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» Ishino M, Takeish1 Y, Niizeki T, Watanabe T,
Nitobe J, Mivamoto T, Miyashita T, Kitahara T,
Suzuki S, Sasaki T, Bilim O, Kubota I. Risk
stratification of chronic heart failure patients by
multiple biomarkers: implications of BNP, H-FABP,
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+ Kitahara T, Takeishi Y, Shishido T, Watanabe T,
Nitoube J, Miyamoto T, Miyashita T, Nishiyama
S, Kubota I. Serum Midkine Predicts Cardiac
Events in Chronic Heart Failure Patients.
American Heart Association Scientific Sessions
(New Orleans, USA/November, 2008)

- Ishino M. Takeisihi Y, Shishido T, Watanabe T,
Nitobe J, Mivamoto T, Miyashita T, Nishiyama S,
Kubota I. Multiple Biomarkers Approach for Risk
Stratification in Heart Failure Patients. American
Heart Association Scientific Sessions (New
Orleans, ISA/November, 2008)
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- Katacka M, Satoh T, Yoshikawa T. Nakamura I,
Kohno T. Yoshizawa A, Anzai T. Ogawa §:
Comparison of the effects of carvedilol and
metoprolol on exercise ventilatory efficiency in
patients with congestive heart failure. Circ
2008,72:358-63

+ Kohno T, Anzai T, Naito K, Sugano Y, Maekawa
Y, Takahashi T, Yoshikawa T, Ogawa S:
Angiotensin receptor blockade reduces border zone
myocardial monoeyte chamoattractant protein-1
expression and macrophage infiltration in post-
infarction ventricular remodeling. Cire J
2008;72:1685-92

+ Hata N, Seino Y, Tsutamoto T, Hiramitsu S,

Kaneko N, Yoshikawa T, Yokoyama H, Tanaka K,

Mizuno K, Nejima J, Kinoshita M: Effects of

carperitide on long-term prognosis in patients with

acute decompensated chronic heart failure: the

PROTECT multicenter randomized controlled

study. CircdJ 2008;72:1787-93

Naito K, Anzai T, Yoshikawa T, Anzai A. Kancko

H. Kohno T, Takahashi T, Kawamura A, Ogawa S:

Impact of chronic kidney disease on post-infarction

inflammation, oxidative stress and left ventricular

remodeling. J Card Fail 2008:14:831-8
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+ Naito K, Anzai T, Sugano Y, Maekawa Y, Kohno T,
Yoshikawa T, Matsuno K, Ogawa S: Differential
effects of GM-CSF and G-CSF on infiltration of
dendritic cells during early left ventricular
remodeling after myocardial infarction. J
Immunol 2008;181:5691-5701

» Nagatomo Y, Yoshikawa T, Kohno T, Yoshizawa
A, Baba A, Anzai T. Meguro T, Satoh T, Ogawa S:
A pilot study on the role of autoantibody targeting
the fl-adrenergic receptor in the response to -
blocker therapy for congestive heart failure. J Card
Fail (in press)

» Kohno T, Anzai T, Naito K, Miyasho T, Okamoto
M. Yokota H, Yamada S, Maekawa Y, Takahashi
T, Yoshikawa T, Ishizaka A, Ogawa S: Role of high
mobulity group box 1 protein in post-infarction heal-
ing process and left ventricular remodeling.
Cardiovase Res 2009:81:565-73

* Yoshikawa T, Baba A, Nagatomo Y: Autoimmune
mechanisms underlying dilated cardiomyopathy.
CireJ (in press)
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*Yoshikawa T:
underlying dilated cardiomyopathy. 72th Japanse
Circulation Society Meeting, Controversy#2 'The

Autoimmune mechanisms

cause of dilated cardiomyopathy: inflammation or
genetic’ , Fukuoka, Mar 29, 2008

* Yoshikawa T: New horizon in the treatment of
heart failure: from bench to bedside, 17* Annual
Scientific Meeting of Indonesian Heart Association,
Apr 18, 2008, Jakarta

* Yoshikawa T: Significance of cardiac-specific
autoantibodies as cardiac biomarkers in patients
with dilated cardiomyopathy. 11'** Annual Toronto
International Heart Failure Summit, Toronto, Jun
12, 2008
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*Yoshikawa T, Baba A: Cardiac-specific
autonatibodies as a new therapeutic target for
patients withdilated cardiomyopathy. 12" Japanese
Heart Failure Society Meeting. Symposium #2
"Inflammatory and immune response in heart
failure”, Oct 17, 2008, Tokyo
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*Yoshikawa T, Nagatomo Y. Monkawa T, Ogawa S,

Baba A. Wakabayashi Y, Akaishi M: Cardiac-
specific autoantibodies as a therapeutic target for
refractory heart failure due to dilated
25" Annual Meeting of
International Society for Heart Research (Japanese

cardiomyopathy.

section), Sympsium #3 ‘Inflammation as a target
for cardiovascular diseases’ | Dec 6, 2008,

Yokohama

*Naito K. Anzai T, Sugano Y, Mackawa Y, Kohno T,

Yoshikawa T, Ogawa S§:  Differential effects of
GM-CSF and G-CSF on infiltration of dendritic
cells during early left ventricular remodeling after
myocardial infarction. 11th International Toronto
Heart Failure Summit. Jun, 2008

+Takahashi T, Anzai T, Kaneko H. Anzai A, Mano

Y, Maekawa Y, Ogawa S. Yoshikawa T: Increased
expression of human C-reactive protein aggravates
left ventricular remodeling after myocardial
infarctionin mice. European Congress of Cardiology
2008. Aug, 2008

+Nagatomo Y, Baba A, Ito H, Naito K, Yoshizawa A,

Kurita Y, Nakamura I, Monkawa T, Matsubara
T, Wakabayashi Y, Ogawa 8. Akaishi M.
Yoshikawa T: Short-term experience of
immunoadsorption therapy for refractory heart
failure due to dilated cardiomyopathy. American
Heart Association Meeting 2008, Nov, New Orleans

*Takahashi T, Anzai T, Kaneko H, Anzai A, Mano

c PIRUND,

Y. Maeckawa Y. Ogawa S, Yoshikawa T: Increased
C-reactive protein expression exacerbates left
ventricular dysfunction and remodeling after
myocardial infarction. American Heart Association
Meeting 2008, Nov, New Orleans

WHITER:, KB, S hffE—RE,
PeARBeR], MIES A, FHEDEY%, #ABERI, @
AERG, BWELF, &1 b, i B : CRT
HIEHEIZBIIAARN I b T oFr VAR
LA D E—2 O, 556 (0] [ AR 2
20084F9H 25 H

« Nagatomo Y, Baba A, Kurita Y, Nakamura I,

_.11_

Monkawa T, Matsubara T, Wakabayashi Y, Ogawa
S, AkaishiM, Yoshikawa T: Short-term experience
of immunoadsorption therapy for refractory heart
failure due to dilated cardiomyopathy. 12* Japanese
Heart Failure Society Meeting. Oct 17, 2008

Nakamizo H, Yada H, Iwanaga S, Miyoshi S,
Suzuki K, Murata M, Sato T, Soejima K,
Yoshikawa T, Ogawa S: High velocity peak of the
ventricular septum during isovolumic contraction




period in tissue imaging represents intraventricular

dyssnchrony. 12" Japanese Heart Failure Society

Meeting, Oct 17, 2008

*Mano Y. Anzai1 T, Takahashi T, Nagatomo Y, Koide
K. Kancko H, Meguro T, Yoshikawa T, Ogawa S:
Effect of human C-reactive protein on cardiac
funetion and angiotensin 2 signaling in diabetic
cardiomyopathy. 12" Japanese Heart Failure
Society Meeting, Oct 16, 2008

*Takahashi T. Anzai T, Kaneko H, Anzai A, Mano
Y. Mackawa Y, Ogawa S, Yoshikawa T: Effect of
increased C-reactive protein expression on left
ventricular function and remodeling after
myocardial infarction. 12" Japanese Heart Failure
Society Meeting, Oct 16. 2008

* Koide K. Yoshikawa T. Nagatomo Y. Anzai T,
Meguro T, Ogawa S: Persistent elevation in troponin
T level during convalescence is associated with
inflammatory response in patients with
decompensated heart failure. 12" Japanese Heart
Failure Society Meeting, Oct 16, 2008

+ Nozaki T, Kohsaka S, Koide K, Nagatomo Y, Ito
H, Meguro T, Anzai T, Ogawa 8, Yoshikawa T:
Usefulness of biomarkers in predicting functional
class recovery in patients admitted with heart
failure. 12'" Japanese Heart Failure Society
Meeting. Oct 16, 2008

+ Ito S, Kohegaka S, Koide K, Nagatomo Y, Ito H,

Meguro T, Anzai T, Ogawa S, Yoshikawa T: Impact

of optimal medical therapy at discharge in patients

with heart failure: characteristics and long-term
outcome. 12" Japanese Heart Failure Society
Meeting, Oct 16, 2008

*Yoshimatsu Y, Kohsaka S, Koide K. Nagatomo Y.
Ito H. Meguro T. Anzai T, Ogawa 8, Yoshikawa T:

Use of renin-angiotensin inhibitors at discharge
in patients hospitalized for heart failure is
associated with improved survival, 12" Japanese
Heart Failure Society Meeting. Oct 16, 2008

«Ito H. Nagatomo Y, Kohno T, Anzai T. Meguro T,
Ogawa 8, Yoshikawa T: Differential effects of
carvedilol and metoprolol on renal function in
patients with heart failure. 12" Japanese Heart
Failure Society Meeting, Oct 17, 2008

*Nagatomo Y, Meguro T, Ito H, Koide K, Anzai T,
Ogawa S, Yoshikawa T: AT1 signaling blockade
has beneficial effects on diabetes-induced
cardiomyopathy through upregulation of heat shock
proteins and attenuation of apoptosis. 12"
Japanese Heart Failure Society Meeting, Oct 17,
2008

H. WM EREOHE - S&ts
L.,

<Hr R HE>

B ol (R 5 AR R S AR N R

B A4 &) (O ME 36 M K72 DS B a8 N EE)

K65 48 W2 % (AR ML 69 70 77 05 s 6 8 85 FH)




JREHBERFH AR @ (BB LMAAE L)
S PR RSN
IS S IR S RS T LSO VIR ] L 2 o ST e ™ 2 1
ﬁﬁﬁuﬁﬂék"f%ﬁiﬂﬁ
— BN LRI ORI - BT T SN AN XL & — 2 R LA - WO 1) 2 200 TRl
WA« R ir‘.*{i.lt'l!_k"'}’ilj 7 W &5 R )

BHREES LANGEL, Mg - PF 280 L T MR -1 2 PR R e Hm T
S5 LAHREOIEIL. G PR EK R 2D LSRR O 0 LR 2 R
SHOEEFL. F v R, CanZ U2 YEAL S0 KRB FIoRINT 47 240 W s
R TELN, REZOWMEZE, FEANASS 2 2ELOMBIRTES, AURBEI-1 0TI
C1) e, (2) 97— 785, () MRS O D 3B L AL CHFA A T e — L b

L=, (1 :’.‘!-Md}'}*.iii. WTMEEPE O B SEREA TH 2 COMMUWER & 4] % e 2 il s mu.'.-r;;; F
WOBKEZBET L EE LA (2) T YN — 7R EL T3, BUTEHEE LTS « LA s
TV ELTHRA, CIECSTOHLREIIHL T, YT N—72ML, hH'L i )% TH-'J
e tJ il il s CSOMARIREZE L, DR RE 2R 2 B L0 e 0 s s - LR 2l T g
Ll oh -'_, ORI 2 L2, L2 i 2§ 7= 2080 - ik O M sE 2 s+

A. BIRHM A0, Sk EEI T R CLES ) A8 ERP

R2IF NI TIZ. NoacetyleyeteinOBAPEMIEE & 20GUIPE IS Bl {0850 © MAPD) . 7L % 1 A
#/ifreactive oxygen species (ROS) W44 50 U T4 PCRiEIZE 2SS OmRNAK B Kve 2, 4.3,
B A R LT (EAM) oidiam ) =51) 2 1.4, ERG, a-subunit of L-type Ca*: SERCAZa. RyR
YETHT 5 L EWE L7, 97505, ROSIE and Na+/Ca® exchanger; TNF-a, BNP: Internal
HORGBRIFEEH 120D EFY VT80 controls& L T seyelophilind #1717
TRERHSUNZGL., HIoRELAEMID T2
ROSHI L 26 03585 FRGIZ B2 Sk =% C. BIRER

A, WAL HIN AN Y+ —THED I1VEAM 2 v FTIZRBEHMR =45, )
nicaravenZ Ly, EBAMTOUEF U/ FH#HR  BAM(I > F0—JL) F v 5 & Dnicaraventd 24
PRI E D Eok S EREh 20 % i WG ERE (SEY) TIT MR e 7- :
L7s, 2 )nicaraven i ZHLAE 0 2o L 22 JAE 15 4 Ik
WEAr A M L A8, F il v Bt (3 ok s
B Hi%f?i: WEBE(ARE) L OSKTHIETH -, EAMIEN T
3004 L < 1E900mg/kg/ H ¢intcaraven® = 4 5 T O R TN  CHEL$ (0 2 & 1 /-
RIERDI0-14H P GERIEN. SiH &L <id14.21 2, |“I T B (A (o e B o4l 748 L.' >4,
HHCGAER. AB)IZCEAM v bIzBiEL-, @ 3 JEAMTIIERP EMAPDA VL e i % 41, "‘:'~ 4iE

WE2INHIZIEFEL . Sl L (HER (4, At ST AM et (i = -5 1 )
e s L Z58% £ /5 4 Ne-hexanoyl-lysine : HELS

‘p=<0.05
ERP (msec)

. 1004
e 80-
MAPRPZ0 60
; 40+
MNormal 20,
EAM, Nic(-) 3

EAM+Nic300d10-14 MAPD,, (Msec)
1004
EAM+NIc800d10-14 22
——— EAM+Nic300d14-21 %
- EAM#Nic800d14-21 P
MAPS0 3o
o

Normal EAM EAM EAM EAM EAM
Nic{-) Nic 300 Nic 800 Nic 300 Nic 900

1. idsmeNEEoTit (days 10-14 1P} {days 14.21 1)

~13=




o) 2.0 7 * o
3 =
_5 1.6:— p<0.05 vs control
g 1t p<005vs EAM
S —
0
Nomal EAM  Nic300 NicS00 Nic300 Nic00
d10-14  d10-14  d14-21  d14-21

2. Tto % 7 Kv4.2 mRNA 88024

4)EAM T TiiltoF v A& EFEIZMT HKv4.2
DmRNAEBAE T L, FOUE Fiinicaraven|Z T
M 2nsh, AEEEXF-THHE=L-640
ISR TH-7 (H2), oA A4 F4F0
REBIZE{LRR LR -T-, —F. BEAMICTit
" A BNP L TNF-a% 8 1, W56, nicaraveni- L
D R fEPE oo i) 45 88 8 5 4 7=

D. %

nicaraveniZ L % ROSHIM Z -5 < EAM T O
MR O U =57 U o 2 O il EN-acetyleyctein
Mk, EAMB MY TokE TR LN
ROSIZEAMMIE ) B & et 40 THRIERSR 2 1 55
HZENTFRENRSY, DUVEFY »7EiITICM
LOHARIERIFTOROSOMEIT OB RIEY
W72 B W) (effector phase) CHFZl# T4 4 L1
bhs

E. #&
EAME 2 W oonicaravents 5.1,
k) U =F Y o Ykt S

R LU

F . it HEfiE B 1

G. HHRRK

1) i 3C 9% 42

2) ¥Rk

* Niwano S, Niwano H, Sasaki S, Kurokawa S
Fukaya H, [zumi T. The importance of the phase
of administration of radical scavenger to prevent

the electrical and structural remodeling in rat
experimental autoimmune myocarditis. The ESC
Congress 2008, 30 Aug-3 Sep in Munich.

H. M EEOHE - 28%R

L

<WFREWHE >

BEFFHL — (B 'R KA E S MR B
Phe 2 A 4 0 (b HEL Q3 1B 5 00 R R 8N 55
BETF 5 85 ( A6 B 1 4 T i B A P B )
& ST N o et B e 2 )

—14 -




JAE M E R F AR © (G# A RPFAE R
PR
-+ Lt SNSRI SCHARR iR e STTh LT = SR ISEEE
ﬁﬁﬁ:&ﬁt‘m‘ldﬂ'!‘éﬂiﬂﬁ
Lol Ok g FIZ BT a 2T AaT LS L airi-
REZSHHA © AL 0T (R RS FEIR L Ao R iamﬁrlani-'lﬂw’lfl i #F2)

TR ey I N

<BREE> LML, MM - e QL THERARRRER - B2 Pl f 0 amiBgT
PG DR RECGREL, i HEW - E RN S D RS M R O LT L 2 B
2 R fvxuﬁn.uuubl;?mnmzcz mmmr“wmwa';m G L R R
a3 TEM, KETUERIEIZIL, AWl S 45 VI TE A, KUFRMEIC0 T,
(1) el & (298 TSN =T, (3)MMRE S u Rk L -«.-l CRFREIESD TS 2+ &
L7 O ) EIREEAE I, BEREZE O W IETE T H A COMMIFR &3 S # Xl M:'-;'.‘ -'L-im
WEOBIREMET LI L L LA, (2)UTYN—T0REL Tid, ARRFFEHEZE LM « L4 2 |~
D=2 L THMA., DAEIZBITSHZdiodL T, 9770 7emw£_.mh. _“ffiw

MWL, (3R, CMELCINT 4 BB O RSN « WAL TS -
Ll IS OMGHUIRES LIZ, LIRREICHT AW - BREEOMEE HEE

A. BTREMN CHTBL/GVIH 7o o T L 40 O 1 2l B T I
LEWEO MRS T OO B2 Iit: major histocompatibility complex (MHC) total
WINIZ P (smooth muscle cells: SMCs). #Il2  allomismatch group) % M- % =8 1 -H Ly, Ch7BLY

1) o 2 A (extracellular matrix: ECM) A4k 4 6 Bm12LCATBL/GEWHL 7e 3ot i i 4

Sl TH S N Aadm e ER S, . (MHC class [T mismatch) Vg =LV

AR 4 (graft arterial disease: GAD). GAD Ft—ibZL b b8 E4 2 W
AT PIIESHRREIZI DO TRELEANCNT HOWMBREZT, LiET e AN
VIELY, CAMO100mg/kg) Z1H2m], HseLEL - B

72 A2 A v 2lelarithromyein: CAM) | 11 1 W e R i & RN ase l-’mtn-{-hun
RO IsO071 F &K 'Tfl. P THERRICR A Assay(RPA) 125 20 9770 Sk 1o L 0 JE L
MikOH £LLTHOLSATWS, 50O 7=, Ezin vivol BT SMMPO BB ILin situt 1
CR2ZIBICAMA Y2 07 7 — U8MCs/n 5 ik TV 70—, RIS RALCIL OHEI
1 Z2MMP (matnx lllL‘l."i“l!lprult*ln:l.-ﬂ-'J W T 5 oo InvitrolZEWTIAD 2 A ¥ 70w M, RT-
M SMIZLE. VNER, WERR/ 7007 v— PCRIZTMMP-9.MMP-2,tissue inhibitor of
SRR EOZLOREEIRIIMMPEFEEL . BB metalloproteinase (T I,\”'}- 1B L, C \\I
CIEASTORBBMF THEOEEAMBIN LS FdtmoOEER. WHGE L2 m 8L
SHHHEETN TS, MMPIR2—-5 %70 /-,
T 'd"f‘lf.f'/‘;il-j{‘.\l-'-i’;-‘\.’)}IH"!’H?'}'L =2 (WEm~OREM)
LLTHEMRZNTNT., ECMO I MITRIECHIA ZHoORE IR RO S
E71 2 u"t-.'lé'lh'.;'f':'. VT EAN bELE ERHTESC 285 T2
%e MMP®O - THHSMMP-9I1¥ I ZHlEk ) £
) URBBMCsA»w 207 v— s Eth% s@iipe C. MARKR%R
fEiCM TS, £<OEBET L TMMP-9 GRS T B OB Y TIL7.3
VA EERAVECMO AT L Tlis ok ?‘ | 020 THHS 4_ LAt CAM{R 'J‘fH'f-.:n.(..- £
r_—; J Je ‘/"‘ff'L'JH,"!" LI EMREENTVS, L NOEEVRS - (BEL). BRETHHOBHI
DL LR IZ S T Ot L ‘.',-‘-T‘H'I H o ICDBWLWTERBRTIILEMICA O E <
T 4SMMP-90 iE."']"‘ WTIRHSh TN, £ Hong ‘f‘-’{mu:.]_: /=, CAMZ5UETiEEoH
T AR TIZCAML \I\ll’-Elliﬁﬂi'i'fﬁl"‘ Lot H‘ i RIEATm ROkl L T, Mallory# (52
IR T HSERICOLTRHL - £ 2 BT £ [ - M S W B T UORITE L (r (E
L. CAMfg iz il sz, Wt
B. RS FERURT (s U T MEE S T 0 W~ 00 0 19 7l
HEHY & LB R pif« ﬁ!dﬂLu Rodtf, CAMEESIcBLTHE
Ft+—"2 ABALB/ck L SEL R MA e, HEboMmsld s s. £A2CADSH

-l P s




CAM#AE S+ HWicLomilshs(E2) MMP O {6 P L B 45 0O B f 1y o0 iR
RIS B T, RN TR atEe A e - MULBIEAR LR S, Zh L CAME S (- '._- &
A 23T CD4,.CD8.CD11b.NF -HH. Ml E TV, Rl fics T, EBIEHETIH

ICAM-1®DBENE S N5 W R X745, e "'i‘l‘l'l' FICMMP-9ORBHEAH -4, CAM®

CAMZELH L THRERLOBRSMB SN T Bt 0B 2 L7~ ([4)

i 2 FEETFAOTHH OO A2 R L JT74. 1M # 1 L- 13 T '1‘Ii.1{’i'i “n--h:f-l{-nr' T

m R.\\-\ VERARPATHGE L 72, BB OBM  §MEE L - TMMP-9¢ ViR L7 As

W TRIETEY 4 b1 4 - OmRNAO BT 15 | CAM®O# iz ) - filkﬂtﬁr o '=?_ nﬂ{\\-

foid, CAMBRSIZ L - TERLOBREMY ~SAidEd LT, 5% "J halfa iz B VT
(4 3) CAM#z 5123 TMMP-95BEA VL1 2 A e 2
LY dW pe “HP*‘-H._THH’Lwaer-uMMI

b

fak k45 X ORI O 6 uHII.n.'_;., G TP S =

o 1L BE & CAMBE bt (L1t g
8 gl (&5
) u——r -3 A - PDGF-BB#IS % 11 9 = #ifa e 91
RIS SN A A, CAMA2.0uM & 20 uM o) i i
CHEAT D R A 0 R xp.m IJ S, A
.,Mth MF T T hoo — T R e~ B 0 i
= ES Reht- 4, C \\1 DE NS LY i oo
5 A b A FaRR S h- (®6)

Days alior transpluntation [Day)

X 1. Bhi0AE

R

o

&

Grufl survivie

2. BH.CHEFTR
( EBx - HE#s¢5, FEE: Ma Hory @ {h) Non-treated CAM

MMP
reabaitar )

ow " | m_ n ¥ MMP
Inhdbfor {+)

=
o
L 1':_‘ . g

PN 34D
s o

MMP-8 5%

Non
Iraatart

M3, aEETFLriCBIEY S P hA o RE

4. Zymography iZ L 5 gelatinase &t
(A), iz L5 MMP-9 %8, (B)

~16-




