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KAF-200522 and its chloride form, KAF-200522-HCl, were invented in Chemon inc. as new triazole
antifungal agents with excellent activities in vivo and in vitro against wide range of fungi. As a result of in
vitro susceptibility measurements, 80% minimum inhibitory concentrations (MIC,,) of both test articles
against Candida albican sp. and Aspergillus fumigatus sp. were below 0.0156 pg/mL, which were over
4,100 times lower than those of fluconazole against fluconazole resistant C. albican sp. and A. fumigatus
sp., and were over 16 times lower than those of amphotericin B against above same fungi. Additionally,
against representative dermatophytes, Trichophyton sp., the MICys of both test articles were below
0.0156 pg/mL which were over 64 times lower than those of fluconazole and amphotericin B. As in vivo
antifungal activities in A. fumigatus sp. infected mouse models, KAF-200522 treatment group at 600 mg/
kg showed 80% survival rate which was 2 times higher than that of amphotericin B and showed 13.7
days in the mean survival time (MST) which was about 2.1 times higher than that of amphotericin B. But
in KAF-200522-HCI treatment groups, all animals were found dead in contrast to 40% survival rate in
amphotericin B treatment group, however dose dependent increases in MST was revealed. In conclusion,
antifungal activities of KAF-200522 and its mimics, KAF-200522-HCl in vitro and in vivo were confirmed
in this study, therefore the potentiality of the present compounds to be developed into new antifungal

drug was expected.
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NEED  FIU=ELY =AI: AP=E KAF-
200522 Bt KAF-200522-HCI A #e] AdEds 53
AQl dimethyl sulfoxide (DMSO, 10085CH, Sigma-Aldrich
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Table 1. Physical properties of KAF-200522 and the synthesis proof KAF-200522-HCI from KAF-200522

Name KAF-20522
Formulation C23H23CIF2N602
Molecular weight 488.92
Melting point 129-130°C
Process of

KAF-20522-HCI synthesis

Cl
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Table 2. In vitro activities of KAF-200522, KAF-200522-HCI and other antifungal agents against strains causing experimental

systemic infections

MIC,, (ng/mL)?
Test item C. albicans C. krusei A. fumigatus
ATCC-36082 ATCCMYA-573 ATCC-6258 ATCC-28301
KAF-200522 <0.0156 <0.0156 0.125 <0.0156
KAF-200522-HCI <0.0156 <0.0156 0.25 <0.0156
Amphotericin B 0.125 0.25 0.5 0.25
Fluconazole 0.125 128 32 64

AMIC4,s were determined by the broth microdilution method with RPMI 1640 medium, the inoculums size was 1x10° conidia/mL, and

incubation was at 35°C for 5-7 days.

of EES FAHoE Yehla, 7 o] HalSdre
Log-rank test2 ARSI ASol tigh 42 wpz A
AleHAl sk, BE BAISER B4 BA 7R

(s}
SPSS 10.1 K& o]&3l3eH, 9442 P<0.05 ©|3}olA]
Sk S =g

2 %

In vitro A AEAH

HA Al AEE #Is] g R, C
krusei (ATCC 6258)°l4 FAt=E4 AA A5
MIC,, (@mphotericin B: 0.5 pg/mL, NCCLS guideline:
0.5-2.0 pg/mL 2 fluconazole: 32 pg/mL, NCCLS guideline:
16-64 pg/mb)e] #2=|o] NCCLS guidelines 5319171
of Ade] AFEs FHGES & F AU KAF-
2005229} KAF-200522-HCI2 C. albicans (36082, ATCCO),
C. albicans (MYA-573, ATCO) % A. fumigatus®l] s}
MIC,,©] <0.0156 ng/mLE 232, C. kruseioll= KAF-
200522 0.125 pg/ml, KAF-200522-HCI-> 0.25 pg/mL
o] I} o] KAF-2005223% KAF-200522-HClo]
FEED Fo| Ul amphotericin BS}F Hlawate] C.
albicans (36082, ATCC)°ll= <F 88} ©]7, C. albicans
(MYA-573, ATCO9+ A. fumigatusoll= <F 168} ©14, C
kruseioll = KAF-200522°] 41}, KAF-200522-HClo] 24}
e S 4 AUtk EF KAF-2005223 KAF-
200522-HClI2  fluconazole®} 4¥]xsled  C. albicans
(36082, ATCCll= <F 8uf ], C. albicans (MYA-573,
ATCO)SH F 8,200 o1, A fumigatusol= <F 4,100%)
oI, C. kruseidl= KAF-200522°] 2568, KAF-200522-
HClo] 128u) %2 Z& Blsiitk(Table 2).

T3 F7HA PR KAF-200525 ©|48 T menta-
grophytes®t T. rubrum @315+ SHAIH ] AlZAHS S
at7] 918 FPuEEEY] HAAHFTEY] MIC,E ampho-
7k 13 0.5 pg/mL  (historical data: 0.125-
1 ug/ml), fluconazok= F+ w5 EF 2pg/mL (historical
data: 2-4 ug/ml), terbinafine= + 5 =5 <0.0078 pg/

tericin B=
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Table 3. In vitro activities of KAF-200522 and other antifungal
agents against dermatophytes

MICg, (ng/mL)

Test article Trichophyton Trichophyton
mentagrophytes rubrum
KCTC 6085 KCCM 60450
KAF-200522 <0.0156 <0.0156
Amphotericin B 1 0.5
Fluconazole 2 2
Terbinafin <0.0078 <0.0078

a) MIC,s were determined by the broth microdilution method
with RPMI 1640 medium, the inoculums size was 1x10® conidia/
mL, and incubation was at 35°C for 5-7 days.

mL (historical data: <0.0078-0.0313 pg/mL)= k7]l
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Figure 1. Survival curves for mice infected with A. fumigatus
strain (16424, ATCC) and treated with various doses of KAF-
200522 for 5 consecutive days by oral administration route. O,
Vehicle (PEG 400) treated control; @, KAF-200522 at 10 mg/
kg; 2, KAF-200522 at 25 mg/kg; A, KAF-200522 at 50 mg/kg;
[], KAF-200522 at 100 mg/kg, ll, amphotericin B given by i.p
at 3 mg/kg.

2 9UA AldEEo] #AEUYL F
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Figure 2. Survival curves for mice infected with A. fumigatus
strain (16424, ATCC) and treated with various doses of KAF-
200522-HCI for 5 consecutive days by oral administration
route. O, Vehicle (0.5% MC) treated control; @, KAF-200522-
HCI at 0.4 mg/kg; A, KAF-200522-HCI at 2 mg/kg; A, KAF-
200522-HCI at 10 mg/kg; B, amphotericin B given by i.p at 3
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Table 4. Mean survival times (MST) of A. fumigatus -infected ICR mice for 14 days after 5 days repeated oral administrations of

KAF-200522 and KAF-200522-HCI

Test article Vehicle (PEG400) KAF-200522 Amphotericin B
(mglkg) 0 10 25 50 100 3
MST (days)+S.E.M 5.8+0.92 6.3£1.06  9.3+1.36  13.0+0.53*% 13.7+0.00* 6.5+0.70
Test article Vehicle (0.5 % MC) KAF-200522-HCI Amphotericin B
mg/kg) 0 0.4 2 10 3
MST (days)+S.E.M 4.70.82 4.7£1.21 6.0£2.68 7.3+2.58* 9.4+4.88*

#P<0.01 vs. PEG 400 treated group, #P<0.001 vs. PEG 400 treated group, *P<0.05 vs. 0.5 % MC treated group (The MST data were

analyzed by Kaplen-Meier test).
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