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DEPARTMENT OF VETERANS AFFAIRS (VA), VETERANS HEALTH ADMINISTRATION (VHA),
PHARMACY BENEFITS MANAGEMENT SERVICES (PBM), MEDICAL ADVISORY PANEL (MAP),  
 CENTER FOR MEDICATION SAFETY (VA MEDSAFE), VHA MENTAL HEALTH ADVISORY GROUP, AND VHA NEUROLOGY ADVISORY GROUP
SUICIDALITY AND ANTIEPILEPTIC DRUGS
I. ISSUE – A Food and Drug Administration (FDA) analysis showed that patients receiving antiepileptic drugs (AEDs) had approximately twice the risk of suicidal behavior or ideation (0.43%) compared to placebo (0.22%).
II. Background – On January 31, 2008, the FDA issued an alert on suicidality and AEDs based on an analysis of 199 placebo-controlled clinical studies of eleven AEDs (list below) used to treat epilepsy, psychiatric disorders, and other conditions such as migraine and neuropathic pain.1  A total of 43,892 patients five years of age and older were included (27,863 drug group, 16,029 placebo group).  Four patients in the AED group had completed suicides compared to none in the placebo group.  It should be noted that for some trials treatment with placebo consisted of baseline AED medications plus placebo, and the treatment group received baseline AED plus the investigational AED.  Hence, both groups were exposed to AEDs.   The increased risk was observed as early as one week of drug initiation and continued to at least 24 weeks.  The findings were generally consistent among the eleven AEDs, and the relative risk for suicidality was higher in the patients with epilepsy compared to patients given AEDs for psychiatric or other conditions.  AEDs in the analyses are listed here, but FDA anticipates labeling changes across the class of AEDs.:
Felbamate (Felbatol™)




Gabapentin (Neurontin™)
Lamotrigine (Lamictal™)




Levetiracetam (Keppra™)
Oxcarbazepine (Trileptal™)




Pregabalin (Lyrica™)

Tiagabine (Gabitril™)




Topiramate (Topamax™)
Zonisamide (Zonegran™)

Valproate (Depakote™, Depakote ER™, Depakene™, Depacon™)

Carbamazepine (Carbatrol™, Equetro™, Tegretol™, Tegretol XR™)
III. DISCUSSION – Although the FDA analysis showed an increased suicidality risk with AEDs, it is difficult to conclude causality since epidemiological data show that the suicide rate among patients with epilepsy is 5-fold higher than the general population.2  Moreover, contrary to the FDA analysis, a review of AEDs and suicidality suggests that carbamazepine, valproate, and possibly lamotrigine, oxcarbazepine and gabapentin have improved effects on suicidality.2  The methods used by FDA to assess the AED data are similar to those used in the assessment of antidepressants which led to a pediatric suicidality warning for that class of drugs in 2004.  FDA will be working with manufacturers of AEDs to update labeling for these products.  The data will also be discussed at an upcoming advisory committee meeting.  Most trials in the analysis did not extend beyond 24 weeks, thus the suicidality risk beyond 24 weeks could not be reliably assessed.
IV. VA MEDSAFE RECOMMENDATION
1. Providers should NOT stop AED therapy, unless clinical rationale and assessment for a particular patient dictate otherwise
2. Providers should assess for suicidality in all patients currently taking or starting an AED.  Suicidality is characterized as the emergence or intensification of suicidal thoughts, behaviors, or depression.  Prodromal symptoms include anxiety, agitation, hostility, mania and hypomania.  Consider the use of the PHQ-9 instrument for screening depression symptoms.
3. Providers should inform patients, their families, and caregivers of the potential risk of suicidality and instruct them to notify their health care provider of behavioral changes.  Information on the VA’s National Suicide Prevention Lifeline at 1-800-273-TALK may be provided as an additional resource.
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