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Fig. 1. Chemical structure of voriconazole.
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High-fat meals reduce voriconazole exposure.
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Table 1. Distribution of CYP2C19 genotype by racial groupld
CYP2C190] . .
Genotype % Caucasian % Black % Japanese % Chinese

Poor 2 2 19 14

Heterozygous 26 28 46 43

Extensive 73 70 35 43
Oug/mLO O

-8 EM

&+ HEM

24

48 72 96

Ohoursd O

EM: homozygous extensive metabolizer.
HEM: heterozygous extensive metabolizer.
PM: poor metabolizer.

Fig. 7. Japanese phase | study-Influence of CYP2C19 genotype on steady-state voricona-

zole exposure.
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Fig. 8. Phase I studies-Influence of CYP2C19 genotype on steady-state voriconazole expo-
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Table 2. Summary of Drug-Drug Interactions [J
No Dose Adjustment Dose Adjustld] Monitor( Contraindicated
Cimetidine Warfarin Astemizole
Ranitidine 0 prothrombin time[ Terfenadine
Indinavir Cyclosporine Cisapride
Macrolide antibiotics | tacrolimus Pimozide
Prednisolone [ blood levels Quinidine
Digoxin Sulphonylureas Barbiturates
Mycophenolate 0 glucosel 0 long acting
Statins [0 CPK[ Carbamazepine
Benzodiazepines Sirolimus
Vinca alkaloids Rifampicin O Rifabutin
Omeprazole Ergot Alkaloids
O halve doseld Efavirenz
Phenytoin( levels[ and
adjust voriconazole
Table 3. Voriconazole dosage and administration
Intravenous Oral
[ Patients 40 kg and above*[J
Loading dose regimen 6 mg/kg q 12 h 300mgqi12h
[ first 24 hours for 2 doses[] 400 mg q 12 h**
Maintenance dose 3 mg/kg bid or 150 mg bid or
O after first 24 hours[J 4 mg/kg bid 200 mg bid

*Oral doses should be halved

in adults weighing O 40 kg.

“Depending on symptoms or where effect is insufficient.
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Pharmacokinetics of voriconazole

Nolan Wood
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Voriconazolél VRCZ[ a broad-spectrum triazole, is served in two dosage forms-injection and tablet. VRCZ
shows excellent absorption and high bioavailability even in oral administration. It must be administered, how-
ever, between meals because absorption is delayed after fatty food intake compared to fasting administration.

VRCZ shows excellent tissue penetration with the concentration in tissues exceeding the MIC of major fungal
species. VRCZ also penetrates well into the cerebrospinal fluil CSFO In humans, 1-10 h after receipt of VRCZ,
the ratio of CSF to plasma concentration ranged from 0.22 to 1.000 median, 0.4601

Three microsome enzymes are involved in VRCZ metabolism, CYP2C9, CYP2C19, and CYP3A4, and polymor-
phisms in CYP2C19 may result in individual differences in VRCZ metabolism. In a phase | study, subjects classi-
fied as poor metabolizer8] PMO which would include 190 of the Japanese population, had higher serum VRCZ
concentrations than other subjects. Because VRCZ concentration varies greatly among individuals of the same
genotype and the condition of a patient, however, a concomitant drug or the like will influence the exposure of
VRCZ, it is difficult to adjust the amount of VRCZ by genotyping alone.

In patients with renal damage, VRCZ dose adjustment is not required when administered in tablet form be-
cause VRCZ is not excreted by the kidneys. One agent added to the injection formula, sulfobutylether-3-
cyclodextrin, is excreted by the kidneys, however, and may accumulate in patients with renal damage. Children
show lower serum VRCZ concentration than adults, probably due to higher enzyme activity and more rapid
drug clearance.

This drug is given with a loading dose. The loading dose in intravenous administration is 6 mg/kg adminis-
tered twice a day every 12 hours. For dosage from day 2 onward, it is recommended to administer 3 mg,/kg for
maintenance therapy and 4 mg/kg twice a day if the effect is insufficient with that amount. With oral admini-
stration, it is appropriate to administer 300 mg twice a day every 12 hours for the loading dose and 150-200 mg
for the maintenance dose from the second day 2 onward.



