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 Comparable Products   Preferred Drug List Status 
Epidiolex      Non-Preferred with Conditions  
     
     
     
      

Pharmacology/Usage:  Stiripentol, the active ingredient of Diacomit®, is an anticonvulsant. The exact mechanism 
of action is not known, but possible mechanisms of action include direct effects mediated through the gamma-
aminobutyric acid (GABA)A receptor and indirect effects involving inhibition of CYP450 activity with resulting 
increase in blood levels of clobazam and its active metabolite. 

Indication:  For the treatment of seizures associated with Dravet syndrome (DS) in patients 2 years of age and 
older taking clobazam. There are no clinical data to support the use of Diacomit® as monotherapy in DS. 

There is no pregnancy category for this medication; however, the risk summary indicates there are no adequate 
data on the developmental risks associated with the use in pregnant women. There is a pregnancy exposure 
registry that monitors pregnancy outcomes in women exposed to antiepileptic drugs. Physicians are advised to 
recommend that pregnant patients taking Diacomit® enroll in the North American Antiepileptic Drug (NAAED) 
Pregnancy Registry. The safety and efficacy of use in the pediatric population for the treatment of seizures 
associated with DS in patients taking clobazam have been established in patients 2 to 18 years of age. The safety 
and efficacy of use in pediatric patients below the age of 2 years have not been established.  

Dosage Form:  Available as: 

• Capsules: 250mg, 500mg. Swallow whole with a glass of water during a meal, as capsules should not be 
broken or opened  

• Powder for Oral Suspension packaged in packets: 250mg or 500mg per packet. Mix in glass of water 
(100ml) and take immediately after mixing during a meal. To be sure there is no medicine left in the glass, 
add a small amount of water (25ml) to the drinking cup and drink all of the mixture. 

Recommended Dosage:   Prior to the first dose of Diacomit®, obtain hematologic testing.  The recommended 
dosage is 50mg/kg/day, administered in 2 or 3 divided doses (i.e. 16.67mg/kg TID or 25mg/kg BID). If the exact 
dosage is not achievable given the available strengths, round to the nearest possible dosage, which is usually 
within 50mg to 150mg of the recommended 50mg/kg/day. A combination of 2 Diacomit® strengths can be used to 
achieve this dosage. The maximum recommended dosage is 3,000mg/day. If Diacomit® treatment is discontinued, 
the drug should be gradually withdrawn to minimize the risk of increased seizure frequency and status epilepticus. 
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There have been no formal studies of the pharmacokinetics of Diacomit® in patients with renal or hepatic 
impairment; however, since the drug is mainly metabolized by the liver and Diacomit® metabolites are eliminated 
mainly through the kidney, administration to patients with moderate or severe renal impairment and moderate to 
severe liver impairment is not recommended. 

Drug Interactions:  Concomitant use of Diacomit® with other CNS depressants, including alcohol, may increase the 
risk of sedation and somnolence.  Concomitant use of strong inducers (CYP1A2, CYP3A4, or CYP2C19 inducers, 
such as rifampin, phenytoin, phenobarbital, and carbamazepine) should be avoided, or dosage adjustments should 
be made. Co-administration of Diacomit® with clobazam results in increased plasma levels of clobazam and 
norclobazam, the active metabolite of clobazam. This may increase the risk of clobazam-related adverse reactions. 
Consider a reduction in dosage of clobazam if adverse reactions are experienced with co-administration with 
Diacomit®.  

In vitro data demonstrate that stiripentol is both an inhibitor and inducer of CYP1A2, CYP2B6, and CYP3A4. 
Because of potential drug-drug interactions, consider dose adjustment of CYP1A2 substrates (e.g. theophylline, 
caffeine), CYP2B6 substrates (e.g. sertraline, thiotepa), and CYP3A4 substrates (e.g. midazolam, triazolam, 
quinidine) as clinically appropriate when coadministered with Diacomit®. In addition, because of potential 
inhibition of enzyme/transporter activity, consider a reduction in dosage of substrates of CYP2C8, CYP2C19 (e.g. 
diazepam, clopidogrel), P-gp (e.g. carbamazepine), and BCRP (e.g. methotrexate, prazosin, glyburide), if adverse 
reactions are experienced when administered concomitantly with Diacomit®. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Diacomit®) minus reported % incidence for placebo. Please note that an incidence of 0% means the incidence was 
the same as or that the active drug was less than placebo. The most frequently reported adverse events included 
nausea (12%), vomiting (9%), salivary hypersecretion (6%), fatigue (6%), pyrexia (3%), bronchitis (6%), 
nasopharyngitis (6%), weight decreased (21%), weight increased (3%), decreased appetite (36%), somnolence 
(44%), ataxia (4%), hypotonia (5%), dysarthria (12%), agitation (11%), insomnia (5%), tremor (5%), and aggression 
(9%). 

As Diacomit® can cause somnolence, prescribers should monitor for somnolence. If somnolence occurs during 
coadministration with clobazam, consider an initiation reduction of clobazam by 25%. If somnolence persists, 
further clobazam reduction by an additional 25% should be considered, as should adjustment of the dosage of 
other concomitant anticonvulsants with sedating properties. Caution patients against engaging in hazardous 
activities requiring mental alertness, such as operating dangerous machinery or motor vehicles, until the effect of 
Diacomit® on mental alertness is known.  

As Diacomit® can cause decreases in appetite and weight, and given the frequency of these adverse reactions, the 
growth of pediatric patients treated with Diacomit® should be carefully monitored. In some cases, decreasing the 
dose of concomitant valproate by 30% per week can reduce the decrease in appetite and weight. 

Diacomit® can cause a significant decline in neutrophil count and in platelet count. A decrease in neutrophil count 
from normal at baseline to less than 1500 cells/mm3 occurred during the trial in 13% treated with Diacomit® vs 
none in the placebo group. A decrease in platelet count from normal at baseline to less than 150,000/µL during 
the trial was seen in 13% treated with Diacomit® vs none with placebo. It is recommended that hematological 
testing be obtained prior to starting treatment with Diacomit®, and then every 6 months. 

Phenylalanine can be harmful to patients with phenylketonuria (PKU). Diacomit® powder for suspension contains 
phenylalanine, a component of aspartame. Each 250mg packet contains 1.4mg phenylalanine and each 500mg 
packet contains 2.8mg phenylalanine. Before prescribing to a patient with PKU, consider the combined daily 
amount of phenylalanine from all sources, including Diacomit® powder for suspension. Diacomit® capsules do not 
contain phenylalanine. 

Antiepileptic drugs (AEDs), including Diacomit®, increase the risk of suicidal thoughts or behaviors in patients 
taking these drugs for any indication. Patients treated with AEDs for any indication should be monitored for the 
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emergence or worsening of depression, suicidal thoughts or behaviors, and/or any unusual changes in mood or 
behavior.  

Contraindications:  There are currently no contraindications listed with this product. 

Manufacturer:  Biocodex Inc 

Analysis:   The safety and efficacy of Diacomit® were assessed in 2 multicenter, placebo-controlled, double-blind, 
randomized studies that included patients 3 years of age to less than 18 years of age with Dravet syndrome and 
inadequately controlled on clobazam and valproate. Patients had at least 4 generalized clonic or tonic-clonic 
seizures per month despite optimized therapy. 

Eligible patients were enrolled in a 1-month baseline period where they continued to receive their optimized 
antiepileptic treatment. After this 1-month baseline, patients were randomly assigned to Diacomit® or placebo, 
added to their treatment with clobazam and valproate.  The frequency of generalized clonic or tonic-clonic 
seizures was recorded by patients and/or caregivers, using a diary. 

The primary endpoint for both studies was the responder rate. A responder was defined as a patient who 
experienced a greater than 50% decrease in the frequency (per 30 days) of generalized clonic or tonic-clonic 
seizures during the double-blind treatment period compared to the 4-week baseline period (i.e. placebo run-in). 
The mean change from baseline in frequency of generalized clonic or tonic-clonic seizures was also assessed. 
Results can be seen in the table below, which was adapted from the prescribing information. 

  
Study 1 Study 2 

Diacomit® (N=21) Placebo (N=20) Diacomit® (N=12) Placebo (N=11) 

Responder Analysis 

# of responders/Total 
(Responder rate) 15/21 (71%) 1/20 (5%) 8/12 (67%) 1/11 (9.1%) 

 p-value ˂0.0001 0.0094  
(nominal p as study stopped early) 

% Change from baseline in seizure frequency 

n 
Mean 

Median 

20 
-69% 
-91% 

16 
7.6% 
7.4% 

11 
-74% 
-81% 

9 
-13% 
-27% 

p-value 0.0002 0.0056  
(nominal p as study stopped early) 

In both studies, the responder rate (primary efficacy endpoint) was significantly greater for Diacomit® than for 
placebo. Diacomit® was also superior to placebo for the reduction in mean frequency of generalized clonic or 
tonic-clonic seizures. In study 1 and 2, respectively 43% and 25% of patients reported no generalized clonic or 
tonic-clonic seizure for the duration of the study. 

The following information reports the proportion of patients by category of % reduction in tonic-clonic and clonic 
seizure frequency during month 2 of the treatment period compared to baseline in study 1 and study 2 (pooled 
data). The percent reduction from baseline with Diacomit® vs placebo included: ˂0 (7.5% vs 45%), ˃0 to ˂25 (3% vs 
20%), ≥25 to ˂50 (17% vs 28.5%), ≥50 to ˂75 (17% vs 4.5%), and ≥75 to 100 (58.5% vs 4.5%). 

The effectiveness of Diacomit® for the treatment of seizures associated with Dravet syndrome in patients 2 years 
of age to less than 3 years of age was extrapolated from the demonstration of effectiveness in patients 3 years of 
age to less than 18 years of age in both studies.  
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Place in Therapy:  Diacomit® is indicated for the treatment of seizures associated with Dravet syndrome (DS) in 
patients 2 years of age and older taking clobazam. There are no clinical data to support the use of Diacomit® as 
monotherapy in Dravet syndrome. In clinical trials as add-on to clobazam and valproate, Diacomit® significantly 
improved response rates and the changes in seizure frequency as compared to placebo. These were small 
randomized studies that included pediatric patients uncontrolled on their current regimen.   

Diacomit® is indicated to be used for a specific seizure syndrome and in combination with clobazam. It is therefore 
recommended that Diacomit® remain non-preferred and require prior authorization in order to confirm the 
appropriate diagnosis and  clinical parameters for use.    

PDL Placement:        Preferred 
    Non-Preferred 
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