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Fig. 2. Serum concentrations of NY-198 after oral administration to mice, rats and dogs at a

dose of 20 mg/kg (mean + S. E.).
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Fig. 3. Serum concentrations of NY-198 after oral
administration to rats at different doses
(mean + S. E.).
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Fig. 4. Serum concentrations of NY-198 after oral
and intravenous administration to rats at
a dose of 20 mg/kg (mean + S.E.).
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Table 1. Urinary concentrations of NY-198 after oral administration at a dose of 20 mg/kg
Animal | No. of Concentration (£g/ml), mean = S.E.
species | animals 0~6h 6~12 h 12~24 h 24~48 h 48~72h
Rat 5 609.8 + 64.3 97.5 £ 17.5 5.56+0.7 ND ND
Dog 4 231.7 +£ 39.1 246.8 = 61.2 75.1 £ 23.5 2.4+0.6
ND : not detected (0.39 pg/ml>)
Table 2. Urinary excretion of NY-198 after oral administration at a dose of 20 mg/kg
Animal No. of Cumulative recovery rate(%), mean + S.E.
species | animals 0~6h 0~12h 0~24h 0~48h 0~72h
Rat 5 59.5 + 2.7 68.9 + 3.9 69.9 = 3.9 69.9 + 3.9 69.9 + 3.9
Dog 4 NT 25.8 + 4.0 42.7 + 3.3 53.3 £ 2.7 53.8 + 2.6

NT : not tested

Table 3. Tissue concentrations of NY-198 after oral administration to rats at a dose of 20 mg/kg

Concentration (zg/ml or pg/g), mean = S.E., n=5 AUC

Tissue (0~6h)
0.25 0.5 1 2 4 6h (pg+h/ml)

Serum 9.73+1.18  9.50+0.51  7.01+0.11  4.00+0.38 2.23+0.31 0.88+0.15 22.6
Kidney | 24.15+3.06 25.28+2.22 24.10+1.72 11.23+1.34 9.93+0.88 5.65::0.99 76.0
Liver 18.96+1.95 16.52+1.60 15.06+1.07 8.44+0.96 3.89+0.39 1.9120.40 4.6
Lung 6.79+1.00 6.76+0.58  4.59+0.13  2.60+0.40 1.06+0.16 0.46+0.03 14.2
iﬁfslcel":l 6.95+1.20 12.33+1.46  6.36+0.69  6.92+£0.92 2.76:0.39 2.01+0.40 29.0
Prostate | 6.82+0.52 14.59+1.09  8.05+0.95 5.90+1.11 3.27+0.56 1.88+0.80 30.5

AUC : area under the curve calculated by trapezoidal rule
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Fig. 5. Serum concentrations of NY-198 after oral
and intravenous administration to dogs at
a dose of 5 mg/kg (mean = S.E.).
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Tissue concentrations of NY-198 after
oral administration to rats at a dose of
20 mg/kg (mean).

TLC-bioautograms of urine collected
after oral administration of NY-198 to
rats, dogs and monkeys at a dose of
20 mg/kg.

Absorbent : DC-Alufolien Kieselgel
60F 25¢ (Merck)

Sample amount :'1 gl

Test organism : E. coli NIH] JC-2
Solvent : dioxane~28% ammonia water
3:2)

* ! determined by the bioassay

LIEFEEITCT R, Ty P TIRES5%155, {1 XT
FIREICE—-2i2EL, BEIETREIET Y b
XPERE T AR VEWEE2RL, #1/2TH
=72, AUCI3A XD E L, TSy b, 9720
JETH -7,

/e, BIRNIRS L ORBTIE AUC B (po./iv) i3
79 FT0.85, £ X TO.94LEORINA IR ITEN T
5T ENREI NI,

RHBANDOBITHEICOWT Y, T v b Tl & Figic
BORE%15~303TE =2 I0E LTz, £l ESE

- EBLUAUC (0~6h) i3mEDZEh & HBELT, BT

0. 706585 X TR0, 63 & B - 72 fibld & 2 1. 26~
2.60f5B L Ur1.29~3. 36157 <, MRBTHICBA &
RERLIZ, BTIBFRISERRL, Fhiak
BWTH, v }T69.9%, 4 XT53.8%% NFLX,
OFLX iTH~NEWEEZ R LY,

g, ROISAFF—F7S50LE0, 5w b, 428
SN DTRIZB T b Rz id Rz biko NY-
198N HUBIEYE 2 B ¥ 2 a7 <, AR Ol
HIEEERL T 2B IRABSVREBMETH B L
PRSP E LT,

LB, BICRRIZE MeBWT O RO C L pEsY
LTw3,

BLEDGER LY, NY-1982¢ in vitro WE e BT
¥ NFLX 3 L ** OFLX L& T b, Fix O RBRIEY:
BTNV L TROBS CEN MR RTEHRELT
ROBNASREFLC L, SSBITECERTWEZL,
REENC W EREI R, BOFE LTERLE
PRI CE 2R TCh DL EL b,

AHERIIEASHE 8 A & RG24 1 AofBicE
L7,



VOL. 36 S-2 CHEMOTHERAPY 137

3) REXE—, KiEX—, MU, SEEE KEX

X L —, R, + & . NY-198¢ Norfloxacin 3 &
1) HEE—, KEX—, /NEHT, SRR BKER— U* Ofloxacin @ Bioassay i & 5 AP EIHELLEL,
. NY-198DMB I — in vitro B L U in vivo Chemotherapy 36 (S-2) : 188~194, 1988
HLE{EA—, Chemotherapy 36 (S-2) :99~111, 4) BN, HWRERE, BOHS, KEFEE &4k
1988 fe, ARG, BREH, WEE— XxH H: NY
2) HEERE—, KEX—, MR E A, HEF— NY-198 -1987% 1 EEEKER, Chemotherapy 36: (S-2)
DBERPHIERIEORET (201, 20 2) | tEEs 201~239, 1988

FHARE

DISPOSITION AND METABOLISM OF NY-198
I. BIOASSAY STUDY OF ABSORPTION, DISTRIBUTION
AND EXCRETION IN VARIOUS ANIMALS

Encui Okezaki, Konicur OumicHi, SHoji Koike, YosHIE TakanasHi and Encur MakiNo
Central Research Laboratory, Hokuriku Seiyaku Co., Ltd., Fukui

Tetsuya TEerasaki, Akira Tsuji
Department of Pharmaceutics, Faculty of Pharmaceutical Sciences, Kanazawa University, Kanazawa

Absorption, distribution and excretion of NY-198, a new pyridonecarboxylic acid derivative, were examined
by bioassay in mice, rats and dogs after a single oral and intravenous administration.
1. The peak serum concentration (Cmax) of NY-198 after oral administration to mice, rats and dogs at a dose
of 20 mg/kg were 5.30, 9.73 and 9.64 xg/ml, namely, Cmax in mice was lower than in rats and dogs.

Ratios of area under the curve (AUC) of oral to intravenous administration (p.o./i.v.) to rats (20 mg/kg) and
dogs (5 mg/kg) were 0.85 and 0.92. NY-198 showed excellent oral absorbability in rats and dogs.
2. Cmax of NY-198 after oral administration to rats at a dose of 10, 20 and 40 mg/kg was 5.90, 9.73 and 22.46 g/
ml. Their AUC’s were 11.4, 22.6 and 55.1 ug/ml, respectively. Cmax and AUC increased dose-dependently.
3. The urinary excretion rate of NY-198 after oral administration of 20 mg/kg was 69.9% within 24 h in rats
and 53.8% within 72 h in dogs. Urinary recovery of NY-198 was excellent.
4. After oral administration to rats, NY-198 was distributed in kidney, liver, prostate and skeletal muscle at
higher than serum levels, but in lung it was slightly lower.
5. Antibacterial metabolites in urine of rat, dog and monkey after oral administration were examined by
TLC-bioautography and no active metabolites were detected.

These results indicate that NY-198 is excellently absorbed after oral administration, distributed in most
tissues of the body at high concentrations and that it is not metabolized, but excreted unchanged mainly into
urine.



