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BME IBEEE R LT Cisplatin (LLF CDDP & #3) 2 E A& LicE b #EE (Fw CDDP,
Adriamycin, Cyclophosphamide ® ZFIffHLEEE:, UF PAC K LBET) #EM L, urinastatin
(LIFUS L#&83) 2 CDDP i X 2 BEEE ILICERE 5 M RE L1,

CDDP % Efk & LI bFEREX T o m AREBEEEBE220IC >\ TR L, RIRIUSEERL
7c1260C, FOMIE L LT USHEFERIMFIC OV THBEOBEEORE R B L, 1 2 —~20D PACHE
ECHER LHER O & CDDP 50mg/m?, ADM 50mg/m?, CPM 500mg/m*%EAl& L, US D
F Rk CDDP # 538 US 100,0008.47 %, CDDP # 5% US 400, 000847 % 100,000~ 200,000
BAAT /BRI OE X TAEBE L, BEMEEILHS3,500ml T 1 B0 PAC BEIC 2 D RERNT 7 > 5 145
Blchot, foks, USZEHAL 2 iEMILAK regimen 7> 5 US BT AEER Tk,

BrEEDE L Lttt BUN, Creatinine(Cr), Creatinine clearance(Cer)fE3s X U= N-acetyl-
B-glucosaminidase #& ¥ (NAG), R & y-glutamyl transpeptidase {& ¥ (y-GTP), & X O'JR rh
arylamidase /&M (AA) ZFAIE UCHBEWNR, 541, 2, 3, 7, UBXU2IHBREIEL K,

119 BUN, Cr 8 X O Cer f[EDO LT US B L IEFEHBEOMBICIS VT CDDP #5125 H5E /s
BELTD I bote, —T7, B y-GTP, AA, NAG HEd3 US (ABECIR B LI & A K30
bhiaoieh, USHEERBETIVWTRE — B ERA*/RL, CDDP#®&5%1, 2, 3, 7, 4k X
U21H B R NAG (E#12535+169, 437+153, 164+135, 198+152, 110+57, 142+84% /=L 7z,

ik X b, USix CDDP i & »BEEEMHICED CTHERNFEFTH Y, chemical nephrotoxicity % %
BHiE L85 Z & ERIRANCEER S hie,

Synopsis Anticancer chemotherapy with cisplatin (CDDP) as the main drug (combined with adriamycin
(ADM) and cyclophosphamide (CPM), PAC therapy) was performed on patients with ovarian cancer.
Urinastatin (US) was concurrently administered to assess its effectiveness in preventing CDDP-induced
nephrotoxicity.

Twenty-two patients with gynecological malignant tumor were treated with PAC therapy, and of these,
twelve concurrently received US. The ten who did not receive US served as the control. As a rule, one
course of PAC therapy consisted of 50mg/m? CDDP, 50mg/m? ADM and 500mg/m? CPM. Before the
administration of CDDP, US 100,000 units was administered by 1.V. drip infusion and after the administra-
tion, US 400,000 units was again administered by 1.V. drip infusion at a speed of 100,000 to 200,000 units/
hour. A total of approximately 3,500ml of fluids was administered 1.V.. Each course of PAC therapy took
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7 to 14 hours to complete. The control group underwent PAC therapy in a regimen not including US.

As indexes of nephrotoxicity, serum levels of BUN, creatinine (Cr), and creatinine clearance (Ccr), and
N-acetyl-g8-glucosaminidase (NAG), y-glutamyl transpeptidase (y-GTP), and arylamidase (AA) activity in
the urine was determined before treatment and at days 1, 2, 3, 7, 14, and 21 after the initiation of PAC
therapy. .

Changes in serum BUN, Cr, and Ccr levels after CDDP administration in the group with and the group
without concurrent US were similar. Urinary y-GTP, AA, and NAG activity remained unchanged after
CDDP administration in the group with concurrent US. In contrast, in the group without US, this urinary
enzyme activity was transiently increased after CDDP administration. For instance, urinary NAG activity
at day 1 after CDDP administration was 535+169, at day 2 437+153, at day 3 164+135, at day 7 198+152,
at day 14 11057, at day 21 142+84%.

Thus, our study results clinically support US is a remarkably effective prophylactic drug for use in

treating CDDP-induced nephrotoxicity.
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bh, bhbhbhORETHHEEROIIRETS
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vt Cisplatin L 72\ regimen & OIICEE
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b, BREAMFEETHECEYDENIMELRTDH
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7o,

FThhbh IEFEAMFFEDO R DT
ASEHEERE T B\ T BB key drug TH
% Cisplatin % & A 7 regimen % AR E T
Br oL Tw5, BEDOIERERT 2B
#EFl & LTk Cisplatin (CDDP), Adriamycin
(ADM), Cyclophosphamide (CPM) @ =#l% &
L7 PACEELERTH 505, HENC PACE
HEr AT 5 et & oL EE e S BIFFA R
HEEzbh, BELCZITALLHARL T regi-
men Tt e bievs, PACEEICHE S RE
PEIfERZ, BEREIER L L TXED - Xk
DHALBERTH Y, MEMBFEARALL TR
CDDP i© & 2 B&EMTH Y, dose-limiting factor
LEZ NS, bhbidLET X b HILRHER
%€ & LT, metochlopramide, steroid, antihista-
mine A L, BEE 1 L Tk urinastatin(#
BB 35270y PO FFHBEE LT US L8839

REHALTVSD, ZHIEEELY A b
BIOBETHEEEFHERI VELALERICD
BT DTHBHY,

7o T4 E1US ik & 5 CDDP B £ k%)
REBERFNCOCTHRE LD THRET 5.

SHE & UHE

1. & & LIcDXBBR59410 B LIk IR E
Bk Bk 3 & OB#E R © CDDP % L&
& LB LR 2 T o iR AR EMEE 83522
BITHD, ZhbDEMMFERC IV TR
BERFIUAOROFBASIFEAE LTEALT
Wishs, BIEFIOER, FRETH, FRmL,
HBA, Fiik L OCEREAERERORFE
BoEA, PACERERTERIER 1 LHTE
HL . EloRTXo1c, N &is US FHH
F1R2BITH Y, FoOxEO US FEFH G106 T
Hoiz.

2. PACS B D regimen i3FE 2 /Rm L &
{ThY, HHLLHERIZ CDDP 50mg/m?,
ADM 50mg/m?, CPM 500mg/m?>CTH 5. H1{t3s
R & L T, metochlopramide, steroid,
antihistamine % 2 225 3R L FH L 7=,
—7F, BEE S LTk US 26/ L, CDDP
BERDO R 3 %EEREKEHAL, CDDP &5
Bz US 100,0008 7 %, CDDP #5123 US
400, 0008447 32100, 000~ 200, 000 B A7 /BFfE] DR X
THBHBE L., BEEEIIH3,500m] T 1 KiH
2250% 5500ml O & THEEE T 20T 1 E
D PAC S v A RFRENE 7 0 L IR TH
7z, ¥7c, CDDP oEEAH S OEHE (ERERR
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10 (51|03 | Mlc |C| & |#mEyv-| 2 1049 | FEBE | b [Sq| % — 2
11)63 | S8 | e | S| %= - 1

12|74 | FEGE| I Al ® - 2

S ! serous cystadenocarcinoma, M : mucinous cystadenocarcinoma, E : endometrioid carcinoma, C : clear cell car-
cinoma, A '@ well differentiated adenocarcinoma, B : malignant Brenner tumor, Sq : squamous cell carcinoma, 5@ &

BN LN, T AREBHFRTH 20, BFEEORAEL 2em K, Rz 2 (| FNELBHFHTHH, BEEFOK

KEH2em Lk, R A5RBAKEM, * @ BEER CDDP 100mg A D %

%2 PACHEED regimen

Q=4 100ml+ 33279 » F 1058A

@==~=1+vS 300ml

DO=®%a—-~R 500ml+5y 72 1/2A
®@=4#%A 200ml+10%NaCl 100ml+CDDP 50mg/m?

®=5%7 ¥ v 250ml-+ADM 50mg/m?+CPM 500mg/m?

®=#%22—AR 500ml+ 35279 v K 205HA

@=#H%2=2—2AR 500ml+ 33529y F 0FEM+T>y27R1A

®=4A 100ml+7 YV v=5v 5A+AArH ey Smg+t7ert )ALy 10mg

c REOIEE  O-0-0-0-0-@-0-0-0-0-0-0®
<319 1002 AR HBAM L T2502>5500ml/h DR &~ FTHBL T &L,
CEZE, BOBEEOHENBIEERNHE LA, fle 2% s vEH Blezeanr ) 2

v10mg) RERFEEL TLRI W,

BL, MHZ2OMASBER EThE FE@EEHL T RZE,
- BEBERTRE SRR L, 2, 3, 7, 14, 21BBRF = v 2 LT X\,
« EHEM A ORENS,500ml/day LRI /ie b X 5 BEES > v 2 ARFERA LT E &,

HE o4 o CDDP &12100mg/body & L %) i
%, A regimen 75 ADM & CPM *#\ e 7 m
b2 —ATfToRk, ek, US Z A LI 27 fE
Bl = @ regimen 2> 5 US B\ T A& T2
7z,

3. BEEDREL Ltiish BUN (mg/dD) &
Creatinine(Cr & ®#%-3 :mg/dl), Creatinine clear-
ance (Ccr:ml/min) f# ¥ X O'JK & N-acetyl-8-
glucosaminidase {&#: (NAG: U/day), K y-
glutamyl transpeptidase i&#: (y-GTP : U/day),

I X UK arylamidase &% (AA : U/day) #JE
Bl & LT PAC ki H, ®#5%1, 2, 3, 7,
148 X U218 BicllE Ui, 3REEOBEREM X
WFRLAREBERFEAL, y-GTPE# I 5
glutamyl-3-carboxy-4-nitroanilide %, AA & ¥
¥ L-leucyl-g-naphthylamide %, NAG & ¥
¥ sodio-M-cresolsulfon-phthaleinyl-N-acetyl- 8-
D-glucosaminide 8%z NAG 7 X +) # A\ T
BE L, RABREHECERCE T 2BRE
# (U/mDX1HEBRKRE (mD & LTk, &F
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P R SRER100E LCHmE L, H5aifEr
NI HEFERTERNLI,

4, MEFWEBERER MBI V7o
7z,

® O OR

USHF AR LIEFERB > wTid BUN &
CrBIOVOCrfEOBEMER L IRLIN, T
1d CDDP #5105 BER BB TR D Iz ho
7. —7, K y-GTP EHEOEE (K 2) 2 US

110 {02
(8))(7) (10) (10)
1004 (9)
BUN o o=t f(15) f(4)L-(6) (7) T an
804
130
1204
1104
Cr 1004
90 4
804
70
1004
90
Cer
80
T T T T U
o 1 2 3 7 14 21 B
- USE A B
—O— USIEfERR

( VEBHEL-BREZKETRT.
K1 CDDP#%&#® BUN, Cr, Cer {EOEH)

1,000 * - USHE B ¥
-O0- USIEERS
a» * P<0.001
*x p<<0.01
500
(8)
1004

(=il (9)(6) (10

T i U \J

o 1 2 3 7 14 27 B
B2 CDDP#5%DRF y-GTP EMOLE)

HEREAIS125

HERFF TG LA LRBNELZZED bR
7oy, US SE A1z CDDP #4541, 2, 3,
7, 1435 X U218 Biz768+475(p<0.001), 342+
271(p<0.01), 285+149(p<0.01), 8369, 183+
157, 142+138% % 7~L, CDDP#5% 1, 2, 3
HEB D USIHEFERRED y-GTP &M US A8
DFRIL BRTEZBIC ER LK, ¥, Frh AA
EHEOEE (K 3) bR+ y-GTP EHEOESICE
UL, USHREBETIRIIZEASEIHE LIRS
bhighyotens, US JEEAR ik CDDP 5%
1, 2, 3, 7, 14k X 0%21H H1z850+268(p<
0.001), 471+323(p<0.01), 185+210, 98=+90,

1,000
- USTE B B

~O- USIHEERH
* p<0.001
* % ** p<<0.01

500+

100

=1L (9)

0 1 2 3 7 14 21 A
K 3 CDDP#&%DRHb AA FEHEOES)

1,000+
- UsfE B B
- USHMEMR
*  p<0.001
** p<0.01
00, . *%+p<0.05

=3 2 (13
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X4 CDDP 5% 0RF: NAG IEHOEE)
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137437, 97+94%%~L, CDDP 5% 1, 2 H
B USIHEERHOR+FT AAGEHIERC LA
Liz., —7H, BB NAGEKOEE (K4) 12 US
FRBETORANELIAI B/, 3LA LR
Do ntehofen, USIHEFERARF CILMOBERE
MOREE L IRERARLE(LER LI, HEHR
HMicbhbl-otEELFRT 2EEEZ R, 37
H»b, CODP#%&5#1, 2, 3, 7, 48X V2]
H B 1535+169 (p<0.001), 437+153 (p<
0.001), 164+135, 198+152 (p<0.01), 110*
57(p<0.05), 142+84% (p<0.00) %7~ L, CDDP
BE®%1, 2, 7, 14, 21H BieRF NAG iEHL
Bl EHA LK,
Z E S

VBRI T A AL F B ER O key  drug i
CDDP TH b, #HTINEEICH L T FROAUE
bl BT AR ATRBR I K, Lrl, EffE
Mg & LCER T3 R TREM TR OHK
VLD bl oteicd, bhvb T kiER
FEiE B\ T H CDDP Xk & Lc{bFEREY
ELTER, TOBR, SREFERECR T
3 PACEER (T LICRERI O T2 2 FEFERD
B TlEWRBEFRIB LTS,

—j 1z, CDDP o dose-limiting factor (3 &
ELEbhT\Ww52, MiF BUN, CrEORIED
LT CDDP it & 5 BEREEX X BRICILE T
Z L3R TH D, CDDP i X % BEE BT
A8 E LCEHK, FIRFIOMER, fosfomycin®,
He L VB BEIhTWD, bhbhiix
BERAV, KROBERESROEE Y ILE L /s
PR CETFHEEEY BV RBENBREORK
B CDDP BEEDOHF XD X 5 CHAIL .
Thib, H& lysosome KL ECEAER S
ERIVEOARREACEBEELED D,

lysosome B% 3%, & < I protease % carbohy-

drolase 2 ARt LAIRRAEAE CHRE 2
WEEL, R ifRERR AT R T & .
L7cdi 2T, Zh bOBREEEZIH T2 Z &23
CDDP BREZE DB IE1ic > 7o 08 5 AT REME VR X
h, US #{# B L7 CDDP BEEEMEIIER 285
L., FO&EE, 5% ik CDDP 3mg/kg &5t L

IJ\}H{{@

1963

T US 10,0008 67 /kg % AT 1UIXEEE A7
WRFEIBH T RECBEEY T T2 2 &4°
T&ie, £ ZCHENIHU Lo ERBIHIEYL b &
2, EHERCB\WTUS OBFBEETFHHELHR
HTBicw, USHEHE LRI 5EE
ORI BHRE L., 3%mEREKXKE 1H
3,500ml OB ET2E, USEFERLRS ED
M BUN, Cr, 8L U Cer Bz & A AR
-4, clinical nephrotoxicity (¥ H7sho7z, L
ML, R0 y-GTP, AA, NAG i&E# US 3k
A CRRROER LRAKCe tOFECH LR
%75 L, chemical nephrotoxicity 2 & 2> T\ %
ZENHERTER, LI, RP NAG L Ef
LCEEXZRTHEHAZED IO, FHLVOH
HFELRLERTH O, HOLIBEEREEORE
L LT y-GTP, NAG, FENa, Ccro 4 HE*H
WTHER LcER, US oBEEMSIVER KA
BFHRECHTAREFRTH S LT B,
CDDP BEEEX»EFHEBHE CHET 5 L BRES
EErEELZ 3501 XCDDPHE55HEB T
H BB EENED LAY, R NAG EH
X CDDP &HEFBENSLER L, W1 BHSEYE
Lo, HEIC X 5 BRMEEHIaD lysosome
e #c X % protease attack [XEFE CHEBFH
FTRPERT AR IOPTWEEEZDR
7z,

¥, bbbl CDDP i X A EEERX &/ L
72fEH (Cer 2320~ 30ml/min) & US %100, 000
~300,000%47/H % 7 HREBE L =F12 2 BB 2
2, FHFELIOHRE LR L Y USHE 5K Cer
BERLFIRRD bhichote, LchoT,
TCRAT BRI LB AE Z LTk US
DEEB Y EETHEERIEENTHS L EH
nic,

SE Db OIRE X $ % regimen
(Cyclic PAC L) R E&fTERMN 7 5 b 14K T
TL, HLFERPEEE SHEA LI Wic),
SR L THHBHORETS 2 ENTE LR
BHY, XHLIEFLHECL THRFAL TV ERL
EEZTWD,
a2 BIEL, KERMRCHB I ZIWE L,
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BEMNBEREE, WERAHR, EVESRE, BELERS
WIRERABOHELREFT RS LET,

X #®

1. REBETT, RPM=, R#ARE, N8 & LA

X, AR—&K, XHET, BHEZE, % B
ERELRITIAVA S+ vEEELYT S
urinastatin DO%pF, K, 7. 484, 1988,
. HF R, BINE—E, B #® J% A Cis
platin i X 2 BEERN LTy ¥ F R4 F v &
L 14, EFROHR, 40: 859, 1988.

3. /I % Cisplatin BEE %3 % urinastatin

AEmE4IE12S

DFHRR—FRE A ER» b —, BEREE,
41 : 328, 1989.

RS BTE R, BE R, JISER PE

REW x4 % SHIBF AL RRE (PAC B DRE,
BEEVREE, 23: 829, 1988,

. NIEERE, $ARFNSB, EM  BE : Cisplatin 0 BE

st % fosfomycin O FEH %R 1B 5 A
FHBE, BRBIGEE 23: 84, 1988

. BIUER, KB #®, HHEME BEwr Bk

% CDDP BEEMOBR, FEORRK, 31: 1225, 1985.
(No. 6658 1 « 7 «11%fH
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