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%, Netilmicin 100 mg/kg/H 1t 10% £ F7 % # +  v#¢ 25 ml/kg/H #{E, Netilmicin
100 mg/kg/H & 5% A + 5 VK 25 ml/kg/AOPEA%E ZhZh 3POFKEIC 10 HREEHIT/ -7
LA, EFROE LR E CERMEEED Y b RS R b,
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L ARSUTINEEE ST 5 L 9T T W B,
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3) NTL 100 mg (Jififi)/ke/H itk &

Dextran 25 ml/kg/H #: & D OFAEE
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Fig.1 Body weight, urinalysis, serum creatinine concentration and serum level of netilmicin in the

first experiment
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AEEZHE L, TOURY 10% tsA=<) Y RCRESEL,
H.E. X0 PAS ufawffil, RBEGEXBRE L1,
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1) Dextran 25 ml/kg ¥zt

Fig.1 D X 5K, 2PBECKERIMASYE
B, 1HATBREAERGEED o1, BARE MR
BEREAEHDTCho1, ME7VvTF= iz 3 E
LT LR YR ot BHABE L Fig20 &
S, REHICRAE EEMROERIL, B rZEHC
Hoteo

2) NTL 100 mg/kg R

Fig.l D X5, 2PCBEDKERIBERNLE
B, 1PTCEREAZEHERDIEh -1, BARLME
REEAEFUTTChH-12, 1T sH~HomE

Fig.2 A portion of a kidney from a rabbit with

intravenous dextran injection (25 ml/kg/kay)
for 10 days

RO, MEZ7 V7 F= V22T 10 HEICE &
B bRYES, 2.1 & 2.2mg/dl T % » -, Netil-
micin O MHEFHEAIME 7 v 7F=vO LRELTED
2P Hhbhi, BEKE TR Fg3ntsr, &2
5ETHDEMRME EEMBROEE, BA2%4 S
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Fig.3 A portion of a kidney from a rabbit with
intramuscular netilmicin injection (100 mg/
kg/day) for 10 days

h, RATECHFRMEED Abhts,

3 NTL 100 mg/kg 5 & Dextran 25 ml/kg #k
EDHFHBE

Fig 1l ERD L5112, 3HEGIChERDE DI,
BARRZEAEHLUFTH -1z MRIZ 1L
BETL OHT, EYUMBES B LM 710 o
2ATRHLUT Thotso MF 7L 7F= 202 10 A
C1HT3 6mg/dl LALLM LRBY 96, fio 2T
b 2.0, 2.4mg/dl L ESIERICH »10e *72 3L
bio NTL omdERiA 201, Bask@ iz Fig 4o
Lo, ERRAIE ERMRRD BEW Rt A4
B EHoh, REEECHETFEARYEL T2 &

Fig. 4 A portion of a kidney from a rabbit inject-
ed with netilmicin (100 mg/kg/day) and dex-
tran (25 ml/kg/day) for 10 days

CHLH T,

Jk 2

4 CET 2g/kg {ihfy

Fig. 5 ZMio X5z, 1 @BIL o thmfma oo,
2RCBAE At BOMEFUFC, it 1T
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27 MIK7 V7 F = /X3P EL iz ER®EAH -
o BEMM T Fig 6Dk 51, IFMY LM 1
BALAMR LA EABRIH - oo

5) NTL 100 mg/kg jijiEgy

Fig 5 aRd L 512, (BUr3 & Liclid Lt &
BEREMRE T HCHRITEL 0+~ Th - oh%, 5t

Fig.5 Body weight, urinalysis and serum creatinine concentration in the second experiment

Cephalothin 2g kg

Netilmicin 100mg. kg

Netilmiein 100 mg kg plus
cephalothin 2g kg

3.0}
=
-
:2-5_’/__/_.—‘\____ M
-=
& \\“*~‘\v”\”
Lo
:zo:‘\d/N\\\‘\\ k\Q::§§:§::
=
<
B 15
.g HH . .
E :
[-F) . . . o
s .. .. % 8§ g s s
= =] “v. e
[
s W
5 # .
E +l- e s a e e e e -
E 1T, .. -
2 . .
-5
[~
E
3= 4
5 g
e <zt — S
£ i
b olu i T Lo L i
A b 5 10 b 10 b 5 10(day)



i CHEMOTHERAPY

JUNE 19882

Fig. 6 A portion ol a kidney from a rabbit with

intravenous cephalothin imgection (2g/kg/day)
tor 10 days

DO 2L EAEHILTFTH ot MY 7LV T F=v
(X1IHATSHE LD, ko 1THT 10 ki -9
Ao, 10 DL 23 L2 2.8mg/dl TH -1
2 MDD THTIR ER A b iieh ot BAHLERIR T
(x Fig. 3 & bRz, SEA0ERAE - il zefaft, MoK
NLbh, RS TFRARL 20,
6) NTL 100 mg/kg itk & CET 2g/kg ff#iE & o
iidak it
Fig.5 {isio X 54z, (hfiiz 1y T@cigmL, 2
RATHAEE R Rz, AW TN TIHE o HT
Hoton, BD2RL+LTCH -1z MKIT RGP
9HE I D 2R HTH 18, D 1FX+L FTH
oti, Mf 7 V7 F =iz 2 HTEL b EilHT, 1
FT 10 BHigiz 4. 7mg/dl EEWiZ -4 L1z, BHIEE
Tt Fig7o ko, MiErv7r~vDLYLI1H
THLRME Lx oz, BA,»ERT, &E—
IZEIEL A b, WAEEFCHTRARLERLTC-S
LB Bt o 2T, ERLRAE ERMRO
B BEoERl, BRrADRINCTE s -1,
1. # %=

ik NTL L m4EMs 4o —>TH % dextran £
cephalosporin ZiTAEMBEDO—>TH%A CET ##HHT
Bt BEEVHETIAENERND 2D
CREYACTEREIT -1,
aminoglycoside R EME L MW BRI IA + 2
Rk WVEBEESET S LoV T, Bitig
{ DERFIZER LY, BMERC X » TR LY,
&EDEHBFRETL, NTL & Dextran OfHHIZ L b
BEEOWEERTALZ LIBELATH D, BRMCHER
EHBTHI LB TEIRETHS S,

BN h~72X 5 i, aminoglycoside ZIT4AEHHE &

Fig.7 A portion of a kidney from a rabbit inject-
ed with netilmicin (100 mg/kg/day) and cepha-
lothin (2g/kg/day) for 10 days
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NEPHROTOXICITY OF NETILMICIN WITH A COMBINATION
OF 10% LOW MOLECULAR WEIGHT DEXTRAN SOLUTION
OR CEPHALOTHIN IN RABBITS

Hazimu Takepa, Yo Tanaka, KouicHi Wapa,
Takao MoriMoTo and MasaAkl ARAKAWA
Department of Medicine (II), Niigata University, School of Medicine

The possibility that the nephrotoxicity of netilmicin may be potentiated by the concomitant admin-
istration of 10% low molecular weight dextran (dextran) or cephalothin was examined in rabbits.
Netilmicin, dextran and cephalothin were given once daily in dosage of 100 mg, 25ml and 2g/
kg/day respectively. Netilmicin was injected intramuscularly and the other two drugs intravenously
for 10 days. The abnormality in serum creatinine and proximal tubules was more remarkable in
netilmicin-dextran combination than in netilmicin or dextran alone.

On the other hand, concerning the three rabbits injected with netilmicin and cephalothin, the
renal damage was less in two and more severe in one than that of the rabbits injected with either
netilmicin or cephalothin alone.



