Tiagabine for the treatment of cocaine and opioid dependent patients newly admitted to substitution therapy: a randomized clinical trial.
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Abstract.

Aim: We have shown that tiagabine at 24 mg/day was well tolerated and significantly reduced cocaine use compared to tiagabine 12mg/day, gabapentin or placebo. The aim of this study is to compare the efficacy of tiagabine up to 32 mg/day to placebo in modifying illicit drug use in newly admitted cocaine and opioid dependent patients. 

Design: 12-week randomized double-blind placebo-controlled trial. Treatment groups were balanced by gender and Severity of Dependence Scale.
Setting: Opiate Treatment Research Program, Yale University &Veteran’s Affairs Connecticut Healthcare System in West Haven, Connecticut, USA.

Participants : A total of seventy eight treatment seeking cocaine and opioid dependent subjects were predominately Caucasian (77%), males (64%) and unemployed (42%) with an average age of 35 years (SD = 9). 
Interventions: Patients were initially inducted onto methadone treatment and randomly assigned to tiagabine (N = 39) or placebo (N = 39). Methadone dose was increased and adjusted until clinically indicated. Tiagabine dosage was slowly increased to their full dosages by week 5 and maintained through week 12, if tolerated. All subjects received weekly cognitive behavioral therapy. 
Measures: Baseline assessments included the Severity of Dependence Scale, Structured Clinical Interview for DSM-IV, and the Addiction Severity Index. Weekly assessments that started during the baseline period included self-reported drug use, three fixed scheduled urine samples per week for drug testing, and opiate withdrawal scales. The primary outcome measure was thrice-weekly drug free urine samples.
Findings: Treatment retention was not significantly different between the tiagabine (64%) or placebo (69%) groups (p = 0.5). While the safety analysis suggested that tiagabine was safe and well tolerated, there were few cases of myoclonus. Tiagabine significantly reduced cocaine taking behavior as showed by a steady increase of cocaine free urines over the 12 week study. In regards to these changes, the mixed-effects ordinal regression models showed a significant tiagabine by time interaction (Z = 2.84, d.f. = 1, p = 0.004) without a main effect (Z = -1.6, d.f.=1, p = 0.09) compared to placebo while controlling for baseline cocaine use and the severity of cocaine dependence. Tiagabine also reduced opioid taking behavior as suggested by an initial and sustained increase of opioid free urines. While the mixed-effects ordinal regression models of these opioid free urine data failed to show a significant tiagabine by time interaction (Z = 1.05, d.f = 1, p=0.21), there was a significant main effect of tiagabine (Z=1.8, d.f. = 1, p=0.05).
Conclusion: Tiagabine up to 32mg/day appears to be more efficacious than placebo in reducing cocaine and opioid taking behavior in newly admitted, methadone treated cocaine dependent patients. 
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