Disclaimer: These recommendations are provided to assist in clinical reasoning and decision-making. They should not be considered as the sole
criteria to guide that process. They apply to adult patients only, and individual patient histories and variabilities should be taken into account.

Recommended Proactive Dose Reductions of Concomitant ASMs to Help Manage Expected Adverse Effects When Adding Cenobamate

Cenobamate Titration (mg/d)

ASM Dose Level (expected AE) “ m
Clobazam (sleepiness)

>40 mg/d? $10-20 410-20 $5-10

30-40 mg/d J10 110 45-10 All
Concomitant

25 mg/d 35 ¥5-10 ASMs

10-20 mg/d J5-10 At 200 mg/d

Lacosamide (dizziness, ataxia) FMETER,

evaluate
>400 mg/d 4100 4100 patients and

consider further

Phenytoin (dizziness, ataxia)
dose reductions

>15 pg/mL blood level 4100 4100
(or 25%-33%) (or 25%-33%) tolessen
polypharmacy
<15 pg/mLP 4100 $25-33%
(or 25%-33%) (if wasn’t 4, at 50 mg/d CNB)
Phenobarbital (sleepiness)
>25 pg/mL blood level 425%
<25 ug/mL blood level 425%
Other ASMs
High dose 4 25%

All dosages are in mg/day. Specific drugs shown are those with expected pharmacokinetic (CYP2C19: clobazam, phenytoin, phenobarbital) and pharmacodynamic (lacosamide) interactions. 2Patients on clobazam >40 mg/d
may require more frequent and aggressive dose reductions. "Dose reduction of phenytoin at blood levels <15 pug/mL can be made reactively. AE, adverse event; ASMs, antiseizure medications; CNB, cenobamate.

Reactive dose reductions: if adverse effects occur, reduce doses of concomitant ASMs by ~25% every 2 weeks as needed.
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