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Abstract : The present investigation was conducted to examine the nephrotoxicity of
CDDP based combination chemotherapy for urogenital cancer.

Group 1 included those cases who received full dose of CAP or M-VAC therapy.

Group 2 included those cases with a single kidney after unilateral nephroureterectomy
for upper urinary tract urotherial cancer.

Group 3 included those cases with renal hypofunction (S-Cr=1.3 times of normal range
and/or Ccr<60 ml/min).

In these three groups, renal function at 2 weeks (early phase) and 6 months (late
phase) after CAP or M-VAC therapy were examined. Parameters of renal function used
were serum Cr, serum BUN and Ccr.

All three groups showed no remarkable nephrotoxic changes after CAP or M-VAC
therapy. Thereafter all patients were divided into three groups according to Ccr levels ; less
than 40 ml/min, less than 50 ml/min, and less than 60 ml/min. Total doses of CDDP of those
three groups showed 66 %, 74 % and 81 %, respectively.

These results suggest that optimum CDDP doses according to Ccr levels in cases with
renal hypofunction can be established.
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AR LEUIERE L 7t b, %D dose limiting factors?
Db+ EEMR G TE VW Enlb B, &
i, WREFFERO T REBTLEEECIER
ECBRERESYETAEANS - Enb, bk
FoBEEDIE, b bLHItREEEDRLE
EHTH5 CDDP 0B EBOREICHE TS & 14
72 s,

i, CDDP oRENLEIFHIESERchB 2
LRI AbATEY, FIRTHEOBRMEMIH
ko LLC-PK, #ifaicst3 % CDDP ¥ X OWRBHE
BEZc LTHACbh s ALBEREH O
Adriamycin(BLAF, ADM & # 3, Cyclophoshamide
(BAF, CPM & B&3) D3 b 1z active CY, Vincristine
(BT, VCR &#59) % X O Methotrexate(BLF, MTX
EBEPDEOWTHBMBGRLYEHL, oKL,
MTX 3EgE toZk, CDDP, ADM, active CY %X
O VCR BHERFRCRHERDE RS bR, EbK,
KRBT v P ZHWTRRERER T, REBATLE
BEREBIC 11T & h 5 CAP(CPM + ADM + CDDP)#&
& M-VACMTX +VLB-+ADM + CDDP)#E % #
BT 5 BALFEMERIBAR S, S5, bhbh i T
PERBERAT LR LCHET LCV Bk D regi-
men ® CAP #k & M-VAC R » CTHREERS

W, BOBRORBRENE 2 REEBFOCHRE L. £
DFER, HALFHREFIEAF <1k CDDP 0 %53 Bz prox-
imal convoluted tubules DZEM: 7z & DIEEHEME TR L
o2y, EEEREIARE S hi.. Lrl, Fhllstogb
FRERICE, BeBElmRshkhbote. SHEAL
0 CDDP KE# 51 ¥ U 7o CAP B IR B\ T
3, Bk sEARS 5 & b EE G, proximal
convoluted tubules ® Z5 ¥, B IR & © 8 4, giant

ES )

cell, fibrosis 7c ¥ ODHBEIBEI N, ThbDELITH
BEERFHEAR LN, FfTcycle Bo#EmE & b cEET
Hoiz. i, M-VACHEKE TR, BHEICKITHEH
3o LIEET, BOBMIBENSTFEECADLI
e EBHRELL. LaL, 1 Toin vitro & in
vivo DERBRRER BTN CTEREKB I 5 b Tkl
[N

T T, RERTERKZWRER S X CBIEREW
REFHT CAP EER L O M-VAC B 1T LR
HREMEEEMIC O WT, BHEIENITE © CDDP %
regimen THRE L 7 G EIZHE - full dose THE LI
TEFIR, B HRREEE OB REHRATE O BEEF
FER L OBBREET 2R L CWIEFRED 3 Bhicou
T, BREEOBEIC X » TEHRENRE L7 CDDP 0#
SEOD LI, BREXMIL> 552 -2l Tl
Hr7v7F=vSCo, AREZ7 v 75=v 2975V
ACern) B L CMARFZEER(S-BUND R ERIFE L L
T, BESIEH T S-Cr, S-BUN 58X 0Cer it X
Y, FRTIES-Cr & S-BUN It X » TEEEOH
# % retrospective 125 L, CDDP 0o# 5 EHFEICI1T
BB CTEERETTH B ERHALMNE RS
DTHRET 5.

X & L FE

SHERIE, 19854 1 A X 9 1991 4E 6 A ORISR BT
BRRI KR EREL 75 b O BRI R B8R s\ T,
CAP k¥ X 0° M-VAC Bk % fifT L ic REE ¥
WioREE ERIEE RO & U MR SRR EE ST
% (Table 1).

Group 1:S-CrfE& X OCerfEd EHEEHE N T
CDDP % rhilh & L e ZFIBHLEEE Y Th Fh o

Table 1. Patients Characteristics

Group 1 Group 2 Group 3
No. of Patients 51 25 25
Sex Male 44 20 22
Female 7 5 3
Age 63.6+11.9 63.9+15.8 64.3+10.8
. Renal ic an - 2 4
St R i s © ;
Bladder cancer 34 (GD) 17
Prostatic cancer 17 (CD) 4
Regimens CAP 46 (mean 2.8 cycles) 21 (mean 2.4 cycles) 19 (mean 2.4 cycles)
M-VAC 5 (mean 3.2 cycles) 4 (mean 2.8 cycles) 6 (mean 2.6 cycles)

Group 1 : Patients who received full dose of CDDP based combination chemotherapy
Group 2 : Patients who underwent nephroureterectomy for renal pelvic and/or ureteral cancer
Group 3 : Patients with renal hypofunction (S-Cr = 1.3 times of normal range and/or Ccr <60 ml/min)
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regimen TRE S hicEEE LT, full dose &35
feu, 1 cycle BLEHETT U 2 e MR ERBHEMEEE S 51
BB 44 B, Lt 761, THER63.611.9 8 T,
FB O NFTULEEDERE 34 41, RIALEUE 17 BITHS. HfT
L 7= regimen (X CAP &k 2 46 BI(CFE 3 2.8 cycles) &
X O"M-VAC 55535 BICFEH 3.2 cycles) TH - .

Group 2 | BERREE®T LR o BAIE KRGS
DEBIRRET, MO & L CDDP ZHl
& Uic & FIBF LSRR 2 61T U e 25 BI(5H: 20 61, &
P 5 %l, SEHER 63.9115.8 5%) T, HafT Uitk
o regimen % CAP #&#: 2 21 BI(F#5 2.4 cycles) & &
U'M-VAC B2 4 BICFH 2.8 cycles) TH 5.

Group 3 : S-Cr EXHRIEEMED 1.3 %, FiidCer
fiEA 30 ml/min Bk, 60 ml/min RiFOEEEETEE
L7-fEFT, CDDP o & LicZHIRFREY
T U T AR 2RI B I FE 41 25 B (B 22 1, &P 3
B, TR 64.3+10.8 KT, REOWRIBAER
BIEAT B O E IR G 4 61, BEMGE 17 fi% X OVRIZER
& ABITCTH B, {afT L7 regimen 1%, CAP $#: 19 BICE
#12.4 cycles)¥ X O"M-VACHE % 6 SICFE#2.6
cycles) TH - 7z.

£AVFEREDOER T Fig. LR LT EL T, &

Table 2. S-Cr, S-BUN and Ccr levels after all cycles
of CAP or M-VAC therapy in all cases in

Group 1
. Pre. 2wks. 6mos.
Renal functions (=5 (=5 (h=44)
S-Cr (mg/dD 1.1140.24 1.2440.20 1.35+0.34
S-BUN (mg/dl)  15.2%+5.1 13.9£4.9 15.9%+4.7

Cer (ml/min) 88.2+13.7 85.1%17.8 —

No significant difference was seen in each parameter.
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regimen I3\ ~C, CDDP #5 H X EMR BRI 2000-
3000ml & ==t —2200ml ZHFATE Lic. Zofl,
Hek B CEIBRE AL v 3 &G Lic. BHEED T
2 =2 1T, {LEEERTER, & cycles® T 2:8H
BoEEH T, S-Cr, S-BUN X0 Cer iV, 6
2 BHEOERIE S-Cr & S-BUN %A\ B8 2 M L
7.

7o, S-CrixJaffe#:, SSBUN WX v 7 —X«AV
F7=/7—AETHEELR.

F e, HBRAEEOFEEEREICL, Wilcoxon t BE%
At

gU=1 %

Group 1 : % regimen 2 %1% CDDP 0 V5 # 5
£ Mean+SD) ¥, CAP fE#:Ef 158.7+61.2 mg/m?* ¥
T 0" M-VAC #E8:# 153.5+54.8 mg/m? TEIEFI T
158.2+60.7 mg/m? C, Fig. 1 C/R L #=% regimen T
2% LT CDDP #5813 %% full dose D FfE
11111.4+8.6 B TH - 7.

LIEPIC 31T HALFERIERIR COBEEED < T 2 — &
ORE Table 2 IERT L TH 5B, S-Cr EILEE
B71.11+£0.24mg/dl, 4 cycles# 7 2 B 1.24+
0.20mg/dl X 06 » A4 1.35+0.3d mg/dl &, R
B, 2BHBR L6 7 ABO VIO ZTRED
b ho fo. SSBUN fEIXJEHRET 15.2+5.1 mg/dl, &
cycles &7 2 BRI 13.9+4. 9mg/dl 5 X 06 7 Ak
15.9+4.7mg/dl TH b, 1w, 2 BHEE I 06 B A
BoWThoMcbEXRDbhieh . Cer Lk
WTh, TaEERT%88.2+13.7 ml/min T4 cycles & T
2 BRI 1% 85.1217.8 ml/min TH b BEIEDOE T %
RTFRERIEA DD - T,

% ¢, BFE, CDDP o XE#5#EE T CDDP n#

Day
Regimen
1 3 4 5 15 22

CAP

CPM (500 mg/m?) |

ADM (50 mg/m?) !

CDDP (50 mg/m?)
M-VAC

MTX (30 mg/m>?) ! ! !

VCR (0.02 mg/kg) I )

ADM (30 mg/m?

CDDP (50 mg/m?)

Fig. 1. Regimens of CAP and M-VAC therapy
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LB 70-80 mg/m® TH B Z L b, FHAEBREE
E1LT200mg/m? #8EHRE L, 200 mg/m? A 51
7Bt &, 200 mg/m? KL LB o 2 B st ot
L7, ZDfERIZ Table 31tRmTZ:< Th5. ER/S
B 200 mg/m? LA E#E Li-Bric s\ T, S-CriEik
TRERAT 0.95+0.21 mg/dl, 4 cycles 7T 2 R4 1.01
+£0.25mg/dl L 06 » A 1.11+0.31 mg/dl ¢, S-
BUN fBEI3¥A581 12.5+3.2 mg/dl, £ cycles#&T 258
f1£% 13.1+3.9mg/dl 35 X 06 # A4 14.8+4 .5 mg/dl
EVThLBERNCET O ERERR bR, BIER,

2BHEEB L V6 2 AEOWThOMIZbZRIED LA
7otz Fiz, Cor fEILEI\THIEHERNL 97.6+14.2
ml/min T4 cycles#& T 2 WRI4 13 96.3+12.3ml/
min TH b Z£IRD b e o7z, —7F, 200 mg/m? F
WG LB e\ Td, S-CriEikiaEs1.18+0.25
mg/dl, 4 cycles® 7T 2B 1.34+0.18 mg/dl %5 &
067 A#1.44+0.35mg/dl & ¥45E8T, 2BRE R L
V6 7 ABRDThOMIChELZRBD bR T S-
BUN fE33E%87 16.3+5.9 mg/dl, £ cycles& T 28
8% 14.2+5.3mg/dl 3L 06 #» F1£16.3+4.8 mg/dl
ERIYREE, 2BEABR I 06 » ABRDOWThOR
CHZEFBDORI 7. Cor fHIZD T BEEIT
84.3+13.5 ml/min T4 cycles & T 2 BRI 13 80.5+
20.1ml/min TH Y £ XA bR h 7. DX D, 200
mg/m? LLE# G U8 E 200 mg/m? Kis# b Ui 2 B
EOWTRE Lic?, BEEETERDbhih 7.

Z 7z, regimen FICHERS L7 8Rix Table 4 tR3 2
&<, CAPBERIC I\ TIk S-Cr B AR 1.11+
0.33mg/dl, 4 cycles# T 28R4 1.26+0.21 mg/dl
BEO6 7 H11.3640.31mg/dlTH b, YRIRET, 28
B X 06 » A0 WThoMicd 2135385 bhish
- 72. S-BUN B 35587 15.0+5.5 mg/dl, 4 cycles &
T 2EME# 14.1+4.8mg/dl 5 X 06 » A% 15.8+4.5
mg/dl CTH Y, LT, 2BRBBI 06 HABDOWT
hORILZEIRDOichoTe. b, Cor fEIRD
THIEEAN89.3+10.1 ml/min T4 cycles & T 28
513 86.5+14.4ml/min TH OV E T DL IT -
7.

E7z, M-VACERERI BT, S-CriEidkiEs
1.11+0.59 mg/dl, 4 cycles#& T 2 B4 1.06+0.14
mg/dl & X 06 5 A% 1.25+0.64 mg/dl & BEEHT, 2
BREEE X062 AEOWThoOMIZd ERXED S hix
2y 7z, S-BUN fEVEHERT 17.0+4.5 mg/dl, 4 cycles
BT 2:BM#%12.155.2mg/dl 8 X 06 H A4 16.9+
6.7mg/dl THbh, %z, CerfHicoTh, IEHERNT

x o

78.1+£7.4ml/min T4 cycles ¥ T 2 BREIHSI1X72.2+
12.5ml/min TH H, REHVThORICbEIZZD B
nigchro .

Group 2 : % regimen I2 %5135 CDDP 0 F5iE# 5
Ei3123.2+27.4mg/m?<, Fig. 1 TR L7 4% regimen
TRE L 7= CDDP 0# 5B i1z53 5% full dose Dy
fE1%62.4+13.9 % CTHh - 7=

SEFACETHIERENETO T 2 — 212
Table 5 KR TZ L THB. S-CrEIXFEHEHT1.30+

Table 3. S-Cr, S-BUN and Ccr levels after all cycles
of CAP or M-VAC therapy according to
CDDP doses in Group 1

Pre. 2wks. 6mos.
2 2
CDDP =200 mg/m’ (=15 (h=15) (=12
S-Cr (mg/dl) 0.95+0.21 1.01%+0.25 1.11+0.31
S-BUN (mg/dD) 12.5+3.2 13.1+3.9 14.8+4.5
Cer (ml/min) 97.6+14.2 96.3+12.3 —
Pre. 2wks. 6mos.
< 2
CDDP<200mg/m® 26y (=36)  (n=32)
S-Cr (mg/dl) 1.18+0.25 1.34+0.18 1.44%+0.35
S-BUN (mg/dD) 16.3%+5.9 14.2+5.3 16.3+4.8

Cer (ml/min) 84.3+13.5 80.5%+20.1 —

No significant difference was seen in each parameter.

Table 4. S-Cr, S-BUN and Ccr levels after all cycles
of CAP or M-VAC therapy according to
chemotherapeutic regimen in Group 1

Pre. 2wks. 6mos.
CAP m=16) (=46  (n=d0)
S-Cr (mg/dl) 1.11+0.33 1.26+0.21 1.36+0.31
S-BUN (mg/dD 15.0+5.5 14.1=4.8 15.8+4.5
Ccr (ml/min) 89.3+10.1 86.5+14.4 —_—

Pre. 2wks. 6mos.
MVAC 0=5 (=5 (=0
S-Cr (mg/dD) 1.11+0.59 1.06%+0.14 1.25+0.64
S-BUN (mg/dD)  17.0%4.5 12.1+5.2 16.9+6.7
Cer (ml/min) 78.1+£7.4 72.2+12.5 —_

No significant difference was seen in each parameter.

Table 5. S-Cr, S-BUN and Ccr levels after all cycles
of CAP or M-VAC therapy in all cases in

Group 2
. Pre. 2wks. 6mos.
Renal functions (=25 (n=25) (n=15)
S-Cr (mg/dD 1.30%£0.27 1.214+0.21 1.29+0.31
S-BUN (mg/dD)  16.6+4.6 16.2+5.4 17.6+6.0

Cer (ml/min) 58.5+12.8 57.7+14.3 —

No significant difference was seen in each parameter.
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0.27mg/dl, 4 cycles# 7T 2 BM# 1.21+0.21 mg/dl
BIO6HA#1.2940.31mg/dl TH Y, HBER, 28
RBEIU6 » BEOWTHREDEIRD bhich o
S-BUN B35 RT 16.6+4.6 mg/dl, 4 cycles&T 2
SERI 16.245.4mg/dl B X086 2 £ 17.6+6.0mg
/Al &, Rk EEH, 2BEBRSI 06 2 AROWTh
DRI HZEEIFED bhich o Cor fBIROWTH, IR
B2 58.5+£12.8 ml/min T4 cycles¥& T 2 BREH X
57.7+14.3ml/min TH V ZXZED LI T, & B
BEOETERTHRAE O hich ol

% & T, CDDP D3P 580 123.2+£27.4 mg/m?
¥ X 0% full dose DFHEA 62.4+13.9 B TH T
L, #3cycles LLEET L5 E L LT 100 mg/
m2 ¥R E L, 100 mg/m? L E#E L7-F, 100 mg/m?
K5 UIicFED 2 B 1 CREr L7z (Table 6). %
DFER, 100 mg/m? DL E#E LB T3, S-Cr {EIXEE
F71.31+0.28 mg/dl, £cycles#& 7T 28R 1.21+
0.20 mg/dl 35 X 0°6 h A% 1.33+0.31 mg/dl & e,
2BHEBFLV6 D AEOWThoMcbEXRDLI
7eirote. AU, S-BUN fEX¥EH#RT 17.4+4.5 mg/
dl, & cycles &7 2 8R# 15.8+4.8 mg/dl KX U6 »
A% 18.5+5.8mg/dl TH Y, Fiz, Cor {EITHBERTIR
59.4+12.4ml/min T4£ cycles 7T 2 BREI# 13 58.6+
14.3ml/min TH Y, WTFhoHMbEXRD LR
o1z, —7, 100 mg/m? K5 L= <Td, S-CrfEix
YRERET 1.28+0.24 mg/dl, 4 cycles 7T 2:8R# 1.21
+0.24mg/dl 88X 06 H A 1.20£0.31 mg/dl &=
b, 1B, 2BEBR X067 Ao WTholicd
EZERDOIIh o7, S-BUN fEIXIE R 14.6+4.8
mg/dl, & cycles 7T 28/ 17.2+6.8 mg/dl KX O
6 H A% 15.8+6.3mg/dl TH b, ¥, Cer DT
H ¥R EERI1E 56.3+13.9 ml/min T4 cycles &7 2 :BMH
$#1355.5£14.4ml/min TH Y, ZRRDLIIL o
7. LAEX b, CDDP 0## 5 & T 100 mg/m? Ml E&
100 mg/m? RIEDOE L X 2 BEREO LR THRE
B LRI T

X bz, CDDP % £ regimen T, K& 5 cycle &1
full dose ®F# 70 % (35 mg/m» L ET 3 cycles A E
5 Ui 13 Bl o\ THRES L 75 Rk Table 7 w@R 3
ZETH B, S-Cr HIFFRER 1.21+0.22 mg/dl, &
cycles 7T 2 B 1.28+0.20mg/dl 85X 06 » Ak
1.31+0.28 mg/dl & AR, 2 BEER I 06 7 A%D
WThOBHIL b ARERRDbhich - 7. S-BUN &
T \T b IREERT 17.4+4.5 mg/dl, 4 cycles#7T 238
I 17.2+12.3mg/dl 88X 06 » A% 17.0+14.2 mg
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/dl L¥eRERT, 2BRBE I 6 » ABEOWTFhoRIC
BERRD Lo ot iz, Cor fEIRDOT d IGHERT
1% 58.3+12.8 ml/min T4 cycles ¥ 7T 2 BRE# 1% 56.4
+14.5ml/min TH H, Z&RD LT, 1L H FiEE~
DEFERRTHRREIELRI 5T,

Group 3 : % regimen iZ 35V} % CDDP @ FH#E# 5
X CAPEER 124.74£52.5mg/m? 8 X 0 M-VAC
FEHERE 158.5+65.8 mg/m? T, £REFITIL 132.8+74.9
mg/m? T Fig. 1 €7 L 724 regimen T L 7z CDDP
DEEEIXT 5% full dose DFHEIL 73.9+20.6 %
ThHote. BEFICECTOBREIEOHER X Table 8 1T
RTZELTHD. S-CrEITIGHEEHTT 1.52+0.35 mg/
dl, £ cycles#&T 2B 1.44+0.47 mg/dl 8 X 0V'6
A AT 1.48+0.49 mg/dl &, BT, 2:BEHBR IO
6 7 BEOWThOMICERIRD LMo, S-
BUN {E/35%H1 18.0+4.9 mg/dl, £ cycles#& 7T 28
4% 17.2+5.0mg/dl 3 X 086 # §% 20.7+4.8 mg/dl
THY, HER 6y FROBEIERITOMECHE L T
WERTH - 7 (p<0.0D). Cer fHIZIs\ T, HFRANT
47.6%9.6 ml/min G, 4 cycles & 7T 2 BHEH TIX50.4
+15.1ml/min TH Y, ZEXFEDLIied - T

Rz regimen FIICBE 21T - 7o, CAP BERETIX

Table 6. S-Cr, S-BUN and Ccr levels after all cycles
of CAP or M-VAC therapy according to
CDDP doses (1) in Group 2

Pre. 2wks. 6mos.
> 2
CODP=100me/m?* 1oy (4=18)  (a=10)
S-Cr (mg/dl) 1.31+£0.28 1.21+0.20 1.33%+0.31
S-BUN (mg/dl) 17.4+4.5 15.8+4.8 18.5+5.8
Cer (ml/min) 59.4+12.4 58.6+14.3 —
Pre. 2wks. 6mos.
< 2
CDDP <100 mg/m (=7 (=7 (n=5)
S-Cr (mg/dD 1.284+0.24 1.21£0.24 1.20%0.31
S-BUN (mg/dD 14.6+4.8 17.2%£6.8 15.8%6.3
Cer (ml/min) 56.3+13.9 55.5+14.4 —

No significant difference was seen in each parameter.

Table 7. S-Cr, S-BUN and Ccr levels after all cycles
of CAP or M-VAC therapy according to %
of CDDP doses (2) in Group 2

CDDP=70%
of full dose
(n=13)

Pre. 2wks.
(n=13) (n=13)

6mos.
(n=10)

S-Cr (mg/dD
S-BUN (mg/dD
Cer (ml/min)

1.214+0.22 1.28+0.20 1.31%0.28
17.4+4.5 17.2%12.3 17.0%14.2
58.3%£12.8 56.4+14.5

No significant difference was seen in each parameter.
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S-Cr B3 ¥B#EA1 1.53+£0.34 mg/d], & cycles¥&T 28
fE1%% 1.48+0.48 mg/dl 5 X 0°6 » A% 1.51+0.51 mg
/dl LR, 2BHEBER X062 AR WTFhoRI
HEFFED BRI o 7. S-BUN fE XA R 17.8+
4.3mg/dl, % cycles#& 7T 2B 17.7+6.0mg/dl &
XO6»A%19.2+4.4mg/dl LHEER 6 » BEOMHE
PRER OMEICR L CEd - 7228(p<0.01), Cer iz
WTUTERIERT L 47.3+10.2 ml/min T4 cycles &7 2
BEH#E52.9415.3ml/min TH b, ZEEDLhich
o 7.

M-VAC#E €3 S-Cr B X5 %81 1.49+0.38 mg/
dl, £cycles#7 2 HM# 1.324+0.42mg/dl 8L 06
AR 1.39£0.41mg/dl L WTFhoMicdZRRD 5
Higdofz. S-BUN fE X ¥EHRAT 18.6+7.0 mg/dl, £
cycles 7T 2 BREI# 15.8+4.9mg/dl & X 06 » B
26.1+9.2mg/dl L\ WFROBIDIZEZED Lo
fe. Cer B2 Tid, JRHERTIL 48.5+7.8 ml/min T4
cycles #7T 2 BRI T3 42.3+14.5ml/min TH b, =
wRD bl ko 7z (Table 9).

Rz, HEFERETO Cer fEIZ X - T 30 ml/min BA_E, 40 ml
/min K3, 50 ml/min RK#H ¥ X 060 ml/min KD 3
s, £%0 CDDP o 5B L £BHCFHL T
full dose D% A E I T ez oW TR L.
FORER, FFEC KT 5 CDDP 0l &8 & full dose
ZEBIT5EIEE, CerfE 30 ml/min LA E, 40 ml/min 3
WRETIL 62.41+29.8 mg/m?, 66.3+14.0 %, 40 ml/min
B E, 50 ml/min £H#F ©1% 202.4+145.5 mg/m?, 74.2
+12.9 %% & 050 ml/min B_E, 60 ml/min FHEEECI
124.8+40.5mg / m? 81.2+14.3% T % - #-(Table
10). ZZ T, RO Cer fE2S 30 ml/min AE, 40 ml
/min FK#EE, 40 ml/min B E, 50 ml/min £EHR I O
50 ml/min B_k, 60 ml/min RIGEEC DT, BEE OB
BREDHER 2 BE U e, YRR Cer {23 30 ml/min B
k, 40 ml/min RHEECLE, S-Cr {EITIEHERT 1.65+0.31
mg/dl, £ cycles#&7T 2 B4 1.63+1.01 mg/dl B X
U6 A#1.424£0.41 mg/dl & WFThoicdZ 350
Hbhleh iz, S-BUN fH D ¥5#&HT 18.4+7.3 mg/d],
£ cycles#7 2 BRIt 18.5+8.5mg/dl B L 06 » A
$#20.4x4.2mg/dl E WTFhoMicd 23R D bR
o te. Cer fEIZDWTHE, BRI 37.8+4.8 ml/min
T, &cycles&7T 2 B TIX39.4+12.1 ml/min ©
By, RV EIRED BRI e, FaHERT Cer fES 40
ml/min LAk, 50 ml/min SR#EECE, S-Cr B3G5
1.39+0.21 mg/dl, 4 cycles#¥ T 28R 1.33+0.25
mg/dl BX 06 »H#1.29+0.30 mg/dl & WFh o

EE

CHEIRD LI - 7. S-BUN {EIXHAEER 17.5+
4.8mg/dl, £ cycles#&7T 2384 14.3+2.9mg/dl
Y06 # A% 20.1+4.3mg/dl &, £ cycles & T 2 BRI
BOMEI BT OB L TET LT st (p<0.05),
6 7P RBRTIXERXBDOIID - . Cor fEIRTEHRHT
45.84+5.2ml/min T4 cycles & T 2 BREIE 1% 48.8+
11.4ml/min TH b, ZRRD LRI - BEFO
Cer fEA3 50 ml/min Bl E, 60 ml/min F#E ¢, S-Cr
fEIRIR AT 1.41+0.51 mg/dl, 4 cycles#¥& 7T 2 @RI
1.37£0.48 mg/dl 35 X 086 # A# 1.55+1.54 mg/dl &
WIhORIRd ZIRD bhich - . S-BUN fEIRHE
#EH119.3+4.1mg/dl, £ cycles#& 7T 2 BRI 19.2+
3.5mg/dl WX V6 5 H#21.7+4.3mg/dl ThH v, =
Db inh ot Cor fEIE, BEEINL59.4+7.1ml

Table 8. S-Cr, S-BUN and Ccr levels after all cycles
of CAP or M-VAC therapy in all cases in

Group 3
Pre. 2wks. 6mos.
(m=25) (m=25) (n=19)
S-Cr (mg/dD 1.52+£0.35 1.44+0.47 1.48+0.49
S-BUN (mg/dl) 18.0+4.9*' 17.245.0  20.7+4.8*2

Ccr (ml/min) 47.6+9.6  50.4*15.1
*1 versus *2 p<0.01 (paired t-test)

Table 9. S-Cr, S-BUN and Ccr levels after all cycles
of CAP or M-VAC therapy according to
chemotherapeutic regimen in Group 3

Pre. 2wks. 6mos.
CAP (m=19) (n=19) (n=15)
S-Cr (mg/dD 1.53£0.34 1.484+0.48 1.51%+0.51
S-BUN (mg/dl) 17.8+4.3*' 17.7+6.0 19.244.4*
Cer (ml/min) 47.3+10.2 52.9+15.3 —_—

Pre. 2wks. 6mos.
M-VAC (n=6) (n=6) (n=4)
S-Cr (mg/dD) 1.494+0.38 1.32+0.42 1.39+0.41
S-BUN (mg/dl) 18.6+7.0 15.8+4.9 26.1+9.2
Cer (ml/min) 48.5+7.8 42.3+14.5 —

*1 versus *2 p<0.01 (paired t-test)

Table 10. Patient characteristics according to Ccr
levels in Group 3

Cer (ml/min)  30=Ccr<40 40=Ccr<50 50=Ccr<60

No. of Pts. 8 9 8

Age (y.0.) 67.2+8.3 64.3+14.1 63.5+3.8
Total dose of ’
CDDP (mg/m?) 62.44+29.8 202.4+145.5 124.8+40.5
% of full dose  66.3+14.0 74.2+12.9 81.2+14.3
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Table 11. S-Cr, S-BUN and Ccr levels after all
cycles of CAP or M-VAC therapy accord-
ing to pre-treatment Ccr levels in Group 3

30=Ccr Pre. 2wks. 6mos.
(ml/min) <40 =8 m=28) (n=6)
S-Cr (mg/dD 1.65+£0.31 1.63%£1.01 1.42+0.41
S-BUN (mg/dl) 18.4+7.3 18.5+8.5 20.4%4.2
Cer (ml/min) 37.84+4.8 39.4+12.1 —
40=Ccr Pre. 2wks. 6mos.
(ml/min) <50 =9 (=9 =7
S-Cr (mg/dD 1.39+0.21 1.33%+0.25 1.294+0.30
S-BUN (mg/dl) 17.5+4.8*' 14.3+2.9*2 20.1%+4.3**
Cer (ml/min) 45.84+5.2  48.8+11.4 —
50=Ccr Pre. 2wks. 6mos.
(ml/min) <60 (n=8) (n=8) (n=6)
S-Cr (mg/dD 1.41+0.51 1.37+0.48 1.55+1.54
S-BUN (mg/dD) 19.3+4.1 19.2+3.5 21.7+4.3
Cer (ml/min) 59.4+7.1 63.2+12.4 —_—

*1 versus *2 p<0.05 (paired t-test)
*2 versus *3 p<0.05 (paired t-test)

Table 12. Median cycle lengths of CAP or M-VAC
therapy in each group

CAP

M-VAC

Group 1

33.44+4.3 days** 39.4+3.2 days
Group 2 34.5£9.8 days*? 41.2+4.3 days
Group 3 38.8+7.3 days*® 44.2+5.3 days

*1 versus *3 p<0.05 (paired t-test)
*2 versus *3 p<0.05 (paired t-test)

/min T4 cycles %7 2 BR#1%63.2+12.4 ml/min
THY, WThoOBIdEIXFED bhid - fz(Table
1D.

¥, KEFDOE cycle BICE L BRI O W THG
L& = A, CAP ki 8\~ C, Group 3 #X Group 1 &
X O Group 2 L HELABEI 0<0.05)EHLL Twic
7, M-VAC EE TIEFR PP It W ic DB BZEITED
b ied - 7z(Table 12).

% =

EEOBVEREOESIAIE LI ORDY, &
REBLE T HETRESTLRBE LD S T L3HE
BELH5. L CWREFHEMLEL <X CDDP %
D& LS HIGEAERE0EAR X b RREE 2
L7z, &< iz CDDP OWREHFIEMES X3 5 & EIX
K& <, Einhorn b2 pWEEEZ R T % PVB k%
HEL, ZOBIMHRRHRERL CUE, CDDP &H
D& LS HIGRILFIRE OB RS b hic S hie.
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FoH%, Ibic, REBTERRER LT Sternberg, J.
J. 53 2 CAP #E#:#, Sternberg, C. N. 5% 28 M-VAC
BEOBFRAEYHEL, & brix Williams b2 23%%5 %
&% 15t L BEP $## (BLM + Etoposide + CDDP) D &
FAtE R & T 570 L, CDDP 2#AuLAgZRA & Lic % regi-
men DM IIHEE IR T80,

LoL, —HTRLERER O b OEBIcEIfERS L
FUIEREE Y, o hiEEYRPETE W
LAFmTIXIn. CDDP Db - L 3EEBREWERE LT
YEEENRSTOH, FE, BRKTEBTIRELEE
BREANCE, RBERE, BE, KEER X ORBEGE
REDRBOEELXFETHZ EHRB VT L0, &1
B E YA T B EMICN LT, CDDP #5585
FIREREMEL IR TWRVCORERTH S, Fi, BE
Fie% bR BBEERCE UL, 5 BEREY
o TV BBELL VY, BRMERZERTHI CDDP
BEER L ECHEMIEEENTES0AMEE
5.

T, $@%E 7 Group 1 TiX4 regimen THRE LK
CDDP n##5-&izxt Lt, CDDP % (% full dose T#H
B LUBIERIC O WTHE L, (WERERfTRiR T
DEBEEER RTLIZRD bR, 7% regimen Fl
TRELCHE IR bhihoic. X512 Group 2 &
LT, BRREREOBUBTRHBRMEERN 2SI BER
BT CDDP #5112 81 5 BEEC o\ T4 cycles &
T 2BHBROEERLE 6 7 FRORMTRE Lo, &
R EBER TR THERIL bW o7, L L, £ reg-
imen TFE L7 CDDP of 5B I35 % full dose
DFHEEHR Lick & A, BEE X full dose D 62.4
% & i @ CDDP @ dose reduction 23T T\ %
ZEAVHEE L. AT, Group 3 T, {LEEEEERT
Bl S-Cr B MERIEFED 1.3 5L E, %71 Cer fE
2260 ml/min K &R LA BEREKTEMN 2 WT
CDDP 0B #E o\ TR Lich’, BEmchil
T, SHEBEEOETERTH/RILDRE) T
L, RO Cer fED VA TH e 3EHOEFHD
CDDP o# 5B % L T4ib &, Cer fEA 30 ml/min
LIk, 40 ml/min RIEEEE full dose D 66.3 %, Cer fE
A3 40 ml/min BLE, 50 ml/min R 74.2 %k X O
Cer fE#2 50 ml/min Bk, 60 ml/min R T 81.2
%TH 1.

Ffe, FIEGICFRT B4 cycle BICE L ik o #Et
T, Group 3 TREIMLL TV BHRTH DL,
WLz T, BRBETERROEMCH L TR, ERE
D¥WT TR cycle DEAMREZEBES R DEE 2L DI S.
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DEo#ER X v, 5% 0 CDDP #51 L Cia#Efio
CorfED Vv _AI X - TEL 7 CDDP o 5B EE
Lic. T 7cdb, CDDP @ dose 3BE & 1&#EHT D Cer {EHN
60 ml/min Ll _EDFEFIZ L i full dose T, Cer fERY
40 ml/min Bk, 60 ml/min 5R# O FEFIZ I full dose D
75 %, Ccr B 30 ml/min BLF, 40 ml/min 5% 0]
i3 full dose @ 60 % 1= dose reduction %47\, Cer {H
%3 30 ml/min RIFDOFEHX CDDP 2 HEREEE T 5 B
D TH % (Table 13).

L2 L, f%kMc CDDP % dose reduction L#=7 =
b2 — A TOBRKRRR, RROMFEREOBNTHS
HBEEHRCERDIEOBER L IHKT 5 2 L23EA R
s,

Z 2T, BHEBEET @7 CDDP % dose reduction
L7 fEBIFETH B Group 3 D s b BHTATRERES 11
GICBEREE 7 6, RERE 161 X OBISZIRE 3 4D o\
TLFRE ORGSR IC o T M Lie. AT, BEbE
D 7 Bk A TEER A RS DATES FRENERES & L Tk
BRER BT S NIERIT, BB 46ich, REED 140
W& LB T HETRES, i, FNRCEEoO 3 ik
Thi, ASWREROBRESTHD, ThbicxL
THEE BN LR A ET S hicb D THS. Zh
b OEGIF, FTREME O MERHEIRE AT - = 7l
DEFREZRLE, THFAGGT.IR)IEFEL TS
b, PHEFMIZ37.7+£29.9 5 AC, £FEXRIT24
F66.7%, 60 7 H 33.3%THot. ZORBEIEONT
13, FAEROBEEEE T 22 LR bR Ie T Rt

& BT % randomized study TR I W ARETHB.

—75, BUEE B OCERE 21T - 7o 4 flico X8R
RBEDRDE, REED 14113 PD Th - 7223, BisciE o
3 ilix3_T NC(Stable disease) TH -7z, LI, &
D NCEEFDOFEMICTOWTHB EKEED - DK
BS503R ERIN T 2 PR T h L (b, B
B DOBMNRTRE L T ote. BB 1B EEBI X
5 BROMLERRIEIC X 0 B UREMEER R OF A2 5
BEPLTE o & 0D, BINIRED 3 Gl CIFESDR

Table 13. Optimum CDDP doses according to Ccr
levels

Cer (ml/min)

Optimum CDDP doses

<30 impossible
30=Ccr<40 60% of full dose
40=Ccr<60 75% of full dose
60= full dose

x #

X% QOL 0HERB ORI EBLONS. b, HE
THAEEREF o BEEBEDE < % neoajuvant FEk
o prospective study I3\~ C, CAPEED 5\ % M-
VACRE X T+ 581, CerfEic X » T CDDP »
dose reduction 17> T\ 5 DT, FhbOTEREY
BE Lic. ZofER, CDDP % full dose T#HE5 L& 13
#icix, CR 341, PR 6%, NC 3%l X O"PD14lT,
CDDP % full dose ® 75 % T#H& L7z 11 6i<ii, CR 1
%, PR 5Bl&8 X O'NC 5B1TH b, %7 full dose D 60
%THEE LIz THITIZCR 24, PR 24X ONC 3
BITH -7 Ficdbb, full dose &, 75 %EEER X 060
WFEDEFED PR ELEDO BT ITA « 61 %, 55 %% X
U57%THY, §\# 2 i CDDP o dose % Cer &
D level IZJH T T full dose @ 60 %1z % T dose reduc-
tion #f7 - T, full dose & IFITTHEED v WHIEESR
DI CE D LHEIRS. Lal, S8 BEEET
D B BFEFNITK L T dose reduction % LT % To{bFE
FHEORTY, Rl LHEESE EFDHRISII
QOL nEELZ I ED TEMTESL DD TH B 5, BHLT
DT, THITEFABEZHER L b OBRNABLETH
5EBbh5.

CDDP 0B #H1cBT 5 R ORI 2 2 5 &,
JIRB7 TRBABHED 5 % WIR BRHEM BE R SIC
L C CDDP #5- %17 - I B8, 1RO Cer ERIER D
40-50 % WA L T\ BEEGI TR E D CDDP A& &
ECLEREOETABECHE Lz & hb, B
D Cer fEHIEFE D 50 % AT DEEFIIZR3 %5 CDDP o
SRBEBRETD BT 5. ElcHELY 13, H 4l
MEHERERAE S <13 CDDP 1T & % B AE o B 2= 23 g A %
BREEEMACHEELBECRD bR EH]EL T 5.
Lo, SEOBRH CRERERTEACY LT, £
EREDHINIZ X b CDDP @ dose reduction 23T h
THEY, BERFEREOETIRD bhih ol

—7J5, CDDP Df&MEMIcowTiE, AELS pE|
BREEGICHRET L7z & 2 5, CDDP RIEH512 X 5 B
D77 F T DEROHE I CDDP RE# & 8BS
Licd 572 Car fEDE FRBREBCR D bhinh oz
LT w5. fnz <, CDDP KEH S X » Cer fEA
BAETTHZL1IHD 558, % cycle BIoig 58
@ Cer fEXFHE L Tz DEZ Eic 5B RETHIE,
REHGE L 12&BIRic CDDP 0 &4 hoB ) e K18
BERTHCENRTRETHS EHEL 5. SEN,
CDDP o KB #% SISk T % BEFEEIZT - T ix
%3, CDDP #5350 Cer fE % CDDP 58 D ¥ E 2,
CDDP #5-0iffeahET 5 & LinI\ T, BEEIE
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ThbHI ENTRBEI .

LI AT, BERERFT D, SH, BEED
5 # — 21 S-Cr, S-BUN, Ccr #H\ 723, CDDP ©
BEEECAMNRME cCoBBEETHHZ L LD,
Cohen 512, S¢rensen 53 1% £,-MG D RFPHEMHENE
WRF A =2 THBEBEL TS, BRI~
E O RIEHIBE T ¢ o FENa #lE—E D NaCl &1 ic
¥1J % FENa #l5E2 CDDP 2 & 5 EEM 0 E Rt 5
EFEL VB LaL, AELD I Cer b - &b
BeBlETE, 4% cycle 0550 Cor fEI TEEESY
T 5 & Lic X Y K4 CDDP o5 8 0 & E N
BThs L@HELTWA. ABFRICE\Th R Cer
B, BHREE TEMICK 3% CDDP #5 DM O
ERIOCBEEORECEERLA AT A X ThHot

CDDP o&F #5535k & LT, Kab® ik
+ A7 324 VORHBICX - TCDDP 0BEENS
v b OEBRICETEMFEN D 5 W IREEEFC
ZRHIBER I EHRELTWA. ¥7-, Naganuma
519 i< 2% AT CDDP 0B HEMEEZXER Y 2 <
ADSEL VI Utz &S LBk, &6 b RAEE
2= 20fAI X - T CDDP o #ifEE SR icBItRT
BT L BEEYERE TS L2EYHEO LTRL
TWwb. IHE, LY BERCRERE X <226
THE LIk b CDDP oEEEMADFREEEZRL T
Wh. ZoRMh, BEERKELT, FARERT b
J v A1920 R Ulinastatin?»? 72 ER BT b, RO
EEYBR TS EHREIh TV 5.

F7:, fifi, CODP IcH# LB EEABR I i
R E 4 FEAR T H 5 Diamminecyclo-butanedi car-
boxylatoplatinum (LA Carboplatin & B-3) 2368 %8 &
h, ZLOBEKRABRIHRE Sh T\ 54, Von Hoff i3
Carboplatin I3 BHEEEIE T © & % Bl CDDP o {4
ELTHWAZ LIXWEETH %25, Carboplatin DEE
TeEWWER T 5 BEEIEI 07, cfiio bt ALFEE
FeWETHZEANELRD, BRELHEEDR
PETERD EBRT32. T, Sold b 1EEhE
=% L € CDDP #3fRLTH 5 M-VAC ¥ % CDDP
D i b 12 Carboplatin & i \WIIERI T, B
HATEL, IHLEHEESRGE o EBELTED,
EE, AFHco®EH TH Carboplatin % fiv~7= CAP
LS M-VAC BEOHRE T A DRI,

HRI, ABFRIC X b BIERT O Cer fEi2 X 5 CDDP o
BEBOREDOTREMNTRBE S h, S-Cr, S-BUN &>
WTHREE O RIBELEY 6 » B & LTRE L2,
EERTBEEET2RITELERDbhigdoic. L
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L, BREER ISP ELEFECRET 51D
CDDP 0B EI#HGE R L BESFEDREREEZRD 5
52 CAEERDBZENDDZ LMD, CDDP o#b%k
S LRI COBBECHB 2HFT o DE XD S &
% 2 bh b, —7, Dentino 52 % Fjeldborg 520 1%
CDDP #5#oBEEOHB Lo W TRIIBE LS
&, Cer fEOEMRL T\ 5 GFR 3nhic X » TH &1L
LT e, REBMTOBRNIPE#ETH S BT
BT b, CDDP I X 2 &HEME X h HRECTE 52
FA—2DORARE LI, ThERAWE, IDLIEIHEH
CRTHERPDELEE 2 DRS.

& B

WRBBEEBES IR L <, CDDP Z5u0 & L %H]
PERMLEERE 2 1T Lo & O BB 0 R 1o TR
= 1L7. T7bb, full dose © CDDP 2##-5 U - fEGIRE
(Group 1), BHRRENE D BABRERMTE D BB EHIRE
(Group 2), #BBEBBEIE T 2R TEMRE (Group 3) D4 4
122\~ T retrospective IKHRF L, LITFOBRAEBE LR
7o
1. full dose © CDDP ##/5 L 7= Group 1 Ti¥, Hic
BEEE T 2R TR, CAP#EE M-VACE
EDOWTHICHRDbhieh - T

2. BERREROBAEREEBRTEC CAP R & M-
VAC EEX ST L7 Group 2 Th, B BEEEE
TERTERIES IR -T2D, % regimen T3
3% CDDP o #5858 1% full dose @ 62.4 % T
Bt

3. BHEREE T 0 b BESICK LT, CAPEERS LI UM
-VAC ##: % afT L7z Group 3 T, b ICEHEE
ET*TTERIBLREh T, EHic Cer fE
D Vv % 40 ml/min i, 50 ml/min £H, 60 ml
/min KD 3 HTH B E b FCBEREOET
FERDBichote. Lo, CDDP 0GB Z#
Hlick b, Cer 30ml/min Bl E, 40 ml/min &
B 1 full dose @ 66 %, 50 ml/min s HEX 74
%, Ccr 60 ml/min K% 81 % TH - 7=.

LlkX v, 4% CDDP #58i0 Cer flER#EREIT5
L X b CDDP @ dose REDTREM AR S M. Tin
%, Cer fE 60 ml/min LL_EDFEFICH L CiX full dose
<, Cer B 40 ml/min Bl_E, 60 ml/min i DREFIC
% full dose @ 75 %, Ccr fiEA* 30 ml/min LA E, 40 ml/
min R DEFNZ X full dose @ 60 %I dose reduction
#fT\, Cer {E2Y 30 ml/min FKiiDREFIEL CDDP #-5-1%
RELEEZDNWAERTH - 7e.
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(R DOEF I 40 [@, 28 41 [0 H AW R BRI E LI
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Lic. Fak#bnicdic, KIAHBREREAEE RSO
AR EE Y & L BN B AL E R s X O
BEEZEFCOLL VEH G LET. IbHBSHEE
BRYHEEF L 2 REEHE D RSEHRE, 518
ZHE L IEFHEEIRCRE e L E T A Ro%
Tebl- VEE HBELHEELEH ¥ L XER—
BRENEEE, ERMEBO VL EE LASRETRRN A
WRBRHHEFLCE S BHH L EFET)
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LR RTH O BB oHER %, full dose T CDDP
G UIEFI(Group 1D, BHRRERE O BB
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TR EEEEE T 3R ® lah - 7S, Group 2 TRk
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