fkxXF-19 K%ijﬁ

N H |

HEMREPRER (FNHRBAESHRE) HARARBEE

Rk 2 546 6 ABLE

HEES 11501
MEER - HEFHE B
AR - 2011 ~ 2012
FRHEES 23790830
MEREEL (X)) EFESEOMEEREIEDS vy IHlHICk 2R LA E2DABEE
B& D BA
MZEEEESR () Investigation of the treatment of silent heart failure by controlling
of multi-organ network and epigenic modulation
MERERE
SRFE  HER (SHISHIDO TETSURO)
ILfZ K - EEE - B
MEEZES : 60400545

e OME (Fis0) -

Midkine (MDK) i&, HMEREHEGE, 417, RIEMIIRER E S ESERIERZROBRER T THY |
ODARBEOMPRENTLHEL TNDLZERMONTNS, LLERL, DRZEDO L DIZE
2% MDK DZHRIT BTl o T, & 2T DlsRF A9 MDK B FIFEEL (T6) =~ 7 A Z Rk L.
KENIRAEZEHT (TAC) IZ L B DB RA~G- 2 DA MG L=, TAC .., MDK BN TTE L, TG~
AT, BRI~ 7 2 THEE LT TAC % @ ERK1/2, AKT, JREANEFIELAN T L Tz,
F7o. DEBON, ESYEERIEN, £EEMREROE TR < 7 2 il L CEAL
WWEALTRBY, DAERHEELTWAZEN, MM EoTz, Fio, TAC BOETFRLE
NAARETH -T2, ZHHOHENS . MK (OB KRICHER B A K E EEARHER A TH D
ZEEHLMNZLTE,

WFIERCR OB (330 -

Midkine is a heparin-binding growth factor having various functions such as cell growth,
cell survival, and migration of inflammatory cells. We have previously reported that
serum midkine levels are independently associated with adverse cardiac events in patients
with heart failure. The aim of this study was to examine the role of midkine on the
pathogenesis of the heart failure.

Midkine expression levels were mainly increased after transverse aortic constriction (TAC)
surgery. We generated transgenic mice with cardiac specific overexpression of midkine
(MK-Tg) using a-myosin heavy chain promoter. After TAC operation, phosphorylation of
extracellular signal-regulated kinase (ERK) 1/2 and AKT, and the expression levels of fetal
gene in the heart were significantly increased in MK-Tg mice than in WT mice. The ratio
of left ventricular weight to body weight and left ventricular end-diastolic dimension were
significantly increased, and fractional shortening and maximum and minimum of left
ventricular developed pressure were significantly decreased in MK-Tg mice than in WT
mice after TAC operation. The degree of interstitial fibrosis and profibrotic gene
expressions were significantly higher in MK-Tg mice than in WT mice. Consistent with
these results, Kaplan-Meier analysis revealed that the survival rate in MK-Tg mice was
significantly lower compared with WT mice. We concluded that cardiac overexpression of
MK plays a critical role in pressure overload induced cardiac hypertrophy and remodeling.
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