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INTRAVESICAL INSTILLATION WITH EPIRUBICIN
AS A PROPHYLACTIC TREATMENT FOR
SUPERFICIAL BLADDER CANCER
—USING TWO DIFFERENT SCHEDULES—

Naoki SEcawa, Takeshi Nisuipa, Kiyoshi TAKAHARA,
Hayahito Nowmi, Haruhito Azuma and Yoji KaTsuoka

The Department of Urology, Osaka Medical College

Intravesical chemotherapy is performed after transurethral resection of bladder tumor (TURBT)
for superficial bladder cancer. We conducted a prospective randomized controlled study on the
prophylactic effects of intravesical instillation of epirubicin (EPI) against recurrence to determine the
effective administration schedule. Between April 1999 and March 2003, 54 patients with superficial
bladder tumor (pTa or pT1, and G1 or G2 cancer) were assigned to two groups (25 in Group A, 29 in
Group B) after TURBT. The schedule of instillation (intravesically 40 mg of EPI dissolved in 40 ml
saline) was subsequently once every two weeks for 3 months (7 times) starting one week after TURBT
(Group A, short period), and subsequently added every two weeks for 3 months starting 6 months after
TURBT (Group B, long period). The patients were followed up by cystoscopy and urinary cytology.
There was no significant difference in non-recurrence rates after either one year (A ; 62.5%, B ; 82.8%)
or three years (A; 53.6%, B; 67.3%). A univariate analysis demonstrated that tumor grade and
staging were significant predictors of high risk for recurrence. A multivariate analysis performed by
using the Cox’s proportional hazard model showed that the schedule of instillation was an independent

prognostic factor for reccurence. In the present study, only 2 patients showed progression and one
patient died of UC. There was no adverse event that forced discontinuation of the therapy. In
conclusion, epirubicin instillation influenced the prevention of recurrence, but the benefit of long-term

period was not confirmed.

(Hinyokika Kiyo 54 : 711-716, 2008)
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A, UENIBEREE 9 T T IS, fili ok
WO A %L 4 AMDEREE L TWAER. 4)
TURBT (2 CiEMEIBE 2 6 L 72fefl. (5) s, 1%
3, performance status (PS) (X[ 7\,

Btz ko TIHB & L7, (1) B2 Tis %
o ERL. (2) G3 OfERL. (3) LERERF 2137
DO & 5 REF. (4) &, I, EAEEZR &0
JERELH T LER. (5) 2o, EELAGHELA
ToHER. (6) IGEMEOEERE AT AR, (7) %
DA, FIGEDAE Y & 7RO 7 HEB.

Av7r=bLF-artry b (IC) INREGICHE
HICAIgE R, Jiik, AFHRLIIOSHPIL, MEX
HOBEHLTHREEHT.

2) BB
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Fig. 1. The protocols for epirubicin instillations in 2 treatment groups, A and B.
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Table 1. Clinical and pathological characteristics
5 %
AfE BAE p-value ARE BRE p-value

Grade

Gl 12 11 0.9617 3 9  0.4687
G2 9 8 1

RIEE

Ta 14 11 0.5671 3 8 0.8368
Tl 7 8 1 2

W55 5

BoOOg 14 10 0.3656 2 4 0.7327
% 5 7 9 2

R

FLEFIK 20 19 0.3354 4 10 —
JEFLIEIR 1 0 0 0

3 H

VEE S 13 13 0.6661 2 5 0.9999
JRHETE 8 6 2

% 5l

B % 15 18 0.0527 3 7 0.8516
ok 6 1 1 3

JE A%

1 cm Al 7 6 0.9058 4 5 0.0778
lcm Pk 14 13

BHEOFFREF WA TWEF 2 &0 3T
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FI5E L72AERl & Fi3s £ CoOMMIZ AREL1260, 3 ~37
71 1, F¥10.6 T, BEELOGI, 3 ~344 1, P
1317 ATHh o7z, MEMICEEEZERIRDOON LD o
7= (p=0.5529). Kaplan-Meier 12T 5 72 I
ZERILA, BEETENEN 1 462.5, 82.8%, 34
53.6, 67.3% CTd -7z, MBI OIEFFERIZE L Tl
FEMICHAE R 2 B A2 2 89 % 0o 72 (logrank
test: p=0.229) (Fig. 2).
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0.0319), BHASATICILE L CHETHIREIFEE
CEWHRTHo 720 MY 2272815 ThHo 72
(Table 3).
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(25.9%) T, AZFEEIZ grade 3 LLEDFEGNIE %> 72.
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Fig. 2. Recurrence-free survival curves of group A and B.
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Table 2. Univariate analysis of prognostic factors

" T W opfE el

B ARE/BEE 1.658  0.239  0.715- 3.847

JESEE lem SEM/LLE 1,99 0.1086 0.858- 4.614
MESE /L% 0.524  0.1364 0.223- 1.227

3% " HEW/RFEME 0.912 0.8313  0.389- 2.137

Grade G2/G1 3.015 0.0411 1.047- 9.207
PRIERE T1/Ta 3.51 0.0434 1.038-11.872
3 E WFE/F5E 0.564  0.1963 0.236- 1.345

L] Bk 1.261  0.6751 0.426- 3.729
*RTFNOLEEBICH T 2LHE oY — FIE CI:

confidence interval

Table 3. Multivariated analysis using Cox’s
comparison hazard model

e WEToem esxar

[ ARE/BRE 2.815 0.0319 1.093- 7.247

I aes 1 em Aifi/PL b 1,209 0.7028  0.455- 3. 211
55 %4 HIE/ %58 0.428 0.0734 0.169- 1.084
3% ' MR EME 1,293 0.588  0.510- 3.281
Grade G2/G1 3.055  0.0692 0.916-10. 192
PRIERE T1/Ta 3.319  0.0628 0.938-11.744
3 WFE/F5E 0.796  0.6726 0.277- 2.289
L] Bk 1.942  0.2482 0.629- 5.993

*RFNOEHEB KT 2AHE oY - FIE CI:

confidence interval
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Table 4. Results of various EPI instillation therapy
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i AEEEOSEK] ME SRR ELSSVREN E—{% poEEnall R (k)
RFR : 1471, 9%,
I 2000 EPI 20mg #ffk 1-2w  1/wx4, Umx11  300mg g 11 Gl G251 2&/60. 5%, 3 4
60.5%
Koga 5 2004 EPI 30 mg firfz 24 h LI X19 vs X9 EBIRI5E TI6) vs 736 X 19*
D20mgx17 @30 I HIE Ol : @*
; o’ . 50 % T3 56 4 [
Kuroda & 2004 EPI Wit L w mg X 12 © 40me o @niios @ua G 0wl
Mitsumori & 2004 EPI 30mg fiif 1w 1/2 wX6 180mg L T OO #5500 14 RER
Wit 1w LIA X3, 1-2wX3 180 mg 65%
Wit 1w 1/2 wX 12 360 mg 55.50%
it 1w IR X3, 1/2wX9 360 mg 87.5%%
Cheng & 2005 EPI 50 mg #if 2w M ok M5 550 mg Ta, T1 10761 329% 104% RFR
. . 4 (4 %, Ta, T1, RFR:14:91.7%,
i H & 2006 EPI 30 mg % X5 HH, Thwx5  300mg &7 "9 "oy 9481 5%%
RFR : 1452, 3%,
i X1, 1/2wx19 600 mg R a2 5%
Liu & 2006 EPI Wi 6h LA 80 mgx1 Wi 6.1 0 O FREE

40 mg

1/wX6-8, 1/mXx10

33.30%

RFR : recurrence-free rate, NS : not significant, *: significant
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22 gt A5 T F 1) AT TURBT #%, HilAl
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OBFHETEL, WIRMIMIR FEERbEENE), &8
% BCG &g«= BCG #fiiE, FMEMEMEZ &5 %
WAL, & HITIEREMEME &25A S IERIRW B
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5.
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