VOL. 36 S-2

CHEMOTHERAPY 625

NY-198ZHEH), FRPRAIATSE

R 296 - 6 K B 5 - F B B K
TR REBBE PR - AR

BRERABIRE 5 &I NY-198% ofloxacin (OFLX) % ZEfiEc £ 21 200mg§ PR S &, Il
Hh, R HPLC CHlIE L T L7z, PmEHREN E— 713 NY-198 2.21, OFLX &
2.36pg/mlT, Cmaxi3Zhen2.30, 2.83ug/ml, Tmax (30.815 K UF1.0488, T )2 B3 NY-
198 6.78, OFLX 5.498:f8, AUC(314.12% &1FI215.52ug-h/miTH -7z, ZDRD 128 % %
CHFRRPEINRIZ NY-198 62.5, OFLX64.0%ThH -7z, LLEDKER, NY-198/ 1 Eh&id
OFLX i THELIL TENTE Y, REDEKRDELIREL S 2 LBb,

NY-198% 4 BIRAi 1 5, BHERERA 14, SBUFTEFRSFCH, £PICEHT, BUER,

ERPRRIE R 2RO U - 72,

NY-198 ¢ ofloxacin (OFLX) i quinoline RO E )
kY ANKRYBRIAEAT, WINLRRLIER T
ML BB %2 b > T3 A b i3 2 £1200mg
PR—DBERAERE 5 ZICHREE, ZTOBROER
W8 2 B ST L 72, $72, NY-198% 7l RYERE
AL

I MNREFE

1. % &

#tsRi3 Table 1R U7z, EBROBMZHA LRARZ
BREERADFERE 5T, ARAICLERE (F
MmERS, Hb, Ht, Mk, Mg, M b ErmRE

(Y MEE, GOT, GPT, Al-P, LDH, LAP,
y-GTP,Ch-E, Na, K, C|, Ca, P, BUN, S-Cr, Ccr, 7 2
5—¥, BE[, k&% TC, TG, -LP), K &A,
¥ ooovy )y, W) 2ahv, 2FREO%L
WZkRHERRL,

2. EHESE

BB IIRTK 9 RLIBDRB 2L, B 7RI
ZNZEN200ml7k & EIC IR ¥ 12, 4B, ZRBRD
R BRI LB W2,

3. B, BRERE

i3 ARRAE, 0.5, 1, 1.5, 2, 3, 4, 6, 8,
1285R94%1c, £RERIZPIARAG, 2, 4, 6, 8, 12R¥Mitk
AR, Mg R HEER, RE & DICRIEZT—20CLL
TIFEL

4. FEAREREE

OFLX iiff bV Fkic s D, AT vV V7

Table 1. Summary of healthy male volunteers

. Body

Subjects (f;gres) H(zgglt wz:]iggl;t
1. 1.0 20 169.5 62.0
2. Y.S 20 165.7 59.5
3. N.H 20 181.5 65.0
4. M.K. 20 173.0 52.0
5. N.Y. 21 177.0 53.0

Mean+S.E.| 20.24+0.2 | 173.3+2.5 | 58.3+2.3
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Fig. 1. Serum concentrations of OFLX and NY-198 after a single 200mg p.o.
administration in fasting state by HPLC
100 . o : total NY-198 (n=5)
o o :unchanged NY-198 (n=5)
A A . OFLX (n=5)
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Fig. 2. Mean urinary excretion rate of OFLX and NY-198 after a single 200mg
p. o. administration in fasting state by HPLC
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Table 2. Mean urinary concentrations of OF LX, NY-198 and its metabolites after a
single 200mg p.o. administration in fasting state by HPLC (ug/ml)
Time OFLX NY-198 M-1 M-1I M-IV M-v M-VI
0—2h | 575.18+ 52.41 |529.68+162.95| 64.48+19.87* 0.24+0.06% 0.11+0.03* 0.36+0.12* 0.24+0.07*
2—4h | 280.52+112.87 |154.18+ 53.41| 18.54+ 6.19 | 0.11+0.03 | 0.07+0.02 | 0.21-+0.07 | 0.10+0.03
4—6h | 217.42+ 60.18 |162.16+ 24.43| 18.45+ 5.22 | 0.13+0.01 | 0.07+0.01 | 0.19+0.06 | 0.15+0.04
6—8h | 160.52+ 33.24 |136.13+ 16.65| 13.31+ 2.84 | 0.11+0.02 | 0.05+0.01 | 0.12+0.04 0.11+0.02
8—12h | 103.48+ 20.01 | 74.33+ 12.61| 8.78+ 0.50 | 0.07+0.01 | 0.03+0.01 | 0.04+0.02 0.07+0.09

* pg equivalent of NY-198/ml

Table 3. Comparison of pharmacokinetic parameters
(two-compartment open model)

HPLC assay method

D Cmax Tmax T1/.8 AUC Ka @ B Vd
rug (ng/m1) (h) (h)  |(pgeh/mD)| (h7D) (h™D) (h™) (1/kg)
NY-198 2.30 0.81 6.78 14.12 6.89 1.11 0.104 2.40
200mg P. O.
. +0.23 | +0.03 | +0.43 | +1.14 | +0.93 | +0.93 | +0.007 | =+0.09
Fasting
OFLX 2.83 1.04 5.49 15.52 6.17 1.80 0.139 1.71
200mg P. O.
. +0.45 | +0.12 | +0.99 | +0.86 | +0.91 | =+0.55 | +0.018 | +0.20
Fasting
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PHARMACOKINETIC AND CLINICAL STUDIES ON NY-198

FusaNosUKE YAaMasaku, YasurtosHl Suzuki and Katsujt Uno*
Department of Internal Medicine and Pharmacy*, Suibarago Hospital, Kitakanbara, Niigata

In a comparative study, we determined serum and urinary levels of NY-198 and ofloxacin by high perfor-
mance liquid chromatography in five healthy volunteers given a single oral dose of 200mg in the fasting state.
Mean peak serum levels were 2.21ug/ml for NY-198 and 2.36xg/ml for ofloxacin. Cmax’s were 2.30 and 2.83
pg/ml, Tmax’s 0.81 and 1.04 h, T8 6.78 and 5.49 h, AUC’s were 14.12 and 15.52g-h/ml, respectively. The 12
-h urinary excretion rate was 62.5% for NY-198 and 64.0% for ofloxacin. Pharmacokinetic properties of both
drugs were so similar that we expect NY-198 to be nearly equal to ofloxacin in clinical efficacy. NY-198
produced good clinical effect and bacteriological response in six patients with soft tissue, respiratory or urinary

tract infection.



