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COMBINATION CHEMOTHERAPY FOR ADVANCED
BLADDER CANCER
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From the Department of Urology, The Center for Adult Diseases, Osaka
(Chief: Dr. T. Kotake)

Patients with carcinoma of the urinary bladder have a poor prognosis. When distant metasta-
sis develops, such patients seldom survive for more than several months, For them, surgery and/or
radiotherapy are of little value, and systemic chemotherapy has been thought to be the most useful
treatment. Forty-six patients with advanced transitional cell carcinoma, including bladder cancer,
(33 bladder, 9 ureter, 4 renal pelvis cases) were treated by a three drug combination chemotherapy,
using two protocols (protocol I: adriamycin + chclophosphamide + 5-fluorouracil, protocol I1: adria-
mycin + cyclophosphamide + cis-platinum). Protocol I induced responses in 5 of the 24 patients
(21%, 1 complete response, 4 partial responses), and protocol II in 7 of the 22 patients (329,
1 complete response, 6 partial responses). The overall response rate was 26%,. The durations of
response (median duration 5.1 months) and of survival (median duration 11.3 months) in all re-
sponders were relatively short. The three-combination chemotherapy, especially protocol II, was ef-

fective against transitional cell carcinoma of the urinary tract, but the results were not satisfactory.
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Table 1. Patient characteristics

No. of patients

Total Protocol I Protocol I

Total no. of patients
Male
Female

Average age
Range

Sites of primary tumor
Bladder
Ureter
Renal pelvis

Grading of differentiation
G1
G2
G3

Prior treatment for primary tumor

Total cystectomy

Partial cystectomy
TUR-bt
Nil(ureterocutaneostomy)
Total nephrouretereetomy

Measurable sites of disease
Lymph nodes
Lung
Local extension
Bone
Liver
Bladder tumor
Skin

46 24 22
38 20 18
8 4 4
59 63 56
32-74 48-71 32-74
33 17 16
9 6 3
4 1 3
1 1 0
13 6 7
32 17 15
25 12 13
2 1 1
1 1 4]
5 3 2
13 7 6
27 16 11
15 7 8
15 8 7
9 4 5
2 1 1
5 3 2
1 0 1

b, EISEmREET, B33t REofl, Bh4dlT
Hote. HIRROFMEEOARIL, BSmERT2S
7, EERCESIkMT 2 61, TUR-Bt 16, REERE
DL 5 G, BRELBERATIFITHY, 206, fioik
SERRERIT 5 O VWRL . REASFENCILABTE
EEThHY, REERNKX Gl 14, G2 134, G3
3 CH . ERNBFERY V827 6l B 15
oI, BRTEEIsE, B9f, KPRE2 6, BERES 6l &
B1HThY, ThbRETHEMVERE vvF7/
5 4, OT, BEHRRER L CRE, BBHIRLTH
FIRIETRRZEThH A, FEARI L, REMRE,
Mz, (b, FARERE, OER, TRE
4, BUR, PSP BLU7 V7 F=2v2s )75 VR
E OBHsEERA, audiogram I X BFENKRERT
WEIEA R T, LEFRKETD performance sta-
tus 1%, 420IMBITATRET, 4 BIBARLAEETH
b, 40, o LR, MRRE RS o
1z,

i Liz 220 protocol DFEMICWTHUTRA
~ %, protocol I %1 H Bz ADM 50 mg/m?,
CPM 500 mg/m? %%, 2HHXH6HAETOD

5 Bf 5-FU % 500 mg/day pW§HHET 255K TH
h, protocol Il {X 1 B B&& ADM 50 mg/m?, CPM
500 mg/m? &, CDDP 1 HEDA, Fhill
HE® X U'2H B 43T 50 mg/m? SiEET 5
FHETH%. CDDP D5 IWLTIE, BElY
BET~L, #5B X YK THOEH ¥ CTREOR
BxfIR, 7Yy 7R, == —ARREOFIRA%
F\te. T protocol & HFAIE UT 3 BHEETITR
\», protocol I {3F#3.527 - (2~627—1n),

protocol II {3W¥g3.57 -1 (2~5 27— 1) RfT
U, TedsRhR¥ER, MU« FEREOH B
W5 B (CR, PR, MR, NC, PD) ##H L.

" om OB W

Protocol I %24 Aiz, protocol II % 22 AREFT
Licdt Table 1 @RHA%B T LK EROFRETR
DWT R EIRERITIR. BIRE % protocol FiIT
Z5 &, protocol I oW TixERKIX21% (CR 1
%, PR 44l) T, MR+SD 354 % (4+96l),
PD 25% (681) TH-t. protocol II o\ Tik
HHRiz32% (CR 14, PR 64)) <, MR+SD
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1345% (4 +661), PD 23% (5] Th-t. L
oo THEZEIR D\ T, protocol II A% protocol
I XX BELF CH 5. 7t B protocol >
#EHRT26% (CR 241, PR 104) THoi
(Table 2). 287D & %5 i protocol I, II &>
2T, BERE21% (33U 7 B, CR+PR: 1+ 641),
Re33% (9B 34, CR+PR: 1 +24)), B%

Table 2. Results of combination chemotherapy

Response
Treatment Total
CR+PR MR+SD PD
Protocol 1
No. of patients 14+ 4 4+9 6 24
(%) (21) (54) (25)
Protocol I
No. of patients 1+6 4+6 5 22
(%) (32) (45) 23
Total
No. of patients 2+10 8+15 11 46
(%) (26) (50) (24)

Table 3. Duration of response on combination

chemotherapy
Response
Treatment Total
CR+PR MR+SD PD

Protoco! 1

No, of patientts 24 5 13 6
Median duration (months) 4.7 5.0 -
Range 2-8 1-21

Protocol I

No. of patients 22 7 10 5
Median duration (months) 5.4 3.4 —
Range 4-9 2-9

Total

No. of patients 46 12 23 11
Median duration (months) 5.1 4.2 —
Range 2-9 1-21
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BEBH, FEREFICA-EBEEECOWTE, s
HOBFXEII83% (156IH 54, CR+PR: 243
B, Vv HEBETOFHRILI0Y (274+ 8 Fi,
CR+PR: | +76)) LHENRFTH-T, B,

g EE~OGBE, $SIVRERBHERTHIEKT
EBEON 7 b 5t {LEFRE OB IR % pro-
tocol Flic &% & protocol I TILELRETEL 4.7
#R (2~8#A), protocol I TixFH5. 448 (4
~9M ) TREURLSELTNRFR OB Thrdv-
L LRTLAERSEHMTH S, sk,

protocol I, I1 &doRtc, HRHES 12 61T DOFHZE
ZhARTES. 12 B (2~9 4 ) TH-i- (Table 3).
(LEFRBEB D LRI O\ TIX, protocol I Tit
BEFECFEHI3. 14 B, protocol II CE#10.07 A
TREFWVETR. protocol I, IT &2\ THEE:
1%, MR+SD & HNTFEHHS5 » A, PD B
TI% protocol I THEH114 H, protocol II TE
¥1#) 6 » RAFIIHOERE YD bhi: (Table 4).

Table 4. Duration of survival on combination

chemotherapy
Response
Treatment Totat
CR+PR MR+SD PD

Protocol [

No, of patients 24 5 13 6 .
Median duration (months) 13.1 7.4 2.3
Range 4-26  3-21 2-3

Protocol 1

No. of patients 22 7 10 5
Median duration (menths) 10.0 5.0 3.6
Range 4-16  4-11 2-10

Total

No. of patients 46 12 23 11
Median duration (months) 11.3 6.6 29
Range 4-26  3-21 2-10

Table 5. Side effects of combination chemotherapy

Protocol 1 Protocol I Total
{n=24) (n=22) (n=46)
Side effects o or o or

p':g'er?:s (%) pagér?ts (%) pati;ants (%)

Lassitude/anorexia 19 79 22 (100) 41 (89)
Nausea/ vomiting 9 (38 20 (91) 29 (63
Hepatic (GOT,GPT >50U/L) 4 (7 3 (4 7 (9
Alopecia 21 (88 20 (91) 41 (89
Fever 4 (7 2 (9 6 (13
Pulmonary - (=) 1 (5 1 (2)
Renal (Creatinine>>1.5mg/de) - (= 2 (9 2 (4)
Neurclogic - (=) 1 (5) 1 (2)
Cardiovascular 1 -(4) 1 (5) 2 (4)
Leukopenia (WBC <2X10°/mn°) 17 ) 17 @D 34
Thrombocytopenla (Platelet <5X10*/nm®) 6  (25) . 6 (@ 12 (28
" Anemia (REC <3X10%/nr) 11 (9 13 (59) (52)
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Fig. 1, Survival rates of TSNXMO bladder cancer patients according to two
protocols of adjuvant chemotherapy after total cystectomy.
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