OUTCOME MEASURES

Primag outcome measures-

lotal abstinence auring high-dose phase
Cumulative abstinence duration during high-dose phase

Seconda[y oufcome measures:
Safety and tolerability of the study drug

Drop-out rate
Changes In psychiatric assessments compared to baseline




CLINICAL CHARACTERISTICS
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Cumulative survival

HIGH-DOSE PHASE
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p=0.014
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p = 0.047/
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SUMMARY

iIndividually titrated high-dose baclofen supported alcohol-dependent
patients eirectively in maintaining alcohol abstinence

Baclofen showed a high tolerability
NO evidence for abuse liability
Efficacy does probably not depend on a clear cut-off dose

Dosing needs to be conducted individually including close monioring
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QUESTIONS

Replication of results

Responding Subtype
Role of composition

Dosing

Reduction of alcohol consumption
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