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M-VAC CHEMOTHERAPY FOR ADVANCED UROTHELIAL CANCER
—SIDE EFFECTS AND THEIR MANAGEMENT—
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Since the M-VAC (methotrexate, vinblastine, doxorubicin, cisplatin) regimen was reported by
Sternberg in 1985, it has been widely accepted for the treatment of metastatic transitional cell carci-
noma, This regimen has a significantly high response rate, but bone marrow suppression and
gastrointestinal (GI) symptoms are inevitable. To complete this M-VAC regimen, preventive
therapy for side effects is necessary. From November 1986 to March 1993, a total of 72 patients
were admitted and received M-VAC therapy at our hospital. All of them had metastatic or invasive
transitional cell carcinoma and they received a total of 163 complete courses of M-VAC therapy.

We examined the side effects of this M-VAC regimen, and evaluated the effectiveness of colony-
stimulating factor for prevention of granulocytopenia or granisetron for prevention of GI symptoms.
Twenty-three patients (39 courses) were given recombinant colony-stimulating factor. This cyto-
kine prevented the nadir of neutropenia and shortened the period to reach the nadir and period
that the neutrophil count was below 1,000/mm?. Twelve petients (26 courses) were given granise-

tron, with significant reduction of the incidence of GI symptoms. These findings suggest that M-
VAGQG therapy is effective and safe when used in combination with these drugs.

(Acta Urol. Jpn. 40: 677-682, 1994)
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Table 1. Patient characteristics

i # M 72151

HH m:f) : 63:9

F# (mean) :  37-82 (62.8)

PS :0-2

B & B

BB E % 584
BRREEE ofsil
W& D&k 561

AT X R

Neo-adjuvant #ix 366 (512 —2)
Adjuvant #iE 4361 (753 — )
EBRIITHIEHR  9fl 72— X)

BRI R F MR BRI AR L M-VAC iy
SEETRRY TRAT S hicl T Rk LBOB O BE124 T
$H% (Table 1). £ 12 375% b b 828 CEIIEMIT
62. 8T TH oo, MEFITIIBH636], L9 FILHHE
ot FREBITBENIE6H, BRRERE 96
HMEDOEHFISHITH . PS REWERCHET S
Tcdd 0 200 2 ¥ TOEFICIRE L.

M-VAC REIES R v & o BT 45 7T A8 70iE
BB D37z —A, F 7-fiFf B D neoc-adjuvant
PRk & LT36MID <51 2 — A, o adjuvant §iE
& LT3 D752 — AR T X Rt

M-VAC §##Ei. Sternberg DOFEDPIEE Uich S
SoBirmebhic. DTEKAERT. 1EHR
MTX 30 mg/m? #HEL, RHFFEL LTREAY
FTRCOER 3RHEE X b 6 K581 4T Citrovo-
rum factor % 15mg T OMFELY. 2 HBER VBL
3 mg/m?, ADM 30 mg/m? %#&E17-. Xbi CD-
DP 18], #02@E%*h Fh 35mg/m? 355 70

Original M-VAC regimen

1st Cycle M-VAC

WMRICE 40% 8% 19944

mg/m? ## 4,000m]l DKL L LI EEREL
FIRH & LT furosemide % 40mg % 7, Hnt#l
LLTHRTOERAT =4 FH (methylpredo-
nisolone 7g &) 250~500mg % e ik 7c.
CDDP #F#E v T & ML 5081162 — A
TH D, GHEEESEOEE T50~80%F THE L
FEBIL226147 2 — A Th » .

Recombinant human granulocyte colony sti-
mulating factor (thG-CSF) 1324(D 392 — AR
HEREN. £D5 % 7147 — AL M-VAC O
mror v LCEB I (Fig. DP. BEEGIC
R L = — ADPFEIRAFER & B UTEM oh -
fe.

CSF 1% 2pg/kg OBx 2 —ADI0EH X VEIET
HL, WBG 2 ¥R D ¥ T e, EciEfEy
ATk 3 BE X DEIR L CTHUERIER B 2B\ T
HEBFEHLL.

AR ATAEH, 35 XU cross over study B
3¢ full dose DEPITH - f.

%7z, S5HT3RA (granisetron) (3124126 = —*
wlEEE . FERlE LT 40 pg/kg % CDDP {§
FA30Z AR L 3 ~ 4 BT . EHERCHEL Tt
FEIE LT 2 7 — AR THRICEGZE THRE L.

Bl AoFERI H R BB RES BB RAEDE
PRGBSI ~ 7. Fh, HEIFHBHELTE
HROFHIEDO L t BB X b T L.

= S
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2nd Cycle M-VAC
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Fig. 1. Schedule of M-VAC short regimen compared with
original M-VAQC regimen (SC#R7 X higH)



B, i3h REE R - M-VAG #iE 679

Table 2. Evaluable cases for response rate (PS: 0-2)

No. i t# mum [EBHE MVAQ 40 28 L4

(FHESA) (T3 —R) i}
1. 66 M BBt B (Rt 7 CR  4M dead
2. 0 M BEH GERD 2 CR  4M alive
3. 69 M B M 2 PR 2M dead
4. 63 M BEK W 6 PR 6M dead
5. 56 M R&E Vb 7 PR 36M alive
6. 67 M EK & 4 NC dead
7. 67 M BB W 2 NC dead
8. 58 M % & ) 3 NC dead
9. 62 M B & 4 PD dead

(Response rate=5/9=56%)

Table 3. Effects of rhG-CSF (cross-over study)
Nadir (ANC) Recovery

W WBC<2000 ANG<1000 Nadir (WBC)
I—2 (Days) (Days) (/mm®) (/mm®) (Days)

rhG-CSF  — 1.78 3.64 2428 676 15.2 8.7
(162 —2) +2.64 +2.87 +1052 +439 +1.9 +4.3

Nadir
(Days)

rhG-CSF  + 0.31
(14— 2) +0.6

*p<0.01, **p<0.001

0.94* 3537
+1.12 +1832

1852*
+1473

11.8**
*1.8

2.4**
+1.4

ANC ; absolute neutrophil count

Table 4. Effects of rthG-CSF (Total cases)

Nadir

W WBC< 2000 ANC<1000 Nadir(WBC) Nadir(ANC)
-2 (Days)

(Days) (Days) (/mm®) (/mm®*)

rthG-CSF  — 1.88 4.3 2337 739 14.9
(12921 — 2) +2.65 +3.26 +1112 +684 +2.3

0.49*
x1.12

3894*
+2219

3800*
+2446

2124
+1892

12.3*
+1.9

1.05*
+1.57

thG-CSF  +
(393 —2)
3223*

42084

12.7*%
+1.5

1.4 *
+2.7

Short Regimen 0.9 **
(142—2X) 10.9

*+p<0.001, **p<0.01

ANC ; absolute neutrophil count

241, PR 34, NC 3§l, PD 16iTHhb, &K M-VAC JEHEST Uic 2420 & rhG-CSF {EFE

DEHRILES Th otz L, EFIS DY v
EBARRCESPRS 6 ALIATH D, T DIER
LIEG 3 BAHETNTERE LTV 5. FESI 3 1B RIE
Wk, BMERERT X v BEMLBRITET LEO®D
HUBTERET X Y M-VAC »#H LERT,
47 B % T CR THototd, HWAEAVZREDLR
fod, Sl b BERELBRFETREERITRER
frpch .

FIHER 5 REREESR T, FHPRE S5cm Lk
DERBIIRY v~ Hird by, BELERTREY v
WX oA LEBECH LT, 537 2—20 M-VA-
C % 3 Elchic > CHTL 225, BEfL PR
DRBTEEFTHS.

b. AMmMER (FHE W4k X O rhG-CSF %R

Bz 313 % AR A 3 X Ok OB Th
FhEREFIT84%, 85% THh b rhG-CSF EREH
TIL56%, 59%Th-tc. T0 5 BE—EFTOFHME
MATETIEF, 3w % Cross over study 237[HE
TH o IAEGNTIOFITH b, rhG-CSF REH = — A
162 —ATH b rthG-CSF {#f =2 — Aixl4=2 — A
“Th-1 (Table 3).

HFFRERA, 000LLF o BEL, IFHIRDIEE, EfEC
E 513 & OE|ED b oREO MBS B ER
WLIHET LT

#7- rhG-CSF RFH 2 —A L= —A, ¥k
FKEA2—ALEHELVOAVED B B WTE
rthG-CSF ®#ERAT5Z Lk b QimEk, HFHEROK
PrEECHElEhic x5 (Table 4).
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Table 5. Effects of granisetron

I—2A B, B ‘KB Rk
EFIK) (BIEA Grade) (BITEH Grade)

0 1-3 0 1-3
Granisetron
A # 26 6 20 6 20
(12)
Granisetron
FEfE U 137 2% 135 3* 134

( 60)

*; p<0.0!

EEBR I NI fltAICH B granisetron D
M-VAC BECHTHMR A AL, AT =A VHF
OB TEECEWEHO grade ¥BEE L 2 1o
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