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Bladder Preservation Trial in Locally Advanced Bladder Cancer

Yeong Jin Choi and Sung Joon Hong

From the Department of Urclogy, Yonsel University College of Medicine, Seoul, Korea

Twenty three patients with locally invasive transitional cell carcinoma of the bladder(stage
T2-T4NOMO} who refused to undergo radical cystectomy or were poor surgical candidates
were included in this study. All patients received transurethral resection(TUR) of the tumor ini-
tially for the pathologic staging and debulking of tumocr mass. Then, patients were treated with
either one of the following two bladder preservation protocols. First trials consisted of initial 2
courses of MYVAC(methotrexate, vinblastin, adriamycin and cisplatin) chemotherapy and fol-
lowed by radiotherapy(6480cGy) plus 2 courses of cisplatin. The cther protocol was initial
radiotherapy (6480cGy) with 2 courses of cisplatin and additional 2 courses of MCV(methotrex-
ate, cisplatin and vinblastin} chemotherapy. There were 8 patients in T2, 13 in T3 and 2 in T4,
Repeat biopsies were condueted 1 to § months after initiation of therapy. With a mean follow up
of 17.1 months, other than two patients who underwent cystectomies, the survival rate without
local recurrence or distant metastasis was 66.6% (14/21)-87.5% (7/8) in T2, 63.6%(7/11) in
T3, and 0%(0/2} in T4. Bladder tumor recurrence and metastasis was observed in 3 patients
respectively. One patient in stage T4 died at 20 months with multiple metastasis. The survival
rate is closely correlated to initial stage. Patients with no residual mass after TUR seemed to be
better in response than patients with residual mass. Side reactions such as neutropenia ( <2000/
mm?) were observed in 6(26.2% ) patients, radiation eystitis in 2(8.7%) and radiation proctitis
in 1(4.3%). The bladder preservation protocol in locally invasive bladder tumor has relatively
satisfactory results but longer follow—up is necessary to determine the efficacy of current proto-
col in long term survival.
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Table 1. Patient profile

Profile Total ; 23
Stage T2 8

T3 13

™ 2
Age 64.4 (47-75)
Sex ratio M:F=19:4
K.P.S. 82.5 (60-100)
Follow—up 19.0 mos (8-37mos)

*K.P.S.: Karnofsky performance scale.
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Table 2. Treatment modalities

Protocol I Protocal 11
0 Mo Ext. TURB Ext. TURB
CisP+RTX
1 Mo (4500cGy) MVAC
CisP+RTX
2 Mo (1980¢Gy) MVAC
F/U exam F/U exam
CisP+-RTX
3 Mo MCV (4500cGy)
CisP+RTX
4 Mo MCV (1980cCy)

*F/U exam: follow—up examination(including
re-TUR, deep muscle biopsy under anesthesia
or radical cystectomy),
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Table 3. Survival without recurrence or metastasis
Stage Mean F/U Total TFS Recur Mets Dead TFSR
T2 16.0 Mo{ 8-37mo) 8 7 1 87.0%
T3 18.5 Mo{ 9-31mo) 11 7 2 63.6%
T4 14.0 Mo{12-16mo} 2 1 1 0.0%
Total 17.1 Mo( 8-37mo) 21 14 3 3 1 66.6%

(Except 2 cystectomy cases)

*TEFS: tumor free survival-number of survival without local recurrence or distant metastasis,
TFSR.: tumor free survival rate-survival rats without local recurrence or distant metastasis.
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Table 4. Qutcome of the Patients

Pt.No. Stage  Protocol  1st TUR 2nd TUR pStage(2nd) |  Follow—up
1 T2 I RPM{-} RPM(-) - NED- 8mo
2 T2 I RPM(-) RPM({-) - NED- 9mo
3 T2 1 RPM(-) RPM(-) - NED-10mo
4 T2 1 BPM(+) RPM{-): 2mo Ta NED-11mo
5 T2 I RPM(-) RPM{-) - NED-13mo
6 T2 1 RPM(-) RPM(-) - NED-18mo
7 T2 I RPM{+) RPM{(-): lmo T1 Recur—-22mo; alive
8 T2 i RPM(+} RPM(-)! 5mo  no tumor NED-37mo '
9 T3a 1 RPM(-)  RPM(-) - NED- 9mo
10 T3a - 1 RPM{+) RPM(-): 2mo T1 NED-12mo
11 T3a I RPM(+) RPM{-): 2mo hyperplasia NED-12mo
12 T3a I RPM(+) RPM(-): 3mo Tl NED-18mo
13 T3a 1 RPM(-) RPM(-):16mo T1 Recur-18mo; alive
14 T3a I RPM(-) RPM({-) - NED-23mo
15 T3a 11 RPM(~) RPM(-) - NED-2bmo
B : s cystec—25mo/
16 T3a I RPM(-) RPM(-):2b5mo T4 31mo alive
17 Tsh I RPM(~) RPM(-) - NED-11mo
18 T3b I RPM(+) RPM(-). 2mo T1 Recur-12mo; alive
19 T3b II RPM({+) cystec ne tumor NED-24mo
. *Mets—18mo/
20 T3b 1 RPM(+) RPM{(-): 2mo - 926mo: alive
. *Mets—14mo/
21 T3h II RPM¢+) RPM(+): 3mo >T3 31mo; alive
. . *Mets—10mo/
22 4 11 RPM(+) RPM(+):10mo T1 12mo; alive
. X *Mets—16mo/
23 T4 1l RPM({-+) RPM(+): 4mo >T3 20mo: dead

*RPM: residual protruding mass in the bladder after TURB. NEDI no, evidence of disease{no re-
currence and metastasis). Recur: local recurrence of bladder tumor. Mets: metastasis *Mets 20—
bone, LN, #21-lung, LN, #22-bone, #23-lung, liver, bone, LN. cystec: radical cystectomy.
pStage(2nd): 2nd TUR stage or current final stage. Protocel 1! TURB+RTx+MCV. Protocol
I1: TURB+M-VAC+RTx.
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- muscle—invasive bladder cancer.

REFERENCES

. Thrasher JB, Crawford ED. Current man-
agement of invasive and metastatic transi-
ticnal cell carcinema of the bladder, J Urol
1993;149:957-72.

. Prout GR Jr, Shipley WU, Kaufman DS,
Heney NM, Griffin PP, Althausen AF, ct
al. Preliminary results in imvasive bladder
cancer with transurethral resection,
neoadjuvant chemotherapy and combined
pelvic irradiation plus cisplatin chemother-
apy. J Urol 1990;144:1128-34.

. Prout GR Jr, Shipley WU, Kaufman DS,
Griffin PP, Niall NM, A Progress report
on the results of multimodality therapy for
Semin
Urcl 1990;8:201-4,

. Sauer R, Schrott KM, Thiel HJ, Hermanek
P, Bornhof C. Preliminary results of treat-
ment of invasive bladder carcinoma with
radiotherapy and cisplatin. Int J Rad Oncol
Biol Phys 1988:15:871-5.

. Tannack IF. Endpeints of clinical trials in
invasive bladder cancer. Semin Urcl 1990;
17:619-27.

. Solsona E, Iborra 1, Ricos JV, Monros JL,
Dumont R. Feasibility of transurethral
resection for muscles—infiltrating carcino-
ma of the bladder: Prospective study. J
Ural 1992;147:1513-5.

. Jahnson S, Pederson J, Westman @G. Blad-
der carcinoma-a 20-year review of radical
irradiation therapy. Radia Oncel 1991;22:
111-7.

. Shipley WU, Rose MA, Perrone TL,
Mannix CM, Heney NM, Prout GR Jr. Full
~dose irradiation for patients with invasive
bladder carcinoma: Clinical and histologi-
cal factors prognostic of improved survi-
val. J Urol 1985;134:679-83.

. Kaufman DS, Shipley WU, Althausen AF.
Radiotherapy and chemotherapy in inva-
sive bladder cancer with potential bladder
sparing. Hematol Oncol Clin North Am
1992;6:179-94,

1206 a4, &4

3t

10. A3 4, w33, A<, o147, FAH, 3

11

12.

13.

14,

15.

16.

17.

Sl 54 dFe)PaAAE  ghe
Cisplatin @ wkal4d w8 a2 271743,
] 8]k 3) 7] 1993;34:835-41.

A, Fubes. whashel og M-VAC
{Methotrexate, Vinblastine, Adriamycin,
Cisplatin) 41%.24 33t a9 e =7] 3 3.
o] ghv] 32 3) 7] 1990;31:59-64.

olt4, MAE, o] T, AAF. Ao W
BolPAH A} FA  dF M-VAC
{Methotrexate, Vinblastine, Doxorubicin
and Cisplatin) W%tslst g W el g3 o,
] ghu) = 34 1990;31:648-54.

Fossa SD, Harland SJ, Kaye 5B, Raghvan
D, Russell JM, Parmar MKB, et al. MRC
subgroup in advanced bladder cancer. Ini-
tial combination chemotherapy  with
Cisplatin, Methotrexate and Vinblastine in
locally advanced transitional cell carcino-
ma—Response rate and pitfalls. Br J Urdl
1992,;70:161-8.

Leibovitch I, Avigad 1, Ben-Chaim, Nativ
0, Goldwasser B. Is it justified to avoid
radical cystoprotatectomy in elderly pa-
tients with invasive transitional cell carci-
noma of bladder? Cancer 1993;71:3098-
101,

Splinter TAW, PavoneMacaluso M,
Jacgmin D, Robert JT, Capentier P, de
Pauw M, et al. A european organization
for research and treatment of cancer—
Genitourinary group phase 2 study of
chemotherapy in stage Ti_y Ny M, transi-
tional cell cancer of the bladder: Evalua-
tion of clinical response. J Urol 1992;148:
1793-6.

Splinter TAW, Scher HI, Denis L,
Bukowski R, Simon S, Klimberg I, et al.
European Orginization for Research on
Treatment of Cancer-Genitourinary Group.
The prognostic value of the pathological
response to combination chemotherapy be-
fore cystectomy in patients with invasive
bladder cancer. J Urol 1892;147:606-8.
Seidmen AD, Scher HI, Gabrilove JL,
Bajorin DF, Mortz RJ, O'Dell M, et al.
Dose intensification of MVAC with recom-



18.

19.

20.

S AR ol WA AZ Y WRRELH

binant granuloeyte colony-stimulating fac-
tor as initial therapy in advanced
urothelial cancer. J Clin Oncol 1993;11.
408-14.

Vikram B, Malamud S, Silverman P,
Hecht H, Grabstald. A pilot study of chem-
otherapy alternating with twice —a—day
accelerated radition therapy as an
alternative to cystectomy in muscle infil-
trating(stage T, and T,) cancer of the
bladder: Preliminary results. J Urol 1994,
151:602-4.

Walther PJ. Combine treatment approach-
es in regionally advanced bladder cancer.
Urol Clin North Am 1992;19:761-74.
Sternberg CN, Yagoda A, Scher HI,
Waltson RC, Herr HW, Morse MJ, ¢t al. M
~ VAC(methotrexate, vinblastin, doxoru-

21.

22.

23.

1207

_‘bicin and cisplatin) for advanced transi-

tional cell carcinoma of the urothelium. J-
Urol 1588;139:461-9.

Herker WG, Meyer FJ, Freiha FS, Palmer
J, Shortliffe L, Hannigan J, et al. Cisplatin
regimen for metastatic transitional cell

carcinoma of the urinary tract. A North-
ern California Oncology Group Study. J
Clin Oncol 1985;3:1463-70.

Deren TL, Wilson WL. Use 5-fluorcuracil
in treatment of bladder carcinomas. J Urol

1960;83:3590-3. _

Samueles ML, Logothetis C, Trindade A.

Cytoxan, adriamycin and cisplatinum
(CISCA) in metastatic bladder cancer.

Proc Am Assoc Cancer Res 198C;21:

137-9.






