






Go to
JCI Insight










	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


	































	
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


















Rare loss-of-function variants in type I IFN immunity genes are not associated with severe COVID-19







Gundula Povysil, … , David B. Goldstein, Krzysztof Kiryluk


Gundula Povysil, … , David B. Goldstein, Krzysztof Kiryluk




Published May 27, 2021


Citation Information:
J Clin Invest. 2021;131(14):e147834.
https://doi.org/10.1172/JCI147834.


View:
Text
|
PDF







Concise Communication


Genetics


Infectious disease

















Rare loss-of-function variants in type I IFN immunity genes are not associated with severe COVID-19




	Text
	PDF





Abstract




A recent report found that rare predicted loss-of-function (pLOF) variants across 13 candidate genes in TLR3- and IRF7-dependent type I IFN pathways explain up to 3.5% of severe COVID-19 cases. We performed whole-exome or whole-genome sequencing of 1,864 COVID-19 cases (713 with severe and 1,151 with mild disease) and 15,033 ancestry-matched population controls across 4 independent COVID-19 biobanks. We tested whether rare pLOF variants in these 13 genes were associated with severe COVID-19. We identified only 1 rare pLOF mutation across these genes among 713 cases with severe COVID-19 and observed no enrichment of pLOFs in severe cases compared to population controls or mild COVID-19 cases. We found no evidence of association of rare LOF variants in the 13 candidate genes with severe COVID-19 outcomes.
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