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OVERVIEW

Introduction
Stiripentol is a structurally unique anticonvulsant that has been introduced as adjuvant therapy of Dravet 
syndrome, a rare form of severe childhood epilepsy. There is limited information on the safety of stiripentol, but 
it has not been associated with serum aminotransferase elevations or linked to cases of clinically apparent liver 
injury.

Background
Stiripentol (stir" i pen' tol) is an aromatic alcohol, structurally unrelated to other anticonvulsants that is 
approved for use in the United States as adjunctive therapy of seizures in patients with Dravet syndrome, a rare 
childhood-onset disorder marked initially by hemiclonic seizures, often triggered by fever and frequently 
prolonged. Myoclonic, atypical absence, focal dyscognitive and tonic seizures develop over time, and children 
often suffer from developmental delay and have an increased risk for sudden death during severe seizures or 
status epilepticus. Seizures are often refractory and problematic, usually worsening with sodium channel agents 
such as carbamazepine, phenytoin and lamotrigine and typically improving with clobamate and stiripentol. The 
anticonvulsant activity of stiripentol appears to be mediated by its ability to enhance gamma-aminobutyric acid 
(GABA) mediated inhibition of synaptic transmission via binding to the GABA-A receptor at a site distinct from 
that benzodiazepines. Stiripentol may also act by inhibition of lactic dehydrogenase, an enzyme that catalyzes 
the interconversion of pyruvate to lactate which results in an increase in pyruvate and ATP which secondarily 
affects potassium channels on neuronal cell membranes. Stiripentol was approved for use in the United States in 
2018 as an anticonvulsant to be used in combination with clobazam as therapy of Dravet syndrome. Stiripentol 
is available in capsules of 250 and 500 mg and as a powder in 250 and 500 mg amounts for oral suspension 
under the brand name Diacomit. The recommended dose is 50 mg/kg daily administered in 2 or 3 divided doses. 
Changes in dose and discontinuations should be done gradually. Side effects are common and can include 
somnolence, anorexia, nausea, agitation, ataxia, hypotonia, tremor, dysarthria and insomnia. Rare, but potential 
severe adverse events include severe somnolence, marked weight loss, neutropenia and thrombocytopenia, and 
suicidal ideation and behavior.

Hepatotoxicity
Limited data are available on the safety of stiripentol, based mainly on open-label and small, placebo controlled 
clinical trials in children with Dravet syndrome. In these studies, addition of stiripentol to chronic clobazam 
therapy was not associated with an increased frequency of serum aminotransferase elevations, and there were no 
instances of clinically apparent liver injury. Long term therapy with stiripentol has been linked to low rates of 



ALT and alkaline phosphatase elevations but with increases in gamma glutamyl transpeptidase (GGT) in up to 
38% of cases. Since its general availability, there have been no published case reports of stiripentol hepatotoxicity. 
Thus, clinically apparent liver injury due to stiripentol must be rare, if it occurs at all.

Likelihood score: E (unlikely cause of clinically apparent liver injury).

Mechanism of Injury
The mechanism by which stiripentol might cause liver injury is not known. Stiripentol is extensively metabolized 
by the liver via the microsomal P450 system, and it is a moderate inhibitor of CYP 2C 19 and, to a lesser extent, 
CYP 3A4 and 1A2. Stiripentol has major drug-drug interactions and can alter metabolism of many other 
anticonvulsants including clobazam which is commonly used in combination with stiripentol. Because clobazam 
is converted to its active metabolite by CYP 2C19 and 3A4, inhibition of the enzyme activity by stiripentol 
increases clobazam levels and can lead to toxicity for which reason the dose of clobazam should be reduced by 
half when stiripentol is added.

Outcome and Management
There is no reason to suspect cross sensitivity to hepatotoxicity of stiripentol with other drugs for epilepsy such 
as the benzodiazepines or aromatic anticonvulsants.
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