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Three-dimensional pathophysiological analysis of pulmonary hypertension using
tissue-clearing method and mutiphoton microscopy

Takayuki, Fujiwara

3,200,000
(PH)
PH PH AlK1+/-
+VEGF SU5416 PH
X X
PH X

PH X PH

We developed a three-dimensional (3D) visualization system, and revealed
that a previously uncharacterized but marked angiogenic response in hypoxia-induced (Hx) and Alkl+
/  PH mice models, which was canceled by the administration of VEGFR inhibitor SU5416. Angiogenesis

was accompanied by the upregulation of X expression in pulmonary endothelial cells. Pulmonary
endothelial-specific X-deficient mice lacked an angiogenic response and developed severe Hx-PH,
while the activation of X increased angiogenesis and attenuated Hx-PH. Our results suggest that
pulmonary endothelial PGC-la activation plays a crucial role in preventing PH deterioration and is
a potential therapeutic target for PH.
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A novel three-dimensional visualization system revealed an essential adaptive angiogenic response in pulmonary hypertension
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A novel three-dimensional visualization system demonstrates an essential adaptive angiogenic response in the early phase of
pulmonary hypertension
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