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BrLPiE K] DL-8280 o &+ ¥z 31+ % 10 A HEM
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ml/kg D—EXREE TLAMY F—F ALV EOREL
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2) EWERE

BEMATR I UEE# L, 5 10 Hicy4X¥E @5l
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Fig. 1 Body weight changes in rabbits treated Fig. 2 Serum creatinine and urea nitrogen values
with DL-8280 or cephaloridine (CER) in rabbits treated with DL-8280 or cephalo-

ik ridine (CER)
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—Control, ---DL-8280 50mg kg, p.o.,
--DL-8280 200mg/kg, p.o., — CER 150mg kg, i.v.
— Control, ---DL-8280 50mg/kg, p.o.,
ORERHLCTHRMIBR LS, EXFIRLE, —-DL-8280 200mg/kg, p.o., — CER 150mg/kg, i.v.

ThbDBIZ10% U VEEEE A< Y VCEELE %
R374 VABYREENL ~= bRy -2 Ty I, lysozyme D ¥4, 7-GTP ¥ X 8 NAG ©

REETOERFRNICREL R, KhnMEE, pH ofgtElt, Wi OBER OHBEI D b
IL 5% %% AL MK i,
L —BE% 3. WORBENRE
D —BmER 1) BEK (Tablel)
DL-8280 @ 50 mg/kg 3 X TF 200 mg/kg THREIKIC DL-8280 » 50 mg/kg ¥ X Uf 200 mg/kg Bf D HERK
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Fig. 3 Urinalysis in rabbits treated with DL-8280 or cephaloeridine (CER)
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Table 1 Group mean body and kidney weights in rabbits treated with
DL-8280 and cephaloridine (CER)

Group Control DL-8280 CER
Dose (mg/kg) 0 50 200 150
No. of rabbits 4 ' 4 4 3
Body weight (kg) | 2.4240.01% | 2.8040.16 | 2.65+0.23 | 2.29+0.14
Kidney () | 14.57+1.03 | 16.4940.97 | 13.98+1.42 | 29.766.33
(g/kg) | 6.03%0.45 | 5.90£0.10 | 5.2740.16 | 13.4233.45
a) Mean + S.E.

™ 200mg/kg 2BV Tk, —BRIBR X OHEELD
DL-8280 H#E5DEBRIED bhlehroTc, b 1,
5, 10 R&IZfTo e MR L CROBSHEETHIE 7 £ —
FOREBECRBVTHEHOZBIBDOLNT, 10 AR

E#0BORELHBRETLREABBI 2D,

DL-8280 (XE# ] 0"E 212 L C i cinoxacin T
59 FRERICHH Lkt R ofmmic Ry %
T, RS L OBEBEIC 3 1T 5 K6 L i oI, EOER,
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Table 2 Summary of pathological findings on kidneys in rabbits treated
with DL-8280 and cephaloridine (CIIR)

Group Control | DI.-8280 CER
Dose (mg/kg) 0 50 | 200 150
No. of rabbits 4 4 4 3
Macroscopic findings
Swelling, pale,harder consistency and 0 0 0 )
many white streaks in cortex
Many white spots in cortex 0 0 0 3
Microscopic findings
Necrosis and calcification of proximal 0 0 0 3
tubular epithelial cells (1.7)»

2 No. of rabbits showing change
» Group mean histopathological score

Photo. 1 Kidney from a control rabbit (H-E
stain, X 100)

‘No noticeable change

Photo. 2 Kidney from a rabbit treated orally
with 200 mg/kg of DL-8280 for 10
days (H-E stain, X 100)

“No noticeable change

RRMEBETE 72 & DBEH B B 13599, KEFZ A~
DEMKEE (pH 7~8 Tk #7 2,000 ug/ml T, FORI%
TRAMIC RMREE A T) A% cinoxacin (57 pg/ml) T

Photo. 3 Kidney from a rabbit treated intravenou-
sly with 150 mg/kg of cephaloridine for 10
days (H-E stain, < 100)

Remarkable necrosis and calcification of proximal
tubular epithelial cells

HRTELIHL v b, A X~OBRAREBEFIC
REEFRICHER OB LR b, fEfTHic
BRI EEEIELAVLDEEZ LN,

—7J7, CER 5 T#4.5 iz 1 fIOFLEAZ LR
¥ 72, i creatinine 3 XU UN L EE &= L 7o
Ehn, COBMARERTIE, KLBREE s EC
EpffERlantc, RRETIX RBEQ KT, EA, ly-
sozyme, 7-GTP £ XU NAG #hn7c v L 8ahntsm,
FER X OWMOBHEFIOMBLARD bhteds, chbd
LI BRI FHI R A T2 6 o E B AT RAN AT 1
DERESITIHRTH-1, Tihbb, RZBBEEL
RAE I BT D RMRREDIEEL LT, REARBES
Y URERADOREED L L T, R lysozyme (Xifif
RAEDHFRIMAEDIEE L LT, R 7-GTP (ZI{ifR#
F LR TR oL, BMEOTIIEEL LT, £, R
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NAG Zmi)igFoiRs LT, £hEh/Hv-6hT
BOUO, LM PoOM4 O%EENE CER 2k 2% D
MEREE IS RALTV DL EL LN, R ICE
TAMOFTRE LT, pH ot bhis bivien, h
{2 CER #1474 ¥ T & MM % fo i U8 72 Wi s
AR L oot 7 & K—v 20 X 3 EHEI & utehs,
AKIRIZH LTIV, 2%, ETRIERKTIR, B,
HRBEMOETAERE L o v L L, RAIZMICIE
Wik sbe, WL, ATAZRMA LML DREIE, fiIK
frsa b, BAENAFER L #EXL SN, CER DU 4
FRZHT BT SV TIE, ChETORE DL
UARRBRAG R TR RANE & s & U e L RTHIRR D %
M, B, BhE~OMTHEROLN, FRLicENESHh
515, DL-8280 Tid, ZDL > mBWHMO MBI L
Boohizdot,

kD& <, DL-8280 @ 50 mg/kg s k UF 200mg/
kg ORBTIR v+ ¥BELREIAONT, € FEK
FIEM 12mglkg THBHZ L EERAND L, EEE
DL-8280 DEHEIBRLES D EEL OIS,

#2235, ABFFEIIMING64E8 AL 0BT &4 BICEM L.
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TEN-DAY ORAL NEPHROTOXICITY STUDY ON
DL-8280 IN RABBITS

Kazunisa Furunama, KouicHr AKAHANE, MicHiYuk! KaTo,
AxmMoTO YAMADA and TAKESHI ONODERA
Research Institute, Daiichi Seiyaku Co., Ltd.

In order to evaluate the nephrotoxic potential, DL-8280 was administered by gavage at
doses of 50 and 200 mg/kg for 10 days. A comparative study was performed by intravenous
injection of 150 mg/kg of cephaloridine (CER) under the same condition. Serum and urinary
biochemistry parameters were determined prior to dosing and after 1, 5, and 10 days of dosing.

Pathologic examinations on the kidney were performed following the terminal dosing.

The administration of DL-8280 had no effects on renal functional parameters such as
serum creatinine and urea nitrogen, and urinary protein, lysozyme and enzymes. There were
also no morphological abnormalities in kidneys from rabbits treated with DL-8280.

On the other hand, rabbits receiving CER showed renal injuries; elevation of serum
creatinine and urea nitrogen, proteinuria, lysozymuria and enzymuria ; necrosis and calcifica-
tion of the proximal tubular epithelial cells. One rabbit given CER died of marked nephropathy
on Day 5 of dosing.

These results suggest that DL-8280 has no nephrotoxic potential under the present
experimental condition.



