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Results and Indication of Patients with Superficial Bladder Cancer to a Sec-
ond Course of Intravesical Bacillus Calmette-Guerin

Dong Soo Ryu, Choal Hee Park and Sung Choon Lee

From the Department of Urology, Keimyung University School of Medicine, Taegu, Korea

Although initial and additional course of intravesical bacillus Calmette-Guerin (BCG)
immunotherapy have proved effcctive in the treatment and prophylaxis of superficial bladder
cancers, including carcinoma in situ, a significant minority of patients will fail such therapy and
criteria for selection of patients who may benefit from an additional course of BCG have nat vet
heen established. In an attempt to identify patients who are likely to respond, we analyzed our
experience in patients with superficial bladder cancer treated with a subsequent course of BCG.

Of 86 patients who received an initial once a week for 6-week and once a month for 3-month
of intravesical BCG for superficial transitional eell carcinoma of the bladder 18 {21 per cent}
were treated with ancther course. First course of BCG was successful in 50 (66 per cent) of 76
palients treated for prophylaxis and 4 (40 per cent) of 10 treated for carcinoma in situ. The
response rate for the total patients population treated with first course was 62.8 per cent (54 of
86). Of 32 patients who failed the initial treatment course 18 were given an additional BCG
therapy, subsequent progression of disease oeccurred in 2 patients (11 per cent}). Of the 16pa-
tients (89 per cent) without progression 10 (56 per cenl) had a complete response and 6 (33 per
cent) had new tumeors, and they were rendered free of disease after transurethral resection. The
median interval between course 1 and 2 of intravesical BCG was 12 months {(range, 4-40
months) and the median followup after course 2 was 22 months (range, 4-69 months). The
median duration of respone to course 1 of BCG was shorter for patients with disease progres-
sion or recurrence after course 2 than for those with no progression or recurrence {8 and 15
months).

The results suggest that initial and subsequent course of intravesical BCG are effective in the
treatment and prophylaxis of superficial bladder cancer, including carcinoma in situ, and a
subsequent treatment with BCG is most likely 1o be useful in patients who have a sustained
response to the initial treatment.
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Table 1. Summary of the presentation for BCG instillation group™
Prophylaxis’ Ca in situ Total
No. Pis. 76 10 86
Median age 60 h6 59
Sex, M/F £3/13 g/1 72/14
Grade, 1/11/111 14/56/6 0/3/7 14/59/13
Stage, Ta/T1/CIS 8/68/0 0/6/10 8/68/10
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Fig. 1. Interval to disease recurrence or progression after course 2 of BCG for patients whose
response to course 1 lasled greater than 12{0) or less than 12( © ) months (p<0.05).

Table 2. Complete response rate of 86
patients following first BCG course

Table 3. Results of 18 patients following
second BCG course

No. Pts.
- Complete Mean follow-up
Groups respon/F otal{%) Months(range)
ders
Prophylaxis  50/76(66) 34.1(6-92)
Ca in situ 4/10(40) 32.9(7-63)
Total ' 54/86(63) 34.0(6-92)
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2 pts. with progression
Muscle invasion
Metastasis 1 5.5
Total cystectomy 1
Total eystectomy with
M-VAC

16 pis. without progression

Complete response 10 55.6

Recurrence 6 33.4
TURB with
surveillance
TURB with
Mitomyein-C
TURB with 1
BCG(3rd)

Total 18 100.0

[+]
4]

-VAC ersbste g st o2 7
e F4 @435 Hol £ I{A Ao B
1s)o] M-VAC &¢tatst o 44, WA4A 3
Ho2d, HAM-gorses Waoey LA A
239t AP 103 F 190= L HEL%
40N ¥ FASA Yorl 2 @ Az M
-VAC a8 ey Algagz o 19
+ BCG A8F 11719l &4 Halyo
M-VYAC 3<lsiet o Apysigol

12} BCG 2)18F 184 9]Al vl BCG % &
E A3t 108(55.6% )04 @4 uig
Belov 64(33.3%)7F AtsET 29(11.1
%)l 4] AP LA k(Table 3). W2 BCGAR
318w A xR 1289 A Wt




HEAA FFIel A b BCG B3 #Yayel A5ade Y M9 495

v 62, HE 26/ME(6-697NYU)IEQN A
#A8g Ao g @A vg 7H(58.3
%) 2 33(50.0%), AL 4#)(33.3%) 2 28
(33.3%), A8 19(8.3%) 2 1#(16.7%) 2]
A3E bl wE BCG A BF ALd 64
€ 2824 WRFY HASE APE L
A 3= Mitomyein-C W3] 2¢8W, e 1
e 3A2 BCG F9aye et =
3 A& 1Y 2L Hold zale M-VAC %
de oW, AwB HELE KDzssay
282 44 NS 7 dFdFolv)

174 BCG #|89 BT & 7|z 1249
(4-40709) =, @8 BCG x &) v 103
A 13 BCG A& 9§70 15719
UE Ao SAYR AolF Rgoy 24
3d Fo4e gt £33 23 BCG 289
A sy AY Ze AP @AYy 7
e 13 BCG xHel BT wgrIzH(1274
s 7ixog P&, 15 BCGC EE A
gt V)T foF BAGY 4@ @A
7} 1%itHp<0.05), HE84te oRd wiz
A 7v4 2 YEF L& Kaplan-Mejer Z 2
Mo Fig. 19 w485t

¢t

EAY wade Aen AAsNozn 30
%ellre @A, 40-85%% AW Ee
AR Yo® AYPHe GUS JFEEE 7}
AX PJeH ol E EAA wrgste] w3y
Ag R A9 g A82A ALEE BCG
FAd FYaUL 47 F4 GF@o o 60
%A g FAERN BaEo] %3
Pdade 9AHR AT vt g v
Y] =2 ALEE F8I=d A7 R
o {2 BCGe #YEFNE BCGY =4
Y AFNgo) 93 AN ged WA
NAFE AEE4 AANAN cytokined ThE
AEHZ Ao A A2 osistn Y9
W, ol TL wWo P GE, 3o BCG
ste] By T8 wiggte AWEL Foln
e BEAE FAANYEE H2E FUgdd g
Hell g AF7 PP Y-, ARE
2 Tice-Chicago strain BCGE I3 @7 864
of s} 12 639 ¥ 13 3/ tA o
2 F 93 w3k FYaes A8l H
T 34ME FH/NEC AWE YEFL 66

%, 49 g 40%¢] AE 92 ES BY
ok 2§ dAde oE o8 RuAssd v
2% vy & Foeln kg

EAAR wgetel AR Wy BCG 3
HaYPFAE 10-50% Ao wgaA o
2EZ g AFFHY BF AZY dA A=
7t dasr} Kleing?el 33 o] BCGH
BEF Add #AAA FAZH BEFH HE
%2 w3 A&Zso] 2| W Hesn A4S
9] #ol7} givke AE 1 oy s
BEEFE Aa5go] MAH}, =3 Brosman
Z°% deKerniong52 % 18 63% 3797,
9 23 187143 BCG w3l #4894 4
Al A&gden BALo e EA
0 S AB8EHAS TG Copleng?
W Kavoussighe 639 12% BCG (8729
v ol X ukg-&e] 653 AFEA 34%, 38%l
HE 125 X 8BA 53%, 60%E 2P|
BAge ade $EIY I, 47 Woy
BEe AH4 299 AYEI} Eol HAY
AlZ)e] A 2NEYPe ALY E F=3rh
Brettong"= ¥k BCG W F¢aedoern
54%7} Aol AR HdFaId 2
Hudseng'™72& ddgwis)l xd4agel vlm
A A&ZaYel ALE Txode E¥rt 9
2 fzgt FrA7I0=2, BCG A8 6719
s AdE fdsid S5 WwRFHEZ£L
FAe AutE 23w ). =4 Catalonag!
'2 23 o] BCGH RO M3 #FAoAg
HE Al BCGFEY e AR Zadnng
44 AP} Adeole sgidol Folh, Al A
27l 4298 Zzs4d AAEY 4%, 0
8 BCG @ FALWEF B 2679 3
Z g 56%¢ SHLS Rod BCG
Ay a4y A4 Wi Q94 A8
o 4 Jge] AR ARAYLE H9 ¢
At

2 BCG A5 %ol AL & Hsfe
AP0 22 45 Bosn 1 AFE o
&3t7] s PPD =] whea), gyt
A4 SolF ¥4, flow cytometry 5 o] 23}
7t o5 <lzg zeEn devt 2 A4 T
o2 o EZ BASY oz RH oy
A4 &0 wel AF AFER ALLE7) =
T &3, E13 2HF A&, AAE Bis
(high grade), 43 dlgte] F9, Fge A7
gAY Ragd 4 g4 98 5 9l




496 555,
v ABBRYG o A gage f3e9)
NhE. BCGA Heol W33 g oa% £
iz dENAE dy A vy gk A
AE2 vtE BCGA R g o 2E o2
e dARA R BCGASF 4% £
18048 wimralel 7)7ta 13 BCGR&F ¢
712kAbol o] AP HAAE v waEdd, @
E BCGHRIEF whgadAe 13 BCGilz
S E Qoo vE ZANY o=
Povt uH AolE B 1ia BCGHE
FH2-7i7te] R4E 24 BCGHEANE &
H7t dedgdes 7MHLE T £ 9ok w3,
2zt BCGA zo| H# % FollA AW Ze 7
e oA e 7|te] 2t Fzbe] 13 BCGH
g5 W3y fold TANE g9
A7 9lel 13 BCGalEwhe 7)7to] 12704
ol4¢l A¢ QB BCG A8IFolx o)L}
a4 A9 ssde] 1 AAY £ g
Aoy g,

]
oer

4 0 5

&

2
—

EAY FHGY QA HlS A3A @
el AR Az BCG g #Yacde

E7E AdEre ogAv, 132 nE
BCG =gl #slaw % 49 yge =
T A ddeke]l Age gHo|H,
53 14 BCGR &9 w8 77e] 127140
4 A%Y 49 wd BCGHEE lasizn
EHoR 4T 5 g Aoz B
=

£ HAMAY Bt A2ERE 42

A4 FFEolY TF AN 9= oA,
As 3o Ay @ we 778 2 F2a

o &<¢lztetn Ao, 7] BCGH H
o gt whgs)sbe whE BCGR 29 A
frejgt AddAdo) owra wE BCGA| 79 uf
B Foe AN AR 2 4 ogoka A
Utk

REFERENCES

1. Malmstrom PU, Busch C, Norlen B
Recurrence, progression and survival in
bladder cancer: A retrospective analysis

of 232 patients with >5-year follow-up.

Scand J Urol Nephrol 1987;21:185-95.

w8,

10.

11.

12

13.

. deKernion JB,

o] &

. Alhausen AF, Prout GR, Daly JJ. Non-in-
vasive papillary carcinoma of the bladder
associated with carcinoma in situ. J Urol
1976;116:576-80.

. Lutzeyer W, Rubben H, Dahm H. Prognos-

tic parameters in superficial bladder can-
cer: An analysis of 315 cases. J Urcl
1982;127:250-2.

. Lamm DL. Long-term results of intravesi-

cal therapy of superficial bladder cancer.
Urol Clin North Am 1992;19:573-30.

. Brosman SA. The use of bacillus Calmette
-Guerin in the therapy of bladder carcino-
ma in situ. J Urol 1985;134:36-9.

Huang MY, Lindner A,

Smith RB, Kaufman JJ. The management

of superficial bladder tumers and carcino-

ma in situ with intravesical bacillus

Calmette-Guerin, J Urol 1985;133:598-

601.

. Herr HW, Pinsky CM, Whitmore WF,

Sogani PC, Qettgen HF, Melamed MR.
Long-term effect of intravesical bacillus
Calmetie-Guerin on flat carcinoma in situ
of the bladder. J Urcl 1986;135:265-7.

. Patard JJ, Chopin DK, Bocoon-Gibod L.

Mechanisms of action of bacillus Calmette--
Guerin in the treatment of superficial blad-
der cancer. World J Urol 1993;11:165-8.

. Ratliff TL. Mechanisms of action of BCG

in superficial bladder cancer. Prog Clin
Bicl Res 1952;378:103-9.

Rathff TI, Kavoussi LR, Catalona WJ.
Role of fibronectin in intravesical BCG
therapy for superficial bladder cancer., J
Urol 1988;139:410-4.

e, , Ol E g, oA ¥ A Wi
ol gk BCGe} Polyinosinic: Poly-
cytidylic acid2] o W& § 3}, )3k 3:3) 7]
1993;34:569-80.

Klein EA, Rogatko A, Herr HW. Manage-
ment of local bacillus Calmette-Guerin fail-
ures in superficial bladder cancer. J Ural
1992;147:601-5

Coplen DE, Marcus MD, Myers JA, Rathff
TL, Catalona W.J. T.ong-lerm foliowup of
patients treated with 1 or 2, 6-week cours-

o] &4




14.

15.

16.

‘e of

EAY YR W BCG R 72

Calmette-
Guerin: Analysis of possible predictors of
response free of tumor. J Urol 1990;144:
6562-7.

Kavoussi LR, Torrence RJ, Gillen DP,
Hudson MA, Haaff EO, Dresner SM, et al.
Resuiis of 6 weekly Intravesical bacillus
Calmette~Guerin instillations on the treat-
ment of superficial bladder tumors. J Urol
1588;139:935-40.

Bretton PR, Herr HW, Kimmel M,
Whilmore WF, Laudone V, Oettgen HF, et
al. The response of patients with superfi-

intravesical  bacillus

cial bladder cancer to a second course of
intravesical bacillus Calmetle-Guerin. J
Urol 1990;143:710-3.

Hudson MA, Ratliff TL, Gillen DP, Haaff

17.

18.

19.

£99 AsgLA A &F A 497

K0, Dresner SM, Catalona WJ. Single

course  versus maintenance  bacillus
Calmette-Guerin therapy for superficial
bladder tumors: A prospective, random-
ized trial. J Urol 1987 ;138:285-8.

Hudson MA. When intravesical measures
fail: Indications for cystectomy in superfi-
cial disease. Urol Clin North Am 1982;19:
601-9,

Catalona WJ, Hudson MA, Gillen DP,
A ndriole GL, Ratliff TL. Risks and benefits
of repeated courses of intravesical bacillus
Calmetie-Guerin therapy for superficial
bladder cancer. J Urol 1987,137:220-4.

vha 8], AAY, o|4F. BCG w3 £
aes NRF BAA UHs FA 4
FyA. o ghetehs) 2] 1991,23:835-42.






