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We read with interest Darke & Farrell’s [1] commentary on our meta-analysis of topiramate
published in the eighth issue of 2016 [2]. To elaborate on some of the ideas raised by the
commentary, we focus our response on the question of why some studies implied a benefit
and others did not. Overall, although the current evidence is not strong enough to support the
routine clinical use of topiramate for the treatment of cocaine use disorder, in certain
circumstances it may be useful for researching in terms of helping people with cocaine use
disorders to stay abstinent from cocaine use.

A possible explanation for the negative findings among the studies may lay in different study
designs and populations in the American [3-6] versus the Dutch [7] trials. The diverse study
designs ranged from three double-blinded, placebo-controlled trials through the Dutch open
label, non-placebo-controlled trial to a four- arm trial combined with contingency
management (monetary vouchers), lasting for 18 weeks [7]. Other issues with allocation
concealment and attrition bias clearly weakened the study designs. Moreover, the outcome
measures were not identical across trials that made them less amenable to meta-analysis. For
instance, all trials used different craving scales: craving was assessed using the Brief
Craving Scale [3], the Minnesota Cocaine Craving Scale [4], the Brief Substance Craving
and Cocaine Selective Severity Assessment Scale [5], the Cocaine Selective Severity
Assessment Scale [6] and via the adapted Obsessive Compulsive Drinking Scale [7].
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In terms of population diversity, most trials excluded people who had a concurrent use
disorder on drugs other than cocaine; however, the excluded substance use disorders varied
among the trials. For example, while Umbricht et al. [6] included people receiving
methadone who also had a concurrent cocaine use disorder, Kampman et al. [4] included
people with concurrent alcohol and cocaine use disorder. Apart from being an open-label
design, the only Dutch trial also differed in several other ways: (i) the baseline cocaine use
was higher, (ii) the maximal dose of topiramate was lower (200 mg/day) and (iii) the
titration period was shorter (3 versus 8 weeks in the American trials). Furthermore, the
included Dutch study implied that some type of adherence support intervention is necessary
for pharmacotherapeutic approaches to managing cocaine use disorders [7].

In this regard, as contingency management shows promise in the treatment of cocaine use
disorder [8-10], it would be interesting to see how topiramate might perform in the context
of an adherence-supporting contingency management intervention involving topiramate in
comparison to placebo. Robust evaluations of this kind require uniform outcome measures
and comparable populations that are amenable to pooling in meta-analyses and that may
come later, as the literature on this molecule matures. Until such designs arrive, we will still
keep “searching for the answer’ to the open question about the role of topiramate in the
cocaine use disorder treatment, as posed in Darke & Farrell’s commentary [1].
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