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2. T432-SEOH/EHTIE, RoMitlt, MMPDI LT F=r, BRIV ZATFo—IL#>LEH
PR, REEHRETHBE LR L AZLRBHSAL, 12,

3. 7432-S - Na BIRA S5 BOMM T2,

4 Bip 3 Rl B S P HE DR LT E R

ROBENA SNl CHhSORTE, RPCEEPHEELUCRMAENS SN, 7, MikE
LFRETIR, FEFEORMREE LEARARAOSICMBPDI LT F =0 BLURRERD
ERGRDS SO, MBEEOFERZIIE, -1

4. B-T, Y FTid, T7432-S 1000 mg/kg @ | BEO{ECRBHEORB A SN T,
7432-S « Na 1000 mg/kg DR S TCOSRBENICHFOBHEENZD Shi,
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BLUEREEET 2R RBEOERER K (Lot No.
55806, 7fffi : 871 ug/mg) T, 7432-S- Na 3. 7432-S
% Na i L RERRA (Lot No. 50914, A1 :
800.3ug/mg) T 5, 7432-S 3 M T 8 CUTic
F1, EAEEHETF, 7432-S-Na 2, —20CUT, &
B, EBXEETTREL,

2) BRizHARE

a) BOKER :1432-S i, 5757 T4
(Lot No. 608J5032, BAM{t3) A% ke LT,
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7o

b) BIRAHKSH : 7432-S - Na i3, ZHBAEHK
(BEHS 6ET80, AIEBII) T25W (Hflf)/V %Kit
ZEBL, S5KOR045uIYET T4 NLF— (BE
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Fig. 1. Chemical structure of 7432-S.
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1) BEBBIVUZORERR : 77028 Y L&
HEMETH 5 Cefazolin i3, 1000 mg/kg D74 F~
O ERKRA/SCTHOMBERAERL T, BEK
NEEMBEL L THERFTINLTVSE ™", XHR
KHWVWTDH, 7432-S - Na 1000 mg/kg 1 EI#RIR P
554 1°7432-S 1000 mg/kg Q{5 THEM® LR
Lo

2) BEHE  7432-S DEKRIESEHIIARYSFE
INTVWEDT, BOKEHERTE L, T, BER
koLBAEMPICANISEEORBERT T 510,
7432-S - Na O # RSB R E L1, EO&EL,
A3 AT—FN (WEITL) 2AVTHFFICEA
KREL, BRABSIR, Y257 I=FPEAVT
Y FENBIKAIC 0. 67 ml/min. (40 ml/hr) D5
EETHRE L1z, EOREHBLIUOBRAIREELE bIC
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¥) #BRAKES L1

3) BEaRR : ¥, 5T BENCAERIB(LEE
BibiEicL-T, | BHARFOO4BIHIIL, F

1088

M — B O (11 THEERNET - 70, %505
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Table 1. Body weight changes in male rabbits given oral or intravenous administration
of 7432-S or 7432-S + Na

Dose No. of ' Day of administrationb)
Compound Route C,
(mg/kg) rabbits -5 0 1 2 3

Control - P.O. 4 3. 055') 3.17 3.18 3.19 3.22
(5% gum arabic) +0.09 +0. 10 +0.10 +0.11 +0.10
7432-S 1000 P.O. 4 8.08 3.21 3.18 3.13 3.12
+0.09 +0.11 +0.10 +0.10 +0.11
Control - I.V. 4 3.08 3.26 3.24 3.23 3.28
(saline) +0.08 +0.08 +0. 14 +0.08 +0.08
7432-S : Na 1000 I.V. 4 3.03 3.07 2.97 3.00 3.01
+0.04 +0.09 +0.08 +0.10 *0.11

(N=3):

a) Mean+S.E. b) Day 0 : Day of administration

Table 2. Food consumptions in male rabbits given oral or intravenous administration
of 7432—-S or 7432—-S « Na

Dose No. of Day of administrationb)
Compound Route )
: (mg/kg) rabbits —5 0 1 2 3

Control - P.O. 4 176%) 175 163 167 163

(5% gum arabic) *12 +10 +13 +13 +14

7432-S 1000 P.O. 4 160 173 87" 9°° 16 °*
+13 +12 +18 + 4 + 3

Control - V. 4 188 194 170 162 174

(saline) + 6 + 4 +9 +'8 +9

7432-S + Na 1000 LV. 4 169 176 83 90 86°
+16 *+15 +28 +28 +24

(N=3) (N=3)

a) Mean+S.E. b) Day 0 : Day of administration .
+, »+ Statistically significant against control at p<0. 05 and p<0. 01

COX ORE%, EHIN/IVEL STUDENT O t RE 7=73, 7432-S - Na BRI 580 1 4 (D13M) T,

ZiT- 10 BERROBEN > hEE L ZEARSEE, SBHIC
NITBHBON, TOKk, BRERFOFEIBRLLD

0% % B # DOFEFER DA Ste T, FESEHOMD 1§

1. —#REE (D14M) T, BEFHCEBRMBOBRELBAI X

7432-S OO B L U 74328 - Na O#IRAZ 58 3 LBONATRARLSHITHNRE 3 AT TRIELTH
EHIFETHNIIEC, FRLPFERbSLON LGN T BN
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2. {&# (Table 1)

7432-S B OS5 # 5 & 0f 7432~-S + Na BIRA K5
BEb, REFERSEOEERMINTIZIMEIERZERL .
LAL, WTFhoRKTbXREE OMICHIT TR
ZixAsonlimn -1,

3. MfER (Table 2)

7432-S KSR TR, &5 1 Bikd o RBHICL
LEFHLRERR DA SN, 72, T432-S Na i
RAREBETH, #5 1 Bikh SEEUROE/DIER A
oh, EICL->TRIEEH/ELEVWbDLHD, &5
SHEICMBEICIH LERSEEROROLS SN,

4. FR®R#E (Table 3)

7432-S FEOHRESH T, ROBMEIIZSE | Bik
i3 24) (B6M, BsM) i<, &5 2 Aikiziz2H (BSM~
B8M) icaoifz, LAL, fhORIEIREICIXEISRE
BHrohlisd -7, —F, 7432-S - Na #IRAE 58
T, BEAMKE 1 Bi%iciz 24 (D14M, Di6M) T,
®5 2% 34 (DIAM~DI6M) icA 5h, A
52 8% 34 (DI4M~DI6M) icBH S5 ht, %
1z, RO 1 F (DIAM) iIcA Sz, CHhH5D
s, RILERECHEMAREZED I, Tofth, Rig
MBUCIEHERA T EREE, 7432—-S OO % Lr 7432-S -
Na ORRARSEICHR I h i,

5. MiEE(LFHRE (Table 4)

RIEBRSHIORAETIE, WThoOIRE bBMICEEE
BHond, EFECLHICREERASNEh -1,
7432-S EO#%5 3 HEOMETIE, MBEHCH LI L
T¥F=—r, a3V A57o—-)L, KEYILVE L Cl #
REBICEL, ZNVI-RIBEECEBMEERLIL, £Z0D
ft, FRFEZEF, GOT, GPT, LDH X &3 {ETMEHE %
FRUINBEREATEEN>1, —F, T7432-S -
Na #A% 5 3 BiOMT T3, HREICHLAEEZS
ZrLEEHRA O 1M, 2VLT7F =, RE
BEBIVRIVZATFO—ILENPRED - 1. BEE
T3, 1H(DIBM) TZ7 L T7F =, RERZBENED
&M -1,

6. 5E - fH#ER (Table 5-1~5-2)

7432-S B O/SE T, LB LU OB,
MHEBROBD, EBOLENS NI, —7F, T432-S -
Na #IRAES#E TR, FRO®Y, BEXdEEORLA
ANSTDHBTH - 1o

T. REHEAIRE (Table 6)

7432-S EOHRSEHOERIL, WIRAH L REHER
FHNICERBEL A SN - o (Fig. 2)e —A,
7432-S - Na #IRNBRSHOBR T2, RRNICEXR

Fig. 2. Kidney of rabbit given oral
administration of 7432-S.
(H-E. staining X 75)
Normal.

Fig. 3. Kidney of rabbit given intravenous
administration of 7432-S - Na.
(H-E. straining X 75)
Moderate necrosis of proximal tubular
epithelium is seen.

moOMEE BBERIKELH 3 #] (DI4M~DI6M) 252
Hoht, REBMAGFNICR, BREOAMREET LK
MHRADER B X O AL o Lpk#EDS 2 f) (D14M, D15M)
TREEI, 14 (DIEM) TRHEFEICEZHONTE
(Fig. 3), A% St 1 ) (DI13M) Tid. AR
EHCFIRA A2, REBHEFENICH, BEEOR
NREEDO®RL BELRBEOIES A ONIDAT
Hot, FOBLIUBRNBEBEOBRICE, @5
ELEEDEM 10

m % =
7432-S O O#% 58 B L U 7432-S - Na DFIRA
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BEBELIRTH LIS, HoruhBERAGH

Wi 7o, 7432-S - Na IRABSHO | PicD s,
BERF OMELE(LERD -, FEMOEILIZ, 7432-
S+Na (25W/VX%) OBKRARSICLZT v FAKS
BERRD KBV THAShTVE,

7432-S H L 0F 7432-S + Na Hr5BEiC 48 L A XL
(LT BEROBEOHIIRDLYEBD, ChERBRLA
HRMMIOBRA S, CORSKEROMNDIZ, #H
ERREVIFIBRSLABECAONITI(TSH
pew, T7432-S RIS DTHN,

7432-S BOHSHOWMIL, FHEAIRN I HEL
PRRT AR LIRS ohlid -, ML ERE T,
EBHOERE INIMEFDO I LT F oV OBEL L
REBHEN, BL(HBHOIEMEINIRXERD
FREBohst o, VY FRBARE T TSRO
IVTFoV/BXURIVAFO— LD LRNBSNS
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NEPHROTOXICITY STUDY OF 7432-S IN RABBITS

Fuminiko KoBayasHi, Mikio OGawA, MINORU MATSUURA
and TosHIO YOSHIZAKI
Shionogi Research Laboratories, Shionogi & Co., Ltd.
3-1-1, Futabacho, Toyonaka, Osaka 561, Japan

The nephrotoxic potential of 7432-S or its sodium salt (7432—S - Na) was studied in rabbits
by giving the compounds orally by gavage or intravenously at a dose of 1000 mg/kg,
respectively. A significant decrease in food consumption and a tendency to inhibit body weight
gain were observed in all rabbits. The rabbits given 7432—-S orally manifested a slight decrease
in urinary pH and a slight increase in plasma creatinine and total cholesterol levels but no
pathological changes in the kidney reflecting the nephrotoxicity of the compound. Slight or
moderate proximal tubular necroses were observed in 3/4 rabbits given intravenous administra-
tion of 7432—-S : Na. They also showed slight or moderate increase in protein, glucose and
glanular cast in urinalysis and a tendency to increase in creatinine and urea nitrogen levels in
plasma biochemical analysis. However, no significant difference was manifested in these
parameters compared with the control. These results suggest that 7432—S has no nephrotoxic
potential when orally administered, but 7432—-S - Na manifests weak nephrotoxicity when
administered intravenously at a dose of 1000 mg/kg.



