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Fig. 1. Chemical structure of NY-198
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Table 6-1. Organ weights in male rabbits given NY-198 intravenously for 7 days
Compound ’ Control NY-198
Dose (mg/kg) - 12.5 50
No. of rabbits 4 4 4
Organ weight Absolute Relative Absolute Relative Absolute Relative
Final B.W. (kg) 3.32+ 0.052 3.26+ 0.13 3.23+ 0.07
Heart (&) 8.37+ 0.27 2.53+0.08 7.78+ 0.54 2.38+0.09 | 8.03+ 0.23 2.50+0.11
Lung (g) 9.79+ 0.16 2.95+0.03 9.11+ 0.25 2.80+0.06 | 9.73+ 0.23 3.02+0.10
Kidney (R), (g) 9.02+ 0.65 2.72+0.19 9.02+ 0.69 2.77+0.15| 9.41+ 0.36 2.92+0.09
), (& 9.26+ 0.63 2.79+0.17 9.21+ 0.81 2.82+0.17 | 9.38+ 0.62 2.90+0.15
Liver (g) | 105.46+10.53 31.73+2.77 | 100.50+12.10 30.71+2.94 | 93.97+ 7.06 29.14+2.19
Spleen (g) 1.55+ 0.20 0.47+0.06 1.24+ 0.04 0.38+0.02 1.51+ 0.23 0.47+0.08
Thymus (g) 4.85+ 0.51 1.46+0.16 4.70+ 0.73 1.43+0.17 | 4.11+ 0.68 1.27+0.19
Adrenal (R), (mg) 123 £ 7 37.05+1.69 98 +14 30.14+4.54 131 =+ 8 40.51+1.96
(L), (mg) 140 £ 6 42.11+1.43 111 +15 34.28+5.43 136 +10 42.17+2.53
Cecum (Wt), (g) 48.48+ 5.56 14.63+1.69 | 44.62+ 1.74 13.71+0.12 | 47.68+ 1.33 14.81+0.60
(Di), (mm) 32.3 £ 1.4 35.6 £ 1.1 38.9 + 3.1
8) Mean * S.E.
* ** GStatistically significant against control at p<{0.05 and p<{0.01
Table 6-2. Organ weights in male rabbits given NY-198 orally for 7 days
Compound Control NY-198
Dose (mg/kg) - 50 200
No. of rabbits 4 4 4
Organ weight Absolute Relative Absolute Relative Absolute Relative
Final B.W. (kg) 3.34+ 0.07» 3.38+ 0.08 2.91+ 0.09%*
Heart (€3) 8.38+ 0.24 2.51+0.08 7.78+ 0.23 2.30+0.07 | 6.95+ 0.26** 2.40+0.08
Lung (g) 11.47+ 0.48 3.44+0.17 | 12.25+ 2.36 3.68+0.82 | 11.27+ 2.10 3.92+0.80
Kidney (R), (g) 9.56+ 0.59 2.86+0.15 9.56+ 0.20 2.84+0.10| 7.51+ 0.38* 2.58+0.07
), (& 9.93+ 0.47 2.97+0.13 9.63+ 0.25 2.86+0.11 | 7.68+ 0.48* 2.63+0.08
Liver (g) | 103.41+14.54 30.78+3.73 | 94.34+ 6.10 27.95+1.76 | 60.48+ 2.59 20.85-+0.92
Spleen (@ 1.32+ 0.07 0.40+0.02 1.46+ 0.23 0.44+0.08 | 1.36%+ 0.05 0.47+0.02%
Thymus (€9) 3.67t 0.69 1.10+0.21 | 4.92+ 1.00 1.45+0.28 | 2.37+ 0.46 0.82+0.17
Adrenal (R), (mg) 97 £ 7 29.23+2.57 103 + 8 30.48+2.02 | 124 +15 42.30+4.21*
(L), (mg) 98 = 6 29.52+2.33 105 14 30.83+3.72 | 128 +20 43.55+5.72
Cecum (Wt), (g) 46.24+ 1.85 13.85+0.49 | 47.33+ 3.38 14.07+1.17 | 49.66+ 2.96 17.05+0.52%*
(Di), (mm) 36.9 + 1.4 38.9 + 1.5 42.3 £ 2.2

2> Mean = S.E.

*, *¥* Statistically significant against control at p<{0.05 and p<0.01
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Table 7. Pathological findings in male rabbits given NY-198 intravenously or orally for 7 days
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Ic—@MDBERRL A LN, —F, NY-198 200
ng/kgRNIESHETIL, 155 1 B%b 5 LW IFHEOR
LA b, HEHRRHEE L 72, ZDOMDEIRNE &
RO S HOIBHEE IR L E0 572,

4. R¥ZE (Table 3, 4)

NY-19812.5mg/keg 35 & Uf50mg/kg FARMNI% 5T
i, WTFNOREERBICLARHRGICLbEEZLNS
ZitizA o7z,

NY-198/200mg/keik Q3% 5B Ti3, ROEME(LE &
UROBFRE BaEWt, —HE7F % »456
n, B BE L BEBRAEG] & i RCFE G A 5 172,
72, WRE, NY-1980& 0 8 L UBIRPIESEEE b1
RCERE T3, BEEE2RETIEEIA LN
72

5. M&E&IL¥RE (Table 5-1, 5-2)

NY-198 12.5mg/ke3 & UF50mg/kgkElk ML 5BET I3,
D7 VT F=r, REERL LI, RE5REEZD
WTENORE T AMBREE ED 5Tz, JHUTHL,
NY-198 200mg/ ke R 5EETIE, MmN 7 L T F =
3 HRSES4%IC 2 B (F21M, F22M) CE&ERMmM%
KL, 7 BREMESRICIIERESALN, LL, R
FKEHRIL, HICBELETHALNI, ZOMICIZED
v 2Fo—LoiEm GOTiEH, CanfE T AL
720 NY-198 50mg/kgik 5BETI3, TN HDfEIR TR
LIREEE Lo T,

5. 2T - MKER (Table 6-1, 6-2)

NY-198 12.5mg/kg3 & UF50mg/keBRlR TR 5B 35
E-AMSER T, ABRLOMICEEEZRT LOR
Ab o7z, NY-198 50mg/keiR O3k G5BT b ATH
BEORBICHEEZLRTRE M7, NY-
198 200mg/kgE IR 5HTIE, FRWOMFIERDED,
DO E RO B & VRO - FENERDOR
DMERSA LN, T2, BIBB L UVEBOHENERD
B 7R & 7,

7. FEEEERRSEE (Table 7)

BR T, NY-19800200mg/ ke 3% 58 1(F23
M) THERINCBENMEOR BELBEYA LN
75, FeSEEIC IR 2 BRI E HEALREE B & U~
L — RO E RIS A b DB TH -7z, 6L
AoEOE L UBRMIZESEOBREICIE, RRNB LT
PRI NY -198EM L Z2 b 5 EAL 2R
D72 (Fig 2, 3), NY-198 200mg/keiE 1% 55F
T, RO B 7 i fafb & Eiah* 3 Bl (F2IM~F23M)
A b, REMAGENICIE, NEEICIL, ik
DR D 2F (F2IM~F24M) (2, BERhiiE &
P 722 kA 2 I (F21M, F23M)icAbhrz, NY-
1%%%W&5ﬁ@&5%%fy&mwiﬁﬁimﬁﬁt
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Fig. 3. Kidney from male rabbit given 200
mg/kg of NY-198 orally for 7 days.
(H-E stain, X 125)

d Fig. 2. Kidney from control male rabbit given
CMC orally for 7 days. (H-E stain,
X 125)
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ENRGRLEBMRICA LN, REEEHC b RIRORER
ol 2572, %7z, *HEEES L U NY-198% 0%
5T, WPIBOB D WFlrER & n, HEENICIT
FiiPTER D H <o il % B > 7Btk 2% ¥ TH - 72,

m £ £

NY-198/200mg/kgiE 3% 5B TI3E L W REED
WA L BB ERBERD YRS b d, 50mg/kgNEO
588 L U12.50g/ke, 50me/keDERIRPIIRGRETIL,
BEANDBBIIA LN -T2, 72, Tb5WThD
5B T L 5P O—BARBICEE 2 RO LD 72,
NY-1988RMR5EETIE, XG5 RATICHIML % M- 7213
[EB L UEBER 72,

NY-198 200mg/kefE % 5FTA & N IRHE DR
LB I EERADIE, ERERSRECVHXTLCE
FHIEFMLNTHE NS, 72, NY-198 L FbliEE
247 % ofloxacin DY XFHEMERERIRA XEAME
MR T L RERG TRROR/LIBEINTW S,
#-T, D& LIFHEORED, iU ERM
MmENg, MEREZ 7Y FICKRRRG LBICALNEE
LT, NY-198iICHRIAEILTIIHWEER 6N,

NY-1988ARAR SR T b ik 5RO Ll 2
o 7 THES S B ORIZ, AFOBIRMIRSIC
£33y FAMBUERBR ' TLALN TS, ZHZL
12, BIRWNREST 2720180IcFAs L7 NY-198#%5-
BRIEHBETH > oo Rl EZRL: b0 ER
Lbhb,

NY-198 200mg/kgiZ 0% 5B TROBIELS & UK
DBEF DB LD, THS IHUEWER 5%,
IBPMIE OB LY L RNRRE &2 L, ERISEVWK
RBICHE - 7272 DI E L2 ROBALTH DY, EEVHX
BHERIBIC L T L ROBMELIET 5, fE-T, RD
MM b L CROBEERIE, NY-198DEEEAT
BAWwbDEEZ N5, T2, NY-198EOEHTA
L RR BELEARMR, RILES L UBRBORE
AEREIRE CERERINET A R{th A bk ol
Z s, BREROREREEIC X 2 BMRICHEICER
L7:EfbLZEZ biLb,

NY-198 200mg/keZ 3% 5B BT, [HD7 VT
F= L DBRELHEM, RESROBEEET, 2v A7
=N, GOT FEEENET 22D, 2V T F=v
DWIMIEETH Y, Lrd, REERIIEESLT
Wl bbb, 7LVTF = OBRERIITEEEE R
LizdnkizEz a7, ©L5, HIROEFRICED
(ELEEZEZ bbb, B, LEBOBNERBSB IV
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B8 & CHFRICSFENE bIZ A LT, AElRDERE,

ERFIEE B & CBROZRLMRMEE, ~v v —{RB L
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NEPHROTOXICITY STUDY OF NY-198 IN RABBITS

FumiHiko KoBayasHi, Mikio Ocawa, MiNnorU MaTsuura and Tosuio YosHIzaxI
Kanzakigawa Laboratory, Shionogi Research Laboratories, Shionogi & Co., Ltd., Toyonaka, Japan

We studied the nephrotoxic potential of NY-198 in rabbits by giving the compound once daily for 7 days.
Toxicity was examined after gavage at the doses of 50 and 200 mg/kg and after intravenous administration of
12.5 and 50 mg/kg. Marked decrease in food consumption and body weight were observed only in the rabbits
given 200 mg/kg of NY-198 by gavage. Rabbits in the other groups did not show any change in body weight.
Neither oral nor intravenous administration of NY-198 induced any changes suggesting nephrotoxicity in
urinalysis, blood biochemical analysis or histopathological observation of the kidney. These results suggest that
NY-198 does not have nephrotoxic potential in rabbits.



