#e=L C-19
HEMREHBEHRRRBEE

VR 2 1455 H 7 BBUE

BiRiER - EB#E (C)

BT HEAR : 2007~2008

FEES £ 19590813

MERELZ (FX) BROOEBERECREDTRLEMEICEY 2 ERMMAR L BREDFHR

HZEiRRE® (FEX) Basic study of regression of hypertensive myocardial fibrosis and

the development of treatment strategies.

MERXE TH #HF (ShHEF) (Kyoko Imanaka-Yoshida)
ZEKRY - KEREZRMER - AHF
MEHEZES - 00242967

WFSER A OB -

I CIEL DARIEAE R & & HIEVEISHRHEL DS 7L S VD RE R 2D JRIKN & 72 D73,
1RGS2 8%, B XS HRE OB 2 CTRHMEREDTER SN T\ 5, AiF5E
TliE, vV A@EMEET /VZHV, 3 TITHR B2 o MR EIRZE S rT R 0 £ 5 D & i
A LT7ce mMEIC X D0 KIT R RN EE L D 208, —EETZAR S Av7- RV E AR L
IS DTHRRITIE AT & DOFERANEE A THO R T TR W2 LE L+ 5 Z LRI ST,

SR
(AR - 1)
[ERESES LiEESE & &t
2007 R 2,200, 000 660, 000 2, 860, 000
2008 4 1, 300, 000 390, 000 1, 690, 000
R
FHE
R
&l 3, 500, 000 1,050, 000 4,550, 000

WFoE53 8 - fRER AR REY: - FEBRp BR Y
BHFEOSE - fH - NERSRERIRE S - THERERNELF
F—U— KD, fRMEE, SilE, MRAYE, TRA v, DIER, vTU R

DER STV 5D,

Fxlx, ZNET, B EREIZ2T—5
VG2 HBIEHRRHER WX 72 D IEE ST
FERINDDOTERL, 7X1C, t
Tan g, TaTd s iR EEEO

1. WHIERAR YD &

Al T, DMK & & B ICHE
(AL L DD, — I DIROD#RHMEL
TIERRE AR T SO R kT E
A B, D ORHELOTERR IR ER &

JREEIIZ BT D6 - & b EHERREO—D
L LT, Bz nsEDd bhTnd,

15 SURNN 1| NS SV NRZN Y WY 3 (AZDF:N [T
angiotensinlI-aldosterone & (2 &L ¥ &k
NIZEEHORIETHY | Frii~vrmr >
7 UNEEREREEH LD E NI BERT

~ MU w7 AT OFELERGIRN G254
BSOS TH D Z EEHLMIT L, FRZE
DIRNTHRIZED—2>T %A 2 L CHTIT
HEH LU THHMEED ST A =X O %
1ToC&=, T34 ¥ CITIER RIAED O
BB IFFEBL L7203 RIECHRAE(L IS~



THHAL, BNEMEEEZ SO, —RICHR
MEALARHE Sy 7 & B 2 B, B BT S

L7eT A ¥ v ClEBEHRHETZ B A (e L

T RA v CRIE~ U A Tl i E M Ll
FRHELIRE ORREN A BIZRV, 20—k
in vitro CMMP O HL | {5 % E T BRI
WITARME L INHIAIC @ X 5 5 & v o Tk
Z R DB LT I3 1T DA BNI AT
2N, LU, BREE(LIRZE O HETT 2 il 5
HEBERSTD—DOTHDH I EITHLNT
»H5,

2. WO HBY

(DEFRICEIEZ AT 2B, B ILH 52
JEDWIRHI 278 T TIZWANARFRE
DHALIREDNERL I N TWDIET TH D,
AHFFETlL, ~ 7 A{ZangiotensinII&fif L
TR L2 FE Lo b Am 2 F IR L
TEORIEBREET T2 L2k, T
TIT R 23 o 7o B MEA IR 28 23 AT 9 70
Tl b B IANEHE N AHEN E D A5 )
W27 5%,
(QFHEALIRE OHEAT & AR I LB R 72 B
GTHY, BMHLOREZ~ ) v 7 2D
PEAE, RO NT AKX VREIND,
FAELDIBRE L 1XZ DT o 2% A BB
FEFTDHZETHD ., DO IUE, B
{EHETT & D WL HSRIERRIF D o3 - A B =K
LEMHT 52 &l bievy, £ 2T,
AW TIET 1A 2 v Ch—o D BAKE 72
BEREM & B 2, B EIBEIC 3T D ITE
HIBEEN 2 fRAT T 5,

3. gD ik

D~vRxETIL

8IH A ARE 208D A ABalb/c K~ 7 A DTS E
BRI~ 70t RAET 4 v IRST
(alza Co. palo Alto, CA) ZH&IAL,
angiotensinll (Agll) #500ng/min/kg 4 1
R G- 36 L OB AKIZ 1% DNaCl A faf
L7, Agll# G- A2 ik L, 12 £ Tt
WEERE T o7,

BERRE . T U T UV IR
%, BEOET LVEMOKRE, RMEIZX
I ERIE & 38 2 7 o7z,

(2) MEf%. B THRbT

AglT 4 G-, kg 4, 128K~ T X
AR Lo R LT, T T 4 v
FEANERL RNADHNH 21T - 7=,

O LER DR

a. DO K E X 0 HEYL A 2 Kk

BFENTIZ X 0 DA AR 2 HE Lz, il
X, B UESOIER control £

b. U7 /L% A ART-PCRIZ X V) BNPE&HL L

IVORRNT AT - T2,

@ HEHE(LOFEAM

a. PRHE(LEOE &N : Sirius red Yefa

L 7-#H5k50 B % NIH Image % FV N C iR

Bri. ffebzEam Lz,

b, FRHEREZEMMANT . 74 CL BT

IV BE DI R RIS AT L

—o

4. WFFeR R
(D 1% AgIT #5412 X 0 I 31 £
170mmHg P2 ER L=, ikt 4
B CIERME TR LZ,

WREEE

(mmig) Pk

Aghs @

170

120

S0 T

30

QDB KR DS E

DARE T Agll4 5Ty fa—/L
WZHEEEICHEM LU (1.40+£0.24 vs
1.00+0.01, p<0.05) #&G-Hrikf2Hd L, f1
1k 12 HF%ICIEa fe— Lt AEE
D B 7R < 725 72(1.04£0.08 vs 1+0.05),

MEEH
(HaxHE)
1.8 1 ‘ p<0.05 |I | peiLOs ‘
1.6
1.4
1.2 |
1.0
0.8
0.6
04 r
0.2 ;
0
control Agll 48 Agll 4l Apu 4l
(n=3) (n=4) Efa:E B2

DO R S HRIERIC, Agll4 %
BETay ha— L IZH_EEICHEMNL
7273 (1.1940.24 vs 1.00+0.04, p<0.05) #%¢
Hrk g L, Fikfg 12 #Ekicix=
Yher— LV EHEEMALLONRLS 8o

72.(1.00£0.02 vs 1+0.01),

DD ES
(18344

14 1 | p0.08 | oy 1 penol

1.2 |

i e

08

06

04

02 r

0

control Agll 48 Agll a8 Agll a8k
(n=3) (o=d) [EEaE B2
(n=3) (n=5)



BNPOmRNA L~V (3 A4 5 CT=a

hE— VAN REIC EA L, Bk 48
3 iﬁ?bto

BNP mRNAL <L

' [ eon ‘l\

(n=3) Eﬁll! E‘ﬂ1 #
n=3} im=5)

@)%%m%%mﬁﬁ

OHE LI ZE @iﬁﬁﬁﬂﬁ

AgIl 4 BT X 0 | LN o i A
%#b&bf%%#@%%m%%ﬁ%mé
. BERRHEmAERIZ 2 > b e — iz
B EICHE N L 7= (2.03£0.42 vs 1+0.27,
p<0.01), Agll #&5-F 1%, 12 HE THL
DL RBRISGEITER O H LT, B
MEmARIIP % 12 Btb = he—

N7y - P — .
IV ABICEEZR L,
control Agll 438 Aglt 438 Agll 438
@&ﬂ! . |§|-|[|1!
i ol
4 _ Pl ‘
3'§ || 001
25
2
1.5
N
JS I
0 """" Agll 48 Agll 48k Agll a8
tn 'H (m=10) Ead @28

(n=3) (n=5)

QHRHEALIRZ OB A LARHEAL IR #1312
ETHEEZLNDET L VR Agll
4 MBS X0 BRHELIRED TR S D
M JE B TEAE BN 2 7=, Lo L Agll
BE A2l L CmENEFLLZHDL, B
MR RO T, T L AURAEMEEDE B O
AR mE L WS BB R s nT-,

control Agll 438 Agll 438 Agll 458
[Of 5] EEi2:E
i | TEevi

(7o U BROIRAE)

FEAT L Cl, 2y he—L OO0 IT3E
BRSNS, Agll 4 # 512 X v il
BRI DOIREEALN RS B S, Agll 418
4% 5 ikt 4 B LA R BN 5 2N
MUz,

control Agll 438 Agll 438 Agll 438

B4 Elff12:8

o

\_+

< e
(F2A v C DFEL)

4) THA T CIlED~ MY v AR
D AR T O

TARA Ty CLBRF R T 1A 2 C IR
Bleo 2B L, AR, SBI2/v o7
7R~ ATOHMEMED WP TE M %
zymography THIGI LN EEREITIR OGN
oz,

(5) #afh
@)%EEK&%&%%@Ek@%@%%@
WZEIE L D 523, gf%ﬁéhtﬁgﬁﬁm
RAEDOEMBIZIE, ERreE 2T
FOVKMZMELT5 2 ERBIN5,
QR L 7= BIFHRHED & 72 5 5E Ak U T2 B
{LIRE DIRRIER S Tl 72w, &ifiEo
=V N = B 1 e S N S = Gl O GV §)
DI 70 ERRHEAL IR E OB E R 3 122 e L
2%,
@é%wj%%Mﬁ%ﬁu_‘féhﬁ
4//C®%ﬁ#LﬁLTwé#\ﬁﬁ#
EFENTWAOT D, LIz oTTxA v C
DOFRIIBIFRHMERZ DO H O TR <, BE
active I[CHRHMEALIRZE RN EIT L TNWD Z L 2K
L, 272 < & HBUEL EOEITRL IR D
T2ODIEE LTHWAZ LN TEX S,

5. ERBERImILE

(WFFEARE R . RT3 K ONEEERF 83 1
E 7Y

GdEaEamse) (Bt 16 1)
1. Tsukada B, Terasaki F, Shimomura H,
Otsuka K, Otsuka K, Katashima T, Fujita S,
Imanaka—Yoshida K, Yoshida T, Hiroe M, and
Kitaura Y. High prevalence of chronic
myocarditis in dilated cardiomyopathy
referred for left ventriculoplasty:
Expression of tenascin—C as a possible
marker for inflammation. Human Pathol (in

Hoif

press),

2. Kurita T, Onishi K, Dohi K, Takamura T,
Fujimoto N, Tanigawa T, Imanaka—Yoshida K,
Wada H, Nobori T, Ito M. Conventional

therapy with an ACE inhibitor diminishes
left ventricular dyssynchrony during the
progression of heart failure. Int J Cardiol

A

(in press) ,



3. Ishii, K., Imanaka—-Yoshida K.., Yoshida
T, Sugimura Y. Stromal
regulates epithelial cell differentiation
Dev Biol 324:310-9

tenascin—C

in mouse prostate.

(2008) , A

4. Odaka K., Uehara T., Arano Y., Adachi
S, Tadokoro H., Yoshida K., Hasegawa H,
Imanaka—-Yoshida K.., Yoshida T., Hiroe
M., Irie T, Tanada S and Komuro I. 2008.
Noninvasive detection of cardiac repair
after acute myocardial infarction In rats
by 111 In Fab fragment of monoclonal
antibody specific for tenascin—C. Int
Heart J. 49: 481-92. (2008) , &EHA

5. Suzuki H., Kinoshita N.,
Imanaka—Yoshida K., Yoshida T., and Taki
W., 2008. Cerebrospinal fluid tenascin—C
increases preceding the development of
shunt—-dependent  hydrocephalus
after subarachnoid hemorrhage. Stroke. 39:

1610-2. , &wHA

chronic

6. Kajimoto M., Shimono T., Hirano K,
Miyake Y., Kato N, Imanaka—Yoshida K,
Shimpo H and Miyamoto K., 2008.
fibroblast growth factor slow release
graft for

Basic

stent endovascular aortic

aneurysm repair: a canine model experiment.

J Vasc Surg. 48: 1306-14.

7. Mitani, Y., Maruyama, J., Jiang, B.H.,
Sawada, H., Shimpo, H., Imanaka—Yoshida,
K., Kaneda, Y., Komada, Y., and Maruyama,
K., 2008. Atrial natriuretic peptide gene
transfection with a novel envelope vector
system ameliorates pulmonary hypertension
in rats. J Thorac Cardiovasc Surg. 136:
142-9.

8. _AHIARA, BEM, HHEAE,  ToRA
v C, Heart View 8:124-129, 2008, #i
e

AN

9. BEITER. A W) &7 FmAE,
TXALCOURY T ) 7B 5E
A, B, 224 | 408-413, 2008,

AT

10. HmFlE, AELE Sh-FmAL.
RV TV IR BT RA D&

&l EROFR, 591, 123-128, 2008, Rt
it

AN

11. Nishikubo, K., Imanaka—Yoshida, K.,
Tamaki, S., Hiroe, M., Yoshida, T., Adachi,
Y., and Yasutomi, Y., 2007. Thl-type immune
responses by Toll-like receptor 4
signaling are required for the development
of myocarditis in mice with BCG—induced
myocarditis. J Autoimmun. 29: 146-53. Z&

e
/N

12. El-Karef, A., Kaito, M., Tanaka, H.,
Ikeda, K., Nishioka, T., Fujita, N., Inada,
H., Adachi, Y., Kawada, N., Nakajima, Y.
Imanaka—Yoshida, K., and Yoshida, T., 2007.
Expression of large tenascin—C splice
variants by hepatic stellate
cells/myofibroblasts in chronic hepatitis
C. J Hepatol. 46: 664-73. @t

13. Nishioka, T., Suzuki, M., Onishi, K.

Takakura, N., Inada, H., Yoshida, T., Hiroe,
M., and Imanaka—Yoshida, K., 2007.
Eplerenone attenuates myocardial fibrosis

in the angiotensin II-induced hypertensive
mouse: involvement of tenascin—C induced
by aldosterone—mediated inflammation. J
Cardiovasc Pharmacol. 49: 261-8. Z&EFHA

14. Sawada, Y., Onoda, K., Imanaka—-Yoshida,

K., Maruyama, J., Yamamoto, K., Yoshida, T.,

and  Shimpo, H., 2007. Tenascin—C
synthesized in both donor grafts and
recipients accelerates artery graft

stenosis. Cardiovasc Res. 74: 366-76. %t
Bl

15. Terasaki, F., Okamoto, H., Onishi, K.,
Sato, A., Shimomura, H., Tsukada, B.,
Imanaka—Yoshida, K., Hiroe, M., Yoshida,
T., Kitaura, Y., and Kitabatake, A., 2007
Higher serum tenascin—C levels reflect the
failure, left
ventricular dysfunction and remodeling in
patients with dilated cardiomyopathy. Circ
J. 71t 327-30. #AHE

severity of heart

16. Yamamoto K., Onoda K., Sawada Y.,
Fujinaga, K, Imanaka—Yoshida K., Yoshida T,
and Shimpo H. 2007. applied
cilostazol suppresses neointimal

Locally

hyperplasia and medial thickening in a vein



graft model. Ann Thorac Cardiovasc Surg
13: 322-30. #at

FFk) (G 10 10)
1. Kurita T, Onishi K, Sakuma H, Nakajima
1.H, Fujimoto N, Ishida N, Dohi K, Okamoto
S, Imanaka—Yoshida K, Ito M.
prognostic values of serum tenascin—C

Incremental

levels to late gadolinium enhancement by
cardiac magnetic resonance in patients
with dilated cardiomyopathy. #873[8] H 4
TEBR SR e - FINHES20094E3 221,
N

2. Imanaka—Yoshida K, Hara M, Namikata M,
Yoshida T, Schwartz RJ, Hiroe M,
Miyagawa—Tomita S. Tenascin—C may play a

significant role in maturation of coronary
arteries in mouse.

Weinstein Cardiovascular Development
Conference 2008, May, 15-17 Houston,

Texas, USA

3. Imanaka—Yoshida K, Nishioka T, Onishi
K, Tsutsui H, Yoshida T, Hiroe M. Deletion
of Tenascin—C prevents left ventricular

remodeling and cardiac failure after
myocardial infarction.

Basic Cardiovascular Science Conference
2008, July 28-31, 2008, Keystone Colorado,
USA

4. Hiroe M, Onishi K, Fujimoto N, Sato
A, Yoshida T, Imanaka-Yoshida K.
Incremental value of tenascin—-C and

BNP leels for predicting prognosis in
patients with dilated cardiomyopathy
and decompensated heart failure.
Basic Cardiovascular Science Conference
2008, July 28-31, 2008, Keystone Colorado,
USA

5. Yoshida T, Nagaharu K,
Imanaka—-Yoshida K., Tenascin—C induces
epitheial-mesenchymal transition like
change through recruitment of -v <6
integrin and phosphorylation of focal
adhesion kinase by sec in breast cancer

cells. The American Society for Cell
Biology 48th Annual Meeting 2008 December
13-17, San Francisco CA, USA

6. Imanaka—Yoshida K., Nishioka T, Nagano
Y., Onishi K, Yoshida T. Tenascin—-C may
accelerate adverse cardiac remodeling and

cardiac failure. The American Society
for Cell Biology 48th Annual Meeting, 2008
December 13-17, San Francisco CA, USA

7. Imanaka—Yoshida K, Onishi K, Tsutsui
H, .Hiroe M. Tenascin—Cpromotes cardiac
remodeling and hypertrophy during
myocardial repair. & 71 [B] H A{EREFE
TRy - EATEESY 2008 4F 3 A 28-30 H,  f&[i]

8. Terasaki F, Kitaura Y, Onishi K, Sato
A, Hiroe M, Imanaka—Yoshida K, Yoshida T.
Serum tenascin—C is a novel surrogate for

assessing the severity of heart failure,
ventricular remodeling and prognosis of
dilated cardiomyopathy. %8 71 [5] A &{EER
THF R - TEATEESS 2008 423 H 28-30 H,
e [

9. RHEEH, EBFHMAE, EMARGL, HHF]
#, ST THRA VU C EEERE Y T A
DOIER L ZNEAWEMEEETT L TO
fiERT 55 96 [Al H AJRER RS 2007 4F 3
A 13-15 H. KX

10. HP#e 1. SHEFLE, S-S HEESim
JEME O R LR 2R 1 AT M E s 2 45 96 [B] H
AIFERSAAAE . 2007 £ 3 A 13-15 A, KK

6. WFITHLR

(D) WFgefRE

HH AT (GHAST)
(IMANAKA-YOSHIDA KYOKO)

—HRY - RFPEE 7 RA5ER - HEHd=
a5 - 00242967

(2) 9oy

K¥E st (ONISHI KATSUYA)
ZHRY - KPPLEFRUER - B
a5 4034322



