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ZONEGRAN

Dosage Forms & Strengths
ZONEGRAN should be administered once or twice daily, using 25 mg, 50 mg or 100 mg capsules. ZONEGRAN is given orally and can be taken with or without food. Capsules should be swallowed whole.

The prescriber should be aware that, because of the long half-life of zonisamide, up to two weeks may be required to achieve steady state levels upon reaching a stable dose or following dosage adjustment. Although the regimen described below is one that has been shown to be tolerated, the prescriber may wish to prolong the duration of treatment at the lower doses in order to fully assess the effects of zonisamide at steady state, noting that many of the side effects of zonisamide are more frequent at doses of 300 mg per day and above.

I start at 25mg and taper up slowly however to avoid side effects. 
· 25mg

· 50mg

· 100mg

Indications

Partial Seizures
Initial: 100 mg PO qDay

Titrate up by 100 mg increments q2Week to no more than 600 mg PO qDay (may divide q12hr after 1st week)

Weight Loss (Off-label)

100 mg increments q2Week to no more than 600 mg PO qDay (may divide q12hr after first week); use 600 mg/day in patients who have not lost at least 5% of their initial body weight

Dosing Modifications
Renal impairment: Slower titration and more frequent monitoring advised; not recommended if patient's glomerular filtration rate is less than 50 mL/min

Hepatic impairment: Slower titration and more frequent monitoring advised

Adverse Effects
>10%

Somnolence (17%)

Anorexia (13%)

Dizziness (13%)

1-10%

Headache (10%)

Nausea (9%)

Agitation (9%)

Abdominal pain (6%)

Ataxia (6%)

Confusion (6%)

Depression (6%)

Diplopia (6%)

Insomnia (6%)

Diarrhea (5%)

Speech disorder (5%)

Flu-like symptoms (4%)

Kidney stones (4%)

Nystagmus (4%)

Paresthesia (4%)

Dysgeusia (3%)

Weight loss (3%)

Anxiety (3%)

Rash (3%)

Constipation (2%)

Rhinitis (2%)

Xerostomia (2%)

Postmarketing Reports

Acute pancreatitis

Rhabdomyolysis

Creatine phosphokinase increased

Warnings
Contraindications

Hypersensitivity to zonisamide or sulfonamides
Potentially Fatal Reactions to Sulfonamides: Fatalities have occurred, although rarely, as a result of severe reactions to sulfonamides (zonisamide is a sulfonamide) including Stevens-Johnson syndrome, toxic epidermal necrolysis, fulminant hepatic necrosis, agranulocytosis, aplastic anemia, and other blood dyscrasias. Such reactions may occur when a sulfonamide is readministered irrespective of the route of administration. If signs of hypersensitivity or other serious reactions occur, discontinue zonisamide immediately. Specific experience with sulfonamide-type adverse reaction to zonisamide is described below.

Serious Skin Reactions:    Consideration should be given to discontinuing ZONEGRAN in patients who develop an otherwise unexplained rash. If the drug is not discontinued, patients should be observed frequently

Decreased sweating and an elevation in body temperature above normal characterized these cases. Many cases were reported after exposure to elevated environmental temperatures. Heat stroke, requiring hospitalization, was diagnosed in some cases. There have been no reported deaths.

1) psychiatric symptoms, including depression and psychosis, 2) psychomotor slowing, difficulty with concentration, and speech or language problems, in particular, word-finding difficulties, and 3) somnolence or fatigue.

Cautions

Maintain fluid intake due to risk of kidney stone formation

Discontinue treatment if significant sustained increase in creatinine occurs

Risk of serious skin reactions; consider discontinuation in patients who develop unexplained rash

Sedation may occur

Slowing and fatigue may occur within first month of treatment

Risk of rare, but potentially fatal, anaphylactic reactions (including blood dyscrasias and skin reactions)

Risk of metabolic acidosis

Use appropriate precautions for handling and disposal

Increase in suicidal ideation may occur with use; see FDA Warning on potential suicidal behavior

Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS), also known as multi-organ hypersensitivity reported; early manifestations of hypersensitivity (e.g., fever, lymphadenopathy) may be present even though rash not evident; if such signs or symptoms present, evaluate immediately; discontinue therapy if an alternative etiology for signs or symptoms cannot be established 

Pregnancy & Lactation
Pregnancy category: C

Lactation: Unknown; avoid during breastfeeding

Pregnancy Categories

A:Generally acceptable. Controlled studies in pregnant women show no evidence of fetal risk.
B:May be acceptable. Either animal studies show no risk but human studies not available or animal studies showed minor risks and human studies done and showed no risk.
Pharmacology
Mechanism of Action

Unknown; benzisoxazole compound; more active against tonic phase than it is against clonic phase; may stabilize neuronal membranes by acting at sodium and calcium channels; does not affect GABA activity

It has some weak carbonic anhydrase inhibitor activity

Absorption

Peak plasma time: 2-6 hr (concentration: 2-5 mcg/mL)

Distribution

Protein bound: 40%

Vd: 1.45 L/kg

Metabolism

Hepatic; through CYP3A4

Elimination

Half-life: 63 hr

Renal clearance: 3.5 mL/min

Total body clearance: 0.30-0.35 mL/min/kg

Excretion: Urine (62%); feces (3%)

Zonisamide may produce these effects through action at sodium and calcium channels. In vitro pharmacological studies suggest that zonisamide blocks sodium channels and reduces voltage-dependent, transient inward currents (T-type Ca 2+ currents), consequently stabilizing neuronal membranes and suppressing neuronal hypersynchronization. In vitro binding studies have demonstrated that zonisamide binds to the GABA/benzodiazepine receptor ionophore complex in an allosteric fashion which does not produce changes in chloride flux. Other in vitro studies have demonstrated that zonisamide (10-30 µg/mL) suppresses synaptically-driven electrical activity without affecting postsynaptic GABA or glutamate responses (cultured mouse spinal cord neurons) or neuronal or glial uptake of [ 3 H]-GABA (rat hippocampal slices). Thus, zonisamide does not appear to potentiate the synaptic activity of GABA. In vivo microdialysis studies demonstrated that zonisamide facilitates both dopaminergic and serotonergic neurotransmission. Zonisamide also has weak carbonic anhydrase inhibiting activity, but this pharmacologic effect is not thought to be a major contributing factor in the antiseizure activity of zonisamide.

peak plasma concentrations (range: 2-5 µg/mL) in normal volunteers occur within 2-6 hours

The elimination half-life of zonisamide in plasma is about 63 hours. The elimination half-life of zonisamide in RBC is approximately 105 hours.

In placebo-controlled trials, 2.2% of patients discontinued ZONEGRAN or were hospitalized for depression compared to 0.4% of placebo patients,

What is the most important information I should know about ZONEGRAN?

Some people taking ZONEGRAN (ZON-uh-gran) can get serious reactions. If you get any of the following symptoms, call your doctor right away:

    * Rash (may be a sign of a dangerous condition)

    * Fever, sore throat, sores in your mouth, or bruising easily (may be signs of a blood problem)

    * Sudden back pain, abdominal (stomach area) pain, pain when urinating, bloody or dark urine (may be signs of a kidney stone)

    * Decreased sweating or a rise in body temperature (especially in patients under 17 years old)

    * Depression

    * Thoughts that are unusual for you

    * Speech or language problems

* Severe muscle pain and/or weakness

