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HIV Infection Stabilizes Macrophage-T Cell Interactions To
Promote Cell-Cell HIV Spread

Paul Lopez,® Wan Hon Koh,® Ryan Hnatiuk,® " Thomas T. Murooka®®

‘Department of Immunalogy, Univarsity of Manitoba, Winnipeg, Manitoba, Canada

“Department of Medical Microbiology and Infectious Disease, University of Manitoba, Winnipeg, Manitoba, Canada

ABSTRACT Macrophages are susceptible to HIV infection and play an important
role in viral dissemination through cell-cell contacts with T cells. However, our cur-
rent understanding of macrophage-to-T cell HIV transmission is derived from studies
that do not consider the robust migration and cell-cell interaction dynamics be-
tween these cells. Here, we performed live-cell imaging studies in 3-dimensional
(30} collagen that allowed CD4™ T cells to migrate and to locate and engagg
infected macrophages, modeling the dynamic aspects of the in situ environm
which these contacts frequently occur. We show that HIVY macrophages form
contacts with CD4* T cells that are facilitated by both gp120-CD4 and LFA-1-ICAN (2D 2
teractions and that prolonged contacts are a prerequisite for efficient viral
LFA-1-ICAM-1 adhesive contacts function to restrain highly motile T cells, sincg
blockade substantially destabilized macrophage-T cell contacts, resulting in abnor-
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