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In-Vitro Susceptibilities of VVoriconazole Against
Korean Clinical Aspergillus Isolates
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Background: Voriconazole is a potent new triazole antifungal agent expected to be particularly
useful for the treatment of invasive aspergillosis. However, in vitro susceptibility of voriconazole for

clinical strains of Aspergillus species isolated in Korea has not been fully surveyed.

Objective: We determined minimum inhibitory concentrations (MICs) of voriconazole for clinical

Aspergillus isolates.

Methods: A total of 100 clinical isolates of Aspergillus species (40 A. fumigatus, 24 A. flavus, 17 A.
niger, 17 A. terreus and 2 A. nidulans) was tested. In vitro voriconazole susceptibility testing was
accomplished utilizing the National Committee for Clinical Laboratory Standards (NCCLS) broth
microdilution method M38-A. MIC of voriconazole was determined using RPMI medium at 48 h of

incubation.

Results: Among the 100 isolates of Aspergillus species tested, 98% were inhibited by < 1 pg/mL
of voriconazole. The MICs of voriconazole ranged from 0.125 to 2 ug/mL (geometric mean MIC, 0.52
pg/mL). The MICsy (MIC at which 50% of the isolates tested were inhibited) and MICy were 0.5 and
1.0 pg/mL for all Aspergillus species, respectively. The strains showing MIC=>2 ug/mL were 0/40
(0%) in A. fumigatus, 1/24 (4%) in A. flavus, 1/17 (6%) in A. niger, 0/17 (0%) in A. terreus, and 0/2

(0%) in A. nidulans.

Conclusion: These data demonstrate promising in-vitro activity of voriconazole against clinical
strains of Aspergillus species isolated from Korean patients. [Kor J Med Mycol 2004; 9(3): 166-173]
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Table 1. Aspergillus species tested in this study

Site of Isolation

Species

Respiratory  Pus  Others’  Total

A. fumigatus 33 3 4 40
A. flavus 21 3 0 24
A. niger 16 1 0 17
A. terreus 11 3 3 17
A. nidulans 1 1 0 2
Total 82 11 7 100

"Other sites included peritoneal fluids (n=3), eye (n=1),
urine (n=1), sinus tissue (n=1) and toe (n=1).
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Aede] F2A] C. parapsilosis ATCC 22019 (.
2]FZUE MIC, 0.03~0.25 pg/mL)2} Candida krusei
ATCC 6258 (H.2] 52 MIC, 0.12~1.0 pg/mL) 2 A,
flavus ATCC 204304 (B8] F}E 05~4.0 pg/ml)S

Table 2. Distribution of voriconazole minimum inhibitory concentrations(MICs) for clinical isolates of Aspergillus

species
Species No. of Occurrence at MIC (pug/mL) of
(No. Isolated) 003 006 0125 025 05 1 2 4 8 16
A. fumigatus (40) 22 17 1
A. flavus (24) 4 14 5 1
A. niger (17) 6 6 4 1
A. terreus (17) 1 11 5
A. nidulans (2) 2
Total (100) 2 33 48 15 2
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Table 3. Comparison of MICs of three antifungal agents against clinical isolates of Aspergillus species

Species Antifungal Agent MIC (ng/ml)
(No. Isolates) Range G mean 50% 90%
A. fumigatus (40) Voriconazole 0.25~1 0.38 0.25 0.5
Amphotericin 0.125~1 0.18 0.5 1
Itraconazole 0.25~1 0.73 1 1
A. flavus (24) Voriconazole 0.25~2 0.63 0.5 1
Amphotericin 0.5~2 1.68 2 2
Itraconazole 0.25~1 0.48 0.5 1
A. niger (17) Voriconazole 0.25~2 0.62 0.5 1
Amphotericin 0.125~0.5 0.12 0.5 0.5
Itraconazole 0.25~1 0.68 0.5 1
A. terreus (17) Voriconazole 0.25~1 0.63 0.5 1
Amphotericin 2~8 2.90 2 4
Itraconazole 0.25~1 0.54 0.5 1
A. nidulans (2) Voriconazole 0.125 0.125 ND ND
Amphotericin 0.5~1 0.75 ND ND
Itraconazole 0.25~05 0.38 ND ND
Total (100) Voriconazole 0.125~2 0.52 0.5 1
Amphotericin 0.12~8 1.23 1 4
Itraconazole 0.25~1 0.60 0.5 1

G mean, geometric mean.

ND, MICs, and MICyynot determined because <10 isolates were isolated during the study period

AREBISLET], o5 Al ZHA Tl digh Bl s
Z MIC= v Arprlel 25 A "l £330t
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ug/mLo] =1, amphotericin 2 itraconazole2] MIC
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