






Go to
JCI Insight


[image: ]







	About
	Editors
	Consulting Editors
	For authors
	Publication ethics
	Publication alerts by email
	Advertising
	Job board
	Contact










	
100th anniversary

	
Current issue

	
Past issues

	
By specialty
	COVID-19
	Cardiology
	Gastroenterology
	Immunology
	Metabolism
	Nephrology
	Neuroscience
	Oncology
	Pulmonology
	Vascular biology
	All ...



	
Videos
	Conversations with Giants in Medicine
	Author's Takes



	
Reviews
	
Reviews

	View all reviews ...
	
	
Review Series

	Vascular Malformations (Upcoming)
	Lung inflammatory injury and tissue repair (Jul 2023)
	Immune Environment in Glioblastoma (Feb 2023)
	Korsmeyer Award 25th Anniversary Collection (Jan 2023)
	Aging (Jul 2022)
	Next-Generation Sequencing in Medicine (Jun 2022)
	New Therapeutic Targets in Cardiovascular Diseases (Mar 2022)
	
View all review series ...




	
Viewpoint

	
Collections
	In-Press Preview
	Commentaries
	Research Letters
	Letters to the Editor
	
	Editorials
	Viewpoint
	JCI This Month
	Top read articles



	Clinical Medicine


	


























[image: ]




	
The Journal of Clinical Investigation

	















	Current issue
	Past issues
	Specialties
	Reviews
	Review series
	
Videos

	Conversations with Giants in Medicine
	Author's Takes
	
Collections

	In-Press Preview
	Commentaries
	Research Letters
	Letters to the Editor
	
	Editorials
	Viewpoint
	JCI This Month
	Top read articles
	
Journal Details

	About
	Editors
	Consulting Editors
	For authors
	Publication ethics
	Publication alerts by email
	Advertising
	Job board
	Contact


















Loss of SPARC-mediated VEGFR-1 suppression after injury reveals a novel antiangiogenic activity of VEGF-A







Miho Nozaki, … , Balamurali K. Ambati, Jayakrishna Ambati


Miho Nozaki, … , Balamurali K. Ambati, Jayakrishna Ambati




Published February 1, 2006


Citation Information:
J Clin Invest. 2006;116(2):422-429.
https://doi.org/10.1172/JCI26316.


View:
Text
|
PDF







Research Article


Ophthalmology

















Loss of SPARC-mediated VEGFR-1 suppression after injury reveals a novel antiangiogenic activity of VEGF-A




	Text
	PDF





Abstract




VEGF-A promotes angiogenesis in many tissues. Here we report that choroidal neovascularization (CNV) incited by injury was increased by excess VEGF-A before injury but was suppressed by VEGF-A after injury. This unorthodox antiangiogenic effect was mediated via VEGFR-1 activation and VEGFR-2 deactivation, the latter via Src homology domain 2–containing (SH2-containing) tyrosine phosphatase-1 (SHP-1). The VEGFR-1–specific ligand placental growth factor-1 (PlGF-1), but not VEGF-E, which selectively binds VEGFR-2, mimicked these responses. Excess VEGF-A increased CNV before injury because VEGFR-1 activation was silenced by secreted protein, acidic and rich in cysteine (SPARC). The transient decline of SPARC after injury revealed a temporal window in which VEGF-A signaling was routed principally through VEGFR-1. These observations indicate that therapeutic design of VEGF-A inhibition should include consideration of the level and activity of SPARC.
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