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New treatment strategy of bladder cancer indexed by centrosome amplification
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The aims of this study were to identify the relevant gene of centrosome amplificat
ion (CA) and its regulating microRNA (miR) in bladder cancer, to establish the CA-positive from CA-negativ
e (KK-47) bladder cancer cell line by the gene transfer technique, and to compare the invasive phenotype,
or sensitivity of paclitaxel between parent and gene-transferred cell line. To pick-up the relevant genes
to CA, array CGH technique was applied and referred the open miR database to find the relevant miR regulat
ing such genes. As a result, hsa-miR-1225-5p and GBAS was selected as miR and relevant gene to control CA,

respectively. The GBAS transferred KK-47 cell lined showed significantly higher cell population with CA t
han parent KK-47 cell lines. Comparison of invasive phenotype, sensitivity of paclitaxel between parent an
d gene-transferred cell line are under investigation.
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Chromosome CA+ CA- CA+ Copy Candidate gene
Locus number
10p12.1 0.0214 -0.0961 gain ABI1, C10orf51,
7pl1.2 0.0894 -0.0199 gain ZNF713, MRPS17, GBAS, PSPH
17921.33 0.1237 -0.0380 gain SPOP, SLC35B1,
19p12 0.0773 -0.0627 gain ZNF253, ZNF93,
2035 -0.1435 0.0054 loss XRCCS5,
2036.3 -0.1724 -0.0117 loss
2937.3 -0.1656 0.0203 loss
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systematic_name T.24 TCC_SUP KK47 5637 Jg2
hsa-let-Tc 142.312002 14602148 | 414840808 |84 8236768 11579298
-miR-1 01 32 244148 01
hsa—miR-1246 83.054379 0.1 897.63902 | 3356462 0.1
hsa-miR-1268 65.185756 13.786076 336.483324 278075656 32528058
hsa-miR-17 367.667204 435.10248 128.13236 536.18464 367.667204
hsa-miR-193b 4835866 90133814 294.617266 |170/4238736 68.902521
hsa-miR-196a 23712536 2149794 | 11579298 18.5085942 245810458
hsa-miR-19a 286.932632 | 272878418 83054379 1| 435.10248 247.820454
hsa-miR-286 | 15.156568 0.1 113.975992 2.817986 7.654836
hsa-miR-3656 47.60204 0.1 31483818 9.376604 0.1
hsa-miR-4299 0.1 0.1 14692148 0.1 0.1
hsa-miR-638 33005642 0.1 203.968842 |  4.964022 15.156568
| hsa-miR-92a 203968842 | 1696802848 |11501578661 | 211.87664 | 1917067232
hsa-miR-99a 9.7956278 0.1 | 142312002 0.1 | 0.1
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Representative cases with positive 9p21 deletion (a) and
positive mean variant fraction (b)

X100

(a) Grade 1, pTa
%9p21del: 38%

(b) Grade 3, pTis.
Mean variant fraction: 47%

chromosome 3 (green), 7 (red), 17 (aqua), 9p21 (gold)
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