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CD14 CD16  monocytes transmigrate into the CNS of HIV‐positive people in response to chemokines elevated
in the brains of infected individuals, including CXCL12. Entry of these cells leads to viral reservoirs,
neuroinflammation, and neuronal damage. These may eventually lead to HIV‐associated neurocognitive
disorders. Although antiretroviral therapy (ART) has significantly improved the lives of HIV‐infected people, the
prevalence of cognitive deficits remains unchanged despite ART, still affecting >50% of infected individuals. There
are no therapies to reduce these deficits or to prevent CNS entry of CD14 CD16  monocytes. The goal of this
study was to determine whether CXCR7, a receptor for CXCL12, is expressed on CD14 CD16  monocytes and
whether a small molecule CXCR7 antagonist (CCX771) can prevent CD14 CD16  monocyte transmigration into
the CNS. We showed for the first time that CXCR7 is on CD14 CD16  monocytes and that it may be a therapeutic
target to reduce their entry into the brain. We demonstrated that CD14 CD16  monocytes and not the more
abundant CD14 CD16  monocytes or T cells transmigrate to low homeostatic levels of CXCL12. This may be a
result of increased CXCR7 on CD14 CD16  monocytes. We showed that CCX771 reduced transmigration of
CD14 CD16  monocytes but not of CD14 CD16  monocytes from uninfected and HIV‐infected individuals and
that it reduced CXCL12‐mediated chemotaxis of CD14 CD16  monocytes. We propose that CXCR7 is a
therapeutic target on CD14 CD16  monocytes to limit their CNS entry, thereby reducing neuroinflammation,
neuronal damage, and HIV‐associated neurocognitive disorders. Our data also suggest that CCX771 may
reduce CD14 CD16  monocyte‐mediated inflammation in other disorders.

+ +

+ +

+ +

+ +

+ +

+ +

+ −

+ +

+ + + −

+ +

+ +

+ +

  

© 2018 by the Society for Leukocyte Biology

About Wiley Online Library

About Access  

  

https://jlb.onlinelibrary.wiley.com/
https://jlb.onlinelibrary.wiley.com/action/showLogin?uri=%2Fdoi%2Ffull%2F10.1189%2Fjlb.3HI0517-167R
https://jlb.onlinelibrary.wiley.com
https://jlb.onlinelibrary.wiley.com/journal/19383673
https://jlb.onlinelibrary.wiley.com/toc/19383673/0/0
https://www.jlb-submit.org/cgi-bin/main.plex
https://www.leukocytebiology.org/
https://slb.memberclicks.net/membership-benefits
https://jlb.onlinelibrary.wiley.com/action/showFeed?jc=19383673&type=etoc&feed=rss
https://jlb.onlinelibrary.wiley.com/journal/19383673
https://jlb.onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Veenstra%2C+Mike
https://jlb.onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Williams%2C+Dionna+W
https://jlb.onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Calderon%2C+Tina+M
https://jlb.onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Anastos%2C+Kathryn
https://jlb.onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Morgello%2C+Susan
https://jlb.onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Berman%2C+Joan+W
https://doi.org/10.1189/jlb.3HI0517-167R
https://jlb.onlinelibrary.wiley.com/doi/pdf/10.1189/jlb.3HI0517-167R
https://jlb.onlinelibrary.wiley.com/action/ssostart?redirectUri=%2Fdoi%2Ffull%2F10.1189/jlb.3HI0517-167R
https://jlb.onlinelibrary.wiley.com/action/requestResetPassword
https://jlb.onlinelibrary.wiley.com/action/recommendation?doi=10.1189/jlb.3HI0517-167R
https://jlb.onlinelibrary.wiley.com/servlet/linkout?type=rightslink&url=startPage%3D1173%26pageCount%3D13%26author%3DMike%2BVeenstra%252C%2BDionna%2BW.%2BWilliams%252C%2BTina%2BM.%2BCalderon%252C%2Bet%2Bal%26orderBeanReset%3Dtrue%26imprint%3DWiley-Blackwell%26volumeNum%3D102%26issueNum%3D5%26contentID%3D10.1189%252Fjlb.3HI0517-167R%26title%3DFrontline%2BScience%253A%2BCXCR7%2Bmediates%2BCD14%252BCD16%252B%2Bmonocyte%2Btransmigration%2Bacross%2Bthe%2Bblood%2Bbrain%2Bbarrier%253A%2Ba%2Bpotential%2Btherapeutic%2Btarget%2Bfor%2BNeuroAIDS%26pa%3D%26issn%3D0741-5400%26publisherName%3DWiley%26publication%3DJLB%26rpt%3Dn%26endPage%3D1185%26publicationDate%3D11%252F01%252F2017
https://jlb.onlinelibrary.wiley.com/action/showCitFormats?doi=10.1189%2Fjlb.3HI0517-167R
https://jlb.onlinelibrary.wiley.com/personalize/addFavoritePublication?doi=10.1189%2Fjlb.3HI0517-167R
https://jlb.onlinelibrary.wiley.com/action/addCitationAlert?doi=10.1189%2Fjlb.3HI0517-167R
https://jlb.onlinelibrary.wiley.com/journal/19383673
https://www.facebook.com/Society-for-Leukocyte-Biology-290972750992529/
https://twitter.com/leukocytebiol
https://www.linkedin.com/groups/3739818


Help & Support

Opportunities

Connect with Wiley

Copyright © 1999-2018 John Wiley & Sons, Inc. All rights reserved

http://www.wiley.com
http://www.wiley.com

	Frontline Science: CXCR7 mediates CD14+CD16+ monocyte transmigration across the blood brain barrier: a potential therapeutic target for NeuroAIDS
	Abstract
	About Wiley Online Library
	Help & Support
	Opportunities
	Connect with Wiley


