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FEEREREL () Novel pharmacotherapy for ischemic heart disease
with cardioprotective activity of endogenous acetylcholine.
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In the present study, we investigated the acute effect of donepezil, an
acetylcholinesterase inhibitor, on cardiac dysfunction and remodeling during an acute
phase of myocardial infarction (MI) in mice. As results, donepezil inhibited matrix
metalloproteinase—9 (MMP-9)-related acute inflammatory tissue injury in the infarcted
myocardium, thereby reduced the risk of left ventricular free wall rupture during the
acute phase of MI.
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infarcted
sham
untreated DPZ
HR
493 +£70 548 + 53 528 £43
(bpm)
BP
98.9+5.0 81.6L74# 783 +79#
(mmHg)
rupture
0 30.6 8.7 #
rate (%)
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untreated DPZ
HW/BW (mg/g) 5.85+0.66 5.60 £ 0.39
‘Wall thickness
left ventricle (um) 68.7+10.7 89.8 +21.5
septum (um) 134.6 +13.1 132.0+6.2
left ventricle / septum 0.51+0.07 0.69 £0.20 #
right ventricle (um) 56.1 +8.91 43.9+731#
Infarct size (%) 68.3+3.12 62.6+9.61
Nuclear density
(<10"/mm?) 442 +0.36 350+029#
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a) mRNA. b) protein. ¢) enzymatic activity
(pro and active form). d) relative
enzymatic activity (active / total).
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Donepezil, anti-Alzheimer’s Disease Drug,
Prevents Cardiac Rupture during Acute Phase of
Myocardial Infarction in Mice.
PLoS ONE, 2011 (in press). AratH
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Differential regulation of TNF receptors by vagal
nerve stimulation protect heart against acute
ischemic injury.
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Donepezil, an acetylcholinesterase inhibitor
against  Alzheimer’s  dementia, promotes
angiogenesis in an ischemic hindlimb model.
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failure in mice.
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survival following large myocardial ischemia by
activation of BDNF/VEGF/PI3K signaling
pathway.
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Vagal nerve stimulation prevents reperfusion
injury through inhibition of opening of
mitochondrial permeability transition pore
independent of the bradycardiac effect.
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Donepezil, an acetylcholinesterase inhibitor,
reduces the risk of left ventricular free wall
rupture during an acute phase of myocardial
infarction by attenuating macrophage matrix
metalloproteinase-9.

19th  International  Conference  of  the
Cardiovascular System Dynamics Society,
Fukuoka, Japan, 2010. 9. 23-26. &miH

@ Kakinuma Y, Akiyama T, Arikawa M, Sato T.
Effects of a non-neuronal cholinergic system
equipped for cardiomyocytes, as a molecular
brake, on overshooting cardiac energy
metabolism.
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Effects of a non-central and non-neuronal
acetylcholine synthesis system equipped for
cardiomyocytes, as a molecular brake, on
overshooting cardiac energy metabolism.
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Effects of a non-neuronal acetylcholine synthesis
system equipped for cardiomyocytes, as a
molecular brake, on overshooting cardiac energy
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Donepezil, An acetylcholinesterase inhibitor
against  Alzheimer’s  dementia,  prevents
remodeling and improves survival in volume
overload heart failure mice.

American College of Cardiology 58th Annual
Scientific Session, Orlando USA, 2009. 3. 28-31.
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Donepezil, an acetylcholinesterase inhibitor
against  Alzheimer’s  dementia,  prevents
remodeling in volume-overload heart failure
mice: Local and central effect of donepezil.
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