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OF URINARY BLADDER TUMORS
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Cis-Diamminedichloroplatinum (II) (DDP) is one of the most effective agents in the
treatments of advanced bladder cancer, but little is known of its local and systemic toxicity
when it is instilled intravesically.

The objectives of this experiment were to study the local and systemic toxicity of
intravesical DDP in order to know whether intravesical DDP is applicable for prophylaxis
and/or definitive treatment of superficial bladder cancers.

Six female Beagle dogs were used for the 48-hour retention study and 2 mongrel dogs were
used for the 3-hour study. Plasma and bladder platinum concentration were measured following
intravesical DDP, and also histopathological examination, urinalysis, complete blood count

and blood chemistry were performed in order to know the toxicity of intravesical DDP.
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Plasma platinum concentration was not elevated significantly and no remarkable changes

were observed in blood examinations after intravesical DDP. Bladder tissue platinum

concentration was significantly elevated up to 16.96 pg/g-wet after 3 hours DDP retention

and 4.02:+2.8 yg/g-wet after 48 hours retention in dogs.

At present, intravesical instillation of DDP seems to have minimum local toxicity and no

systemic toxicity, but further study is necessary for long term topical instillation of DDP.

Key words: Cis-Diamminedichloroplatinum, Intravesical instillation, Beagle dog
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Table 1. Plasma and tissue platinum concentration following intravesical instillation of

DDP (10 mg/20 ml) in dogs.

I) 3 hours retention
B .
Group Plasma(ug/ml) ladder Intravesical
Ch 1h 2h 3h (ng/g wet) fluid(pg/ml)
DDP 0.03 0.07 0.08 0.06 16.96 183.88
0.9%NaCl 0.03 0.05 0.07 0.05 0.70 0.04
I1) 48 hours retention
Grou Plasma(pg/ml) Bladder Intravesicall
P Oh 24h 48h (pg/g.wet)  fluid(pg/ml)
DDP(n=4) 0.19+0.05 0.2640.19 0.35+0.18 4.02+2.80 99.19+75.07
0.9%NaCl(n=2) 0.08+0.01 0.09 0.07+0.04 0.891+0.39 0.3940.01
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Macrophotograph of Beagle dog
bladder retained 20 ml of 0.9% NaCl
for 48 hours. Mucosal edema and
submucosal petechiae are moderate.

j; ﬁ:

Macrophotograph of Beagle dog
bladder (DDP-5) retained DDP
(10 mg/20 ml) for 48 hours. Mucosal
edema and petechiae are moderate
in trigone and bladder neck.
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Fig. 3. Macrophotograph of Beagle dog
bladder (DDP-6) retained DDP
(10 mg/20 ml) for 48 hours. Mucosal
edema is mild, but submucosal
petechiae are moderate.

Fig. 4. Macrophotograph of Beagle dog
bladder (DDP-7) retained DDP
(10 mg/20 ml) for 48 hours. Marked
edema and submucosal petechiae,
but no ulcer formation, are observed.
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Fig. 5. Microphotograph of Beagle dog bladder retained 10 mg/20 ml
of DDP for 48 hours. Submucosal edema and vacuolization
of epithelial cells are moderate, but epithelial denudation is

not observed. (H.E. stain, original magnification X 100)
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Fig. 6. Higher magnification of Fig. 5. Edema of the mucosa and
vacuolization of nucleus are moderate. (H.E. stain, original
magnification x400)

Table 2. Body and organ weights in dogs retained 10 mg/20 ml of DDP intravesically for
48 hours.

Organ weight (g)

Kidney Urinary
(kg) right light bladder

Experimental Body
group weight

Spleen Liver Heart

DDP

(n=4) 10.1:0.3  40.5%5.4 40.5%3.0 21.0%5.2 25.318.0 374.8%29.6 86.3%4.3

0.9%NaCl

(n=2) 9.620.6  45.911.9 40.213.8 13.3t0.7 17.4%4.2 344.1%45.9 71.5%0.5




Table 3. Results of urinalysis, hematology and blood chemistry of the dogs before and 48 hours after retention of 10 mg/20 ml of DDP.

Blood chemistry

Blood count

Urinalysis

Experimental

Bac.

WBC*

RBC*

RBC WBC GOT GPT LDH BUN Cr Na

-+

-+

-+ H

group

e

151.3
+3.6

0.9
0.1

35 34.8 349.5 21.5
+4.7 6.2 £191.5 6.2

12950
12292

628.5
310 40 £60.9

310

before

w0 ™
<o

*

145.8
+4.7

2.0
+0.7

50.3
120.3

288.3
+258.2

36.0
8.3

61.0
6.2

20400
2265

664.3
after 004 211 40 +27.9

(n=4)
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