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R DHEE (FE ) :Morphogenesis in tissue development depends on the relationships
among cells, the extracellular matrix (ECM), and other support structures. Tenascin—C
(TN-C) is a hexametric glycoprotein of the ECM produced mainly by stromal cells. In this
study, we evaluated the gene expression profiles in TN-C knockout (TN-C KO) mouse
urogenital sinus mesenchyme (mUGM). In TN-C KO mUGM, the expressions of thymosinB10 and
specific genes related to chemotaxis, cell-matrix adhesion, response to wounding, and
collagen fibril organization were decreased or disappeared as compared to those in WT
mUGM, suggesting that stromal TN-C signals and/or related signals might play an important
role in development and organogenesis of prostate.

RS TERA
(SFEHAL 1)
B MR & &t
2010 4F )& 1, 900, 000 570, 000 2,470, 000
2011 4E 800, 000 240, 000 1, 040, 000
2012 # & 800, 000 240, 000 1, 040, 000
woOEt 3, 500, 000 1, 050, 000 4,550, 000
WFgesy B« [E ke

BB OSF - B - SAESRERRES: - WIRAF
F—U—F Mgt~ b U 7 A0 HISIER, BEBE. T RA T2 OO WARARAEIR. M

1. WFZEBIA Y DY =
ZHET, MiEsk< rY v 2 (BCM) 0
ITHEACHIOBRE 2O TWD TWE L%
ZHNTEEDN, THEOBRE LWAFZED3E
JBIZE Y, MlaoLT - Bk - SkicBb b

Bra Dy T T NRIZEDOY; L0 D 2 &gk
> T &7z, WEEERIZITEA I ywily 7 )
ANRFELTEY ., T EAME D E
FHOFBE A~ THEB L, & O ECRE
AR ORREIZ L - T, MikoERENIE - T




W<, B T, AR O TERETE B A3 v
WL, BRFIE L EITT H7-dlidmwil s
T I DLWt NI 2 ha— )b
SNTWARITIUEZR SR, D895 RERE
Bk % 7 Z MR R B IT T L= e B
ORI 23 W FF S 42 KB e FSE Ik C o
D,
T3A Ty C (IN-C) X, EICHE MRS
T 5 EMAS 70 1 5T RO K.
FE. ISR, MRREAICES L Tws 2k
DHIBILTWD, FRIT, Koy 103> ECM 43
FEREEALDRME LT, —BMEICIRE
LB R IRT 5 2 & b s - i
EREICERT 2 2% T oNns, T742b
H.INClEa T = o747 uarxdF oo
EOITHEET D EM 3+ Tlid7e <. JBREIEAR
ZE ROzl Y €T U 7)) 12k
CCHETOIHELAEEDE L VD KX 72k
WaaETHZ D, MIEAREZRENKT S
ECM 437D 9 6T H IEFICHBREW A 7 & &
ZTCWD,
AWFFERE T, WERbERSATWS
HAERLHEFICANT, Fox 3L L TE
TRAAEMFN TR B FRE~T A %
TN 2 /LB o, MRS REEIC L 5
AINZAR « BRI 0D F AR LT BET Bk O i A A% 2
BEMC R E BT 2 LB HIRE S iz,

2. WHEOEM

AFSCREE TIX, RN REZEKT D
ECM 43 : %A > C (IN-C) |12 & BT
JiR TRt 0D 38 A= SO T RETE 1 OD il AR AT % FAATT
THEHIZ, THA T CRE (TN-C KO) =
A e T 99 BRAR AR S 00 T MR AT SO T R
M7 i, S DICREBEN 72 B TR AT %
W17+ 5, ZhblickoT, ISR Z
%95 BCM 431 2SHISLAR « BEBE DA AE
FERRIZED X SIS TN D DN EES
PR L. B'E — B OMAEAER 20 Tk
DRERTEREIE R Z M T2 L 2R
ZHNCFERAT A Z R ERE L,

3. WHEDTTIE

) R b R A 5 TR ) T s A A oD R ER

B4 16 HE®D IN-C KO v 7 AEB LD wild
type (WT) = 7 R WAIR IR (urogenital
sinus: UGS) Z FEIRBAMUSE FIC TRERI L. b
U7y 2 C B (urogenital sinus
epithelium: UGE) & [HJ& (urogenital sinus
mesenchyme: UGM) 2 BX 0 431} 7=,

BEMECTFRIEEN

fa4= 16 HH® IN-C KO & LI WT =~ &
UGM (2B 2 B s - F Bl % Mouse Genome
430 2.0 Array ~DNA TV XA ¥ — 3 v
CFRMTY 7 B GeneSpring®7.3.1 Z{EH LT
PR fRMT U T2,

in vivo $¥8i8#~ B 2 EER

I Mo —5 o CTRER~ 7 A B
A& IN-CKO & L <IEZWT ~ 7 & UGM % iR
AL, fEX—FK~vrx (8 —1 0k O
BN T ~Fhi L 72,

4. WFIRALE

TRk 22 EE

BINERIZ B AR LEY (T Resry) &
FHEOgE TH Y . ZOFRE - 5k - REIC
X7 Ra U R BER R TH D, £ I T,
3WED IN-C KO ~7 A2 () HLLIEWT
<X (F) 1Z3mg/Kg P a5 R MRT
o (DHT) 2R FiEg L, fF 7> Ke sy
BELZE O & & OB & FREMERENIC
Bt L7z,

[#5F 1] DHT#: 5756, 12, 24Bff% I~
U A ZER L, KEB X OWRAR S (R
. JEERE. PRIE) OBEEAWE LN, BHH
MR FEIFBE I N o T,

[Bit2] B RV v OGEREIz LY |
AR BT A R o HBLE A RSt
L7278, DHT#5-2 & v g o BRI

ERETRD o T,

PLEDFEED S . TN-C KO~ 7 ZAFISEARIC
BT 5 MO HBLUL, RIS RICB T 57
VR U EAR Y T I L DTG AL O A
CIXBARI N ERHIBA L T2,

S LT REEIZTE L TWDIRAERI
A R 2 FH O 7 R 0 38 A 1 R BT Lkt
T5FREE LT, TN-CKO =7 ZAB L
WT <~ 2D UGS (EI5—E17) Z#EWbv L., k
U 7 AR RS X OVEAR BRSNS T C O fiE)
\IZTUGE & UGM ZiH L, Y Rto 7 e ha—
I THIMRIEETE D Z L 2R LT,

TR 23

AAEFE L, BBAE16H B OTN-C KO~ 7 A8
JOWT< 7 RUGSH> 5 total RNAZHAH L.
two—Cycle Target Labelingi£iZ J 5 cDNAS
i%. & LT, Mouse Genome 430 2.0 Array



NDNA T Y EA B — g LY 7 B
GeneSpring® 7. 3. 112 X 5 Ll fiEMT 21T - 7=,

ZOREF, W~ 7 A L i L CIN-C KO~
7 ATCTHRBNHD S L IXERLTWDIE
{&F1%. chemotaxis, cell-matrix adhesion,
response to wounding, collagen fibril
organizationlZJB@ T AL DONRL o7, X 5
(2, IN-C KO~ 7 A Tl thymosinBLODFEHL 7S
W~ 2D/ 10BA FIZEP LTnbdZ &%
R U7z,

thymosinB10 (34 E15F Ras ZFHF L. #H
E’ﬂ’\f’”’@fﬂﬂﬂ’jimﬁlﬁ, MEFEEIHT 5, S
. NEEEREA L, Milizs TR h—v
XA&%ﬁfé@%ﬁﬁ%éhTméo:m
TIZFk & DG L7, IN-C KO ~ 7 AR
i bRzl M9 2 IR, 1B Y
A M4 R—T A (MlESR) PiEZ 57
WZEICERT D EEZBND, DFED
TN-C DR RBIZ LY | KIEEER 2 AT
% thymosinBl10 FEHLA W/ L, IEF A K
A X =T AN BT & T M
O HBUZE D FTREMES R S Tz,

R 24

AL L. IN-C KO ~ 7 R R % s BRAH Ak
SRS RRAT U, BEE ERSRIRIZ 9% TN-C
DOEEN 2t L=,

[®adt 1 ] 4% 4 58imH 5 4 38 [ TN-C KO
~ U R & ERL ., B E O RE SRR 2
Ip3 FRAL AR 2O B TAT L 7223, R oo HHEL
HEORFIIBEIN 2o T,

[FREt2 ] sk~ o 2 gL B R L G i~
7 ZAUGMZ fL A& o T HIJAL}]%U:&#EH@’\
BT A AR L EREGIT LI Z
%, TN-C KO~ 7 ZAUGMIZ A ER~ 7 A JEE |2
e 2w iR BRI~ B ETE o
7=

MJ:ODFST%b)% TN=C [X A7 SR DR Rl
iz 776*751’ cBHA 32— GE 5
2 ICHEAREEEZH S TWDE 0D, B
J:&*’rﬂiﬂ’W)*ffr M A F— AT EL
TWRWZ ENHBA LT, 72, IN-C DEIs
F ARV UG T 4 OB REBLNME
THULLIIEELTWDZ D, BE B
FBE > & B SR B R~ D 43 b3 & % i
T ILENTERNSTEEEZ BN,

5. ERIEEGE
(MFFEAREHE . Mo
Y

Gy J ONEHERT 788 12

g (G 10 1)

1) Nishikawa K, Soga N, Ishii K, Kato M,
Iwamoto Y, Hori Y, Etoh M, Ohkawara T,
Yamada T, Uchida K, Kise H, Arima K,
Narita M, Shiraishi T, Sugimura Y.
Manserin as a novel histochemical
neuroendocrine marker in prostate
cancer. Urologic Oncology (in press)

(EHAD)

2) Iguchi K, Fukami K, Ishii K, Otsuka T,
Usui S, Sugimura Y, Hirano K. Low
androgen sensitivity 1is associated
with low levels of Akt phosphorylation
in LNCaP-E9 cells. Journal of
Andrology, 33: 660-666, 2012. (&t
D)

3) Iguchi K, Hayakawa Y, Ishii K,
Matsumoto K, Usui S, Sugimura Y, Hirano
K. Characterization of the low pH/low
nutrient-resistant LNCaP cell subline
LNCaP-F10.  Oncology Keports, 28:
2009-2015, 2012. (&EFA D)

4) Ishii K, Mizokami A, Tsunoda T, Iguchi
K, Kato M, Hori Y, Arima K, Namiki M,
Sugimura Y. Heterogeneous induction of
carcinoma—associated fibroblast-like

differentiation in normal  human
prostatic fibroblasts by co—culturing
with prostate cancer cells. Journal of
Cellular Biochemistry, 112: 3604-3611,
2011. (&HAY)

5) Arase S, Ishii K, Igarashi K, Aisaki K,
Yoshio Y, Matsushima A, Shimohigashi Y,
Arima K, Kanno J, Sugimura Y. Endocrine
disrupter bisphenol A increases In

situ estrogen production in mouse

urogenital sinus. Biology of
Reproduction, 84: 734-742, 2011. (%
@A)

6) Hori Y, Ishii K, Kanda H, Iwamoto Y,
Nishikawa K, Soga N, Kise H, Arima K,

Sugimura Y. Naftopidil, a subtype
selective alpha,—adrenoceptor

antagonist, suppresses human prostate

tumor growth by altering interactions

between tumor cells and stroma. Cancer

Prevention Kesearch, 4. 87-96, 2011.
(EHAY)



7)

8)

10)

Otsuka T, Iguchi K, Fukami K, Ishii K,
Usui S, Sugimura Y, Hirano K. Androgen
receptor W741C and T877A mutations in

AIDL cells, an androgen independent

subline of prostate cancer LNCaP cells.

Tumor Biology, 32: 2011.
(EHAD)

Imamura T, Ishii K, Kanda H, Arase S,

Yoshio Y, Hori Y, Soga N, Kise H, Arima

K, Sugimura Y. Structural changes in

1097-1102,

alpha,—adrenoceptor antagonist-—

treated human prostatic stroma.
Clinical and Experimental Medicine,
10: 99-106, 2010. (&HFHAY)

Tanaka ST, Ishii K, DeMarco RT, Pope JC
4% Brock JW 3"  Hayward SW
Endodermal origin of bladder trigone
inferred from mesenchymal—epithelial
interactions. Journal of Urology, 183:
386-391, 2010. (#EFA V)

Yoshio Y, Ishii K, Arase S, Hori Y,
Nishikawa K, Soga N, Kise H, Arima K,
Sugimura Y. Effect of transforming
growth factor o overexpression on
urogenital organ development in mouse.
Differentiation, 80: 82-88, 2010. (&

FAD)

(% #E] Gt 39 1)

1)

2)

%5 22 [A] WRARFLYF - Mifussts (OF
R 25 4E 3 A 8—9 H - Eanth)

T2 MUK FHE I N DA R
FEJEC b 7 AR B 5 0D 4y - R A

g . A BB xR B

AR B, WO, (UH REL AS
M, A BEL 2R 5

%28 [\ BINIART AR T T A (CERK 24
12 H8—9 H - Il

BISCARE BORA - ERICK T A/E Y
TV T OERE

A BB ONE . A6 KK
w5

25' Annual Fall Meeting of the Society
for Basic Urologic Research (SBUR) (3F
A% 24 4£ 11 J 15—18 A - Florida)

A potential
interleukin-6 as

role  of stromal
paracrine—acting
angiogenic cytokine 1in prostate
cancer microenvironment

Ishii K, Kato M, Iwamoto Y, Sasaki T,
Iguchi K, Mizokami A, Arima K,
Shiraishi T, Sugimura Y

25" Annual Fall Meeting of the Society

5)

6)

8)

for Basic Urologic Research (SBUR) (3F
%24 4£ 11 A 15—18 H - Florida)

A potential role of TGF alpha in
estrogenically induced squamous
metaplasia in mouse prostate

Kato M, Ishii K, Sasaki T, Iwamoto Y,
Hori Y, Yamada Y, Arima K, Shiraishi
T, Sugimura Y

571 [l AR ESRETIRES CERR
2449 H 19—21 H - fLigH)

B AR R ke A v X — e A K
V6K DRI E—E DT s
FTA v —FIEMA A

QU1 SNl 2 N S S I (R INN
o S, il REL A &
i, A K=, & Bt

®31E ATV Ran o—Eastiik
2 (PR 24 456 H 29—30 A+ #fi71H)
TGFa-EGF S &IKY 7 F % LIz A
ke 7z XA RS R R o
FLEHAE &R R AL A O RS
g . mH B, BAR B,
W, IE R/E], AR A, BA R
=, B i

The 2012 American Urological
Association (AUA) Annual Meeting (3F
2445 H 19—23 A + Atlanta)
Aberrant activation of paracrine loop
between prostate cancer cells and
carcinoma—associated fibroblasts by
overexpression of stromal
interleukin—6

Ishii K, Iwamoto Y, Kato M, Iguchi K,
Mizokami A, Arima K, Shiraishi T,
Sugimura Y

The 2012 American Urological
Association (AUA) Annual Meeting (3F
2445 H 19—23 A + Atlanta)
Up-regulation of fibroblast growth
factor 2 in castration—induced mouse
prostate stromal remodeling lead to
imbalance of basal epithelial-stromal
interactions

Kato M, Ishii K, Iwamoto Y, Hori Y,
Yamada Y, Arima K, Shiraishi T,
Sugimura Y

%5 100 [l A AWRGE SRS CER
24454 A 21 H—24 B - #ijEh)

AISZ R — VB A AR« BB ORI
BRIEE DV €T U > 7 L AR 1 O
Hr

g F. B BB AR B
UEOVEDE, MR JEEE, (UE R®EL A



10)

11)

12)

13)

14)

15)

16)

B A, A B2 N FE
%100 [B] HAWIREEH RS RS
2444 H 21 H—24 A - fiE)
v NADNIIEBREE T VBT D o T
R U U o 5 25 U BT 3R 08 il Bt R R =%
PIZ 2 %

AR B, MhH SE, B #—H.
g R ER UE REL AR A
i, 8

%21 8] WREREY 1 - MlaArsE s (OF
2442 H 10—11 B - fLIgT)
EREEHEA v X —a A %6 12k 5D
AN RIE — R E DT 7 T4 v - —7
TEPE LA S

B BB, AR B, EE L g
0 Fosh, LR BBE A, BA R
=, BN Ft

5% 21 | WREREY - - Ml s (OF
%24 42 H 10—11 H - fLi%w7)
EBB ORI IREEY TV 7k
% FGF2 38HL b2 ELE b —EAE A
TERIZ M E 8

g v B BB 5K B,
o, (UH R®E, AR o, AR F
=, BN Ft

%5 21 [ WRERF T - MilabFsEs (G
2442 H 10—11 B - fLIgT)

v MIVEBEE T VICBIT S o 7
R U U o 52 25 U BT SR 08 il Bt R R =%
PC 5 2 5 8

AR B, MhH RE, B #—H.
g U R UE REL AR A
i, A

%70 [\B] HARESRESFEMRES CFER
23410 A 3—5 H - &4 &)

T S7 B — RV A EAE A 2 R0 L=
T HLTR T R

A BB O A AR

9%  World Congress on Urological
Research (K% 2349 H 15 H—9 H 17
H - Austria, Innsbruck)
Heterogeneous induction of

(T

carcinoma—associated fibroblast—1like

differentiation in normal human
prostatic fibroblasts by co—culturing
with prostate cancer cells

Ishii K, Mizokami A, Tsunoda T, Iguchi
K, Kato M, Hori Y, Arima K, Namiki M,
Sugimura Y

9  World Congress on Urological

Research (KR 2349 A 15 H—9 A 17

H - Austria, Innsbruck)

17)

18)

19)

20)

21)

22)

23)

Mechanisms of prostatic structure

maintenance by actions of androgen

Kato M, Ishii K, Iwamoto Y, Hori Y,

Yamada Y, Arima K, Shiraishi T,

Sugimura Y

H30E HAT v Runmd—32a ik

2 (PR 2347 H 22—23 H + Hx0)

W) £ T L & RS R A

B BB, g . 2R 5

H30E HAT v Runmd—3Ea ik

2 (PR 2347 H 22—23 H + Hx0)

T v R AR AE Y 7 B ST R R 2
DMERTHS AR

g F. AmH BB, AR B i

e, IIH /A, HIE mAN AR A

i, AfA B 2R Bl

o5 57 [a] A A G SRS
CER 2347 H9H - 4 &=

AT SZ RIS A B RK LNCaP iR oo dikk oD 7
[N RV NS s [ I5 2

K& S5, 0 Ffoh, R i, &

FH ’B—BA. P Rz, R Te P

8 FAT

%599 [B] A AW RER et ey (CFRk 23

£ 4H21 H—24 8 - L HETD)

=N IRVA SR N oS ON S k=il oISy

T5HT7 2= )L EANT Y RO R

JE HARE =R

I BB W R, AR B
VI S MR . PR SEER. A

& A, 21 F

%599 [l H AR E it CFERk 23

4021 H—24 B - &R

AT BRI R AR L2 35 1 D B R AR R PN 43 s

Y& Manserin FEEL OGS

WIS, B fmAND AR B
v v, A BB, Rl KB A

LSRN N 2 S l-2. |

55 20 [B] WRARFL Y - MIfuAsEes (OF

R 234E3 A 11—12 B - #i)

b FTSL R VT L OAERL & R AR
A = R L ORRMT

A BB ELE &K A R A

A B NEE 7 S AN, K

W, BRS A, IR Bk, A K

1t

%5 20 [B] WRARFL T - MlaaFsEs (OF

R 234E3 A 11—12 H - i)

AT ST BRI R L2 35 1 D B HRARRR N 23 s

W& Manserin FEELOKE]

IR B fmAAN g L A

A B—. AF . LW R, A

LSRN N 7 Vi1 |

K=



24)

25)

26)

27)

28)

29)

30)

026 [\ BINZIRS AR T A (ER 22

F 12 A 11—12 B « §4JI1)

BAEBE R 7 = ) —)L ABRERIC X SR

7R D FLE HE RE A

A E—BA SR R, HE R

Z2il:d:

%69 [0 HAEFSRETFIRES CFk
H

224E 9 H 22—24 B + KIH)
Heterogeneity of
carcinoma—associated fibroblast-like
differentiation in normal human
prostatic fibroblasts

A B—EA. O Ouse LR B
H &E AR A AR #5286 F
1t

5569 [B] H AR PSR FMRES CFAR
22429 H 22—24 H - KPKTH)
Phenylpiperazine derivatives induce
G1 cell cycle arrest in human prostate
cancer cells and stromal cells

U vEoe, A BB, LW R®/EL A
/N N 2 -2}

5569 [B] H AR SRS FMRES CFEAR
22429 H 22—24 H - KPKTH)
Experimental approach
tumor—stromal

targeting
interactions in
prostate cancer microenvironment
i i, A B—H

38" Congress of the International

Society of Oncology and Biomarkers
(ISOBM) (*F-Rk 22459 H 3—8 H *Munchen)
androgen—low
LNCaP-E9

Characterization of
sensitive LNCaP subline,
cells

Tguchi K, Fukami K, Ishii K, Usui S,
Sugimura Y, Hirano K

The 2010 American Urological
Association (AUA) Annual Meeting (3F
K224 5H 28 H—6 A 3 H -« San
Francisco)

Biological effects of fetal exposure
to bisphenol A on urogenital sinus
Ishii K, Arase S, Yoshio Y, Igarashi
K, Aisaki K, Hori Y, Nishikawa K, Soga
N, Kise H, Arima K, Kanno J, Sugimura
Y

The 2010 American Urological
Association (AUA) Annual Meeting (3F
p% 22 455 A 28 H—6 H 3 H - San
Francisco)

Unique growth—inhibitory effects of
selective *

subtype ,~adrenoceptor

31)

32)

(X))

antagonists on human prostate cancer
cells

Hori Y, Ishii K, Kanda H, Nishikawa K,
Yoshio Y, Soga N, Kise H, Arima K,
Sugimura Y

%5 98 [B] H AR F i Rk 22
4 7 26 H—30 H « B H)

AT SEARFEES b Rz MR O W) 2y Rk - 1
JEIR A & PRV L DR

TR M. A BB W EE,

I S, B/E AN R JER

AR A, 21 58

%5 98 [B] A AW RARFF Pty (CFRk 22
4 H 26 0300 - BT

a, 7 RUF U 5 R R 3R
Silodosin T K DMV NREARERI & L
T RIS HE RN ] A T = X 2

U vEoe, A BB, MhH SORE 7h
IS, RO, B mAAD K
W OEE, AR A BN B

Gt 0 )

(PEZE M PEME]
ORI (Gt 0 1)

OBAHRIL (Gt 0 1)

(ZDfth)
S E KPR ES R TR
W IR AR EL
http://www. medic. mie—u. ac. jp/urology/

6.

W FEAH

(D) AFFEAERA

ZAr AR (SUGIMURA YOSHIKI)
—ZHER - RFPEIEFRER - 2%
e+ - 90179151

(2) FFE5T 14

E) F5L (HASEGAWA YOSHIHIRO)
ZHERT - EEEMRRERE - BhE
FgeE2&5 1 10402687

A fE—BA (ISHII KENICHIRO)
—HRF - RKEFEREZRIER - Bh#
FgeE2&5 1 90397513

(3) L HENTIEA



