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Background

CD8 T cell differentiation during Acute vs Chronic Viral infection
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Leukocyte-associated Iq like receptor (LAIR-1

« Leukocyte-associated Ig like receptor (LAIR-1) is a
member of the Ig superfamily

« Expressed on the majority of human PBMCs, including NK,
B, T, dendritic cells, and monocytes

« The inhibitory potential of LAIR-1 was initially
demonstrated in human NK cells

+ LAIR-2 is a secreted protein but lacks the transmembrane
and cytoplasmic domains

Collagens are functional ligands for LAIR-1
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Collagens are functional, high affinity ligands
for the inhibitory immune receptor LAIR-1
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What happens in SIV naive animals? What happens during SIV infection ?

LAIR-1 is highly elevated on SlV-specific effector memory
CD8 T cells following SlV infection

LAIR-1 is highly elevated on SIV-specific CD8 T cells
following SIV infection

LAIR-1 is highly expressed on CD8 T cells compared
to CD4 T cells
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Effector Memory CD8 T cells express higher levels of LAIR-1 Higher levels of LAIR-1 expression on SIV-specific CD8 T cells correlates directly with plasma viral RNA levels

compared to Central memory CD8s
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correlates with SIV viral load
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Transcriptomic Profile of LAIR-1+ CD8 T cells In vitro blockade of LAIR-1

Reduced TCR signaling, Cell cycle signaling and Cell metabolism pathways in In vitro blockade of LAIR-1 results in enhanced proliferation of SIV-specific CD8 T cells
LAIR-1+ CD8 T cells during chronic SIV infection during chronic SIV infection
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LAIR-1 expression on SIV-specific CD8 T cells inhibits CD8 T cell
proliferation and function:

Thus support testing for the safety and therapeutic potential of in vivo
blockade of LAIR-1 to control HIV infection.
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COMMUNITY SUMMARY

Key question(s)

LAIR-1 mediated inhibition of CD8 T cells * Whatis the role of LAIR-1 on SIV-specific CD8 T cells during chronic SIV
during chronic SIV/HIV infection infection.

A Cells in the tissues

Chronic Key flndlng(S)

HIVISIV

Accumulation of

colagenereia - LAIR-1 expression on SIV-specific CD8 T cells inhibits the proliferation and

function of SIV-specific CD8 T cells during chronic SIV infection and
Higher expression of inhibitory

receptor LAIR-1 on SIV- correlates with disease progression.

T cell specific CD8 T cells that
impairs CD8 T cell function and
it correlates with high viral load.
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LAIR-1 blockade in vitro
SHP-1 restores CDB T cell function What are the next steps?
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| » These data supports the testing for the safety & therapeutic potential of
i LAIR-1 blockade in vivo : If it works there is a posibility to combine this with
another co-inhibitory receptor blockade (or) therapeutic vaccine for HIV

cure strategy

www.hiv-persistence.com




EDITION

“HIV PERSISTENCE DURING THERAPY" &t fisianss™ (o) wmmmmeporsiioncacan MiAMIUSH

Acknowledgments
Vijay Velu’s Lab Genomics core EMORY | sasiiis
Sakthivel Govindaraj Steven Bosinger g
Hemalatha Babu Kathryn Pellegrini
Isabelle Wagoner Gregory Tharp EMORY
VACCINE

Rama Rao Amara’Lab Rafick Sekaly’s Lab CENTER | EMORY
Rama Amara Rafick Sekaly Where Science Meets Hope.
Chris Ibegbu’s Lab Ashish Sharma
Francois Villinger’Lab Jacob Estes’s Lab NIH/NIAID

, m— T ey CFAR R03 (ERASE AIDS)
=yadAl Jacob Estes U19 Al109633-01
Rafi Ahmed’s Lab Katheloen Busman RO1 HD095741-01A1
Rafi Ahmed 5R01AI148377-02
William Hudson (Lcmv LAIR-1 ENPRC Pathology National Institute of
data) Deepa Machiah m> Allergy and
CFAR Virology Core Infectious Diseases
CFAR Flow Core Eric Hunter’s Lab
Kiran Gill Eric Hunter (HIv samples)
Barbara

Veterinary & Animal care staff

www.hiv-persistence.com



