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Zonisamide

Zonisamide (Zonegran®) is an antiepileptic drugt thas been used for many years around the worldhastonly
recently become available in Australia. It is listes an Authority benefits prescription on the Ri@reutical Benefits
Scheme, subsidised for the treatment of partidéppt seizures not controlled satisfactorily biietanti-epileptic drugs

Zonisamide is a sulphonamide agent and its exachamésm of action is unclear. Studies have shovinaefy as an
adjunct treatment in partial epilepsy, and it mdsoabe effective as monotherapy. Whilst zonisamigéuces the
frequency of seizures more than placebo, few patibacome seizure free. The longest randomisedatimat clinical
trial had a maintenance stage of only 18 week&rsp term efficacy is unclear. Its use has als;mbeeestigated in the
treatment of bipolar disorder, obesity and parkimsa.

Adverse reactions

Zonisamide is a sulphonamide derivative and sofmdraindicated for patients with a sulpha allelggme of the adverse
reactions reported include the expected CNS adwdfsets such as drowsiness, dizziness and comiuSither common

adverse effects include weight loss, nephrolitiasid gastrointestinal disturbances. Rare but seralverse effects
include serious skin reactions such as Stevenssdohsyndrome, metabolic acidosis and hyperthermia.

Interactions

Drugs that induce or inhibit CYP3A4 may interactwzonisamide. Other epileptics including carbamame, phenytoin
and phenobarbitone reduce the half life of zonis@naind valproate has also been reported to retiedeatf life but to a
lesser extent . Drugs that are known to cause Hygenia and increase the risk of developing readéduti should be
avoided (to decrease the risk of adverse effecteldping). Carbonic anhydrase inhibitors can insesthe risk of
developing metabolic acidosis and so should naaken with zonisamide.

Dosing

Zonisamide has a complicated dosing initiation mesgi: the recommended starting dose is 25 mg twadg; dncrease

after one week to 50 mg twice daily and then atkiyemtervals by up to 50 mg twice daily accorditmgresponse. The
usual maintenance dose is 300-500 mg daily in ortev@ doses. A slower up titration of dose is reatended in renal
impairment and mild to moderate hepatic impairmantl the manufacturer recommends avoiding this fvughose

with severe hepatic impairment. In some patientstaking carbamazepine or phenytoin a lower dosg lbeaeffective.

As with all anti-epileptics withdrawal of zonisamighould be gradual to avoid precipitating an iaseein frequency of
seizures.

Zonisamide is Australian category D in pregnanay isrexcreted into breast milk.

Monitoring

Serum bicarbonate should be measured at baselihpaaiodically during treatment. Monitor for decsed sweating and
hyperthermia, especially in hot weather. Patiehtaikl be counselled to maintain adequate hydrgéepecially if there
is a history of kidney stones).
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