WRFDE 40 : 939-944, 1994 939

REEBIT EEBECNT 5 rG-CSF SFHIC X 5
M-VAC ##:D Dose intensity

AEBHHTTREMREN R - MBS
N IER, K BLE, BB F
i E4, BR OB

DOSE INTENSITY IN M-VAC CHEMOTHERAPY WITH rG-CSF
FOR METASTATIC TRANSITIONAL UROTHELIAL CANCER

Koji Obata, Hiroaki Kobayashi, Hidenori Takaba,
Keisuke Yokoi and Atsuya Hikosaka
From the Department of Urology, Nagoya Daini Red Cross Hospital

The effect of M-VAC (methotrexate, vinblastine, adriamycin and cisplatin) chemotherapy sup-
ported recombinant human granulocyte stimulating factor (rG-CSF) was studied in 18 patients
with metastatic urothelal cancer. The mean age of the patients was 66 years. Of the patients 6
had lung metastasis and 12 had distant lymph node metastasis.

In this study recombinant human granulocyte stimulating factor was administered therapeuti-
cally at 100 to 250 pg subcutaneously after the white blood cell count was less than 3,000/mm.

Relative dose-intensity (RDI) was 0.88+0.11 and 0.72+0.19 for 11 patients with rG-CSF and 7
without rG-CSF, respectively. The relative dose regardless of the interval of the cycle of M-VAC
chemotherapy (% Dose) was 0.95+0.06 and 0.86+0.09 for the patients with rG-CSF and those with-
out rG-CSF, respectively.

Of seven patients without rG-CSF 3 patients responded (response rate 42%, mean survival
period 7.4 months). Of 11 patients treated with rG-CSF 3 patients responded (response rate 72.7%,
mean survival period 20.0 months). Although rG-CSF increased the RDI of M-VAC chemotherapy,
the correlation of response with RDI was not clearly demonstrated.

The therapeutical administrations of rG-CSF fail to improve the mean white blood cell nadir

and to prevent the decrease of the platelet and reticulocyte count.
(Acta Urol. Jpn. 40: 939-944, 1994)

Key words: M-VAC chemotherapy, rG-CSF, Dose intensity

#®

M-VAC (methotrexate, vinblastine, adriamycin
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Table 1. Mean dose intensity regardless the interval (%Dose) of a cycle in M-VAC

Number

of cycles MTX VBL ADM CDDP Combination**
G-CSF+ 30 96.6F 6.5 94.4%+ 7.3 9%4.1% 7.5 94.8+% 6.9 94.0% 6.3
G-CSF— 40 82.9%17.1 0.86%+12.3 85.2+10.9 80.5:+14.1 83.5+11.9
p-value 0.0001 0.0006 0.0001 <0.0001 <0.0001

* %Dose= Administrated dose (mg/cm?®) /Standard dose (mg/em?)
** Combination= (% MTX+ % VBL+ % ADM+CDDP) /4

Table 2. Mean relative dose intensity in M-VAC

Number

MTX VBL

of cycles ADM Ccpbp Combination
G-CSF+ 30 80.6+18.3 79.1+19.5 78.8%19.5 79.3+19.] 79.5+10.0
G-CSF— 40 64.8+£28.0 66.5+26.1 73.2+21.7 69.0+21.3 68.5£22.0
p-value 0.014 0.033 0.158 0.036 0.023

* RDI=Administrated dose (mg/cm?/w) /Standard dose (mg/cm®/w)
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Fig. 1. Kaplan Meier survival rate for patients with metastatic urotherial

cancer receiving M-VAC chemotherapy with or without rG-GSF

Table 3. Clinical effect of M-VAC according to dose

941

No of

patients (%)

Dose intensity

=90% (%) <90% (%)

%Dose CR+PR 11 (61) 9 (75) 2 (33)

NC+PD 7 (39) 3 (25) 4 (67) p=0.23
RDI CR+PR 11 (61) 6 (75) 5 (50)

NC+PD 7 (39) 2 (25) 5 (50) p=0.55

Table 4. Clinical effect of M-VAC in combina-
tion with %Dose and rG-CSF

BT, rG-CSF {FARTIE 200 ACThHH, £FERD
BEE» -7 (genaralized Wilcoxon #iE P=

GCSF % CR PR NC+PD Resp- 0,039) (Fig. l).
Dose once
ElE o 3L B 21N b= ¢
. . 2 p— ﬁ@&@%&ﬁﬁ%—‘i;@%@fﬁim W HE (% Dose)
(G.CSF— 290% 0 9 ) 67% TIXERR 16T 95.226.4, FEERABETHIT 856
1G-CSF+ <90% 0 1 1 50% +8.9 (P=0.013) TH», RDI Tt {FHARESS 4+
1G-CSF— <9%0% 0 ! ! 33% 11. 1, FEMAIRET2.3+18.7 (P=0.052) T, \Shib

> TTRTCORFICHMN LFE 5 EI 51328495 594
%itn 7= (p<0.0001) (Table 1). Li L, 1 cycle
CET BN, rG-CSF % {FEM LA 30cycle TF
$926.7+7.98 (21~56H), rG-CSF FE{FH D 35[ET
1527, 248. 080 (20~588) CTHREHKOEMLT
Elheote. YEEE SN % 27 RDI 3,
rG-CSF {# AE 0303 T11E#H79. 5£10.0, 40EIDIF
{EHERECIL 68, 5+22. 0 (p=0.023) T rG-CSF @
/M RDI o b FH L Bbhic (Table 2).
£EH oW T OFH RDI it ADM Listo 3 %)
. rG-CSF RO RV EZ I LI,
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#C rG-CSF #{EH L. fERIFlc i rG-CSF &
M-VAC ik 0BgEIx, M-VAC SREBEMBTI, 76
i, PR M3 fHICHYEK 42.0%, M-VAC+rG-CSF
BEolfciz CR 34, PR 56CHEMET2LT%
Thote. M-VAC BREBEHMORHEFHEIL 7. 47

rG-CSF % LI-fEGI T 5B DA R b,

M-VAC FE o 58 L RO TAhD &, RDI
90% LA EOFEGID B ZHIT 75% T, RDI 90% LT
DREFITILS0% TH -1z (3F test: p=0.55) 25, M-
VAC oififixZE Lis\ M4 HE (%Dose) 90% L) 1=
DREGIOEZIEILTSS, MMBEIOK LT T1333.3% T
BHH GF test: p=0.23), HMLEE LIV YARIX
RDI wigg~XTHR) & &5 & OBEN 2 LW Eimh
% 1 (Table 3). YHBOIYXIEIC LizEEL 1G-
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Hic L WEMTLZ ikl ishs (Table 4).

M-VAC #EE0RIEATh % BHEhic3 2 rG-
CSF 0B % %5 &, rG-CSF ##51T4 WBC
@ nadir {HITIERER L EN e ocdy, M/MRE
kAR MER D nadir {Eix rG-CSF 58T X v &(E
TP ~»1 (Table 5).
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Table 5 The mean nadir of WBG, platelet and reticulocyte

N Nadir(DAY) WBC Platelet Reticulocyte
G-CSF+ 30 16.01+7.2 1.9240.74 14.71£10.5 3.5£3.6
G-CSF— 36 16.8%+5.2 2.05+1.38 22.8%+15.6 8.81+7.8
p-value 0.20 0.22 0.02 0.001
= %= T, M-VAC+rG-CSF BE TR BRRT2. 7% L1
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DEFHRILIZY, FEEMETIIZ LT
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Granulocyte colony stimulating factor (3584
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stimulating factor (rG-CSF) %#5 LR T,
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rG-CSF {§i B T M-VACHB: 0 EHIH 5 8 Off R,
Ay Yo — VOEEBITERB V& Sh T\ B30,

SEOBE T, rGCSF DREIHEL X - T
A UIc HIMERBLZHI L, 5[5\ T OFRKB 52506
THH, YAREOEHBOREECZITEVE (B
94%) TOMEYERTHC L TR, O,
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i) DFEHBETRIND. £-TC, 1EDOHEEN
HEFTH | cycle OfMAERTHE RDI 15
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i B

EBMRE LSR5 rG-CSF 6fHic X 5 M-
VAC #Ei:0%E% dose intensity It X - THE L
fo. rG-CSF # L 7t \» M-VAC #EED relati-
ve dose intensity {3FH 72% TH - 1-h3, rG-CSF
DEEFEI L b relative dose intensity (33F#88% &
fe o7z, rG-CSF % Lic\ M-VAC 0BFERIL
42%, rG-CSFO#HTIX13% ThH ~ 1. rG-CSF O
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Elx T 5 LixcEJ, relative dose intensity
D ki rG-CSF DFtEME G HETHS LR
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