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Recent researches on clinically used triazole antifungal reagents are focused on their pharmacokinetic
disadvantage which increases the probability of inducing adverse effects in patients. For this point, in the
present laboratory, Chemon Inc., has investigated new antifungal reactive compounds, KAF-200522 and
its chloride form, KAF-200522 - HCI, which has a modified triazole structure. Pharmacokinetic data were
measured with LC-MS/MS in male mice which were orally treated with the above compounds at 10 mg/

kg. T

times higher than those of KAF-200522, respectively. In beagle dogs, AUC and C,,,

and t,, of KAF-200522 - HCl were comparable to KAF-200522, but AUC and C,,, were 1.4 and 1.6

of KAF-200522 - HCI

were 2.7 and 1.4 times higher than those of KAF-200522, and t,, was 3.5 times higher than that of KAF-
200522. Moreover, in beagle dogs, the oral bioavailability value of KAF-200522-HCI was revealed as
31.0% to contrast to 6.2% of KAF-200522. In 1-week repeated oral treatment toxicity study of KAF-200522
in male rats, inhibition of body weight gain was observed in 120 mg/kg treatment group, and loss of body
weight was observed in 600 mg/kg treatment group. In the toxicokinetic study of KAF-200522, no
accumulation after the systemic exposure was observed. In conclusion, as to the new antifungal drug
development, KAF-200522 - HCl was considered to be advantageous in pharmacokinetic characteristics

compared to KAF-200522.
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Table 1. Physical characteristics of KAF-200522 and the synthesis of KAF-200522 - HCI

Name KAF-20522
Formulation C23H23CIF2N602
Molecular weight 488.92
Melting point 129-130
Permeability -6.13+0.15
pKa 3.472+0.001
logP 2.874+0.075
Solubility 74.1 uM in Water (0.0362 mg/mL)
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Table 2. Pharmacokinetic parameters of KAF-200522 and KAF-200522 - HCI after a single oral administration of KAF-200522 and

KAF-200522 - HCI at 10 mg/kg to male mice (n=5, respectively)

Compounds t,, (hr) Toax (A1) Ca (ng/mL) AUC (hr*ng/mL)
KAF-200522 1.9 908+151 3687
KAF-200522 - HCI 1.7 1488+256 5150

¥The standard deviation was calculated only in C__, because blood collected mice were sacrificed every time point of blood collection
due to the sampling method (Blood was taken from the posterior vena).

Table 3. Pharmacokinetic parameters for KAF-200522 from female beagle dogs after single administrations of KAF-200522 and
KAF-200522 - HCI at 10 mg/kg (KAF-200522; n=2, KAF-200522 - HCI ; n=4, respectively)

Compounds Route t,, (hr) Toax (A1) Cax (NG/ML) AUC (hr*ng/mL) F? (%)
KAF-200522 LV. 12.8+7.8 = 66911587 38437+5266 6.2
) P.O. 6.0+1.8 1.5+0.7 511+139 2402+594 ’
(AVA 43.9+38.7 - 498741237 20909+3841
KAF-200522HCI P.O. 21.116.6 1.4+0.6 7461447 653815078 31

3F means the bioavailability calculated by following formula.
F=[AUC(p.0.)/Dose(p.o.)]*'[AUC(i.v.)/Dose(i.v.)]*100
®Not applied due to intravenous administration route.
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Table 4. Body weight changes after 1 week repeated oral administrations of KAF-200522 in male rats (n=5)
Weights
Dose (mg/kg/day) ohts (9) -
Day 0 Day 1 Day 3 Day 6 Gains?
TK? 182.89+3.71 197.29+5.18 202.5346.35 226.23+8.67 43.35¢5.10
0 Non-TK? 175.38+6.42 188.13+6.75 195.74+8.33 220.08+7.97 44.7+1.55
Total 179.88+5.84 193.63+7.07 199.82+7.17 223.77+8.05 43.89+3.76
TK 180.87+8.13 182.19+13.83 188.56+13.34 214.68+14.94 33.81+6.84
24 Non-TK 184.19+0.07 197.74+1.85 204.14+£3.76 225.68+2.04 41.4941.97
Total 182.20+6.03 188.41+13.00 194.79+12.86 219.08+12.20 36.88+6.48
TK 182.83+5.56 181.82+6.71 187.88+9.31 209.17+11.94 26.3416.38
120 Non-TK 177.9446.02 184.66+9.02 192.67+10.78 212.56+10.29 34.62+4.27
Total 180.87+5.63 182.9616.73 189.79+8.90 210.52+10.06* 29.65+6.75**
TK 180.47+7.66 157.28+12.73 165.92+13.94 176.97+6.80 -3.516.91
600 Non-TK 180.18+0.54 160.51+2.94 172.61+1.99 180.73+0.18 0.55+0.72
Total 180.35+5.42 158.57+9.29** 168.60+10.56** 178.47+5.23** -1.8815.38**

3Gains are body weight difference between day 0 and day 6.

PTK represents the data of animals for the toxicokinetic analysis (n=3).
9Non-TK represents the data of normal animals for the toxicity study (n=2).
*I**Represents a significant difference at p<0.05 or p<0.01 level compared with the vehicle control.

Table 5. Mean toxicokinetic parameters for KAF-200522 from male Sprague-Dawley rats following 1-week repeated oral

administrations of KAF-200522 (n=5)

. AUC Cmax Tmax
Dose (mg/kg/day) Period
(hr*ng/mL) (ng/mL) (hr)
04 Day 1 13500+3481 11501256 2.0+0
Day 7 1652111127 1394+708 4.0+0
120 Day 1 118185122613 77924986 10.0+4.6
Day 7 88340110947 658711194 4.0+1.2
600 Day 1 346502+80486 1776845874 10.0+0
Day 7 156224489647 874445106 10.0+4.6
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o2 BIEA=Y(Girmenia et al, 2000), KAF-2005222}
KAF-200522 + HCI B]Z7elA <F 0.5 % 0.7 pg/mLe]
Coos UERAL 21om o} MRHA= BUAT & A
T2ol M 8%k KAF-2005223 KAF-200522 « HCI2] in
vitro o1X 9] FaArld A3 fluconazole 1A o<1 C
albicans (ATCCMYA-573)°14] 0.0156 pg/mL ©]3k2] 80%
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grol 7191g Aog Adsigith Wry
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o] & 4 gt ByH wul JthGartner et al, 1980;
O'Neill and Kaufman, 1990). EA)5E]olA KAF-200522
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