RBAFZWERY KT b %
Al

KURENAI

Kyoto University Research Information Repository

0000000 O O Vincristine, Peplomycin,Methotrexate,

Title cis-Diamminedichloroplatinum (2),Adriamycin0 O O [
(VPM-CisAL O)
oo,00;00,00;;0,00;00,0;00,0;00,

Author(s) |O;0,0;00,00;00,00;00,0;00,0;00,
Oo0;00,00
Citation |0 00000 (1989), 35(2): 231-237
Issue Date | 1989-02

URL http://hdl.handle.net/2433/116442

Right

Type Departmental Bulletin Paper

Textversion

publisher

Kyoto University




WREE 35:231-237, 1989

R L3 5 Vincristine, Peplomycin,
Methotrexate, cis-Diamminedichloroplatinum (II),
Adriamycin fff##H: (VPM-CisA #ik)

UREHAFEFDWREBHEHE (EE : KEERER)
i RE, BN BE & o8
AR E HFH B pE  F
Fb A, IR B, KE MR

BImsmEBREN GIER : BZ 1

® =
FhENSRERREN ER:BL 8
B B #

BRI ERRE GEE : TaER
"R 5 ®’ B K

SEQUENTIAL COMBINATION CHEMOTHERAPY CONSISTING
OF VINCRISTINE, PEPLOMYCIN, METHOTREXATE, CIS-
DIAMMINE-DICHLOROPLATINUM (II) AND ADRIAMYCIN

FOR UROTHELIAL CANCER

Teruo KonNami, Yoshihiko WakaBAYAsHI, Tessho Kim,
Akira Ismipa, Yutaka Aral, Taira KonisHi,
Kyun Pak, Hideo TakeucHr and Tadao TomovosHI
From the Department of Urology, Shiga University of Medical Science

Jin WATANABE
From Urology Division, Takashima Country Hospital

Misao OMATSU
From Urology Division, Uji Tokushukai Hospital

Tamio YamaucH1 and Masanori KokuHo
From the Department of Urology, Cancer Institute Hospital

231

The VPM-CisA (vincristine (VCR), peplomycin (PLM), methotrexate (MTX), cisplatin
(CDDP) and doxorubicin (ADM), regimen was used to treat 33 patients with urothelial tract

tumors.

Twenty-two patients had bidimensionally measurable disease parameters and 11 patients with
locally advanced tumors were given postoperative adjuvant chemotherapy. The protocol consisted
of 0.6 mg/m? VCR on days ! and 3, 3 mg/m? PLM on days | to 4, 3 mg/m? MTX on days 2 and
4, 35 mg/m? CDDP on day 4, and 20 mg/m? ADM on day 5. These doses were adjusted for each
case: the above mentioned dose x [{80/(40+Age)}® +((Karnofsky’s performance status/100)?],
Of these patients, 28 (86 percent) were treated adequately, including 8 (36 per cent) who
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achieved a complete (2) or partial (6) remission. The mean duration of survival was 65.2 wee.ks
for complete and partial responders, and 48.8 weeks for non-responders, which was not a statis-
tically significant difference. Of 11, who were given post-operative adjuvant chemotherapy (mean
observation period: 83.5 weeks) 9 were alive without evidence of disease, 1 had a recurrence 8
months after first chemotherapy, ! died due to pulmonary and liver metastasis 2 years after the
chemotherapy. Toxicity included mild myelosupression, moderate anorexia, vomiting, and severe

gastric ulcer, pulmonary fibrosis.

(Acta Urol. Jpn. 35: 231-237, 1989)
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HE, REEEBOCHEEC 5 BRRAC X
FELVESEAONEN, T4 nBEoB-HE
FrXBCACSOEBLEERRHEL, =& T
ERVBEELSL, BRESLEIREBOTREBE T
HITBWTIEETHS. cokdieirnd, P
WHEER OB CEIfER BRI L YR AORREY
T 0RREERRTAEN L Sh o055,
19854F, IUBPIE R — F= v AMABE e + S
XBHERR S, vincristine (LI'F VCR), pep-
lomycin (LJI'F PLM), methotrexate (AT MTX)
D 3FN X Y EBMR LR &%, cisplatin (UTF
CDDP), cytosine arabinoside (J\F Ara-C), 5-
fluorouracil (LAF 5-Fu) = X b 226w FEEHA
oW ¥ HE5 VPM-CisCF % £ZE L CBEE e IEH
L, 8£15KT66.7%, $H2ETH.1% LBVWFHEY
] Lic. ZoFEx, HENBIfEERO WEBEE
Auv, ¥zoBRsEbMotARRC L MNETD
Brimb, 2ERBORBRLEZCLIRL2EET
5 FA D D2, BRERGENDLRD LETFOY
ROEIEZEL, FEURL DI 0 ARIEHLT

ill|

WB?, L L CDDP & adriamycin (LIF
ADM) % % \~ % cyclophosphamide (LA F CTX)
LoPRET LY, RELEBCRVTLERICESH
ML STV 539 MHE B\VTL, VCR,
PLM, MTX o 3% X 5 AfA%SR<, CDDP &
ADM ftBsREL kT LY, I VBRE
rbEEr iRV ontEL, AraC 5
FU iz, ADM 2\, BERCRAZRILDOTLD
ERYHETS.
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b : 19814 4 A X H19874E 5 A ¥ Tk, MEEH
KEWRER 3 X UBEERRC T 2 = — ALl Eo{bEF
BER % L, BHs X OEWER O\ TR
33PN RB LB THB . £ D 5 bt Table 1
R ZEL, BE2f, LHI11F, FEEBL3END
751 (EH51.T%), Karnofskyfs performance sta-
tus 1340~80% (F7$562.7%) BB 206], BHRE8
B, RERS P, ABSIIBT LR3I, B2
FiThs. T05LEHETETERBREEXRL, 0
MR BRE L d 02261, RIEBMNFEHR2ETLE
2, SSRENORERE, RFHY a8 b BREAY

Table 1. Patient characteristics
Total For advanced dissase  Adjuvant chemotherapy
No. pts (M : F) 33 (M:22, F;11) 22 (M:15, F; 7) 11 M;7, F; 4)
Median age (Mean=+SD) 57.7+12.3 59.9+ 10.7 52.7+ 14.7
( range) (33 ~75) (36 ~ 75) (33~T71)

Median Karnofsky's performance
scale index (Mean SD) 62.7%x11.0 60.9%£10.8 67.0+10.6
No. of course (MeantSD) 3.3+ 1.1 3.3x 1.2 3.0 0.9
Primary site

Bladder 20 13 7

Renal pelvis 8 6 2 L:u L;:. V:(;). r:.. h:z

Ureter 5 3 2
Pathologicel findings

T.C.C 31 21 10

Adeno ca
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By Edieh T LHETSh, BELERENNEL
LT b oM 1AITHS. FHETRFELZHETS
220FF 5 Bl I BEER B ww it L radiation AT INT
WA M, (LEERETT ¥ Clei{E1.5% HD wash out
RS RARTWS. EBRRCK 5 LERERC
%L, adjuvant chemotherapy BEDHAERIIR
{E£<, performance status PR flmE R Lic
A, WTh A HHREAEZRZED bhit.

Table 2. Schedules and dosage for VPM-CisA

regimens
Vincristine : Days 1 & 3, 0.6 mg/m? X %
Pepleomycin : Days 1 — 4, 3 mg/m? x %
Methotrexate : Days 2 & 4, 3 mg/m? X %
Cis-platinum : Day 4, 35 mg/m2 x
Adriamycin : Day 5, 20 mg/m2 x #

% : the formula for adjustment = l (;—EP;—&B)Z + (-:;—:;)z }
ge

Kp : Karnofsky's performance status (%)

HEF oLz Table 2 wRT &<, VCR
##1, 3HH, PLM %¥ 1 HE»H4HB%T,
MTX %52, 4 HHIC one shot TEELK.E4
B B 5 AR A L EF 1500 ml o hydration
Tz CDDP % ABAE/K AR L 2 B TR
E1, Eokb 3.000ml oBEEFIRF¥EHELT
B F CRGERS L. #5 BRI ADM ¥ #E
L, ZhooRsEr»EAELT3BR IET] 2 —
A& L. PLM Ik X% R#, fifg#EsE CDDP
I B BB IO BN THE I HESOE4HEET
hydrocortisone 300 mg/ B & EE#5 Uiz, ZhEH

Fi/L, FEROMEHEREC K SVTT, Bl
e DWW T L L7,

159 &

RIEFRELERREY AT 5 2EFACEEEE SR
DHEZR B IO OERETF% Table 3 wind.
CR 241 (9%), RP 6% (27%). MR 44], NC
6@, PD 44T, BFHHK36.4%Th-T. TOER
HF#% PR [J Lo responder #£& MR LI F® non-
responder B & Ik 5 1 CHE T 5 &, FIX re-
sponder FAiRR% <, performance status b Bff
CAEFEEDFES 1 BELThbhTwbh, Ebbd
e AFREEIRD bR, o, CDDP &
ADM o#EAC 3T 5 LERE | Bhic Y RERE
DWW TIIEED £2 D fo. responder FHDFEH
Z 5.8 B, Kaplan Meier ¥ic X 5 4%
A ZD L, responder FEDFEHEFHRNL65. 2B
%t L, nonresponder Fi348.88Th - 7ch’, WEIC
BHEEIRD bh ot Fig. 1). BEBAIIC
FoPHREYHB L, WIEORE IOEABIRY v <
HEBEYETHERAT Eh Fh 1§15 CR %7
Bl the LTH, BEBRCH UTLEWER
RER Lk (Table 4). HEER I ERENY v
AEEER T, 15004 4 flic REHRER R 3 h T
WS, ZD5% PRIZIFADOLRTH-T-.

Wi oOMBN LR & L1 B0 baiky
HifT Lic. MEBEWTIREBHER, U v
BT, EREOEEEN pT2 LI ETERY v
ERED D\ IERRIRBEL D 5 S EIREREC
waEsEoRs bW D, FBBRERY v

Table 3. Response of patients with measurable disease

Total CR PR MR NC PD
No ‘ 22 2 6 4 6 4
Pts [E—— [ —'|

36.4% 63.6%

Age 59.9+10.7 y.o 58.9+12.1 y.0 80.8+10.5 y.0
(Mean= $D) .9+10.7 . 9+121 y. R .5 y.
P.S 60.9+ 10.8 65.0%+ 9.3 58.0+11.7
(Mean= SD)
No
Course 3.3+ 1.2 courses 4.0+ 0.8 courses 3.0+ 1.3 courses
(Mean= SD)
Dosage of 64.3+140 mg 45,6+ 16.0 mg
CDDP/course 52.8+17.2 mg
(Mean=x SD) *
Dosage of . 41.0x 9.9 mg 26.6+£10.0 mg
ADM/course 31.9+118 mg
{(Mean+ SD) *

* P<0.01
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Fig. 1. Survival of responders versus non-

responders

Table 4. Response according to site of

metastasis

Site of metastasis T°‘;: SN°' Hﬁ:"(;")'
Retroperitoneum and
pelvis 15 5(33)
Liver 2 1(50)
Lung 5 1 (20)
Supericial lymph nodes
and subcutaneous lesions 5 240
Bone 4 0(0)
Bladder 2 1(50)

2% 19894F

BolRey 2t L 3 a—AlT LTV, &
DI 5 BEMLERRE R T LT 1161 0 £FEmRE
Kaplan-Meier & TR T (Fig. 2). 19874£10A 1 H
EE,$%ﬁ§ﬁﬁﬁwﬁﬁBTb6ﬁ,pT&IﬁZ
o 1 PEESen oL sBams X v 2 SR, B
EBOLHIEE, NI o | Flik{LEREmET 8 » Atk
AR Y v SEB Y X i URAEBOLFREY
BHETHS. Mo 9PITLATESRED KR EFF
Thh.

Ble B o T, 28T non-hematological
fed oz, Table 5 WRTTEL, BS, W@, B
EnEReAbh, BB DL LTERE»bOH
M2 e abh, c05b 1 fRzhrREERY
L. Zo2fixe dbic, MLVEREROILD

100
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Weeks from start of protocol
Fig. 2. Survival of patients treated by adjuvant

chemotherapy

Table 5. Non-hematological adverse reactions

1) Systemic

N=33
Gastrointestinal (%)

Nausea & Vomiting 31/33 (93.9)

Stomatitis 4/33 (12.1)

Gastric ulcer 2/33 ( 6.1) (1: Death)
Pulmonary

Interstitial pneumonitis
Miscellaneous

1/33

( 3.0) (1: Death)

Alopecia 14/33 (42.4)
Fever 2/33 (6.1)
Pigmentation 6/33 (18.5)
Numbness 8/33 (U.2)
2) Liver and renal function
1. Liver dysfunction
Transient elevation of GOT & GPT 2/33 (6.1%)
2. Renal dysfunction
Transient elevation of Craatinine 2/33 (0.1%)

Pre After 2 courses

After 3 courses

Cer  B7.6+32.7 mifmin 79.8t 32.8 mi/min

83.4+36.0 ml/min
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BERNY v HEBEDO0S L EOfEIN Rich, 4
2 —~ ABIABRRATRBHL F2, <7 rAf FEES
T otehs, HRIe ALEREBAEI0GE Rt L
7z. fiie PLM, CDDP k1% & Bbhs EEof
FULED ZOh e, (CERELETHET, Hriy
BHFE L@ bhich o7, [t SHieRsE
T2WT LR ERE GOT, GPT ha\E, 7v7T
F = VOREERDILORETNFR2ARAZ LR
DHRTH . Fe, HEREBEL, 200RBERDD
WK BOREFTH LY, BENBO /v F2y
7Y T7 5 VARKRLTRTY, BehEiR FRILE
bbhich -fc. BREMGHEE LT Fig. 3 @it
TEL, EEEOREYERD T LT, pancyto-
penia DREHFBEEL 7oy, EELEET HHANID
ELNTHSB. Lhl, 42— ABRBTHREHED
SRR HT L, Hb 9.144-1.02, WBC 2,577 +884, Plt
136,000:7,800 & WA DOBREILILEEETH 1.
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Fig. 3. Myelotoxicity
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R b o i B bR O IR CDDP
OBALIE, HETFEFLVWHENALhTETWS. &

hix, CDDP oBEH ORI > L ANKE
WA, BEA#ERCo\VTh phase 2, 3 study T4
IRFEA i, B EHIORIRE £ OFEHO G
CIBHROF -2 BNERINIBRED V2B
Yagoda® 3, RE_ LR LI O iBEREIR A
i cx 2 ¥HF| X 1LC, CDDP, ADM, MTX 0 3
Flw2l¥, CTX, 5-FU X dbETFORHENAD
hpoeMbs e LTw5. ¥-fRRRITNINT,
CDDP+ADM, CDDP+CTX, CDDP+ADM+
CTX*®, CDDP+5-FU+ADM® 7t oftANRA
Abh, BUWEHEERLCELN, FE CDDP+
MTX1®, MTX-+vinblastine (L1 F VBL)WID,
CDDP+MTX+VBL®, CDDP+MTX+VBL+
ADMW je e X h S HIAERERITE D, #re CR
DIERAHEIML, second look operation iz X i
BT b EBOWHENTEH IR TS case dAD
NTwbB. oo X5 7eBEEi in vitro, in vivo TFEBA
ShAFEHDOEIND B WIZHRDE LY 203 ERF
AL, BHELERREYTRLTWAb00, EERE
fEA B L, £ cCHBCH LB 5EMIP -
CERKERMEETH B, T TIUALIREIBI
schedule dependency »#Z B LBHER LS X/
BOFERCHROCRLTALERELETTEL LS
i VPM-CisCF IR ZRE LY ZoftAFRT
PHEA7 b5 aikk, BWEROS#, REIMHER
ErbERC-BAEDETHS. LorL Ara-C, 5FU
O 2 FWEIREE L BB 53 5 B 2B & &9,
¥, SHICERMERAL G2-M iz di e A
ERAFRCT 5B 345 & L1519, CDDP
L oOPEREE T ADM I XEBR AN RE IR T
FTWBZ e EbEL, 0 28% ADM it
%, XVBECHEEDREY S L, 4B Tz VPM.
CisA ¥k & Lic. #-CHRA%EHD 5% CDDP,
ADM, MTX BT EEB TR FERHE ShTws
LD THBH, VCR, PLM BXrRABHES &
Lib oThs. b VPM X hEFHERY
E S HEENS G2-M A £K X4, o phase
RN CDDP, ADM CHiRAY B K% X
B, Zh:itilc VCR & MTX & X% HED
B0, CDDP #5870 MTX #5451 L5 MEHD
ElfeHoBEE®, CDDP #54# ADM o RHZE#
SoE b ORER® I L,
FO e TRBPEZRA TR TS,

L@EogEc kT 536.4% DAE%HE L CODP B
DEYRLEFOMHAREC KT 2HBHR &I LT
LEWEFEL IV L. TOFRAELT, O EOR

schedule dependency 12
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WNEBED performance status DOFE M BT bh
5. R ME ORI LR IRIERR AR D B
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Tikieh ol HEEEA 3115 CDDP, ADM
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1. SHBRTHEIRE R A T B TR B bR X

L vincristine, peplomycin, methotrexate, cis-
diamminedichloroplatinum, adriamycin YR )
PR bR 2 BT Lic. FO#ER, complete re-
sponse (CR) 2%, partial response (PR) 64,
BRI 4%, FHEGHEL, 581 Th-1 .

2. FEoBtRLEIREL IS OMEMLEREL L
T, 1T L, Ly2, NI oEFAICEhERS S
B, 187 BEREYZ DA 9Flix NED CAEFF
ThH CRHEZHMN : 83.58).
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