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Anticonvulsants for PTSD 
 
 
Post-traumatic stress disorder (PTSD) is debilitating and difficult to manage, with treatment often involving a 
combination of non-pharmacological interventions (e.g. cognitive behavioral therapy; eye movement desensitization and 
reprocessing) and drug therapy. Although non-pharmacological approaches are generally advocated as the first-line 
treatments, pharmacotherapy is also commonly used. The most commonly used drugs include the selective serotonin 
reuptake inhibitors (SSRIs), new generation antidepressants (e.g. mirtazapine), tricyclic antidepressants or monoamine 
oxidase inhibitors. Although most clinicians working with patients affected by PTSD would agree that the SSRIs are the 
first line drug therapy to be employed in most cases, it is clear that the broad spectrum of symptoms across a number of 
domains, as well as variability of response to drug therapy, has necessitated the exploration of various alternative 
treatment options including those which incorporate the anticonvulsant drugs. 
 
Valproate 
Sodium valproate, divalproex sodium and valproic acid are effectively used interchangeably. Valproate has been 
investigated as a treatment for PTSD, with some research in this area dating back to the early 1990s. Symptoms of PTSD 
suggest the involvement of sympathetic nervous system hyperarousal and hyperreactivity, and the possibility of stress-
activated limbic kindling, and valproate’s effects in decreasing limbic kindling have been proposed as a basis for the use 
of this agent. A recent meta-analysis found that valproate was generally effective for the treatment of symptoms of PTSD 
by reducing hyperarousal, improving irritability and anger outbursts and improving mood. In contrast, however, a 
recently published double-blind, placebo-controlled study found that valproate monotherapy was not effective in the 
treatment of chronic PTSD in a cohort of older, combat veterans. Whilst results remain conflicting, the addition of 
valproate for PTSD symptoms may be beneficial, particularly where there is prominent hyperarousal, and where a mood-
stabilising effect is sought. 
 
Topiramate 
An emerging body of evidence suggests that the new generation anticonvulsant drug topiramate can be beneficial as an 
adjunctive therapy for PTSD. A range of small studies that have recruited subjects with either civilian or combat-related 
PTSD have revealed therapeutic effects measured across a range of different symptom clusters, most notably in relation 
to improved sleep and decreased nightmares. Another benefit is that topiramate also appears to assist with the reduction 
of excessive alcohol consumption, a common problem amongst patients with chronic PTSD. 
 
Other anticonvulsants 
A range of nother anticonvulsant drugs, both older treatments and newer drugs, have been proposed as treatments for 
PTSD.  A recent placebo-controlled study has demonstrated that patients treated with lamotrigine showed improvement 
on reexperiencing and avoidance/numbing symptoms compared to placebo patients, with the drug being generally well 
tolerated. A retrospective chart review has revealed that gabapentin may improve sleep and decrease nightmares amongst 
patients with PTSD. Results of recent research involving tiagabine have been mixed, and as is the case for all of the more 
recently anticonvulsants, much more convincing evidence will be needed before this drug can be routinely advocated as 
an adjunctive treatment for PTSD. 
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