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Summary

HIV-1 dissemination from the genital mucosal tract to the lymphoic

be

de
cO

organs is the first critical step towards systemic infection. HIV-1 can disseminate either as free-virus, or it can

transported to lymphoid tissues by migratory cells. Our previous studies strongly argued that the trafficking of cell-associated HIV-1 from the genital mucosa to lymphoid
organs played a dominant role in viral spread early after sexual transmission in humanized mice. Here, we further extend these observations by addressing the role of migratory

ndritic cells (DCs) In the capture, retention, and transfer of HIV-1 to susceptible CD4*T cells through trans-infection; a route of vi
ntact. Using a three-dimensional (3D) model that recapitulates stromal networks of lymph nodes, we demonstrated that DCs retai

fol

owing virus capture, and are able to trans-infect T cells by forming stable contacts, through env:CD4, and ICAM-1:LFA-1 interacti

ral transmission that occurs through cell- to-cell
n their ability to migrate into lymph nodes

ons. This study successfully unravels the

molecular mechanism that allows DC:T cells trans-infection to occur, and also confirms that DC trafficking can be an earliest target to block local transmission and limit HIV spread.
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Conclusions trans-infection.
1. Visual characterization of dynamic DC:T cell contact behaviors in a 3D matrix reveals that HIV alters the nature of these interactions.
- : : : : : Lymph Node
) 2. DCs can readily compartmentalize HIV and migrate towards lymph node-homing chemokines to engage target CD4*T cells.
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FOUNDATION 3. Siglec-1:HIV binding near the cell surface of migratory DCs function to restrain and facilitate stable contacts with motile CD4*T cells. Siglec-1 CD4 LFA-1 ICAM-1
& (gp120)

Stability is further enhanced by ICAM-1:LFA-1 contacts to mediate trans-infection.




