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POST-OPERATIVE IMMEDIATE SINGLE INSTILLATION OF
CHEMOTHERAPY AS PREVENTION OF RECURRENCE
AFTER TRANSURETHRAL RESECTION OF INTERMEDIATE-
HIGH RISK NON-MUSCLE-INVASIVE BLADDER CANCER

Shimpei Sucrura, Noriaki NoTo, Mitsuyuki Ko1zuwmr,
Daiji TAkaMOTO, Naoya Fujikawa and Ichiro IKEDA
The Department of Urology, Yokohama Minami-Kyosai Hospital

We retrospectively evaluated the efficacy of immediate single instillation (SI) of pirarubicine hydro-
chloride (THP) in the chemoprevention of intermediate and high risk patients with non-muscle-invasive
bladder cancer (NMIBC). The study population consisted of 256 intermediate and high risk patients with
NMIBC who underwent Bacillus Calmette-Guerin (BCG) induction therapy or delayed intravesical
chemotherapy between 1999 and 2014. We introduced SI of 30 mg THP in 30 ml normal saline for all
cases in 2010, and thus earlier cases could be considered as historical controls.  As BCG induction therapy,
patients received 80 mg of BCG Tokyo strain 2 weeks after transurethral resection of bladder tumor
(TURBT), and the instillations were repeated weekly for 8 weeks. On the other hand, as delayed
intravesical chemotherapy, patients received 30 mg THP in 30 ml normal saline over a period of 6 months
starting 2 weeks after TURBT. The instillation schedule was once a week for 1 month, every other week for
1 month and once a month for 4 months. The patients were followed with cystoscopy and urine cytology
every 3 months for the first 2 years and every 6 months thereafter. The 3-, and 5-year non-recurrence rates
were 80.3 and 80.3%, respectively, in the single immediate instillation group and 69.7 and 64.5%,
respectively, in the control group.  Univariate analysis revealed a significant difference between the SI group
and the control group (P = 0.025). Multivariate analysis showed that there was an independent and
significant recurrence risk factor in selecting chemotherapy instead of BCG in additional intravesical
instillation therapy and not to perform SI.  Limitations of our study are its retrospective and nonrandomized
nature with a limited number of patients.

(Hinyokika Kiyo 64: 297-301, 2018 DOI: 10.14989/ActaUrolJap_64_7_297)
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Table 1. Patient characteristics

Single immediate instillation No single immediate instillation P value
No of patients 160
Median age (years) (range) 72.8 (44-95) 69.2 (43-92) 0.006
Gender 0.777
Male 76 (79.2%) 129 (80.6%)
Female 20 (20.8%) 31 (19.4%)
Urinary cytology
I-11T 48 (50.0%) 81 (50.6%) 0.923
Iv-v 48 (50.0%) 79 (49.4%)
No of tumors
Single 20 (20.8%) 41 (25.6%) 0.384

Multiple 76 (79.2%) 119 (74.4%)

Tumor diameter
<3 cm 82 (85.4%) 121 (75.6%) 0.061
=3 cm 14 (14.6%) 39 (24.4%)

T-categoly
Ta 62 (64.6%) 89 (55.6%) 0.158
T1 34 (35.4%) 71 (44.4%)

Concurrent CIS
No 73 (76.0%) 136 (85.0%) 0.073
Yes 23 (24.0%) 24 (15.0%)

Tumor grade (2004 WHO)

Low grade 45 (46.9%) 79 (49.4%) 0.698
High grade 51 (53.1%) 81 (50.6%)

EAU risk group stratification
Intermediate 37 (38.5%) 51 (31.9%) 0.277
High 59 (61.5%) 109 (68.1%)

Additional delayed bladder instillation

Chemotherapy 42 (43.8%) 89 (55.6%) 0.066
BCG 54 (56.3%) 71 (44.4%)

Second TUR
No 66 (68.8%) 127 (79.4%) 0.056
Yes 30 (31.3%) 33 (20.6%)

No of patients with recurrence 16 (16.7%) 62 (38.86%) <0.001

Median followup period (range) (months)

99.5 (4.2-66.6)

59.2 (3.0-187.4) 0.003
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Fig. 1. Recurrence-free survival rate after transurethral resection. Kaplan-Meier
curves for recurrence-free survival according to immediate single instillation

groups.

Table 2. Univariate and multivariate analysis of risk factors for recurrence after transurethral resection

Univariate analysis Multivariate analysis

p-value HR (95% CI) p-value
Age (270 vs <70) 0.086
Gender (Male vs Female) 0.436
Urinary cytology (I, 1L, III vs IV, V) 0.154
No of tumors (Soritary vs Multiple) 0.158
Tumor diameter (=3 cm vs <3 cm) 0.763
T-category (Ta vs T1) 0.795
Concurrent CIS (Yes vs No) 0.642
Tumor grade (2004 WHO) (Low grade vs High grade) 0.264
EAU risk group stratification (Intermediate vs High) 0.518
Additional delayed bladder instillation (Chemotherapy vs BCG) 0.007 0.552 (0.342-0.891) 0.015
Second TUR (Yes vs No) 0.107
Immediate single instillation (Yes vs No) 0.025 1.760 (1.002-3.093) 0.049




300 WRACEL 64 775 20184E

= 8I+BCG

=== 5]+ Delaved chemotherapy
= BCG

=== Delayed chemotherapy

P
SI + BCG vs 81 + Delayved chemotherapy 0.080
" BI+BCG vs BCG 0.029
SI + BCG vs Delayed chemotherapy 0.003

100

3

i

@

&

D

2 0

g

=

=

3

(=

Month

Number at risk
SI+ BCG 54 10
81 + Delayed chemotherapy 42 9
BCG 71 31
Delayed chemotherapy 89 a6

0 12 24 36 48 B0 72 B4 96 103 120 132 144 156 188 180 197

0
0
4
10

Fig. 2. Recurrence-free survival rate after transurethral resection. Kaplan-Meier curves for recurrence-free survival

according to adjuvant treatment.
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