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AT F oG RIOKREIR, CPEE 407:5 g, Saline+CPHE 411:11 g. DOCA+CPHE
410:8 g& 3WERNCHEE G L oTce VAT T F 55 HiEDOIKTE L, CPHE 367:6
g. Saline+CPT#E 371:11 g. DOCA+CPEE 379:10 g& 3TFMTHE LT Lo/, VA
75 F URGH. tail  cuf (ST LGN, CPTE 1065 mmHg,
Saline+CPHE 116:4 mmHg. DOCA+CPHf 118:2 mmHgd 3WEMI CTHEZEI Lo olze ¥
AT ITF RS RORAF M)y LAPFIEEL, CPTE 1.6:0.1 mEq/day. Saline+CPHE
6.7:0.6 mEq/day. DOCA+CPE:  7.1:0.9  mEq/day & CPE¥IZIL-X, Saline+CPHF&
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DOCA+CPEETH Z (284 L 72,
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Saline+CPH¥ &:DOCA+CP§¥‘“C“7[‘§?§OC1[E75‘O 72 (Fig. 1)
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RUE L 2 o 72 P8, DOCA+CPEE ThH I D Td B DA B R A R STz,

VATITF RS S BHEOME L = VG, CPIFIC L. Saline+CPRE &
DOCA+CPEETHEIILT L7z BRIV = v &&I1E. CPRRICIE~, Sal line+CPRETIKT
RIS o 22D EEIE T, DOCA+CPRETH ZIIETF L7 (Fig.3),

VAT T F G RUGEORS 7T FF OPEILEX, CPRE 333.8:63.0 4 g/day.
Saline+CPHF 348.1:54.7 ug/day. DOCA+CPRE 598.4:193.1 . g/day® 3 BEfCHE
ERBON L oI, T2, TITFFTORPILED 3 BRI THE S A LNz nroilz,

R H B OB BB MG Y1 OPCNABS LM BE 3 PERI CA 35 13 A b N e oo 7oy

Fig IR0 <0 R cOMPHEIE & (3 AL E T2 e~ AR BR Ak & iife 18 &
SHHEHTHEAEXZIAON o570 LA L, VAT T F % Tk, CPREICH
. Saline+CPERIC B TR A cOMPHEIB 13 B2 {2 T w7y

KER2 — L = R 3B —

MK-422 % UL-1588094% 5-Rif D MUHGIIIALE 12, CPBE  112+3 mmHg. MK+CPTE  113+3
muHg, L+CPEF 112:3 muHg& 3B CHERERD SN h otz L L. 5 HED
VAT T F ARG R OWHEIT L, CPEE 111:2 nnHg, MK+CPEE 93.2 mnHg. L+CPRE
102+2 mmHg & . CPEEICLL~MK+CPRE & L+CPEECHZICIET L7,

VAT ITF KRG 5 HBOME Y VT F = i, CPRE 4.1.0.3 mg/dl. MK+CPRE
4.3:0.6 mg/dl. L+CPRE 4.6:0.7 mg/dl & 3MEMITHEAEIA LN H > 72 (Fig.5),
Tz, BRHEIVBYIE Dnecrosis indexd 3T CHE T A SN Do 7o,y

YATITFHEG 5 HEOMSEL = L iEEE. CPREIZIL~, MK+CPTf & LiCPRETH
BACHII L. MK-422%°L-15880904% 512 & 5 L = v Z OIS S -y LA L
BN L = ¥ & EIIMK-4225°L-1588094% 512 X W L F L7 42> 72 (Fig. 6)o

N

EER3 —LEMET M)y ARIRARTF N O R F 8k —

VAT SF UGS HBOIME Y VT = AEiE, CPRE 4.340.8 mg/dl, UK+CPH¥
3.7:0.6 mg/dl, Saline+CPH¥ 2.0:0.2 mg/dl, Saline+UK+CPRE 1.9:0.3 mg/dl T
D, HE T %2 o7:2%, Saline+CPRER USal ine+UK+CPIE T F 112 & - 72
(Fig. 7)o

PR cGMPHEEE S, UK+CPRETUK-793004% 577 23.6+3.3 nmol/day. UK-793004%5-
3 Mk 23.7:2.1 nmol/day & A B 7 2LId 328 5T, Saline+UK+CPIET &, 3]
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FEEKEARAT 20.4:3.2 nmol/day, A:BRFUMR/KEAMTH 35.4:6.3 nmol/day, AMEE
1N 2 TUK-793004% 5%  35.3:4.6 nmol/day L HEAZALERO LMo 12
(Fig.8)o

Fig.1 Effect of saline loading and

I DOCA-salt treatment on serum
—~ 5F creatinine concentration in
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Fig.3

activity and renal renin content in
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Fig.2 Effect of saline loading and
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Fig.4 Effect of saline loading on urinary cGMP excretion in cisplatin -
induced acute renal failure. 'P<0.05 vs day 0. “"P<0.001 vs day 0. TP<0.05
vs untreated rats. TTTP<0.001 vs untreated rats.
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[ [ Fig.5 Effect of M{-422 and L-158809
i \ on serum creatinine concentration
in cisplatin (CP)-induced acute
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Fig.7 Effect of UK-79300, saline
loading, saline loading plus UK-
79300 on serum creatinine
concentration in cisplatin(CP)-
induced acute renal failure.
'P<0.05 vs CP.
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Fig.8 Effect of UK-79300, saline loading, saline loading plus UK-79300 on

urinary cGMP excretion.
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EPLEDL-158809 0 B UBE R ERBARE* BT 2D ENPERIT L1z, 25 6 DEH
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SVEBEINOOEAN Lo THHMEASNT, BT I+ T v VTR
M SN T Lo TR D B, THEDEREIP BN L Y -T2 It 5
Y YRDEEIN L AT T T VAU TR T AT SR TER W E
ZAbN, SRIIEAT Y IF Ty V1IN S B b IV CRE S B LB
DVHEREINTW5S,

HIERWICL A7 MUY ARIRDE Y AT S F v OR PR * IS 27 ) . R
VAT I T VREAERT I CAUBTAETBBL TV A TREENH 2, LA L.
VAT T F G HUEEOIR D T T F F U E B OFR A A T A K B A R
AEBAIEK+ADOCAR S CHE R EERE ool Eh b, RMYATTF 4k
MR P L 2T T F VIREOERT AR EOBRFICEE 2 RE 2R Lizwn g
WHEMEIE D 72 v

LDEMWFT M) AFREARTF FANP) DT a7 2By A7 5 F VAl BEre s
B L OWEDNH LI L LY, AEETIIANPZ BN & & TEUEARL % B L
TWHLHRMUNDH S, SHOKRFTTH, EMAEKEHETRY A TS F V5%
DR cOMPHEMAS L B BB (R 7= T 7z ANPOYERIZCOMP R A3 5 & & 2551 5
NTEBY ., EHEIFEKEIICE DANPSWEL WML TW 2 TRl dH b, L L,
ANPODOVEF % HET6 3 A UK-79300% #x 5- L 72 DS BB AR S HIHIR) AT E20 & e v o 726
IR ICANPOREIE# 5 5 L TENBREBBDEISEEST 5 0B 2R
HIENTEMIE WV EBEMZILILEIGS Z L1272 555, ANPREPIEEAS A TR #7272
O, AEOWEHF TIIAT) SN TE LD o7,

W4E. epidermal growth factor(EGF) % insulin-like growth factor (IGF-I)7 &
DERF 25 REIS 5 LMBEEH LR L, SUERLSERENS L DR
EHH B, AE, Fa 3 EAIEARG AT S DO % /- L TIRANES AN 558 %
RL, BUBTRL*BHEELTRELN DL DPEDPERFAT A0, YATSF
TS ROMIBEEOTEIE L U CPCNARG AL Z Ay >~ b L7225, 5 HEOBETIE
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The effects of salt loading on cisplatin-induced acute renal failure in rats
Akira Hishida, Kazuhisa Ohishi, Chi Ji Ming, Tatsuo Yamamoto
First Department of Medicine, Hamamatsu University School of Medicine

Summary
Studies were performed to examine the effects of salt loading on cisplatin-induced acute
renal failure (ARF) in Sprague-Dawley rats. Both saline-drinking(saline group) and
DOCA(10mg/kg/week) plus saline-drinking(DOCA-salt group) for five weeks attenuated
the increase in serum creatinine concentration compared with water-drinking rats.
Tubular damage induced by cisplatin was attenuated in DOCA-salt group but not in saline
group. Plasma renin activity was significantly suppressed in both groups, but renal renin
content was significantly suppressed only in DOCA-salt group. No significant difference
was found in urinary platinum excretion between water-drinking, saline and DOCA-salt
groups. Animals receiving saline-drinking showed higher urinary cGMP excretion
following cisplatin injection compared with water-drinking rats. Neither angiotensin
converting enzyme inhibitor nor angiotensin receptor antagonist attenuated ARF. Both
agents increased plasma renin activity, indicating suppressed plasnia angiotensin II
However, intrarenal renin content was not affected by these two drugs, suggesting no
significant modification of intrarenal renin-angiotensin system. Atriopeptidase inhibitor
did not affect urinary cGMP excretion and ARF in water-drinking and saline-drinking rats.
These findings suggest that salt loading attenuates cisplatin-induced ARF. This effect was
caused through neither the enhanced urinary cisplatin excretion nor the potentiation of
ANP action. Further studies are necessary to study the effects of suppression of intrarenal

renin-angiotensin system.
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