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 Comparable Products   Preferred Drug List Status 
Lamotrigine      Preferred  
Levetiracetam    Preferred 
Topiramate      Preferred 
 

Pharmacology:  Brivaracetam, the active ingredient of Briviact®, has a high and selective affinity for synaptic 
vesicle protein 2A (SV2A) in the brain. While the exact mechanism of action by which Briviact® exerts its 
anticonvulsant activity is not known, it is thought its affinity for SV2A may contribute to its anticonvulsant effect. 

Indications and Usage:  As adjunctive therapy in the treatment of partial-onset seizures in patient’s ≥16 years of 
age with epilepsy 

This is a pregnancy category C medication. The safety and efficacy of use in the pediatric population <16 years of 
age have not been established.  

Dosage Forms:  Film-Coated Tablets: 10mg, 25mg, 50mg, 75mg, 100mg (do not chew or crush tablets); Oral 
Solution: 10mg/ml (raspberry-flavored); Injection: 50mg in a 5ml single-dose vial (preservative-free solution) 

Recommended Dosage: Start at 50mg BID and adjust the dose based on individual patient tolerability and 
therapeutic response down to 25mg BID or up to 100mg BID. As with most antiepileptics, Briviact® should be 
gradually withdrawn due to the risk of increased seizure frequency and status epilepticus. 

Briviact® injection may be used when oral administration is temporarily not feasible and it should be used at the 
same dosage and frequency as the tablets and oral solution. In addition, the clinical experience with the injection is 
limited to 4 consecutive days of treatment. 

The oral solution may also be administered using a nasogastric tube or gastrostomy tube. 

For any stage of hepatic impairment, the recommended starting dose is 25mg BID and the recommended max 
dose is 75mg BID. Dose adjustments are not required for patients with impaired renal function; however, there is 
no data on use in patients with end-stage renal disease undergoing dialysis. Thus, use in this population is not 
recommended. 

Drug Interactions: Concomitant use with alcohol may enhance the CNS depressant effect of Briviact®. There was 
no added therapeutic benefit when Briviact® was co-administered with levetiracetam. It is recommended to 
monitor phenytoin levels in patients when concomitant Briviact® is added or discontinued from ongoing phenytoin 
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therapy. The concomitant use of Briviact® with carbamazepine may increase exposure to carbamazepine-epoxide 
(the active metabolite of carbamazepine). While safety concerns were not seen, a carbamazepine dose reduction 
should be considered if tolerability issues arise with co-administration. Last, as the concomitant use of rifampin 
with Briviact® decreases Briviact® levels (likely due to CYP2C19 induction), it is recommended that the Briviact® 
dose be increased by up to 100% in patients while receiving concomitant treatment with rifampin. 

Common Adverse Drug Reactions:   Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Briviact®) 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 its comparator. The most frequently reported adverse events 
included nausea/vomiting symptoms (2%), constipation (2%), somnolence and sedation (8%), dizziness (5%), 
fatigue (5%), cerebellar coordination and balance disturbances (2%), and irritability (2%). Hematologic 
abnormalities included clinically significant decreased white blood cell count (0.8%) and clinically significant 
decreased neutrophil count (0.3%). 

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

Contraindications:  Hypersensitivity to brivaracetam or any of the inactive ingredients of the agent   

Manufacturer:   UCB, Inc 

Analysis:  There were 3 randomized, double-blind, placebo-controlled studies to assess the safety and efficacy of 
Briviact® when used as adjunctive therapy in adults with partial-onset seizures, with or without secondary 
generalization. Patients included were those with partial-onset seizures not adequately controlled with 1-2 
concomitant antiepileptic drugs, and the median baseline seizure frequency across the 3 studies was 9 seizures per 
28 days. The primary outcome in Study 1 and Study 2 was the % reduction in 7-day partial-onset seizure frequency 
over placebo. For Study 3, the primary outcome was the % reduction in 28-day partial-onset seizure frequency 
over placebo.   

Results suggested that statistically significant reductions were seen with Briviact® over placebo for the primary 
outcome in Study 2 and 3 (p<0.05). The table below, adapted from the prescribing information, illustrates the 
results of the primary outcomes. 

 % Reduction over placebo 

Study 1 

Placebo (N=100) - 

 Briviact® 50mg/day (N=99) 9.5% 

Briviact® 100mg/day (N=100) 17.0% 

Study 2 

Placebo (N=96) - 

Briviact® 50mg/day (N=101) 16.9% 

Study 3 

Placebo (N=259) - 

Briviact® 100mg/day (N=252) 25.2% 

Briviact® 200mg/day (N=249) 25.7% 

In Study 1 and 2, about 20% of patients were on concomitant levetiracetam. While the number of patients was 
limited, Briviact® did not provide added benefit when it was added to levetiracetam. 

Place in Therapy:  Briviact® is FDA approved as adjunctive therapy in the treatment of partial-onset seizures in 
patient’s ≥16 years of age with epilepsy. Drug interactions are limited as Briviact® weakly inhibits CYP2C19. 
Briviact® is listed as a Schedule V controlled substance; however, there was no evidence of physical dependence or 
a withdrawal syndrome in a placebo-controlled study.   
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A 2016 meta-analysis and indirect comparison by Zhang et al2 included 13 randomized controlled trials (N=3684) 
to compare the safety and efficacy of levetiracetam and brivaracetam in adults with refractory focal seizures. Both 
levetiracetam and brivaracetam were significantly more effective than placebo for 50% responder rates and 
seizure free rates (except for the 5mg/day dose with brivaracetam and the 500mg/day dose with levetiracetam). 
With the indirect comparison between levetiracetam and brivaracetam, statistically significant differences were 
not seen at all dose levels for 50% responder rates and seizure-free rates. Nevertheless, most risk ratios (RR) at 3 
dose levels were ˃1 for 50% response proportions (smallest p=0.08), as well as the overall RR (1.34; p=0.03). This 
suggests a trend toward better efficacy for levetiracetam. Only two adverse events, including headache (RR 0.41; 
p=0.02) and dizziness (RR 0.38; p=0.03), had statistically significant differences at the high-dose level (possibly due 
to the fact that brivaracetam had a higher incidence of each). The authors concluded that levetiracetam “...may 
have a slightly higher efficacy with a lower probability of dizziness compared with brivaracetam for patients with 
refractory focal seizures.”2 

There is no evidence at this time to support that Briviact® is safer or more effective than the currently available, 
more cost effective medications. It is therefore recommended that Briviact® remain non-preferred and require 
prior authorization and be available to those who are unable to tolerate or who have failed on preferred 
medications.  

PDL Placement:        Preferred 
    Non-Preferred 
   
 
 
 

References 
 
1
 Briviact [package insert]. Smyrna, GA: UCB, Inc; 2016. 

2
 Zhang L, Li S, Li H, et al. Levetiracetam vs brivaracetam for adults with refractory focal seizures: A meta-analysis and 

indirect comparison. Seizure. 2016; 39:28-33 

 


