IFN—y pg/mL/g {Heart}

Thymidine (H*)-up take (cpm)

3500 +

0-
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0
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16000 9

12000 4

MCP-1 pg/mL/g (Heart)

3000 4 '
2500 4 *
2000 - .
] * 8000
1000 4 4000 4
500 4 ‘
0 -

avko— 02 ug/mb 2 pg/ml 20 pg/ml ]:/f‘u_”/ 0.2 pg/ml 2 pg/ml 20 pe/mk

PTX PTX

25000 1

20000 -

15000 -
10000 A
5000 o

askR=N 0.2 pg/m! 2 ug/ml 20 pg/ml

RANTES pz/mL/g (Heart)

PTX

B2 Ofiae &0 88k, BEES L7 Pertussis Toxin (PTX) '
DRI B 21 A A LR TN A viciT 3 8E S ELISA kit

ZACTHIELAE, 'p00l 6 2 ro—a

IFN-Y (pg/mi)

Ag a 109 107 - 0 1078 1078 1074
=)

*
. x  k
oS 107

Pertussis toxin (mol/I) Pertussis toxin (mol/1)

B3 Pertussis Toxin Q0H 3 A & v i & - THIB S L0005 S T 40
Rz 35004 ELISA kit B & UHIRIAN Y4 3 & CH) HHGHIE I
L HBRETL .

*p<0.01, **p<0.05 % 2 v bO—a
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RBLHIEDCM)BEILE TS 420 ) »y ] M2EFERKEN T 5HCRERFOER LIS I

T E5LWic, ELISA KL X W EEHEEKICHT 5 852 &EM2-AbZFAIE L 12,

DCM @ 40% iz [5)

ket L, FACHEBEEES SEBEEREH ST, SREOEEEESHEEICED .

ZERENICE D, BIECREOFENOEHERBOFHERTF &4 - /.
i8I L, chick embryo ic@iNd 2 - Lok, FEEHANGHFERES L.

BEMAD S g6 HEE
HZAH M2

BRENT S HCORERT I, DCM BEHOLEMIOREFEML LB I LAH L LT 1,

mEBH

DCM BFicBUF 5420 » M2ZERENT
L EHCRERF OBERIERLZIASHILT 5.
HEFE

DCM B3 104 #1, (CHERERIE o 78 W REEAE AL 58
OB E D00 F, LEREBO M VEES 100
Plat®e Lo, &R0 v M2 ZEBE HBEA
=TI~ T527F PRV ELISA #ick
b, BELMED VI g SEIIcE 5 M2-Ab
AR LA RER, YRR, AEEREE, LHEBE, TEERR
T EORRKYIRFHN S OBELREL 2. BEIFE»
SRR L 72 IeG 57 B % chick embrye iZ/RNT 2
CEicdkbh, M2-Ab O.LFEBRICRITRESELHBE
L.

(RER~ORR)

HEICE LTI, BERACERBOIE 4

L, REEHL.

MEER

2MFEEAVWRE TR, DCM BEED 40%, af
D 24%, EED 8%IC M2-Ab 28 L. 1gG
SEAERWARRET T, 8436%, 24%, 8% TH -

mMAEREK
FoRR

fo. DCM BED 5 5, BOiAEBER < LR
e~ T EME A S EE IR 72 (40% vs. 18%,
p<0.03), 2EBRIFICL Y, KEIMEOHFEED
LHEMEFOR BT THARTF L -2, BN
Mtk D DCM BE B LU af BHEMBEH» SR L 12
IgG i chick embryo o3 W T _EEMHAINEE L35
L,

EE

M2-Ab (34 F & K BHE ORI & Mm% Ca Eift
OEMEREL, [EEBOEREE S/ C &
BhTVW3. ZOZLEADCMBECRSHALE
T OFREERE L T VEIEHTFHENE, —
73, SEMNLMESOL VAl BECBLTHEAD
iEpgia i, T &3 DCM BECHITS
OO BEES LRSS T s E 03 &)
b, CLALBHENPST 2 &2/ 2R
THH. o, LEMBOREREME L TESH
GRFELVUOHLOVESEZBETLZ 0TS S,

T

LZHV Yy M2EZEEENTLHCHRBEHFIL
DCM BEICEH i 2. 0EME & L UMFEE.C BEHlE
DOFREFEH LT AT LML AL 5,

1, Baba A, Yoshikawa T, Shimada M, Akaishi M, Ogawa S: Inductien of cardiac hyper-
trophy In severe combined immunodeficiency mice by transfer of lymphoecytes from

patients with congestive heart failure. 67" Japanese Circulation Society Meeting, Mar,

2003

2. Baba A, Yoshikawa T, Shimada M, Akaishi M, Ogawa S: Epitope mapping of
autoantibodies produced against sarcolemmal Na-K-ATPase in the patients with
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dilated cardiomyopathy. 67" Japanese Circulation Society Meeting. Mar, 2003

. Baba A, Yoshikawa T, Tsuchimoto K, Ogawa S, Fu M: Pfoarrhythmic autoantibodies
produced against muscarinic 2 acetylcholine receptors in patients with dilated
cardiomvopathy. The international Symposium of Cardiology  Frontiers:
Cardiomyopathy and Heart Failure 2003, Oct, 2003

. Baba A, Yoshikawa T, Ogawa 35, Fu M: Proarrhythmic autoantibodies produced
against M2 muscarinic acetylcholine receptors: new upstream targets of atrial fibrilla-
tion in patients with dilated cardiomyopathy. 7 Meeting of Japanese Heart Failure
Society, Oct, 2003

. Yoshikawa T, Baba A, Iwata M, Ogawa 5: Autoantibodies against l-adrenergic recep-
tors in patients with idiopathic dilated cardiomyopathyv. The International Symposium
of Cardiology Frontiers:; Cardiomyopathy and Heart Failure 2003, Oct, 2003
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IR RPN ENEAR - Rk 5 -

HRES

ERBLCEEE (DCM) OFRBc {2 h 3 0RO BEELBIBORIFGE, ZOTH - inRA k%
TEHELTHYTEETHS. FESUEDCM EBARIET S TO2HRN LA -RBYR IO 7 4 ¥
$OEDE (DAP) ©—o, §-#aF sy (8G) ORKIL LB &, Rl—D6-SG #{nTFOFE
Hickottcs DEM 2L, OBEOEINE S -2 2 &, BICIEEENO 6 -SG BhriEHA
BV BE CTAKICHEL rAAVAR Y ¥ —ZRAVWT TO2 NAR Y — B LA Fa—TELHEERLL
SENE, < OERMLETFRIBEWE E% 5~40 Hg, MiTHE Y2t a7« v Ol s
Western blotting, Evans Blue (24 4 in situ OfiES BN+ FEEMHEToEEOFEOSRE

TTRET LI
Jed | RHEHEITIRGR A {RIE T 5,

HEEH

LAEOEEEREARIET 5 & & bin, BinTF
BEbSUH L RHEELHET S

WRAE

T 3EOEELAZER V2. OHARE
DCM N&ZRd—, @4 v7Fors —LEBRICLS
SH0Re, QEBRERICL ZBELAE, LR
£OfSEL LT, MITHK, YA o7 2O
MO & Western blotting, MM EGE %
Evans Blue #tmEf cHEEL, HcBHEL:
BHEFERET > TRIEE~NOEEE MRS 2.
(HEEM~ OB

REG ZEEBRICBE 2 44 K5 4 v &l
SF§ % &[Gl I IMITEYERIE M O & BREEREG T
EFEOBRAL U BB L /2.

HRER

ik 5~15 848, EEE (LVP), LEIE
KL (EDP) & ohLFBIRIE (CVP) (3 ERX Y
Tyt & [GlEk, ERCHIEMLEZ LD, 25~40

HRER
RN RR

FNoDEENMOCEE S I MOHHBOSERNLE SR F a7 ¢ »OQENLALE

BTLVP 34 {E L, EDP & CVP g L
fo. TOBYR T v 3R SFNE I
7 (translocation) L, 60~200kD icWrk{bL 7.
FBETLUAHIBOBESELEL T,

EE

O LB EOTL BRI THRE TR
W<, FRTH A EMIcREL AR TiEFKa
wada et al., PNAS 20050 X » T, LEEOiEfEN
WELA-ErOEIaN-EroFES R,

Eim

IOV A e T YHABHEHREBERED S-SG R
B4R o7, BKED v FoF s — VER
L& a0 E, HRER X A RELIAET
HILE L THRENE,

fERERIGH

EERENY), FRRGUSG CHICERAEITE ., £
FoilEF B O rAAV N2 ¥ — i3 BRICRE
TE rcHVWwonTEBESHEREEIRT W3,

1. Kawada T, Toyo-oka T. Gene-based therapy of advanced heart failure secondary to
the disruption of dystrophin-related proteom. Signal transduction and cardiac hyper-

trophy. Eds. N.S.dhalla et al, 2003

2. Hori K, Shin WS, Hemmi C, Tovo-oka T, Makino T. High fidelity SNP genotyping
using sequence-specific primer elongation and fluorescence correlation spectroscopy.
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Curr Pharm.Blotechnol. 4477-84, 2003 .

3. Hakamada-Taguchi R.' Uehara Y, Kuribayashi K, Numabe A, Saito K, Negoro H,
Fujiita T, Tove-oka T, Kato T. Inhibition of hydroxymethylglutaryl-coenzyme a
reductase reduces Thl development and promotes Th2 development. Circ.Res. 93; 948-
56. 2003.

4. Yoshida H, Takahashi M, Koshimizu M, Tanonaka K, Oikawa R, Toyo-oka T, Takeo
S. Decrease in sarcoglycans and dystrophin in failing heart following acute myocardial
infarction. Cardiovasc Res. 59; 419-27, 2003. :

5. Abe T, Hikiji H, Shin WS, Koshikiva N, Shima S, Nakata J, Susami T, Takato T,
Tovo-oka T. Targeting of iNOS with antisense DNA plasmid reduces cytokine-induced
inhibition of osteoblastic activity. Am.J.Physiol (Endocrinol Metab) 285; E614-21, 2003.

6. Numabe A, Ara N. Hakamada-Taguchi R, Suzuki N, Hirawa N, Kawabata Y, Negoro
T, Nagata T, Goto A, Tovo-Oka T, Fujita T, Uehara Y. Effects of the anti-platelet
aggregation drug dilazep on cognitive function in Dahl salt-sensitive rats.
Hypertens.Res. 26; 185-91, 2003.

7. Koizumi T, Hikiji H, Shin WS, Takato T, Fukuda S, Abe T, Koshikiya N, Iwasawa K,
Tovo-oka T. Cell density and growth-dependent down-regulation of both intracellular
calcium responses to agonist stimuli and expression of smooth-surfaced endoplasmic
reticulum in MC3T3-El osteoblast-like cells. J.Biol.Chem. 278; 6433-9, 2003.

AMMEEOLER - BRIKR (FESTV)

FFETHLIG
1. AEESS, ERALLHEOBEFRER~Y 5 —

—3] =



R TR O DIERE « EERTFS

—apoptosis signal-regulating kinase 1 (ASK 1) —

W IEZ
PN U oyt e A g SR A A

HRES

OREEFICB W TIHOBIEE T 24 LIERE WO Wb 2.0 €7 v VA ERELRERF

TH5.

1 EFY »7ICE T B apoptosis signal-regulating kinase 1 {(ASK 1) OBSE2 LD/ 5

27T AERHVELICEDRETL, ASKI A9 27 v OEBICKEREHERLLLTY

5 LEEGMITLE.

mEEN

IDARRFRIEIC B W TR OEBREE T 22 0K &
VWS Wb ALY EF Y v AR EREEE D
TWa, AR TREFOSTFEEZIASHIZ LLA
SFE, RIS AREEORREERET.
HRAE

JEF) Y AICHBEREHERLLTWEEEL

5 h S HANEREENE T 2 BETFRE<Y

RS T, LANEORECS 3B LRTT 5.
({GHEE~ O BLRD)
ARERAFAAM A DNA EERI5H B & UERFER Y
ERBFLIEshicit - TEM L

BRRER
R RER

BIRiER

MAP  # — %4+ —¥ %+ —€0—HTH 3
apoptosis signal-regulating kinase 1 (ASK1)
D/ 7Ty ATROEEERS D VIER
MR Y €70 v o BiElx v,

EE

DY EFY v 7, LRI ASKI Bt
LA TRV ANKERBIERLTWA,
ASK1 iZDAEIEROHFH L W FEMIC 5 2 aliEd:
WREX RS,

E

DARSRFEOHENHERFTH L) =7
Iz ASKL K EHBESE L TW A,

1. Yamaguchi, et al, Targeted deletion of apoptosis signal-regulating kinase 1 attenuates

left ventricular remodeling

2. Higuchi et al. The small GTP-binding protein racl induces cardiac myocyte hypertro-

phy through the activation of apoptosis signal-regulating kinase 1 and nuclear factor-

kB

FEoRK

1. W&, Targeted deletion of apoptosis signal-regulating kinase 1 attenuates left ven-
tricular remodeling, BOAFERE¥S, TR, FRI6EIH
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TAVAM O BB T VBT ShlO Bk DR S

A
LI B B0 25 T S B R B B S o

HREE

Tr 3w 29402 OEHRIESHICEWT, BRIERO CVB 2HERT A C &Itk b HRE
PRI LILEEO ER EBEMEREZHRATIEEHEL, 714 W REBEEHE] S HOHOH
FEE A B LEERLOE (DCM) ORECEEL TV AaHEATREL TV 5,
HICHIDERR P S0 4 L 2AHBRICE T 2. LHEOY 75 4 7t [gM THb, TOMBHRE

DERHIRAREIC H B T & BS

HEahi, TCTINSOEREEREC Y A VA OBHREBREEICE T3

BiUROREZHA, OHRE DCM OBl ESHlcd 5 &2 HAYE Lk

EA=]:

FHLHE AR ICEVT DCM oA BT 5B
REBFORS XY 2 C L2 HEELTVS,
Fer iz =y 22 M, 1 2L RSHE
B (3Wa/40W-) 1BAE, RIGGEHE® coxsacievirus
B3 (CVB3) o4 L AEEM (3W+/40Ws) T3
S &k o RS U, 2 IR R A
KEFRTIEE2HE LA (JCJ. 1999), HEFN
OFFEEL FFEREE S e+ 3 B TARE, R
B O REFENE S, SRR L 2.

TV

vy AHBREFVGCVBI 2 A LR EFHOE
HoFECTER L2, FECRoms!, (OHEEEFE,
HBFRIICINA, REOQEEARTIT, v1 v
Z A fEE (N T, A CPK #IE, &
s, GREFl TS ZUorBRakE,
LC-MS/MS i & 2 BRI 217 » 12,

(R~ M)

B FEER O F BB CHETCB L TR ER
MERGEHEBS L 0RBLEZTZOHAI 54~
ZHFLTIT-7%4 [Law (No. 105 and No-
tification (No.6) of the Japanese Governmentl.

MRER

% A b Z GG O RIS [l OEEIAR T3,
MERE gl 2R LR L, hErEk
ElESREL, TOH 10, 20, IOWTIRY A
AEREBEBRII LA, L L, 40W Tidrh
FIfUiAM M & 5 0 BRSO RI R T H - 1o,
BERRIEELRCTR O 23%), CPKRED
+H, iz 3— | LVEDD, LVESD Ok & %FS

DT, HARFACEIREMRZEE EDL VR
LK - B LR oAy Shic, CEHERR
DREENIRRITTE, SWa/40Ws BEO.LFRFIRTEH
ST R R E R TeM oS hiEs o h,
ESIGEETRME T L 2 oREMER S N,
TR BIkBR U EHE ETH N LC-MS/MS
Bt nHELEHTOARBET S spots D5 B
hsp60, aldolase A MEIFExNF, D hspb0 (37
BABCB VLT LHHRERICRRLTWA I EN
B LB ENA, COFEE, hsps) it
A NVAEOHRBEE B THELSREELT
WA T LAURE X s,

BE

CVB3 BT & 0 BT 2 £ 5 LER 2R
B, K FURGRROHEMUORELZL TY
LEFELAON, LHRLOSUFEREDA 1 =X 4
T ASATEALIEDREL.

dEFricBTHRERcIEEE MK
HSP60, « -cardiac actin Tropomyosin, ATPase

B chain FOLLLEE S EE, LILA e LHEE
EFRLoBRARORECHZETHS LY
LOJEEtEARIE Ao, £/, I OB R
T % HSPBO (3 it OFF & v, OFEERIED
L @id s EPHahi, EEICE MV T
b, DCM o BE IR HSP kBEEMNE W &
iZBEIC Maish Sick vEEZINTED, M4 42
LR R T 7o h DCM OREBF ORHO
—Bhicfi b EEL Sk

L

DCM D FIE & HEERZALIC, o 1 v ARG X
hER S MO R Ul e E ABS L Tw
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1. Induction of Left Ventricular Remodeling and Dysfuction in the Recipient Heart
Following Donor Heart Myocardial Infarction: New Insights into the Pathological
Role of Tumor Necrosis Factor-a from a Novel Heterotopic Cardiac Transplant-
Coronary Ligation Rat Model.
Hiroshi Nakamura, Satoko Takata, Seiji Umemoto, Gorge Naik, Gordon Moe, Peter
Liu, Masunori Matsuzaki.
Journal of the American College of Cardiclogy Vol. 42 No.1, 173-181, 2003.

2. OHERRICBIL) 7Y v OBEETORRBER | SBELIHEREE 7Ttk T ZHEEL
HTENT « OBHEE & (EFH ORET
el FER, AR, R
Journal of Cardiclogy 41(1):41-42, 2003

3. 4B OiEiEEs 2004 FERERR /OB %
it -, PR BESEET 285-286. 2004

4. Identification of Autoantibodies with the Corresponding Antigen for Repetitive
Coxsackievirus Infection-induced Cardiomyopathy
Satoko Takata, Hiroshi Nakamura, Seiji Umemoto, Kazuhito Yamaguchi, Taichi
Sekine, Tomohiro Kato, Kusuki Nishioka, Masunori Matsuzaki.
Circulation Journal {in press).

FERE

1. SHEF, i, =S, e, fEEATGE, R
o A4 L AMOERRERGE P B U 3 HEUEORET
FATEIAA) v = F3L0e, Bt 15, FERI5H4H 258

2. it
VEeF) v FEMLHETOHF LW R 2 ) —=» 7 5y P SEBLEIEN E Vv DIRH (Y ]
AT REETD
5382 M EARBRESPE A 2, Rigk L5, ¥R 14FE5H 24

3. Fgsk, hRE-L, SHEE, RO 5REE
Isolated noncompaction of LV myocardium (INVM) 3 #l@.Dind kg & o edikst
525 EOBARIFRS, AERK, EKI54E11 A 288

4. BHETF, R, EBAME, i, RERTE

WA b ZEOIH AR E S T 305 E R ORE
55 25 MO AERITA 2, ABEK, FRKISAETLH 298

HEMEEO LR - BRRR (FEIV)
RETENIS

1.

H% R 2001-011866

it FARFEEEE, FHE, (Lo TLO

PGB ERE 7 LB RO Z OfEERSICZ o€ 7 L2 RV TT 2 EHO
A7 Y -=rThHikl

. KREFFETHEA © 10/141608

Hiroshi Nakamura, Masunori Matsuzaki, Tsutomu Yoshida.
An extensive myocardial infarction model animal, method for preparation thereof, and
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application for drug screening and regenerative medicine.

3. %567 2004-044096
ki, FAEZEE, (L0 TLO
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PD-1 RfieI A% AR RICET3
LHeEZY T OBEIZOVTOMY]

fa

%

2

REAF ARSI FURHE R G IR

MRES

PARBODRE A RIET 2 PD-1 ZHERIE~Y 2 TR, bt o=
focTnl &/ 7 a—+ W {{EEHFERE BALB/c =9 25 L

HAhTOVE I &E2HEELLE.

LA, PGERER P2 M- A EFIROFR L w2 L HTRERE N,

(cTnD) fLlkni% (B

o, ERLOHMARO L

Bl Ca™ F + 2 0% L7 Ca¥ WMART cTnl kRS L O BRECHML . 5 Tnl filkic &k 2
DIC BT 2 FHE S Ca® MASERDYS, LHGERE L OIEROFER TS 5 T &mik s nr,

HEEH

PERBLOAE(CM)ORKD—-> & LTHOK
EOMEMEHE TV 5, PD1 ZEERE~Y
2T, DECERNE 30 kDad § o s it
ZECHREMSELELINTVLEZ 242 EHE
L1z, AP T PD-1 R~ v 2icEid 3 DCM
EFATOI0 kDafiRE £ hicwtd 3 BEiER
EOBRENO>VWTRETT AL 2HIET .

BRAE

30 kDa #i/R1d SDS-PAGE 45 & U348 HPLC &
KEOfEsh, LFrof=r 1 (TnD) &[E
EFEaht. ol HAOHEES 2R T2, 1
¢Tnl £/ 7 o —+ Wi E B4R BALB/c =7 2
K5 L, Milargt#l 1l4Fr o v 52 5 v 2 5
F—TAExRG, EEFERBEARERE L .
(REER~ORRE) FEARFETEBRPERICIEN T -
7.

HRER
LiEes 1 2:8i%, Mcnl AESETE, IF
AL ARB IS Ry v 22 v b o— b g0

MERR
X RE

i h~~EECE T LA (5.27120.82 vs 17.36
+463 mmHg/ 1L - 100mg in control). {LIEX
WER (248£14 vs 19.22074L in control)

BE UKL AR LR L, BRIHE (508
7.6 vs 79.3+5.3% in control) FEEICETL £
(p<0.05). HEUC IR ZHRBICER I -7, Th
S DMITEHRE LOFER L b RIS ¢Tnl fidk
HiINREEE T 2> A EEROFERE LA &
MR ENI. XS, BAF—U 05 v THEE
Hve, BB 20 ITnl GO BLR
LA, EFECEMBO LT Ca* F + 2 %20 L
7z Ca™ WA cTnl i Sic I TR L
7.

8

Pt ¢Tnl JLiEAIERBLOERE DAREICBE S L T
3 AIEERE AR & vz,
FER

L e Tl IiEIC & 508 E U 5 EERI7S Ca® it
AYEHKA, CBHERIE L AOBETH 5 T &5,
INSORE RSN

1. Nishio R, Shioi T, Sasayama S, Matsumori A. Carvedilol Increases the Production of
Interleukin-12 and Interferon-gamma and Improves the Survival of Mice Infected With
the Encephalomyocarditis Virus. J. Am. Coll. Cardiol. 41:340-345, 2003

2. QOkazaki T., Yoshimasa T., Nishioc R, Mitsuiye T., Mizoguchi A, Jian W, Ishida M,
Matsumori A, Minato N, Honjo T. Autoantibodies against Cardiac Troponin 1 are
Responsible for the Dilated Cardiomyopathy in PD-1 Deficient. Mice. Nature Medicine

9:1477-1483, 2003
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F—iERZHESYFOLER, OAZIHTEFTIIY
8k Pioglitazone OE B O¥ 3
Wi s
e T T e

HREE

F—NEERZTHENE S « F ISEER TEMTEEOEAL SLRLIBITT 3, SiE#LR
EQEFNENTHE. COTFNIE, F7/Y yHEBED—DTH 5 Ploglitazone 315 L 7-.
IR i, I 2T & P DE AR (33D 15 0 » 708, WO AL OER A L, 75
BRI RS . £ ORI AP-1iC L 2EETHOMEABES L T v 2 uassRa .

HEEMN

PERIR B 2SI LIEK 22 S & D% 3R
Hohb, BELLERGLAZ~NOBITELZIT
CEMMSh, SMESCTRETH LT, Fohisik
BHEOMII RO OSNTVE, 1 2 viEFK
WERTHLF TV vEEEKGLBEELT,
(1) LREXIBHESIRS (2) EMmEEREE
TAHRBIEAB LS (3) LHEELD) €7 v
FOMGEENRL EHlE xR, ERSBEBICHT 3
BRESHENPIFENA TV S, A, EEERHEI
FEHELER S & B M LRIt L.

HRAE

- VEERFHESMES v P ELFO 2 s
O, KR ET - bERTHREANAROAEM
BLirz v ro—LOEAKATNRE, A TT
TV VEHAOD—>TH B Ploglitazone (5mg
/kg/day) o005 %, BRIEAHS & BlHEIC
S L oS B E B 4 + Pioglitazone o 2 Bz 4
i GIEXKAD 1 3EEE 1 BBV T, &
H, MEHRGE, CREERRE L & DM ETO,
LIRS 2 Wiz 2 0RO LA OFRIEAGHITE 2
RS L, Fo0Ag2llic, EENEORES &
VRS 3 wid2g TtomEknttEFoRlE s &
ZfT 7.

(R BRI~ D ALRE)

EREBORIR VT L TR, WP REFEEE
ERMFROEHLHA FSA izd b9 %,
EBZRLOVETSUERBATORNEOREBOH L E
BEiT-1.

HEER

aviier-LOEREAFHEGAERARN +
Pioglitazone BT L HBIHEICHEEE LW h -
fo, I3 BEBOLIEREICE T 2 EERE RS
B, WMBLOGLEREZL TV 2.
Pioglitazone W /.GIBERKEHNE| L b 74, 1 68
BOLAEHIcEWT I v e — W B TRERER
DIEHLH T L Toodd, SREER +Pioglita
zone ¥ TRAEREBEOIEFBMAEE N, Thk
FEIRFWE, NEFRPELFR N TV
flEdd BNP % ET-1 OEBR LU~V EETFLTE
D, EZTOmMRNA LSAGEFLTWE, &EF
DEEAEHV KR T AP-1 ® DNA binding
activity 3 EEIC{E T L THE Y, Pioglitazone 5
LB 5 AP-1 & @ Negative Interference 25% @
HFL LTHESH, ET-1 0RBE L ~XLOETD
FR&#EES N

B

Pioglitazone (3, & — VRIEBEHFME 5 »
Mot L, BRI R I 10 o fo s, LA
LOBERBEIMHIL A, HiZ, 2OTEICELETD
AP-1 1T & 28T 5 OMIG| 2B LT A AT RERE
AIRE N

=5,
[=ET |

F 7Y ROERINE & SRS E AL
ORI 2 A & B AR fu e,
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1. Ral GDP dissoclation stimulator and Ral GTPase are involved in myocardial hypertro-
phy. Kawai M et al. Hypertension. 2003 41{4):056-62.
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1. Ral GDP dissociation stimulator and Ral GTPase are involved in myocardial hypertro-

FEER
1.

5.

phy. Kawal M et al. Hypertension. 2003 41(4):956-62.

. Pl 3-kinase-Akt-p70 S6 kinase in hypertrophic responses to leukemia inhibitory factor

in cardiac myocytes. Hiraoka E et al. Kobe J Med Sci. 2003 49(1-2):25-37

. Arg389Gly polymorphism of the human betal-adrenergic receptor in patients with

nonfatal acute myocardial infarction. Iwal C et al. Am Heart J. 2003 146{1}:106-9.

. Decreased mAKAP, ryanodine receptor, and SERCAZa gene expression in mdx hearts.

Rohman MS et al. Biochem Biophys Res Commun. 2003 10{1):310:228-35.

. Echocardiographic assessment of right ventricular obstruction in hypertrophic

cardiomyopathy. Shimizu M et al. Circ J. 2003 67(10):855-60.

. Correlation of connexind3 expression and late ventricular potentials in nonischemic di-

lated cardiomyopathy. Kitamura H et al. Cire J. 2003 67(12):1017-21.

Glycogen synthase kinase-3 1s involved In the process of myocardial hypertrophy
stimulated by insulin-like growth factor-1. Satomi-Kobayashi S et al. Circ J. 2004
68(3).

. Transplantation of cardiotrophin-l-expressing myoblasts to the left ventricular wall

alleviates the transition from compensatory hypertrophy to coengestive heart failure in
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