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Development of invasive bladder cancer gene therapy focusing on genomic
instability
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The aim of this study was to identify and analyze the genes involved in
human bladder carcinogenesis by examining the genomic instability (CIN) at the chromosomal level
using bladder cancer model mice. We established a method for creating a mouse animal model of
non-muscle-invasive bladder cancer that can be created in a short period of time. We believe that "
nucleus-cytoplasmic transport” is also an important point for carcinogenesis and progression from
non-muscle-invasive bladder cancer to muscle-invasive bladder cancer. We examined ™
nuclear-cytoplasmic transport” during oxidative stress, which is involved in carcinogenesis.

UQCRB - HIKESHI



80% 10~30%

overtreatment
BHBN CNA
UQCRB Chromosome8qg22
] 11
ATP apoptosis
apoptosis cytochrome c
Cytochrome ¢ caspase
apoptosis cytochrome ¢ UQCRB
CNA CNA
1
(Chromosomal instability: CIN)
CIN
CIN
2) BBN
10 BBN
BBN
3) NMIBC MIBC UQCRB
NMIBC MIBC -
1) larray comparative genomic hybridization(CGH) 6 C57BL/6N
0.05% N-butyl-N-(4-hydroxybutyl) nitrosamine
4 12 20
26 DNA

Agilent Mouse Genome CGH Oligo Microarray kit(244K)(Agilent Technologies)



array CGH ( 20
CIN
CNA
CNA
binding protein (UQCRB)

System (Zymo Research Corporation)
PCR
6
oxide synthase (iNOS)

DNA

‘n=2 26 :n=3) 6
Copy number aberrations(CNA)
PCR

ubiquinol-cytochrome ¢ reductase

PinpointTM Slide DNA Isolation

DNA UQCRB CNA
( 4 12 26 n=3)
UQCRB inducible nitric.

PinpointTM Slide

DNA Isolation System PCR CNA
(pTa: n=3 pTl:n=4 pT2:n=3 pT3:n=6) UQCRB
2) C57BL/6J 7
3.6.8
3) LNCap 43° 1
37° HSP70
HIKESHI Western blotting
1 CGH
larray CGH zarray CGH 2D 9F2 11C-D 13B3 14C2 5
19 1
UQCRB
UQCRB  CNA 4 12
26 UQCRB
iNOS 4 12 26
: CNA
UQCRB
UQCRB UQCRB CNA
UQCRB CNA UQCRB
iNOS iNOS
2
3 6 100 8 6
1



1. EHIRTERRIEEIE <Y O ANMIBCET )L

TR R (L= EaEE
3 0/3  (0%)
6/6 (100%) >

6/6 (100%) +

3 HIKESHI

(1)

(2) Western blotting
HSP70  HIKESHI

HSP70

24

HIKESHI
72

Viability

Cell

0 1 2 3
Time for Heat shock (hours)

Time 3 Western blotting
(hoursy O 3 6 1 2 a4 7 Positive

HSP70

Time N
(hours) 0 3 6 1 2 4 7 Positive
S |

HIKES



2021




