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WFFER S OMEBE ($53C) : Boturinum toxin (Botox) has been widely used for refractory
overactive bladder (0AB), and its mechanism of action in OAB has been examined. In this
study, we have been trying to explore the novel, afferent inhibiton of Botox.

In the urine storage phase, mechanical stretch stimulates bladder afferents. These
urinary bladder afferent sensory nerves consist of small diameter A6 - and C—fibers
running in the hypogastic and pelvic nerves. Neuroanatomical studies have revealed a
complex neuronal network within the bladder wall. The exact mechanisms that underline
mechano—sensory transduction in bladder afferent terminals remain ambiguous

A IRTERR
(BHHAL - )
(RS 1 e 2 & @&t

200 9FE 2, 400, 000 720, 000 3, 120, 000
201 0FE 900, 000 270, 000 1, 170, 000

L

L

FEE
&t 3, 300, 000 990, 000 4, 290, 000

WFgesyr B« [E e

BFE OSE « fH « AAESREFREZ - WRER

F—U— R HERT:

1. BFZEBRAE S M) D7 5 Wi & U IREE, SRIT BN B O SEEE & BE 0
AN DE# b E & BIZHIIRIERIEZ: &% LTW5,



it 1% B 55 Bt (OAB:Overactive bladder
syndrome) (. 2002 4| [EFR R A #2212
FoTH L BRESNTIERIEEHETH Y |
REDBREZ LAIER E T2 EREETH
Do EFREICLIUL, BCKTIEERAAD
DK 17%, AARTITK 13%725 OAB IER 24
LT EEh, AE0EZBESELHREA
Thd, ZOREBEUBEZGISEITAD
ZALFIARATHY . REEIRET H5ROM
BEBEORE THLZ LABESNTY
Do

2. WHEOBRK
(1) BTX-A OFEPEEENFR G2 K- T, B
BS2 ) DN 5 NZ 1 1) TN S ON 1 =% |
e DR E & o — 0 ORBLBENT D
e
(2) BTX-A OFEPEEENTREIZ K- T, B
R, BT oMM, 38 X OV
B> B DAREME DPEA ST B2 2
HME LTI A LT, £ ORIBRE &
LT, BUFD XS R HRAMa R OIER & 2 D
CHARACTERIZATION, R.LaPE{m RS 12
BT HEE: SOV TORGT EED -,
O 7 v MEVCOEE MG, R 2 R |
FRCFICHAET D HVE MG (il 2F A )
D EEHE R DAERL
@t MEEBEEE AR, BRIk ER, b
Bz RICAFAES 2 VB HIE (RfilE 2 ma) o
R DR
@1In vivo siRNA % H\ 7= ENaC, TRP
( TRPV1,TRPV4,TRPMS8,TRPA1 ) . BK
channel, ASICS DJRIRK 7MW Iz XL D 2hF
DT

3. WFED Ik
ARIRY ) X 2FHH#F (BIX-A) I2X->T,
e Rz AR, R T omifia, B8 X ORE

ENaC .

xt9 % RS

M (2 SE B9 5 Ak o Y —FHE (b
BT U AF ¥ k)b 5 ENaC, TRP A A
Frxxn7 7 IV —7E) OB L EFRIZE
WIBREARREN D L OB T 20 E M
~_ %, Invivo, in situ L-ULTliL, T v
NEBEN B ATEARC L DA EF AR, in
vitro TIEWEME LRz - S - LR EVE
fa DA R A ML L, ML~ L TORR %
19,  F7z. siRNA & W72 BEEfENT © 1T
Do

DS AP S

(1) v~ ABLOT v MEEE M,
R AR RE R R B NI T 2 VB A
(A ZEAIR) OB B R DOMER : < U
Z Ty b A E VT, BE O
explant culture VEIZ & - T, BEBE TG A
fatsa R A ER Uiz, BOMIalEsR R &2 AFR
U7z bR FITHHAES 2 VM (Aionte 2
fie) DR ROERMIT, BE B IT T TH D,
(2) ~UABXOT v P FTHRKEICEIT D
wRP & ¥ % v 7 7 2 U —
(TRPV1, TRPV4, TRPMS, TRPA1) > £ i I =
(BT D MR
~UAB LT v MHAE ; #H L7 MR
Rk AZ -, T TICHEA « BRE R ORI
fhRLEE 2 VT RBINEIC &> T R
LM SN 5miEWME (ATP) % photon
microscope & JHWTCTHIZE L7-, TRPV4 {ZBIL
I, TEME B KL 2 & RS OV
ML - Th, ERMIE S ATP 33 S
HIZLEEMR LI, ZORISIE
~ U ATIERD LA, TRPVA k/o =T A
IO 6ot
TRP F ¥ /b & FERREE & DERIZ OV T,
TRPA1, TRPV1, TRPM8 72 XIZBH4+5%< DF
— X BW&E L (Fry, C.H., Kanai,A.]J.,
Takeda, M., WoodM, D.N.:

. wild type

Roosen, A.,



Committee 2— Cell Biology, “ Incontinence
4Med. “2009), BT, £ A F ¥ RLD
IR CRRIEZMED & %5 ASICS (Acid sensing
ion channel) 23ISR O3 BRI BALR N

H., WELHFETHZ L EZR L (Kobayashi,

(ZIEZNED & 2 TRPVA [T FLIE O IR B B2
BILTNWD, w7 ADBEM LR O
RIZBNT, B L TRPVA K/0 =T 2 % /]
VT TRPVA TEPESR DS, A3 5
AN T DA F 2 ORIBENTEANE, ATP PEA
RENTONWTHB AT > 7, ~ 7 AREME LR
AR AR AT LT e < &b — T
TRPV4 Z 41 L CHEREN Ca 1 A > DA &L 2
WZHl &< MR & 0> ATP PEAE % il 3
DI EDNHGMNE 7572 (Mochizuki T,
Takeda M, Tominaga M, The TRPV4 cation
stretch—evoked Ca2+

channel mediates

influx and ATP release 1in primary
urothelial cell cultures. J Biol. Chem.,
2009)

S BT, TOATP EAEA T =X LDV TR
GLEAN v R W ANIANY UG Rl SRE A VAP T
WhTUAR=ZToH2D WUT (Vesicular
Nucleotide Transporter) DfER: FEZTHOR
Bl & TRPVA HPH-CHE R IC L > Tl & ke 2
IND ATP 3T IRV T EERER 2 R L
TWBHZEEWALNIT LTz (EREHER ) .

(3) WIR#BHEIRKIZI T 5 Botox fiff KDL

BT o 2ERAE
—RT v — hERHER -
FL0
T — MRt 181 fimak
7 > — REIY 73 Jifi gk
T — NEIYER 40% ( 73/181 )
JEBIEA R 136 BIFE <[]
et © 184 [A]
T — X W % 13 Jitig%
(ReBR72 L 2 %)
RO & b DRER 0 372

“RT7U—VEHER (T—FH ke 1

3 MERIZ AL

H., Takeda, M., BJU Int., 2009. Yoshiyama,
M, Takeda, M. Am J Physiol Regul Integr
Comp Physiol, 2008.) . VRJEERESZME & B
AR 6 2 SOSHEZH 3% TRP A 4 F
¥ FNT 7 I =DM T, 30°CHIEDIRE
114 Bl TEMAENRT > — FEIR (EEED
[E]%k 184 451 )

RS 55t DeLELL A
77 59 18
40 32 8
27 19 8
8 8
2 0 2
BISZAREEAIE 37 30 7
= 114 89 25

AFFERR R DAY

JEE D 60 T AR R D PR AR AL RIS AFAE T DA
KEI UCHEROR 27T S5 2 L3, il
WO REMFO KR THDEEZD
NDEITRoTETWD, FOTHIBIEE
BERE DG HIE L LT, BEDER DA & il
T HHANEOABANT STV D, LRI D
EHESNTND I T A T RRIX 7R EDA
= A FOEMRIE. SROMERRICHFET S
NR=uA RZEE (TRPVL) B2 HR5,
BT, WEDERERE b Bz ASBsp gz x4~ % &
U —BRE & IE MBS EWE O W RE A
L. ROMERRROIEME(GIC BB e E 4 K7
LTWAZEBRHALMNE 7o TE T, ATP I
ZORETHY | BEHEOMECHARRE DR
WIIBERED R ERE B b b, 2
DMEEME L2 > myofibroblast @ P2X, Z &
TR 2 U a2 il U CHRIR B8 % 7T
S EIEEE A R 2 LB 2 S, ATP
ZARBREA S A L 72 5 B bt O VR 38
EEZDBNTND,  Fx DHFFETIL, Botox
i, S OREE BN DO ATP pEAEZ T 5
ZEBWALMNERY | TR AT = X LD A]




REMEDN DD (GERYE( ).

5. ARG E
(WFFEfeFE . BITEsHE Rk O e84 12
ENN))

(%K) G 31F)

1. Hideyasu Inuzuka., Hidenori Zakoji.
Tatsuya Miyamoto, Satoru Kira, Syouji Kudou
. Manabu Kamiyama, Norifumi SAWADA,
Takayuki Tsuchida, Mizuya Fukasawa, Isao
Araki., Masayuki Takeda
Operative difficult points in the
laparoscopic adrenalecomy for giant
pheochromocytoma: comparison between
right and left sides, AUA2010, 2010.6.1
San Francisco, CA USA

2. Shoji Kudo, Tatsuya Miyamoto, Jiang Yuan
Ju, Tsutomu Mochizuki, Hideki Kobayashi,
Mitsuharu Yoshiyama, Hidenori Zakohji,
Norifumi Sawada,

Isao Araki, Kazuya Kawahara, Masayuki
Takeda, THE EXPRESSION OF TRANSIENT
RECEPTOR POTENTTAL (TRP) V4, A1, AND V1 IN
THE HUMAN BLADDER MUCOSA OF NORMAL AND
BLADDER OUTLET OBSTRUCTION.

— A NOVEL MECHANISM IN THE
OBSTRUCTITON-INDUCED BLADDER
OVERACTIVITY-

The 39" International Continence Society

San Francisco, 2009.10.3

3.Miyamoto T, Shoji Kudo, Mochizuki T,
Zakohji H, Kobayashi H, Yoshiyama M, Araki
I, Takeda M

THE EXPRESSION OF TRANSTENT RECEPTOR
POTENTIAL (TRP) V4, Al, AND V1 IN THE HUMAN

BLADDER MUCOSA OF NORMAL AND BLADDER OUTLET

OBSTRUCTION.

- A NOVEL MECHANISM IN THE
OBSTRUCTION-INDUCED BLADDER
OVERACTIVITY-

The 39" International Continence Society

San Francisco, 2009.10.3

(Z DAth)
R DR — D

http://www. uro-yamanashi. com/

6. BFICHERK

() B FRE

TéfES] (KUDOU  SHOUJT)
AR - BE2AERA R BT - Bh#
WoeE#F+S: 10313800

(2)WF7e5r
L

(3) HHEHTIEH
mL



