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COMBINATION CHEMOTHERAPY WITH BLEOMYCIN,
VINCA ALKALOID AND CISPLATIN (BVP)
FOR ADVANCED UROTHELIAL CANCER

Hideaki SeEkiNe, Iwao Fukui, Takumi YamaDa,
Shinichi TakeucHi, Yuuichi TacHiBANA and Masayuki Yokokawa
From the Department of Urology, School of Medicine, Tokyo Medical and Dental University

Since October 1979, 18 patients with metastatic urothelial cancer have been treated with combi-
nation chemotherapy of bleomycin (5-10 mg/day administered on days 1 to 7), vinca alkaloid (vin-
blastine 5-10 mg/day or vincristine 1 mg/sqm on days 8 and 9) and CDDP (60 mg/sqm on day 10).

CR was achieved in 3 of the 18 patients and PR in 6 patients. Over-all, the response rate was
50%. Among 3 patients who achieved CR, 2 patients are still free of disease for 31 months and for 28
months, and the other is alive with cancer for 26 months. The 2-year survival rate was 58%, in res-
ponders (CR+PR) and 09% in nonresponders. (p<0.005).

In many cases, the response was observed after the first or second course of BVP therapy, and there
was a relatively good response in patients with lymphnode metastasis alone.

The treatment was tolerated well and common toxic effects were nausea, vomiting of moderate
to severe degree (100%,), myelosuppression (50%) and mild nephrotoxicity (22%). As to the choice

of vinca alkaloids, vincristine seemed to be the treatment of choice because it was less toxic than vin-

blastine and was almost equally effective.
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Table 1. Patient characteristics (I)
Responders Nonresponders
CR/PR NC/PD
(n=9) (n=9)
Mean age(range) 58(51-68) 61(38-72)
Males (%) 100 67
Primary
Bladder 7 7
Ureter 2 2
Stage
N3-4 MO S 3
NO-4 M1 6
Histology
TCC 8 7
scc 1 1
AC o 1
grade 2 2 3
grade2-3 o] 3
grade 3 7 3
PS (60>:60%) 4:5 6:3

Table 2. BVP therapy

BLM VBL 5-10mg DDP
or PS
5-10mg/day VCR 1mg/sqm 60mg/sam X 357
day 1,2,3,— 7 8,9 10

Table 3. Maintenance therapy (COP)

CPM VCR DDP
PS
300mg/sqm 1mg/sqm 60mg/sqm Xm
day 1 2,3 4

> ¥z, vinca alkaloid & L C vinblastine (VBL)
H By vineristine (VCR) ORI S5% one
push T2 HBZ 7\, HEEDOI0HHIK DDP o
Bl S E R B s o o (Table 2). BLM 3441
OEIZ1 BE Smg THoledd, BRETIE, BEDOE
Ih, WHSHE, PS ‘el D&MAHTRD 1 BEY 10
mg & L7:. vinca alkaloid & LTk VBL %% 1
BRE Lo, ERESL, AR X b PS ok
WEE T VCR AL, ¥, & VBL
EERLTY, BRI RECED bR T,
FOWRDOEIETIEL VCR BB L. LIED regi-
men ZJFRAIE UC 3B LT L.

R (COP Rk

&% (CR) ABohicHeit, BLM 2Rk
L, cyclophosphamide (CPM) %451 B Hic#i:
LT, L\ VCR & DDP »#5+4% COP #Ep:
(Table 3) # 4 ~8 B LIc# bR L 7=. CR 28BS

higWBaTh, F% (PR) S LLARE (NC) ThH
Hif4 2 —AHLKL COP EEYHITL, EAE
LCEfT (PD) Eign ¥ CREE L. %7, EfK
X o Tk, ROV FER (V vHHD
RHHREBRE R L.

DDP o#t&

DDP o | E#L5&ix 60mg/m? L, BEDPS
G UTR5E5 K L. DDP #50Ri%%E L
C, mannitol % 7 ABDOHK . B i WBEHY
DERALY 12hs»7=. %3 pre-hydration & LT
1,000 ml ¢ lactated Ringer % B LI b &,
DDP 25-30 mg % 500 m! ¢ half saline ICZEL
10 mg/hr. OBEA FETW L H & RKEHELL.
DDP #5811z, X5k 2,000ml 0#EE s
-7.. DDP #¥&i Xk 3 ESEmC X LTk, dom-
peridone DORIR LHELHERERL, RETIXED
iz, DDP o 5ERT & EHK methylprednisolone
125-250 mg OEEEZ Bt

SHRAE

HRYEL, BB - FEEORLEREOR
RSB EEEES B U TR I -, SEIORER
BoORFHBIIBIEIZAREC TR It T

= g
BVP Jk# fifT U o7 Bk L BB E 180U
GR 3 @“, PR 6 mj, NC 6 W, PD 3 mjv@: res-

ponse rate (CR+PR) 1350% TH 7. Table 4
CEMPE, Table 5 I FEMHEYRT. BEREMCO
WTHRBE, BRI 1I~22—ARTHEBLIhSZ
Enghote. 2EHMEEFEFAR4HBY, £D5B
3k CR MBI NFEMATHS. 7ok, CR 341
o] Bl bR L5 D TH B, 1 ARY
VoETEREEN & OfER, Lo | Bk BRI L Oft
B ksb0ThS.
ERFEIBGIRY v B ORDOL DA 5] (56
%) BV, 2ELEEFEL 4B, TR Y v
HEBOATERBEBOR 3O TH k. alf
5, ERMBEIBAOS LY vAMEBEBOLDL DI 3
Bl (33%) T, KRPLVEREBYE T30 TH-
(Table 1). ¥7, NC X¥EL 7 66l 4 iz
Th ) v AHEB O Y v BECBRRLYED
bhi. BkXb, BVP S iy vASEE
CEBTHD EEL LRI bR ) vAREBD
ZD8PTH B L EMRIL 5/8 (63%) &7eh. Th
LT, BEBID - & LRIEAEBL BRI 16
bEbhiehote. ¥, BEBLYELTHHEMNT
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Table 4. Responders to BVP therapy

Case e N B (site) therapy VCR  tmerapy ReSPOTS® Prognosis
1 TCC (3) 4 0 - - VBL s CR 31m.alive*
2 TCC (3) 4 14 (L,B) R  VCR - PR 10m.died
3 scc (3) 3 0 - -~  VCR R CR 28m.alive*
4  TCC (3) 4 0 - VBL ] PR 26m.died
5 TcC (2) X 1d(L,B,H) VBL - PR 13m.died
6 TC(3) 4 0 - VBL R CR 26m.alive§
7 TCC (3) X 1d (H,B) R  VBL - PR 3m.died
8 TCC (3) 4 0 - R+C  VCR - PR 7m.alive§
9 TCC (2) 0 1c (L) - VBL - PR 2m.alive§

L:1lung; B:bone; H:liver; R:radiotherapy; C:chemotherapy; S:lymphnode
dissection; * with no evidence of disease; § with evidence of disease.

Table 5. Nonresponders to BVP therapy

cone Motolom Stage | Prier WL GO pesponse prognosis
1 TCC (2) 3 1d{(L,H,B) R+C VBL - NC 8m.died
2 TCC(2-3) 3 O - R  VCR R NC om.died
3 scc (3) 4 0 -  VBL R NC Sm.died
4 TCcC (3) 0 1lc () R+C VBL - PD 2m.died
5 TcC(2-3) X 1c (B) - VCR R PD Sm.died
6 TCC (2) 0 1b (L) - VBL - PD 6m.died
7 AC (2) 4 14 (H,B) R VCR NC 5m.alive§
8 TCC(2-3) 4 O - - VCR - NC 4m.alive§
9 1cC (3) 4 1c (B) C  VCR - NC 6m.alive§

L:lung; B:bone; H:liver; C:brain; R:radiotherapy;
§ with evidence of disease.

Table 6. Patient characteristics (II) —— Responders
Responders Nonresponders wor— Nonrespnders
CR/PR NC/PD :
(ne9) (meo) ] Eeeee .
Prior Therapy 3 5
radiation 2 2 '§
chemotherapy (o] 1 Y " -/ f——
radio-chemotherapy 1 2 a 50
Combined Therapy A 3 E
with surgery 2 o § ( p£0.005 )
with radiation 2 3 %U‘» :
a ‘.
VAL B L b Ok 7 IR 1 IR TH - 7. o P i
Table 6 ZATHEHE 3 XO AR DWT e tine(months)
T DTHBH, FBREREODDE TIEMRI 3/8 Fig. 1. Survival plot of responding and
(37.5%), RILEETIL 6/10 (60%) &7s b, #stez nonresponding patients

Bt BE X fowss (P>0.10), Rk RO

FOEREI B ERTCH o Fig. | REMRL BEOBHMEETFT IO LHEL bhi.
FERBEOEFRMBER LIS DTHDH, EHE Bt e B LT3, Table 7 kiR$Z & LG, DDP
ERWTRFREENBLhTRDY (P<0.005), % X AIES « BHELRETH oo, SRIEDWTIE,
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Table 7. Adverse reactions of BVP therapy

ders Nonr ders Total(%)
(n=9) {n=9) (n=18)
Nausea,Vomiting 9 18(100)
Leukocytopenia 1 4 5(28)
(< 2,000/mm3)
Thrombocytopenia 4 1 S(28)
(£ 100,000/mm3 )
Nephrotoxicity 3 1 4(22)
(serum creat.21.25N)
Sepsis 2 o] 2(11)
Allergy to DDP 3 o] 3(17)

Bk itoT\5 methylprednisolone D5
I, BHOERIFAKETH > ThBEERDERL

B LRI OREL BRI FETHD LEL bR

BEEIENT, BmERRA (£2.000/mm?) 2354 (28
%) 2, I MERA (£100,000/mm?) 556 (28%)
RRDOhi. Thbid, BifREE U TREREES
foD{bEEEY B> TWAbOKR, LHRECR
»hhte., i, vinca alkaloid & LT VCR %{&
BAlLi-8fiF 48] (50%) &, VBL %fER L2106
58 (50%) wEHIMENEASLRS, VCR EH
FTE2~3 2 —ALBCHETS bONEEBED
BB Orst LT, VBL FRATCIREEALT
NT12—-ARTHIVBEDOH, BELDDOEES
o, BEMRBELTL, 46 (22%) ToEs VT
F = v EREY RIS, TRCAPEETERKRD DI
Tetnote. HETNE¥L0ELT, DDP RXTH7
vAFE =238 (18%) @BDLILD., Zhilé~
82— RAREI ABEENED T, 55 1 Ik
e R 3 VARG X W EATRETH 7

% Z

Yagodal®, Merrin 522 Xk »C, BERt#HED DDP
RS OIEFIC UTE L, BHgs T B
BiFcEEN B LR ENHEIh TR, DDP
L E LS RCERESBAR BT itbh %
LHitote.

Yagoda 5© (1978) i fTH:BER® 32 Pe 5 LT
DDP t CPM oftf#ET 1T L PR 472 DR
%173, Sternberg 57 (1977) ¥ DDP+CPM+
ADM (CAP) i T41%nHE%HE%, Yagoda 5H¥
(1980) 12 U< CAP BWET0%OBERRE, 6
1z Kedia 59 (1980) 1383% DELRNRH o7& LT
W5, %7, Williams £19(1979) i 5 FU+ADM
+DDP (CISFA) T46%DEHREBEL, FIT
BARESONRE DAY HIZ L T 5. TOMliH
% DH/ENRHA SN D, DDP HAWiSFHAL
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FFEC X 5 E TS0 BERRITS0BFNTH Y,
Lid CR FTCTES O EPIRVEWS OB Bl
ThsH. bhbho BVP JEiETYh response rate
1150% T, 5% CR M3FLWIHERTHY, KX
DHEE KL T RIEAESORMT Ho7e. Ll
BVP k2, BLM, vinca alkaloid, DDP oDJF%k
#E51c X 5 cell synchronization ZR%ZIN% LH
B, vinca alkaloid & LC VCR *{FRTIIE,

EZEHOBWEENEBE T, TOARZ F T ANSHK
Shai®, CAP ki KL CEWERDBE
ThHHEVSFIARELTWS. Zhix, BitEoX

5 HBEREYN S VBACXEERFILR TS Y,
PS OEVEBE bTIETHH. Th, CRIHE
AT PREUTOHETH-ThH, TOEBEED
BLETTESZ LIt X W REFRL, BEOLH
BENDTENTRETHB EELDNS. ERFELFE
BERBEOETRY KT 5 &, EAR BEMEED
KRORTIIWAD, BRI WCTRFIERIE
ShTsb, BVP FEOFEDULRTIOLEELD
ha. BRL, TTORBRNEL Y vASEBRR
LCESENE VWO IELT, Bicd DEREBI
BRIV TRVCBENRE W EBbhi. Lichis
T, R X » T HSHREECARHRR A BB
CEHALTW ZENUNETHS H. bhbhoBs
Th, 2 EEFE L 4IEMITRTHBERS LL
SRR E ST D TH 5.

JFkEy & LT vinca alkaloid F|DZEHRICEIL T
¥, VBL #5#1081FEMEK0%, VCR #E5F8
B ERERST % CHET AR OZ Lo (P
>0.10). ¥ -FROLFRYHEL TA5E, VCOR
BEREED PS AHEHYE - O b 2 hb b T AR
= bt (P>0.10) (Fig. 2). wWwwiE5,

( p»0.10)

percent of survival
1
1
H
'

5 FP) 52
time(months)
Fig. 2. Survival plot of VCR group and VBL group
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ElfERBIL Tz, VBL iz X hEg\EEEIEife AN
HBHTEXFRMOFERTH Y, bhbhoEATLHE
BOBRTh 7. LisdisT, 41441 vinca alka-
loid 2 LTik VCR % | BRI T<XETHHD &
Exbhic, ¥l, ILEBESERDT L DKL,
BVP o 3#liciinRF2EAEGbED L L ERT
_EnEBbhi.

S & B

HATHER B b BO% 186UIc 5 LT BLM, vinca alka-
loid X0 DDP ©3#Fic % BVP FEEkZ
7z, CR 34, PR 6%J, NC 64l, PD 3HDORK
B %18, response rate (350% ChH -tz FEIX 1~
22 -ARTREZRDILZ EHREL, LR Y va
MEBLERYEEL bR, 2 EEFIT 48D
D, 2FEEFROIE T, ERBEIVERCRIT
RThole. BlifeA TR, HLRER BREDH, &
B ESBD ORI, TRCTHETESRS D
iX7ahote. vinca alkaloid & LTi%, VBL &4
LRYERHRS B bh, Lib BIfEHO B
VCR ZH 1 BRETARETHA S LEL DRI
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