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Inhibitory effects of carbonic anhydrase 2 inhibitor on the invasion of urinary
bladder cancer
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We have demonstrated that that carbonic anhydrase 2 (CA2) is an
invasion-associated factor in urothelial carcinoma (UC). The purpose to the present study is to examine
the inhibitory effects of CA inhibitor Acetazolamide (Ace) on the N-butyl-N-(hydroxybutyl)nitrosameine
(BBN)-induced mouse urinary bladder carcinogenesis. We found that concurrent treatment with Ace and

Cisplatin $Cis) significantly inhibited the development of BBN-induced UC. Moreover, muscle invasive UC
were significantly decreased by the Ace alone and concurrent treatment with Ace and Cis. These findings

indicate that CA could serve as a potential therapeutic molecular target for bladder cancers and suggest
that CA inhibitors are useful for prevention of UC invasion.
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BEN 25 3(12) 4 (16) 1(4) 8(32)
BBN->Cis 25 2(8) 0(0) 2(8) 4(16)
BBN=>Ace 25 1(4) 0(0) 1(4) 2(8)°
BBN—Ace+Cis 25 1(4) 0(0) o(0) 1(4)°
Ace alone 10 0(0) 0(0) 0(0) 0{0)
Control 10 0(0) 0(0) 0(0) 0(0)
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No. of Incidence of tumor (%)

mice

pTa pT1 2pT2 Total

BBN 30 6(20) 0(0) 10(33.3) 16(53.3)

BBN->Cis 30 1(3.3) 3(10) 7(23.3) 11(36.7)

BBN->Ace 30 4(13.3) 9(30) 2(6.7)" 15 (50)

BBN->Ace+Cis 30 1(3.3) 1(3.3) 1(3.3)" 3(100™

*** p <0.05,0.01 vs BBN alone, respectively.
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