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Effects of endothelin B receptor blockade on the vascular smooth muscles of the
pulmonary hypertensive animals
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In this project, the roles of endothelin (ET) -B receptors and its blockade in
the pathophysiology and the development of advanced treatment in the diseases of pulmonary hypertension
and cardiovascular diseases. The aim of this study was to investigate the effects of the ET receptor
blockade ET-A, -B, ET-A/-B blockade on the vascular injury of the pulmonary and systemic arteries and
the cardiom¥ocytes. We investigated above hypothesis in the cultured rat cardiomyocytes, rats with
diabetes mellitus, rat Langendorff’ s heart preparation, and the human pulmonary arterial smooth muscle
cells. As for endothelin receptor blockers, BQ-123 (ET-A antagonist), A-192621 (ET -B antagonist), and
SB209670 (ET-A/-B dual antagonist) were used. It was revealed that the ET -B receptor blockade might
contribute to ameliorating vascular thickening in the pulmonary and systemic arteries and also to
ameliorating cardiomyocyte injury.



7
-B
-B
-B
NO
NO
-B
-A -B
B
-A
-B
-A/-B

peptidyl-prolyl isomerise Pin 1

peptidyl-prolyl isomerise Pin 1

-A -B

CGRP calcitonin gene-related peptide

-A/-B
SB209670 -A
TA-0201

TA-0210 SB209676 4
FS

VEGF vascular
endothelial growth factor

SB209670 TA-0210
-B
B
B A192621
-B
B

7

Miyauchi Y, Jesmin S, Kamiyama J,
Shimojo N, Rahman A, Islam M, Zaedi S,
Maeda S, Maruyama H, Mizutani T, Homma
S,Aonuma K, Miyauchi T, Effects of
selective endothelin (ET)-A receptor
antagonist versus dual ET-A/B receptor
antagonist on hearts of streptozotocin
treated diabetic rats, Life Sciences,
Vol .111,No.1-2, 2014, pp.6-11,

Sakai S,Shimojo N, Kimura T, Tajiri K,
Maruyama H, Homma S,Kuga K, Mizutani T,
Aonuma K, Miyauchi T, Involvement of
peptidyl-prolyl isomerase Pinl in the
inhibitory effect of fluvastatin on
endothelin-1-induced cardiomyocyte
hypertrophy, Life Sciences, Vol.102, No.2,
2014, pp.98-104,

Tajiri K, Sakai S, Kimura T,
Machino-Ohtsuka T, Murakoshi N, Xu D, Wang
Z, Sato A, Miyauchi T, Aonuma K, Endothelin
receptor antagonist exacerbates
myocarditis in mice, Life Sciences,
Vol.118, No.2, 2014, pp-288-296,

Shimojo N, Jesmin S, Sakai S, Maeda S,
Miyauchi T, Aonuma K, Kawano S, Fish oil



constituent eicosapentaenoic acid
inhibits endothelin-induced
cardiomyocyte hypertrophy via PPAR-a ,
Life Sciences, Vol.118, No.2, 2014,
pp.173-178,

Homma S, Kimura T, Sakai S, Yanagi K,
Miyauchi Y, Aonuma K, Miyauchi T,
Calcitonin gene-related peptide protects
the myocardium from ischemia induced by
endothelin-1:Intravital microscopic
observation and 31P-MR spectroscopic
studies, Life Sciences, Vol.118, No.2,
2014, pp.248-254,

Tanahashi K, Akazawa N, Miyaki A, Choi
Y, Ra SG, Matsubara T, Kumagai H, Oikawa
S, Miyauchi T, Maeda S, Plasma ADMA
concentrations associate with aerobic
fitness in postmenopausal women, Life
Sciences, Vol_108, No.1l, 2014, pp-30-33,

Toyama M, Watanabe S, Miyauchi T, Kuroda
Y, Ojima E, Sato A, Seo Y, Aonuma K,
Diabetes and obesity are significant risk
factors for morning hypertension: from
Ibaraki Hypertension Assessment Trial
(1-HAT), Life Sciences, Vol.104, No.1-2,
2014, pp.32-37,

5
7.POPH

2 3

, 2014.10.3 10.5.

BMP

2 3

, 2014.10.3 10.5.
2 3

, 2014.10.3 10.5.

Jesmin Subrina

A/B
VEGF .
62 , 2014.9.26
9.27. ,

Yumi Miyauchi, Subrina Jesmin, Nobutake
Shimojo, Seiji Maeda, Satoshi Sakai,
Tomoko Yokota, Sohel Zaedi, Taro Mizutani,
Satoshi Homma, Kazutaka Aonuma, Takashi

Miyauchi .
Selective endothelin (ET)-A receptor
antagonist and dual ET-A/B receptor

antagonist are effective in preventing the
decrease in VEGF signaling and inadequate
coronary collateral depelopment in the
diabetic hearts.

The Thirteenth International Conference
on Endothelin(Tokyo Japan), 2013.9.8
9.11.

1
Miyauchi T and Goto K:Endothelins.
Academic Press(Elsevier Inc.), Handbook
of Biologically Active Peptides(Second
edition), 2013, pp.1402-1407

o 0
o 0
@

MIYAUCHI , TAKASHI
60222329

@
SAKAIL, SATOSHI



30282362

®



