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Eighteen patients with locally invasive bladder cancer were treated with 1 or 2 cycles of
neoadjuvant chemotherapy consisting of methotrexate, epirubicin and cisplatin (MEC). All patients
underwent radical cystectomy and pelvic lymph node dissection. Down-staging was observed in
twelve (complete pathological response in 3 and partial pathological response in 9) patients (response
rate were 67%). Four of the 18 patients died of disease and all of them had not achieved down-
staging. Multivariate analysis revealed nodal status to be the only independent predictor.

With regard to side effects, gastrointestinal symptoms and myelo-suppression were observed in
almost all patients. Thrombocytopenia was observed in 13 patients (72%) including 7 patients who
showed symptoms over grade 3. Gastro-intestinal symptoms and leukocytopenia disappeared with

granisetron and granulocyte colony stimulating factor.

There were no treatment-related deaths in this

study. These results indicate that MEC therapy was safely performed and showed a high response
rate in patients with locally invasive bladder cancer.

(Acta Urol. Jpn. 47: 241-246, 2001)
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Table 1. Patient characteristics and response to MEC therapy

## WRTMIE  MEC MifF8i T-stage Grade p-stage Down-T p-response c-response PN i

1 70 MECX2 D) 3 pTa + PR SFEARE 0 A (ERL)

2 60 I-MECX2 3 3 pT3b - IR sfREE 0 AEfF (EEL)

3 75 MECX2 3 3 pT3b - IR FEARE 1 HESE

4 53 MECX?2 9 3 pTlb + PR PR 0 Ef (BiL)

5 53 MECXI 2 3 pT3a - IR FIREE 0 FESE

6 75 MECXI] 2 3 pTa + PR SEiAREE 0 AfF (BRL)

7 69 MECX2 3 3 pT3b - IR PR 1 B3

8 79 MECX?2 2 3 pTa + PR PR 0 &7 (ERL)

9 53 I-MECX2 2 3 pT2 - IR FMAE 0 £ (L)
10 70 I-MECX2 3 3 pT3a - IR PR 2 R
11 68 MECX2 2 2 pTla + PR SRR 0 Ak (ELL)
12 64 MECX2 2 2 pTO + CR FlAEE 0 EF (kL)
13 74 MECX2 3 3 pTlb + PR PR 0 HEfF (EzL)
14 67 MECXI 2 3 pTlb + PR FMEREE 0 B (ELL)
15 69 MECX2 2 2 pTO0 + CR FiEREE 0 AfF (BxL)
16 73 MECX2 2 3 pTO + CR SR 0 AfF (BaL)
17 48 MECX2 3 3 pTIb + PR PR 0 HFF (E%L)
18 70 MECX2 2 3 pTa + PR SHiAgE 0 AEF (B&L)

Down-t: down-staging. p-response: pathological response.

PR: partial remission. IR:incomplete remission.

BRI NADIIENSESIT, £fB%TH ), Fin
1344 ~795%, FHORTH 7. BEER% Table ]
IR,

2) 7 &

MEC #i% (standard MEC LT S-MEC) 0#%5
70 k21— V% Table 2 {2783, Day 1 |2 methotre-
xate 30 mg/m?, epirubicin 50 mg/m® ##HEL, 3B
Mk & Y, 68KHE%EIC 4@ calcium folinate % 15 mg
f5iE L7z, Day 2 i cisplatin 100 mg/m?® % BIRPI
5.L7z. Day 15 {C methotrexate & calcium folinate
% Day | LIRS L 13— & Lz &BHIZ,
EFAEROD 1,000/mm® AT ~DREADHR & NEKGD B
FNnhH L LA SN/ L &iTE, G-CSF % 2 ug/
kg ETHEL, HMBKAFEEMIZRD T TheiF7z. &
512, S-MEC BEDHEFEHROEALHEHE L7
intensified MEC #i% (LLF I-MEC) 05 7o
a— )% Table 3 IZRT. TD7 T b I— )it me-
thotrexate, epirubicin, cisplatin * ZhZFhI¥E L
TWwh, 23—AHEE T HEIZE, #ia—2XDFHI

Table 2. MEC therapy (standard)

c-response: clinical response. CR: complete remission.

Table 3. MEC therapy (intensified)

Day 1, 15 Methotrexate 36 mg/m*
Day 1 Epirubicin 60 mg/m?
Day 2 Cisplatin 60 mg/m?
Day 3 Cisplatin 60 mg/m?
Day 4~12 G-CSF 2 ug/kg

Day 1, 15 Methotrexate 30 mg/m?
Day | Epirubicin 50 mg/m?
Day 2 Cisplatin 50 mg/m?
Day 3 Cisplatin 50 mg/m?

Day 1 I{Z calcium folinate 60 mg £ fl. Day 2, 3 i
4,000 ml DHH®, Lasix 40 mg fEA. Methylpredoni-
solone 125 mg, metoclopramide 40 mg, granisetron 3
mg % H. Ggranulocyte-colony stimulating factor (G-
CSF) 34FPERAT 1,000/mm® L\ T CHE .

Granulocyte-colony stimulating factor (G-CSF). Day
1 |2 calcium folinate 60 mg /. Day 2, 3 iX 4,000
ml D%, Lasix 40 mg . Methylpredonisolone
125 mg, metoclopramide 40 mg, granisetron 3 mg
H.

AL +AEELTroRGTAIEELE. 2O
S-MEC F7:i& I-MEC % 1 ~ 2 I — X neoadjuvant
RELLTHREL, 20OHEEHR, £F=F, BIEH
% ST DWTHRE L7s.

S-MEC & I-MEC DZEHFUZ D TG E B A A
19954E11 1 8 H % TSI HiRk kR BFFE DS T
HY, FRELHIZTS-MEC, I-MEC, M-VAC O
Jarm P OEAELITEIRS Nz, ZRUBOEMNIZE
HEOHE T S-MEC % 7212 I-MEC %8R L 7-.

ERREHEB R OHERE L LT, bkt
iTHI, HATHRTCT 2 OB LET2HHAIEL,
BEREREEL D BRI L7zt 20k p S HilE
BRRHEE Lz, WEENHEHE the criteria
of the First International Consensus Development
Conference on Bladder Cancer® % Fi\>7:.

BIVER OFFfi 1, 2 0 — ABITER CIXEEE CF)
EROB BN a— 22 v, BRBERFZEEEY
BERCH E 9971 Lchsvii#k L7z,

FETTEFE L Z2OFEERKZE X Kaplan-)
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#:, Log-rank test * i\, FREFDHRE Tt Cox
ORBINF— FEFNIZBITART v 774 XERH
Wi,

& e

1I8KEBIH 3FEF (6 2 — R) T I-MEC »HEAT &
h, 15EH (273 —R) T S-MEC 11T S hre.
1L RE R D SR £ COMIX35H 22 592H
TEH61H Th - 7.

L RE AT R CEE LM T AEREADH D cli-
nical response D FFfi AT EE TdH - 72D X 18FIF 6
BichHh, #DOEBFIT PR IHBLN, EXHNEI0%
Thol:. HHLEMD pT 5% Tid pTO 73 6,
pTa 23481, pTI1 54, pT2 2514, pT3a 2
B, pT3b 3B TH Y, WA OHRMHY & b~
pathological 2 down-staging 7% 5L 7- D%, pCR
3%l, pPR 9BIDET12BITH D, BHHFEET% ThH o
7> (Table 1).

Bt &% OBBEMIX10~777 A (FH294 A)
TISEFIF 4 FIATEEL TB Y, fo14plizLepbiEz
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@ down-staging H13 5 LT ILEREDRHIH L I
Lo lERTHo 7z, F/24HF3H)IE pN+ T
»HY, pN+ ER, LFEHREOFEDEITFHRIE
W R B . LEREROT AT TV O
down-staging NDEE, pN+ DHEIZL HEFRE
Kaplan-Meier #12 TH % L, Log-rank test THR&E}
L7 (Fig. 1, 2). BUZRY@E D, pN+ fEF, FHE
DB THBEICFERRRECTH -7 (p<0.01).
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HBINF— FEFMIBIFDAT » 774 XEEH
v, REFL7:& 25, pN ORI LAFHRETF L
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Fig. 1. Cause-specific survival according to Down-T (stage).
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Fig. 2. Cause specific survival according to pN (nodal status).
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Table 4. Side effect of MEC therapy (1)
Grade Grade 2 L EDEE
BIVER
0 1 2 3 4 I-MEC s-MEC
=yl 6 5 7 0 —  2/3 (66%) 5/15 (33%)
B LBk 0 6 5 7 0 2/3 ( 66%) 10/15 (66%)
TR ER B 0 3 5 6 4 3/3 (100%) 12/15 (80%)
/MR 5 2 4 6 1 3/3 (100%) 8/15 (53%)
BRGEEE 14 4 0 0 0 0% 0%
IregEEEE 15 1 2 0 0 0% 2/15 (13%)
L, WEr: 1 5 10 2 —  2/3 (67%) 10/15 (66%)
TH 10 6 2 0 0 0% 2/15 (13%)
B 10 6 1 1 0 0% 2/15 (13%)
S 0 10 8 — — 2/3(66%) 6/15 (60%)
EHREURE 14 4 0 0 0 0% 0%
HMERE 16 1 1 0o — 0% 1/15 (7 %)
HEhEE 15 0 2 1 0 1/3 ( 33%) 2/15 (13%)
OA% 15 3 0 0 0 0% 0%
Table 5. Side effect of MEC therapy (2)
I-MEC (mean) s-MEC (mean)
BIEk 2,000/mm® LT DB (day) o~ 4 ( 1.7 0~ 2 ( 0.6
TFHER 1,000/mm® LUF O B# (day) o~ 5 ( 2.7 0o~ 3( 1.3
Nadir {237 % B¥ (day) 8~ 14 ( 11 ) 12~ 21 ( 16 )
HiMER®D Nadir € (/mm®) 1,100~3,200 (2,067 ) 1,100~3,800 (2,520 )
Bk Nadir f (/mm®) 110~1,184 ( 495 ) 230~2,128 ( 890 )
7z T3 Logethetis & {2 & %5 CISCA # i T70% Y,

HIMEk, FHEkid S-MEC, I-MEC & %12 2/3 1L
LEDFEBIT grade 2 L E DA RO B BEINHI AR
RHENEATH o7, HIMEKRA O nadir 1& S-MEC
FEBIT, F5 2,520/mm® T nadir FCOHBDOTFY
216H T 5 72, 2,000/mm® LT iZ AMERKDE T
WA HLNTH G-CSF &5 4 LI L ) &R A IZETE
L, 2,000/mm® LLFA3HU EfEC 2 &<,
2,000/mm® LT O BB DFEII30.6H THo 72, I-
MEC #E#UTiZ nadir 133 2,067/mm® T nadir ¥
TOHBMOFHIIIBThHo/z. TAEMEYK
2,000/mm® LT O HEOFIZL.THTH Y, 15EH)
T 2,000/mm® LT D HA4 BV MIET<T2A
LFTHh, S-MEC, I-MEC & i 16 b 5%
R 7: (Table 5).

MAMREA 5% D 5g CHbh, grade 2 ML EDR
A% S-MEC TISEBIH 8 EH (53%), I-MEC T
3HEBITRT (100%) Tz, F 7z, grade 3 L
L oEL % E 7THES (S-MEC 436, I-MEC 3%
) 12528, 3 ERFICIL/MRERI % 51T L 7-.

% =

HEATHIREE LR 1L, WERENSES LABETLF
BEARRTHIEEINTEY, ThITIZEZ{DnE
FpE AL EFEEIRALN TS, ThEToHSs

Sternberg 512 & 5 M-VAC #iET71 %2 BEDER)
EPFEENTVE. F0OHTH M-VAC #EiEiZ,
FREE EREHFRVCX LCIBIEC R SR, AR THAHLED
HEFEWO L L, M-VAC #iETH CR 2¢
BONBEIEI~50%2"7 LMRTEDRETIEL L,
BRI R HALHER 2 & DRIVER ASHBEYSR V2 &
DRER LD 5.

M-VAC DN HLDOMBERA*RETL2HMTER
Lh7=0% MEC #&ETHA" oL vx iz,
PUEB RN AT adriamycin & @A CEIMER A S h
Tw %' epirubicin % adriamycin Db § 12 vy,
binblastine #4835 = & 12Xk ) M-VAC OEIEH
DEBER> T5. &5, cisplatin % 100 mg/
m? ICHEUMEEMRLBHML LI L LTwns, &
D MEC BERDEIIIEESPSRELTWD LS I
B ORI EAT2 0 — A CRAMENALND 2
ETRBE BRI U CHERIMED SRS S B (LT
H5Y %7 Kuroda & 3EAEEOHHEI L 5
prospective randomized trial DR, R L EEIZ
¥ %H MEC EEOHHMELHE L TnaY

FEbNAbIIEZ D MEC %% BWEICHT 2
neoadjuvant FEE & U TR L2 OREE T L 7.
ERREVZI R EATEE TS » 72Dk 6 FEBID o 72/
INbH i TUR CHEEZWHELHES CT T
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MOBERAE, %5 PR ELTEETS -
TeREBITH A, £D 6 FEGIT T THR/AKR0% LD
PR (A%13100%) »54% 5 NERFKE9%h R ¥ E T MEC
BEGARE St 74, 206 5B 5 ER TR
HEMRE T down-staging 2FRH S N7z HESE
B 2RRHUETIZI8HFIHF D CR & & 126 T
down-staging A%Z2% b N, ZTINFE66% TH h D1k
S % B\ 72 neoadjuvant #iE T OHEL D38~
71%59 L T HBFBBLVHESIBLNR. —F,
g LB S DR R 2 R LTk < C b IEBASTRIE
LTWeER b H D iEELET L EBbn:.

RUITFHROBETTIZI8BIH 4 BIAYEL L TB D, %
D 4+~ TH down-staging 2K 51T, MEC &
EOFREBEHB Tho7z. 72812 MEC EiE0E
WHETEEFPEE LEFLTHED, Kadena”,
Splinter'® & D L [HE, FEHHCFEIEBL
Mm% (Fig. 1). TBEL 724805 3528
pN+ EFITH D, pN+ EB TFEIEVIER %
7z (Fig. 2). TIIBICTIRINBIUI T HATEVE
M EEDIZCE L DB THEROFELBREIC
BEL T LEEFHLEEbN. 72 Cox D
HBINF— FEFTNVICBITLRAT v 774 XETIR
pN DHPHIL L7z FREFERY, SRIOKETId
Bassi 5" A%k ~<TW B pT I3 L-FHRRATF L1
Zo¥, SHREFARTESC LELLRFAVLELEDL
Y (VAN

MEC S#EOBWER TR b ME L 2 5 D135 HHH
TahY, BHIMEA S-MEC, I-MEC & 3122/3LE
DHFEPIT grade 2 LLLDWA % RO 5 % LEIFER A
MOHBT AEmEED . L L, —EEEICHIMmER
DA % B8O TH G-CSF %512 L ) #LH 2\ MmEk
BoOBEE %O, HMHKOD nadir (¥ S-MEC, I-
MEC & 2 M-VAC ® 2,600~3,200/mm’ ""'¥ 12 K
NTRARBETH -7z, D/, HMEKEA I MEC
BERATICH - NIFEAEEEIZE o2 EBbh
7o, L& L, Mm/RICEEL Tid, grade 3 LLEDRED
% S18FEBIRET 7 EHICBVWTRD B % LR AT
HAEE % R 7272 MEC BERITICH 725 TR,
M MREI 7 &5 % AESLE L Bbh .

BREH LA CORITER CIREL, RS RIE
Lol $FICHBEE 252 ENEELEIERZ
DY, granisetrone 51 L ) B, MEMED HHEE
Earru— VIR THY, SPIREBEE TTFER) D
T—A%RTTHIEHNNFETH 7.

4EO#E & » MEC #i% 13, neoadjuvant #ik
& LT, AR A R il W IRES I35 75, B
MRS THIENTMETHSL RN, T2
MEC #ikid, 60~70%BEORGELHHFTE, £
DB CIFHRVPBENF2BEMERD S % L, neoad-

juvant #EEE L THBERILERETH S L BN,
SHEOIES R L TR T ALENHH L BD
n7z-.

& B

1) RETREEMREEE18AIIH LT MEC #ik
% neoadjuvant #iE & L THEAT L7z,

2) AT O EEKFM & X pathological stage »*
down L CW/fEBIEET126ITaH ) BIYZH67% TdH -
7o BYGIIIEEDH L KB L CHARICTRENT
Holz.

3)  BUIFER IR A 55 %0 R0 5V ME T % 8RO 72 Y
"B ZEIRE TR TS 7.

4) MEC $# i3 neoadjuvant #EE LTHAT
boEBbn, SEREFHLEP L URT HLEN
HrHLEBbN.
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