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Table 1. MICs and MFCs of voriconazole for Aspergillus spp.

Species Funeicidal . MIC (MFC) (ftg/ml)

(no. of isolates tested) Hngieical agen Range G mean 90% 2

A. flavus (30) VRCZ 0.25-1.0 (0.25-2) 0.66 (1.08) 1.0 (2)
ITCZ 0.03-0.5 (0.12-8) 0.21 (0.73) 0.5 (1.0)

AMPH 05 -2 (0.5-4) 1.3 (1.53) 2 (2

A. fumigatus (94) VRCZ 0.06-8  (0.12-8) 0.52 (1.69) 1.0 (2)

ITCZ 0.03-8  (0.12-8) 0.45 (1.57) 0.5 (4)

AMPH 0.25-4  (0.5-8) 0.95 (1.76) 2 (2

A. nidulans (13) VRCZ 0.12-4  (0.12-4) 0.62 (0.92) 0.5 (2)
ITCZ 0.06-4 (0.12-8) 0.52 (2.32) 0.25 (8)

AMPH 0.5 -4 (0.5-8) 1.15 (2.19) 2 @
A. niger (8) VRCZ 0.25-1.0 (0.25-2) 0.77 (1.08) 1.0 (1.0)

ITCZ 0.12-0.5 (0.5-4) 0.45 (2.1) 0.5 (4)
AMPH 0.5 -1.0 (1.0-2) 0.69 (1.25) 0.5 (1.0)

A. terreus (29) VRCZ 0.25-2  (1.0-8) 0.63 (6.8) 1.0 (8)
ITCZ 0.03-0.5 (0.03-8) 0.14 (1.23) 0.25 (2)

AMPH 0.5 -4 (1.0-8) 1.7 (7.4) 4 (8

VRCZ: voriconazole, ITCZ: itraconazole, AMPH: amphotericin B
a90%, MIC gy and MFCgy (MIC59 amd MFC: five to nine isolates per species)
J Clin Microbiol 39: 954-958, 2001.

Table 2. In vitro activity of voriconazole against fluconazole-resistant and susceptible Candida spp. isolates

Species MIC of fluconazole MIC of voriconazole (1tg/mi)
(no. of isolates tested) (g/mil) Range MICj5g MIC g

=8 <0.03—=16 <0.03 0.06

C. albicans (183) 16-32 <0.03—=16 <0.03 0.25
=64 <0.03—2 <0.03 0.25
=8 <0.03—2 0.125 0.25

C. glabrata (12) 16-32 0.125 0.125 0.125
=64 0.25 0.25 0.25
=8

C. krusei (11) 16-32 <0.03—0.25 0.125 0.25
=64 <0.03—0.5 <0.03 0.5
=8 <0.03—0.125 0.125 0.125

C. tropicalis (10) 16-32 0.125 0.125 0.125
=64 <0.03 =0.03 =0.03
=8 <0.03—=16 =0.03 0.125

All organisms (216) 16-32 <0.03—=16 0.06 0.25
=64 <0.03—2 <0.03 0.25

J Antimicrob Chemother 44: 697-700, 1999.
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In vivo iR TlE, BEEILE Y bOERETILZHWN
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L5 K OREAE TV 123 LT VRCZ ORI 513,
[ UG8 D ITCZ & ik U TH BITEW in vivo HLE
G M 2 ) U 7z, [AARIC, FLCZ ITx U TIRIK 2 % 0
Candida glabrata J U8 C. krusei Mi TN 7 > — Vit % C.
albicans D 2 B &Y€ 57 )VIZHK L TVRCZ DR DK 5
1, ITCZ 7213 FLCZ LI U T in vivo i VE % #f
DI ENHRI N,
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BICHT B in vitro 61 & BRAT 75 3B RE 2 SO L
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VRCZ SR ABI DK TH 0, FFRHTEESE CYP2C19,
CYP2C9, CYP3A4 Iz ETHMEIND. ThHdoH B, &
2 7o R BE 213 CYP2C19 T & 0, A B # 13 Genetic
Polymorphism 23 fF7ES 2 Z £ 5N TS, HAAN
DK 20 % 1L BE DK VY Poor Metabolizer & S 31T W
Z 11).
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IR RE G & 2 Widal MMl 2 52 L T Wh7sn
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JVZJEITHR U CORE RIS 26T 5729, Bk
IO ENGETE 2 EEZEA 50D, B, ek
DEESEETOENR TS, VRCZ B[ N AMPH £ C%
NZN, 50.8%, 31.7% TdH D VRCZEHD HF B EN T
7z. Fig. 113, £ % %/~ 9 Kaplan-Meier fif TdH %.
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Fig. 1. Kaplan-Meier Survival Curves (Modified Intention-to-Treat)

OLAT: all licensed other antifungal therapy
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& 51T, Kaplan-Meier £ 12 X 598 H H O A4 /7 #14,
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HoTz.
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ZMBH O, KE CDC DAL KT > TEOHMNH<
R XN TN D DIEME— FLCZ 400mg DI GDHTH
W UL Lads, FLCZIZY ZA)VFIL ZBITH L
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Voriconazole (VRCZ) is an azole-class antifungal agent with a broad spectrum. VRCZ shows high
antifungal activity to Candida spp. including fluconazole less-susceptible species., Aspergillus spp. and
Cryptococcus spp. VRCZ shows fungicidal activity to Aspergillus spp. In addition, voriconazole shows activity to
rare pathogens like Fusarium spp. or Scedosporium spp. VRCZ is available in both IV and oral formulation. The
oral formulation shows stable and almost 100% bioavailability. The protein binding ratio is approximately
58% and over 40% exists as unbound form. VRCZ shows a good tissue distribution including brain and CSF.

Outside Japan, several RCTs were conducted for the treatment of deep seated mycosis. The results show a
very good drug profile superior to the existing antifungal agents.

VRCZ was approved by the FDA and EMEA in 2002. As of September 2004, it has been approved in over 50
countries worldwide.
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