Vonazol

Voriconazole USP Film Coated Tablet

DESCRIPTION

Vonazol™ is a preparation of Voriconazole. Voriconazole is an azole antifungal
agent. The primary mode of action of Voriconazole is the inhibition of fungal
cytochrome P-450-mediated 14 alpha-lanosterol demethylation, an essential step in
fungal ergosterol biosynthesis. The accumulation of 14 alpha-methyl sterols
correlates with the subsequent loss of ergosterol in the fungal cell wall and may be
responsible for the antifungal activity of Voriconazole.

INDICATIONS

 Treatment of Invasive aspergillosis

« Treatment of Candidemia (non-neutropenics) and disseminated candidiasis in
skin, abdomen, kidney, bladder wall, and wounds

« Treatment of Esophageal candidiasis

 Treatment of Serious infections caused by Scedosporium apiospermum and
Fusarium species including Fusarium solani, in patients intolerant of, or
refractory to, other therapy.

DOSAGE AND ADMINISTRATION

200mg 12 hourly.

Voriconazole Tablet is to be taken at least one hour before or one hour after a meal.
Dosage Adjustment:

If patient (adult) response is inadequate, the oral maintenance dose may be
increased from 200mg to 300mg every 12 hours. For adult patients weighing less
than 40 kg, the oral maintenance dose may be increased from 100mg to 150mg
every 12 hours. If patients are unable to tolerate 300mg orally every 12 hours,
reduce the oral maintenance dose by 50mg steps to a minimum of 200mg every 12
hours (or to 100mg every 12 hours for adult patients weighing less than 40 kg).
Treatment duration depends upon patients’ clinical and mycological response.

CONTRAINDICATIONS

e In patients with known hypersensitivity to Voriconazole or to any of the
excipients.

¢ Co-administration with Terfenadine, Astemizole, Cisapride, Pimozide or
Quinidine, Sirolimus due to risk of serious adverse reactions.

¢ Co-administration with Rifampin, Carbamazepine, long-acting barbiturates,
Efavirenz, Ritonavir, Rifabutin, ergot alkaloids, and St. John’s Wort due to risk of
loss of efficacy.

SIDE EFFECTS

The most frequently reported adverse events in the therapeutic trials were visual
disturbances, fever, rash, vomiting, nausea, diarrhoea, headache, sepsis, peripheral
edema, abdominal pain, and liver function test abnormal, hallucination and
breathing difficulties.

DRUG INTERACTIONS

Voriconazole is metabolized by the human hepatic cytochrome P450 isoenzymes,
CYP2C19, CYP2CY, and CYP3A4. Results of in vitro metabolism studies indicate
that the affinity of Voriconazole is highest for CYP2C19, followed by CYP2C9, and
is appreciably lower for CYP3A4. Inhibitors or inducers of these three enzymes may
increase or decrease the plasma concentration of Voriconazole respectively.
Voriconazole should be administered with caution in patients with concomitant
medication that is known to prolong QTc interval. When there is also a potential for
Voriconazole to increase the plasma concentrations of substances metabolized by
CYP3A4 isoenzymes (certain antihistamines, Quinidine, Cisapride, Pimozide and
Ivabradine), coadministration is contraindicated.

PRECAUTION AND WARNING

In clinical trials, there have been uncommon cases of serious hepatic reactions
during treatment with Voriconazole (including clinical hepatitis, cholestasis and
fulminant hepatic failure, including fatalities). There have been post-marketing
reports of prolonged visual adverse events, including optic neuritis and
papilledema. Voriconazole tablets contain lactose and should not be given to
patients with rare hereditary problems of galactose intolerance, Lapp lactase
deficiency or glucose-galactose malabsorption.

USE IN PREGNANCY AND LACTATION

Pregnancy Category D. There are no adequate and well-controlled studies in
pregnant women. Voriconazole can cause fetal harm when administered to a
pregnant woman. It is not known whether Voriconazole is excreted in human milk.
Voriconazole must not be used in nursing mothers unless the benefit clearly
outweighs the risk.

PEDIATRIC USE
Safety and effectiveness in pediatric patients below the age of 12 years has not
been established.

PHARMACEUTICAL PRECAUTIONS
Store at or below 30°C temperature. Keep away from light and wet place. Keep out
of reach of children.

PACKAGING

Vonazol™ 200 Tablet: Box containing 1 strip of 6 tablets. Each tablet contains
Voriconazole USP 200 mg.

Vonazol™ 50 Tablet: Box containing 1 strip of 10 tablets. Each tablet contains
Voriconazole USP 50 mg.
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