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CLINICAL EVALUATION OF M-VAC (METHOTREXATE,
VINBLASTINE, ADRIAMYCIN AND CISPLATIN)
CHEMOTHERAPY FOR ADVANCED UROTHELIAL CANCER

Kazuya Mikami, Shuichi Nakagawa, Hitoshi Takada,
Koji Ebisui, Kozo Sugimoto and Hiroki Watanabe
From the Department of Urology, Kyoto Prefectural University of Medicine

Mikio Maegawa
From the Urological Clinic, Kyoto Second Red Cross Hospital

Masahiro Nakao
From the Urdlogical Clinic, Shakaihoken Kyoto Hospital

M-VAC (methotrexate, vinblastine, adriamycin and cisplatin) chemotherapy was performed on
27 patients with advanced urothelial cancer. The patients included 20 with bladder cancer, 4 with
upper urinary tract cancer and 3 with both lesions. Complete response (CR) was observed in 2
(7.4+9.9%) patients and partial response (PR) in 10 (37.0+18.2%) patients after the treatment,
i.e., the overall objective response rate was 44.4+18.7%.

The rate of relapse or recurrence in the patients with CR and PR was 100% and 90.0%,
respectively. The mean duration of the response was 18.5+13.4 months and 10.7+10.9 months
for CR and PR, respectively. The overall survival rate after one year was 30.2%. Bone marrow
suppression was the most serious side effect. The white blood cell count became below 1,000/
¢l in 10 patients (36.7%). Among them, 4 patients suffered from sepsis.

In conclusion, M-VAC chemotherapy was effective for induction therapy against advanced
urothelial cancer, although the effective duration was short. Further maintenance therapy should
be established.

(Acta Urol. Jpn. 40: 303-307, 1994)
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19865 7 52519924 3 A ¥ Cic, FEAFSLERK
2, R AR TTRbE S L O RR R ERBEWIR
BEEEZZ L, REBWFERBCET S 2 W LERES
ELTERELRD, ERbERES Y LIEFORE
OB T DI RBPWEM OB L2 b, 3
MPTRERZE % B35 IREE LRt 216 2 1 e L
Tz 205 LI OBEBEICOVTL, TR
LY BAHELTW52, BERHIMEL, FH+5
THBE I T W ieh > teied, SEOBECLT.
PRI B L2400, LoD 3 BT, SERIT42EN 579
i FHERIT61. 919, 45K Th o 1.

IEGIDOR AR, 2000 2 L, 4B TR Fhix
RE, 3PS XUBHEREOHHCEIEL T
oo RREE TN UHBABEW BT EEE CH
b, SEER Gl 2514, G2 284, G3 »I8HT
Hotc.

27419, WBWPERECER & & L ER 25 19
G, HBIBHFER O FEN L% 2 S MEiREE LT
M-VAC % T S RICERD 8 fITH - 1z,

RMEHRE LT, BHBIREEZET Cvied on
3B, {LZEH Bk E LT cyclophosphamide (CPM),
ADM, CDDP #f i #E (CAP FRE)® 251 T
1o DM 3 B L.

W E UTRET, B 7 61, BERIREH 4 4,
WBs1361, U v A3EAG, E 46, AN 4G B
MN1G, BERLEL LR EEABERE 46ThH
-7z (Table 1).

ERIDF I Sternberg OEBNCHE -1 T
b, #1 B MTX 30mg/m? %, 2 Hic VLB
3 mg/m?, ADM 30mg/m? ¥ X 7* CDDP 70mg/m?
BHEE L. &bk, #HI5AR XV #2281 MTX
30 mg/m* L VLB 3mg/m* % Biks L, “hu
1 a—-2& L. Bgs i, B g mERHE 2
3,000/ g1 EUF oz eyl Ui,

FMELT, 2=—-ARTRCHHEZ4T, comp-
lete response (CR), partial response (PR) %I
U* no change (NC) DEFIICITE| X BT -
To. BEivE, BRFEL UV vooH, B BRAEE, N
EBRL CT C MEBRIXBEEMEYC, B

Table 1. Characteristics of patients treated
with M-VAC chemotherapy

Male/Female 24/3
61.91+9.4

Median age

Sites of origin
Bladder 20
Upper urinary tract

Both lesions 3
Sites of discase

Bladder 7
Upper urinary tract 4
Lung 13
Lymph node 11
Bone 4
Liver 4
Local recurrent lesion 4

i

Brain

BRIBYVvF /T 7 —BIOXBREMBRE T, 4
Hrm T CT 2 EBLTT c &2 RAIL L. fA
P RIE R A R RRBR S X 5B E OB
BT B I OBRIREEOREDRAIELES

U, REDRHE R LU HMARRHE % 7
7. CR XU PR %R LIGER% Dl TR
ELTHE L. BEEFERR, K% M-VAC #
#pAtaE & LT, Kaplan-Meier (hic TEE L. &
BAFEROBETEC S - T, EEEPHIED
B LI 1 flak 2605 e Lic. ¥, FE
ERECIT L Wilcoxon BREXEB L. i,
Lk LT OTHEL19924E12 K B DR CIT» 7e.

= S

B2 1 2 A b 468 8 THY, FOEH L
10.6+10. 27 BTh o7z Fio, HEFHECTOLEEMT
16ICh Y, BERMBITAKTS .

BEBREAE T, CRM 276F 246 (7.4+9.9
%) (X995 EEMA), PR 21041 (37.0+18.2%),
NC 2% 9 4 (33.3:17.8%), progressive disease
(PD) A6l (22.2+15.7%) Th b, HEEHEIT44. 4
*18. 7% Th -7, XHIZ, PR 05 2 Gt s
BT HRBREE O &% Ty, tumor free &7zo
7.

BENER BT ERY X Lo iiey Ut ke
ER T Ui 19B10R-a3 R Tk, CR 2324
(10.5+£13.8%), PR 784 (42.1+£19.1%) T, &
ZHER.52. 6+22. 5% Th - 7.

BRNEROBIGH COREE Ucbealigks i
Tl 8 BloAHEMHETCX, CR 17 <, PR
34 (37.5£33.5%) T, TEHFINIT. 533, 5% Ch
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Table 2. Response rate according to the
primary therapy

Radical surgery (19)
Complete response (CR) 2 (10.5+13.8%*)

Partial response {PR) 8 (42.1119.1%)

Overalt objective response rate 52.6+£22.5%
Chemotherapy (8)
Complete response {CR) o 0%)
Partial response (PR) 3 {37.5433.5%)
37.5+33.5%

Overall objective response rate

*: 95 percent confidence limits

Table 3. Response rate according to the
site of disease

Sites CR PR
Bladder (7) 2 (29%) 3 (43%)
Upper urinary tract (4) 1 ( 25%) 2 ( 50%)
Lung {13) 2 (15%) 2 (15%)
Lymph node (11) 0 ( 0%) 5 (44%)
Bone (4) 0( 0%) 1 {25%)
Liver (4) 0 ( 0%) 2 {50%)
Intrapelvic mass (4) 0 ( 0%) 3 (75%)
Brain (1) 1 (100%) 0 ( 0%)

Table 4. Duration of effect according
to the condition after therapy

Condition Duration
Clinical CR (2) 18.54 13 .4 mos.
Surgical CR (2) 10.0% 2.8 mos.

PR (10} 16.7 4 10.9 mos.

(included surgical CR)

Overall responder 12.0£11.1 mos.

ste, REHFREERES OREICCH R
Ligotedy, AEEIRDLH, o7 (Table 2).
¥t, HSEBIUERBOBMEERXTRNTD =
— AR BTG ZRERNL 8 6l (29.6%) Tdh » 7z,
ZD5h, 3FIM PR Eich, EHFTL 37.5%Th
oteht, EBIHEER T LT - ERREE ORicH
BEARD LRI T
WENRESRHE TR Bls X UEERT I
29% DIEHN CR WE D, BHFEL 125 L@r -1,
ZOMOTAI CIRIITE L BB NER CEDRIHLE
HEL, BTy Y ARAEIADOEHEIE - ED D ER
thhot., ZhicR LT, BTk 485 145 PR
TEHRN 25.0%, HiTik 13614 CR, PR ik
28 (15.4%) oT, FEHHEH 30.8% L EmbE
Rk ol. il ThiTTRAHIILS RRESL
fToTwB2Y, BUMEMS 1 FL M ieh oo st CR
KESTRD, LB MBI 2 @8 L i

Bz LtHafEA Lich ot ELx bhs (Table
.

(b2 gRE TG B 5 = — AT, PN 2.8+
0.92 —ATHhote. BRVBETH - IfEH TIiLP
#1.8+0. 52 — ATEG LI

BEBFAIEC X BERH 2000 HBF AR FFEE R
i, RLEGENT2AA, RIRVEATONET
H b, EENXI12.0+11 17 A LEARMTHR h OEH
Bote. DI, FEERCHLTY ¥F—~—%H
BELT CDDP 0o BEHEE *BE T-T5 14
R EEMC, BEOBRELCIBENE L. &
EaRHETcOEDF® CR EFL PR EFCS
OB L. CR EM2fiEd e, 1 B
B CEERE AN, M EROERB Y &L CAP
FHe T CR ®A70, 100 ASINERLEE S h
oo M-VAC #1228 T CR Lo, &
4 m—ARIT LY, 9PABEERKRL, LI#7AR
KIET L. 2B, BERBCCEBRRS YRE,
REEREIIEL: & LT CAP HEER 1T - 10fEMC, 12
A&t I OBMCER LIEATH -1z, 323 —-R
#, B BHE L CR kicokdd, 285 BREE
Btk X OB ERY XL, 62 AR L. £
OFEHRIREFEEINI8. 513,42 BT, PR &
TGO FHIEFH R ©10. 7210, 95 Akt
BLTEMTh -7z, L, MEORCEEEIIE
Bigh ot Ele, PR EFD S bIEFEEFNY
F-T tumor free & ir-7c 2 FIOFHEHEDERE
BEWINNE10. 02. 80 A Ch b PR FEGILHIOT X
b LAEVERTEH -7 (Table 4).

ZRWAEFERE Fig. 1 Wit BRREFHMIZ462
AT, EY v e RICAEE YT EATH
. ChERUT, BEEEFREE I PATH T
Z OFEFIE M-VAC # 8 A Bf © performance
status (PS) 714 T, BRI PD Tho7%
G Ll > R RBIEGIORFEBARE N 60 | FAEFHRL
30. 2%, 2EEAFERITISTHTH 7T

R, BEHENEDOLR CR ¥/ PR E
STcEBREE, TOMOEHRECHTT, HE L.
EPR CREPRILTERR (p<0.05) BE4
FEIREFTH -1,

BlfeHCiz, AmEREA 1,000/p1 LIFED X5
TeBHEMELS 1060 (37.0%) @b bht. 05
B 6 FiIBiiEEAY AL, Wik LicX S 1 fsgET L
2. Z® 16l PS4 T M-VAC #E* KL,
£ 12— A0EI2RC MBI 1,000/l BT &7
b, WI4RR R E T, BRBMRE 1 » BTRETL
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Fig. 1. Actuarial survivals in months estimated

by Kaplan-Meier method for 27 patients
treated with M-VAC therapy cathegori-
zed in all patients, responders (CR+PR)
and non-responders.

Table 5. Toxicity of M-VAC

Toxicity of the therapy No. of cases

Bone marrow suppression 10 (37%)
(WBC : below 1000/ ul)

Vomiting and/or severe appetite loss 24 (89%)

Severe alopecia 22 (81%)

Mild peripheral neuropathy 3 (11%)

72, L rhG-CSF 2 HE L, %4l T 4Gl Feh
BRPHS 500/pl LIT Elc B ST E L& 5,
¥ 6. 30 THIMBEREAS 10,000/pl ##E% oht, 146
X M-VAC SSRGS RIC B £ U, MMiEC
FE oo

Foftl, BARBEREYS OEME LEREEE O
EHEEDD 3 ML EE I BEIFR L L@k, &%
ANEE X & LAHIEBER 246 (88.9%) &, HE
A220 (81.5%) o, HIBEHED | 4 E LTBRED
KigrtEEy 36 (11.1%) @b bht (Table
5).

£ =

HEFTHEIREE LR 33 % fhaefiE & LC, 1985
F iz M-VAC #iE » Memorial Sloan Kettering
Cancer Center & Sternberg BRI -THEZIh
PRI, 4B 0BFCH LT CR 0% % &L71%
DENEZHETH 7L, 198851 926D & HHER 4L
R oW THE IR BIC®, BEKW CR (RS

45 19944

To CR) 212% THEZH) CR, BAFERFMRED
CR # XU PR #ffl-BahRA64% L BILRR
B ->TWB. Lil, M-VAC @EEOEILA
VL, BERME LS TR, BHREGRS
JOCEFRERIFLELATHS.

HERGITIX, 27 CR 23261 (7.4%), PR %
1061 (37.0%) T, ZHRIL 44.4% THDH, TEE
RIS DO RIFIBE CH D LEL LR,
CPM, ADM % X7t CDDP ##tf L1z CAP #ik
D LIRTMSE CT » 7B, #E1TRE166404 CR
2314 (6.3%), PR » 36 (18.8%) T, KHHKix
25. 0% TH 1. W BIILFEGIR DT\ 25,
M-VAC §gkh, BRI RVTh, CR DHEED
BEERVTH, BhTWBHEY L.

I TH,
Research Group for Adriamycin (JUCRGA) &
I B HMRIERFECHEDE L, %< OFFH2D
M ERTWv5. JUGRCA 13, 866404 CER D
BE#1T-Ch, CR 1361 (15.1%) & D%
iy 48.8% L E LT 5. R OBWE TiI, Stern-
berg L DOWEIT L RIFRBEIAILL, YHEOK
BLRRORE LR LRE R EARDI -7,

WAL RIS EIE T3, BN, BERE L E
BHEMN 10%%BLTEY, CR $ 205 EESEL,
FERETHBRE LED M-VAC #Eicstd 585
MO EIAE KL XRF. Sternberg Hit, BT
CER, R, Y vAEIRREFABRE R AL LT
5. HBRBITIIMEBESY L1365 2 61 (15.4%)
i CR #glch’, ZhEi130. 8% & HBMES »
7o. CR D2 GlIEE ERT, TOEEDL 2em )
TEAIBDTH -7z, RECDOWCTILEFIITH
2Ry, ) VSEEB B ) L Ciklifls PR %5
B (45.5%) iEd, CR (Lish »is, SEOEER
TIHBENRF R MREY 2 - L bhi-. HREAT
(L, BHEER BT B ¥ D RIES D b d - 1B,
Ple ESHMBE LIEBT, »rBREOKREDE
n@ED bR,

72, Sternberg LRILEFHDI8L W L X D
MARERCERE YRS, PEMERICT 2 M-VAC
REORREZRB LTS, 40, HEBELYHS s
LIfEARIL 1 BloHRT, M-VAC fih% 4 2 — AFF
W CR RE7ohs, BIAHE XY 92 AcEams
REC L W REARL, BH CT CTERLBRL
1o, RERER T 7085, BIAA X D 11» B der
L.

RS REEENREE, CR 267118 5413, 4
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# A, PR 10fICIX 10.7£10.97 B Th H, CRIE
BITERR VR TH - A FEERR DI .
¥71, PR CiLFEEBEFMIGC tumor free &g
St 2 FITHE, FOFHA0.0+2.87 & PR &4
DL A EIeERRDIh 1o, (LFFERICFN
g CR ke iiEfld awic CR EFIOFSH
BRI, PR EfAOZI ENERCEL
L5 Sternberg HOBWE L LR BER L e T,
upt T CAP FEOEHG) 7 61  EEERHANRE
RIS 6.6 B TH D, WREHHRERNNTE M-
VAC BEEORBEIRFTHD LEL LRI,

BEAFICIL, FEBICs+% CDDP Bhnfk ki
BB L LTT> w5 1 Bl &ERIT, BRE
TRXEREEDTE D, HFEREOMENZHTH D
LEZ b, RECITEROERT 58 Y M-VAG
BRI ERHIHE &V 5 ST RENME, LUK
BEROBIMR S LRI E2EVIEET, Th
7 M-VAC B ot w R 222 82RO
VEobEL bR, SEACHTHONI5a—AD
5%, 272—2 (36.0%) CEmMmBEL3i0 [ MR
3,000/mm3 i =3, H150 F 7R 22 H DB
Exiia Lic. BIMEEYTTO 2 - AL BT
WA AEEBNT 8 B (29.6%) THoTe. 5b 3 FIHHE
AHEHET PR Lich, BTN 5% E, BN
BERFTCL e - IEGIREE OFREIZD LI
MolbOn, HERFEOMES @O B RIE
ROVEDTHBEELZ bR, LxL, TOHTD
Wik thG-CSF OB Th/n h BEYERH LA S
EELZTWS.

1992E 12 AR ABEEEFEFRORERIL, Hiz & b8
BRSSO 1 floZThH B, SEADBRELE
FEREYHETD L, | FATFERIR0.2%, 245845F
115.7% Thy, LT L BIFLBUEE 2V e
ot L L, BUBORREFRIEYHOTHE
HELTHEER (p<0.05) BIFIHSFERL D, Z6)
TOEGMRIMFCEL b LEL DAL, 1,
BERt S L OEER A Wi M-VAC #i:5 a2 — A
*fT\, NC CTHEHREZR DT Mt Lics
A, BRI W ERLEEOMARED, hik2H A
Bdibt M-VAC E5kBAiA114 A BitiEBE o
SETHAC L TR LCEAL B D, RESHEHN
NC b, EGPDRIG CEXHWENE TRl LT
W3,

- B

HEFTHE IR B bR 27 et LC M-VAC #kk
ffL. CR 24 (15.4%) % &dEHHRIL 4. 4%
L, BARRE LTRBFEBBCH -7 Ll
HRER LCERPERCED N, fERFE ORI
DELZZ LRI

AWK OBEFL, H0E HAMERELRECE O TRR
Ut
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