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“emen facrors contribute to endothelial
Smezze specification  during  vascular
w= cuample, Sox17 has been revealed to
Sferennation of nascent endothelial cells.
Fsanpoion factors are required for artery
“oimmood remains unknown. Intracranial
~ssaenized by thin wall and ballooning
= & arerial vascular disorder, frequently
“ mpwure with high mortality. Although
"5k facrors associated with IA have been
wssimany basis of TA remains incompletely
=re. genetically-modified animals accu-
“% and related pathogenesis have been
drug development has been delayed.
* factor Sox17 is robustly expressed in

© normal intracerebral arteries. The
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Role of Sox17 in Cerebrovascular System
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combination of Sax!7 deficiency and angiotensin II infusion
(for hypertensive stress) in mice induces vascular abnorma-
lities closely resembling the characteristic features of IA, such
as luminal enlargement, wall thinning, tortuosity, and
subarachnoid hemorrhages. This combination impairs cell-
cell junctions, proliferation capacity, and paracrine secretion
in endothelial cells of intracerebral arteries, highlighting key
endothelial dysfunctions that lead to IA pathogenesis. More-
over, human IA samples showed reduced Sox17 expression
and impaired endothelial integrity, further strengthening the
applicability of this animal model to clinical settings.

Our findings demonstrate that Sax17 deficiency in mouse
can induce IA under hypertensive stress, suggesting Sox17
deficiency as a potential hereditary factor for TA formation.
The Sox17-deficient mouse model provides a novel platform
to develop therapeutics for IA.
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