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INTRA-ARTERIAL CHEMOTHERAPY FOR LOCALLY
ADVANCED BLADDER CANCER

Yasuhiro Aota and Kazuhiko YosHIDA
From the Department of Urology, Nagoya National Hospital

A total of 83 patients with locally advanced bladder cancer (T1, n=5; T2, n=28; T3a, n=21;
T3b, n=21; T4, n=8) were treated with intra-arterial (i.a.) cisplatin and adriamycin (or epirubicin)
chemotherapy. In 51 of the 83 cases, we combined this treatment with radiotherapy. The
pathological complete response (CR) rate was 68% for all patients, 84% for i.a. chemotherapy
combined with radiotherapy and only 41% for i.a. chemotherapy. The 5-year survival rate was 57%
for all patients, 71% for i.a. chemotherapy combined with radiotherapy and only 44% for i.a.
chemotherapy. The 5-year survival as a function of the clinical stage was 82% for T1+7T2, 66% for
T3a, 28% for T3b, 25% for T4 (T1+T2 vs. T3b: p<0.001, T1+T2 vs. T4: p<0.0001, T3a vs. T3b:
p<0.0263, T3a vs. T4: p<0.0214, T3b vs. T4: p<0.029). In 46% of all patients, we succeeded in
preserving the bladder; especially noteworthy, is that in 65% of the patients undergoing i.a.

chemotherapy combined with radiotherapy, we succeeded in preserving the bladder. These results
demonstrate that i.a. chemotherapy combined with radiotherapy is a useful method for locally
advanced bladder cancer which may make preservation of the bladder function feasible.

(Acta Urol. Jpn. 45: 149-153, 1998)
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el IAEEmEAEL, BAE ALY BEE
A VT, H1ER2ERS L ERERN,
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Table 1. Patients’ characteristics e ]
LA. LA. e )
Total  POTeherapy chemotierapy (1) ByiE{bamE A
radiotherapy radiotherapy 154 (éﬂ(fi?ﬂﬁ - 131, fiﬁ(({aﬁ?ﬂiﬁ . 21§|J) A
(yean age 67.4 67.9 67.0 Wea sl 461 (BHIEEREE 261, BUAGFREE
y 26l (ZEERCER U, 6161 (BhiEBLMEE : 1561,
Sex 69/14 27/5 42/9 _
(male/female) Wb BB ¢ 4661 12 TUR-Bt SfT a7z, 341
Histology 1 Bl) PERREET
SCC 4 5%) 1(3” 3( 6%) (BhiEHIREE - 261, HUAGEREE 1 60) %N
TCCGI  2(2%)  0(0%) 2 ( 4%) BHot. )
G2 13(16%)  8(25%) 5 (10%) (2) Regional therapy D#IEAZIR
G3 64 (717%) 23 (72%) 41 (79%) 54450 (68%) (BhiEBLIREE « 1261 (41%), BUAHEHA
Stage . B 4260 (84%)) 2 pCR #48 & h /= 2%, 256
Tl 5(6%) 1(3%) 4(9%) . . )  (59% S EIRE - 8
T % (34%) 6 (19%) 29 (43%) (32%) (éb(fjézﬂzﬁ : 17{51 (59/;’ ﬁu»ﬁﬂﬂ# _
T3a 21 (25%) 12 (38%) 9 (18%) 151 (16%)) 12X pCR ’i’{? SN horz. 4BIHEF
T3b 21 (25%) 8(25%) 13 (25%) AEETH - 7.
T4 8 (10%) 5 (16%) 3(6%) (3) F #%
BIE, 836386 (46%) HEERREFAT (BhEH

pCR 7568 & 7= Bl I EBEMIRTE L, pCR 458 & e
o ZEBNIAT U CIRBI & U CEEM SRR % 1T
L7z (Fig. 1). 1122w Tlid, 17— X T pCR %
/BoNT, 23— AT L7, £HFZEIL, Kaplan-
Meier HEIZTHHTL, EBIEK, stage Bll, HBFEH
BER, F#3IZ Generalized Wilcoxon BRE % AVv»
T, BHBOREERELIT -7z,

SR Bladder preservation
LA chemotherapy with or

Blopsy =~ ithout radiotherapy — TUR-Bt
Not pCR Total cystectomy
Method of LA ch apy . ger's ique, bolus injecti
Mediclne . CDDP 50~70mg/m?
ADR {or EPIR)  20~30mg/m?
Radiotherapy : Linlac 2Gy, 10 times, tota! dose 20 Qy

B 56 (16%), BUABHAEE : 3361 (65%)), 9Bl
(11%) »EMERHERr @EEmE 66 (19%),
BUGHFAEE 36 (6 %)), 3161 (37%) #9923 (&)
TEHREE - 186 (56%), BUAHFFHEE - 1361 (25%)),
561 (6%) HMARIE (BHiEEME 360 (9 %),
HOABEAREE - 261 (4 %)) TH A (Table 2).
(4) HfFE=R

EIEFID 3 EATFRIZ68% (BHEHEMEE - 53%, W
EHRE 78%) Thot:. TL5FEEFEITY
(B BB - 44%, WHBHE :71%) TH Y,
Fig. 2, 3D 73 7IIRL7.

EHEFITOEEENSELFRE, TIH+T?;
82%, T3a; 66%, T3b; 28%, T4:25% T Y,
TI+T2 & T3b (p<0.0011), TI+T2 & T4 (p<
0.0001), T3a & T3b (p<0.0263), T3a & T4 (p<

Fig 1. Therapeutic course. 0.0214), T3b & T4 (p<0.029) D LB ICHEE
Table 2. Results
Total LA, chirandoig:ﬁre;:ggywithout LA, C:\ae(;?gttgl:rr:g; with
Operation
Total cystectomy 15 (18%) 13 (41%) 2(4%)
Partial cystectomy 4(5%) 2(6%) 2(4%)
TUR-Bt 61 (73%) 15 (47%) 46 (89%)
Inoperative 3(4%) 2(6%) 1(2%)
Effect
pCR 54 (68%) 12 (41%) 42 (84%)
Not pCR 25 (32%) 17 (59%) 8 (16%)
Unknown 1
Prognosis
Alive with bladder preservation 38 (46%) 5(16%) 33 (65%)
Alive with total cystectomy 9(11%) 6 (19%) 3(6%)
Cancer death 31 (37%) 18 (56%) 13 (25%)
Other cause of death 5(6%) 3(9%) 2(4%)
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Fig 2. Cumulative survival curves in 83
patients I.A. chemotherapy with or
without radiotherapy (Total).
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Fig 3. Cumulative survival curves in 83
patients I.A. chemotherapy with or
without radiotherapy.
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Fig 4. Cumulative survival curves in 83
patients I.A. chemotherapy with or
without radiotherapy (Stage).

%307 (Fig. 4). T 72BhEEIRMEEIZ B 1) B HEEET
S5EEFRIE, T1+T2;85%, T3a;58%, T3b;
13%, T4;0% T & h, TI+T2 & T3b (p<
0.0035), TI1+T2 & T4 (p<0.0026), T3a & T3b
(p<0.0378), T3a & T4 (p<0.0074), T3b & T4
(p<0.0054) DEXFMICHAEZLROL. RKIIHE
B F B Cix, T1+T2;85%, T3a;76%, T3b;
41%, T4;50% Tdh o725, SHEIIEFEEIRD
Loz
KIZEJEBIF pCR 21378 D 5 FEFHRIIT6%,
Not pCR #i330% C, WMHMICAEEZRDH (p<
0.0011) (Fig. 5). F 7-B)iEHME T pCR %1578
D5 EEFEIZT5%, Not pCR B1324% T, WiFEMH
IHEE LT (p<0.0202). FBRICHIABEHAEET
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Fig 5. Cumulative survival curves in 79
patients I.A. chemotherapy with or
without radiotherapy (Pathological re-
sponse).
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Fig 6. Cumulative survival curves in 80
patients I.A. chemotherapy with or
without radiotherapy (Operation).

pCR %72 B D 5 FAEFHIX75%, Not pCR FHid
63% Tholohy, EHBICAEZIRDONLLD -
7z,

FEMARGERED 5 FAEFERIZTI %, BEHETHEREIE27%
Thl), MEMICAEEYRDL (p<0.0055) (Fig.
6).

(5) BYEALFEHEEICBIT AEIER

SEFIIBWT, BEELZEWVERIIRO N7,
4865 (58%) (ZE.L - WEM:, 1161 (13%) (BRI -
BZE, 5B (6%) IZTH, 46 (5%) \ZHE, 3
B (4 %) WCHERBAR S N7z (Table 3).

% =

JBET IR S A AE R IAE RGNS
RN THAH. T3, T4 EFORIERIEENERHERMTE
RTD 5 EEFRROS LT EMEINTHY Y,
Ld ZOFMIREEMEES 20, BF QOL
#ELLHER - TV A, BEFTREERENE ST A1
W LEEEIIOWTRERDO#HEIH Y, FoF
IR EEEOTREEL RE T2 D0 HE SR
T\wa, M-VAC #iE> ® CISCA #ES 1347 Bk
FOEEE LT—RIBIZBVSR TV, FOHT
CDDP # BiETH VA HENRE SN TV 5.
Logothetis &7 {3, 2661 DFAFGEBEMMEESL F 7213
MR ERNEREEB LU 2RIOREBEBEEII L
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Table 3. Toxicity

Total LA. chgr:ﬁ(t}:ggggywithout LA c?aeé?gttﬁl;r:g);l with
Nausea, vomiting 48 (58%) 25 (78%) 23 (45%)
Hip pain 11 (13%) 3(9%) 8 (16%)
Alopecia 11 (13%) 5(16%) 6 (12%)
Diarrhea 5(6%) 0(0%) 5(10%)
Leg pain 4(5%) 0(0%) 4(8%)
Micturitional pain 3(4%) 0(0%) 3(6%)

T, CDDP % j{ETH# 5 L7 CISCA #iEIZ & b 11
B (39%) ® CR #BTWwh. T/, ) v/ 3Hi
#ES7-18BF 5 F1ICd CR 2B THBY, ZDEE
O BMIZDOVTHNTWV S, Chechile 5% 1, F
WMAEED T4 BEMEEE 760123 LT, CDDP %)
HETHRE L7/ M-VAC #EiEx B, 3OS
WATEEE R o/o b BMELTWA. IG5 IXEED
BRI X o C, BETREERENE EE 265 6 5iC
BB RED TR Th 72 bHE L TWwh. CDDP
F7-13 ADR 2 EFEREICHEAE LTHERLE &
DEEIIS0~T71% TH 5H%Y, CR FIZ14~40% &l
BI~NEHFETIE AW Eapen 513, 25610
ST IR e B % 12X LT CDDP (60~ 120 mg/
m?) DBELE 40Gy DGRBS TV 180G
BN D B L DD, 24FIHF236 (96%) 12 CR
»HBCBY, 2EHOEEFEIINS TH S L#HE
LTwa. FHLD iR, 2668 0FEEEENESRSIC
L C, CDDP B3 7212 ADR ftHCEiE L, 40
Gy DM EHEEFEMLL. ZO5EEFRE
57%, BEBRIRTFERIINL% THoEHBEL TV 5.
Prout & '® 13, 21 RE BEAE B E 536010 MTX,
CDDP, VBL D5 % 2 32— A{T\y, #H\»T 40 Gy
DR EH#RFEEL CDODP 2 $TAZ L& 5 T,
77% D 5 EEFREA % OBERRFEL B ERE L
Twh.

BEDEL A, BEFRELEFIFREIIBY
T, EHLEHPMERTHEMIHASHTII RV, 4ED
bUONORF T, 5EAFRIITS, BHAEFR
1378% CTdh o 7. HMZEEFN DS FEFRTIE, TI+
T2 ;82%, T3a ;66%, T3b;28%, T4;25% Th -
7. RZEEICRBEOESKRTER SN, &
B R TOREM SR O 5 F£4FFE, pTl; 61%,
pT2;62%, pT3a;48%, pT3b;23%, pT4; 22%
Thotz. TORMEEBEMICHKET D L3 hkzy:
A5, WENOEBREIZBNTY, pT3a LT OEF %
51E50% F2BELL £ o>, pT3b LA EDFESITI220% R
DSEEGERPRATNDERERY, ThENIXIE
EIR%DRMTHS ) EWBETHIENTESL, Th
SDBEEMNS, REMERENRE XT3 B B RAERED
AHeEASTRIE S D & & b1, pT3b LI EDFESNIN

THABDERED L ) —BOREISRKDONL. &
Bl O, BUAFRENGESHERMEL VEL T
BEREROTDH T LIFHER VY, ARES LUEF
BOWEE b IZHEHAEIFRWERAR SN,
CDDP %* & 42 BILaWITiE, BEHRIC L 24
ELIEHTHEEZONTVEEEDA S Z X LH
H»5B. FnoiE, 1) CDDP 2 X Y hypoxic cell sen-
sitization 254 U A, 2) CDDP 2SHEHRBEEIZ XL 5
sublethal & % \» i3 potentially lethal ZEZE 2> 5 DME
FE4xI%3 5, 3) CDDP 2k 2HifEIE~DZER
F#1t, 4) CDDP 4N H 4 radio-protector & B b
1% non-protein sulphydryl group ® LX)V & & L,
Wt e % b 8¢ %, 5) toxic ligand 2554
T5, 2ETHB7 bhbhoBrERE, Wt
AL L CDDP % 7-13 ADR k O FHgiEDHE itk
AR SN T B BFEOERY, BRNHRESE —HL
Tw5h.
WERBHRETHEERIC BT A HETERSTE13 60
Gy TH 5%%, CDDP /213 ADRIZHHE N2
£ 30~40 Gy DHEVL . SHEDKREFTIE, K
Yk & CDDP &8 X U8 ADR D ERE {LEEE LD
HHICI 2HEEDREZIFL T, BEESEL 20
Gy E LTERBLTE., ZOBIZIE, REEICED
L% h o 723568 OB B X ORBREMHFTOX
BEIZROLHRWEDIZER L. 4%, EAREHRE
FEYRETE-OOEELRXBRIETINS.
RFTEEERENE IS T AR TRETOKRE R
MBED 1012, ) v 8EiiE4%% 5. Winshow & '®
WEAUE, BRRRNY CSEERBD14% 13, ARTZHIAR
L ENTVD, SEIOLRONORET T, BERE
FERERATH R 4 61 (8 %) ([TBBANY v/ EiEsB)s
o7 ZORKHEIE Winshow D & 13—
L, SFBELRZFNELSRVERAKDBETH .
AEOWEFIZB VT, BEHRBEROFEIZ» b5
T, BELRBEEREIRS Wd o7z,
PlEDERIZE H, CDDP & ADR (F 7:i2 EPIR)
DEYEACFRRE & BRGHRRE L ORI, BRTR
TMEIERERE Lt LAER 2 OREREHETH Y, B
R REOTRMEZRETAIDEEZ SN 5.
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1) BAETEEEENESSH o LT, CDDP &
ADR (Z7:zi2 EPIR) B bF #2547 L7z, 1990
6 ALUFBEDSIBNIIE, HBHEEEL A L.

2) EFROMBEN CR (pCR) 1268% TH Y, F)
TR TA %, BUAPFREEIE84% T - 7-.

3) &IEBID S FEFEIIST% TH Y, BEEMmE
T44%, BIGHREILTI%TH 7.

4) ZEGITOMEET S5 FAEFERIZ, TIH+T?;
82%, T3a;66%, T3b;28%, T4;25% TH Y,
T1+T2 & T3b (p<0.0011), TI+T2 & T4 (p<
0.0001), T3a & T3b (p<0.0263), T3a & T4 (p<
0.0214), T3b & T4 (p<0.029) D EHEHMIHHE
R

5) ZEhRD46% DEFIEMBEE RIS &
HTE. FFICBUABERABEIZB W T, 65% DIERFIIC
BEREIRTE A RIS 5 2 ENTE.

6) RPN 33 A BTG R BE L
BEL, AP ORERGFETH Y, BEREERE
BEDTRMEEARETHLDELEEZLND.
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