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Safety and Efficacy of Intravesical Keyhole-Limpet
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Purpose: We wanted to determine the safety and efficacy 1 year after
intravesical keyhole-limpet hemocyanin (KLH) therapy for the patients
suffering with superficial transitional cell carcinoma.

Materials and Methods: A total of 60 patients with bladder cancer who
had undergone transurethral resection were treated with a one-year
protocol (once a week for 6 weeks and 12 further treatments every 4 weeks)
of KLH 20mg. The local and systemic safety and efficacy were evaluated.
Results: In terms of the safety of KLH, 4 patients (6.7%) reported dizziness
and slight fever, and 2 (3.3%) experienced urgency. The remaining 54
patients (90.0%) did not report any local side effects during the treatment
period. In terms of efficacy, recurrence developed in 32 patients (53.3%)
at a mean of 4.5 months after transurethral resection; 28 patients (46.7%)
were disease free after 14 months. The univariate analysis showed a greater
level of efficacy in the patients suffering with bacille Calmette-Guérin
(BCG)-refractory disease (p=0.0150). No significant differences were found
between the low, the intermediate-risk and the high-risk patients in terms
of efficacy.

Conclusions: The results of this study have confirmed the good tolerability
of intravesical KLH and better efficacy in the BCG-refractory patients.
However, in terms of overall efficacy, intravesical KLH therapy had no
superiority over that of other intravesical treatments in terms of the overall
efficacy. (Korean J Urol 2006;47:824-828)
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Table 1. Classification of superficial bladder cancer according to
the EAU guideline’

Classification Tumors

Low risk group Single, Ta, G1, <3cm diameter

T1, G3, multifocal or highly
recurrence, CIS

All other tumors, Ta-1, G1-2,

multifocal, >3cm diameter

High risk group

Intermediate risk group

EAU: European Association of Urology, T: tumor, G: grade, CIS:
carcinoma in situ
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Table 2. Patients’ characteristics and their clinical and pathological
data

Table 3. Univariate analysis of the efficacy for the recurrence-free
patients

Patient characteristics

No. of patients 60
Male (%) 52 (86.7)
Female (%) 8(13.3)
Median age (years) 65+10
Clinical data
Presentation
First occurrence (%) 8 (13.3)
Recurrence (%) 52 (86.7)
No. of previous TUR times*
1 (%) 18 (34.6)
2 (%) 15 (28.9)
>3 (%) 19 (36.5)
Previous intravesical treatment™*
None (%) 24 (46.2)
BCG (%) 24 (46.2)
Other (%) 4(1.7)
No. of lesions
1 (%) 25 (41.7)
2 (%) 8(13.3)
3 (%) 9 (15.0)
4 (%) 6 (10.0)
>5(%) 12 (20.0)
Diameter of largest lesion (cm)
<3 (%) 48 (80.0)
>3 (%) 12 (20.0)
Pathologic data pTa pT1 Total
Stage and grade
Gl 13 2 15
G2 20 10 30
G3 6 9 15
Total 39 21 60
CIS 2

BCG: bacille Calmette-Guérin, CIS: carcinoma in situ, *: of 50
patients in recurrence
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Recurrence-free

. Mean recurrence-
Patients at 14 months

Variable free interval
n) — +
% p-value* (months )

Presentation

First occurrence 8 50.00 0.7169 9.13 (5.69-12.56)

Recurrence 52 46.15 8.49 (7.10-9.87)
Previous treatment

Yes 28 46.43 0.6448 8.03 (6.14-9.93)

No 32 46.88 8.91 (7.16-10.66)
Lesions

Single 24 4583 09571 8.66 (6.68-10.63)

Multiple 36 4722 8.52 (6.83-10.20)
Lesion diameter (cm)

<3 48 4375 0.1810 8.04 (6.59-9.49)

>3 12 5833 10.58 (8.10-13.07)
Stage

pTa 39  41.03 0.2944 8.13(6.54-9.71)

pT1 21  57.14 9.41 (7.26-11.56)
Grade

1 15 3333 03054 7.12(4.61-9.63)

2 30 46.67 8.80 (7.02-10.58)

3 15 60.00 9.62 (7.07-12.16)

*: analysed by log-rank test, " 95% confidence intervals, BCG:

bacille Calmette-Guérin
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Fig. 1. Overall recurrence-free survival rates after intravesical
keyhole-limpet hemocyanin therapy according to the risk group.
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Fig. 2. Overall recurrence-free survival rates after intravesical
keyhole-limpet hemocyanin therapy according to the BCG-refrac-
tory state. BCG: bacille Calmette-Guérin.
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