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Non-Human Primate models of HIV infection & AIDS
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Jacquelin et al, JCI 2010
Nonpathogenic SIV infection of ADM induces a strong but

rapidly controlled type | IFN response

African Green Monkeys Rhesus Macaques
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CXCL10 and HIV/SIV Disease Onset

(Ploquin MJ et al, PLOS Path 2016) SIVmac
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Early IFN-I blockade accelerates progression of SIV infection
(Sandler N et al, Nature 2014)
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Continued IFN-I 2a treatment resulted in an IFN-desensitized state
(Sandler N et al, Nature 2014)
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R
PD-1 blockade downregulates type | IFN responses
In SIV infection
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PD-1 blockade-prior to ART-improved T cell functionality in SIV+ macaques
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Enhanced viral control in PD-1 Ab—treated animals after ART interruption

Saline Control

Single PD-1 Treated

Pie Chart Arc Legend
B CXCR5 +

B Granzyme B +

I Perforin +
O Ki-67 +
Pie Chart Legend
CXCR5 + + + + + + + - - - - - - -
GranzymeB + + + + - - - - 4 + + 4+ - - -
Perforin + + - - + + - - + + - - + + -
Ki-67 + - + = 4+ = 4+ = 4+ = + = + = %+
Double PD-1 Treated PeSice B EOODOODODOENEODEENENEN

P =0.008

Gag RNA (copies/ml)

1 [ Saline Treated
[ Single aPD-1 Treated
[T] Double aPD-1 Treated

*
(@)

O !i

eevse.& p e

17 25 9 17 25

Mylvaganam GH et al , JClinsight 2018



NK cells and control of SIV replication in lymph node follicles

AGM MAC MAC
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» NK cells capable to acquire CXCR5 expression and migrate into follicles
» Membrane-bound presentation of IL-15 by follicular dendritic cells
» CXCR5*NK cells express high levels of FcyR and cytotoxic markers

Huot N et al, Nat Med, 2017




CD8+ T cells ex vivo to control infection of autologous CD4+ T cells
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TLR7 agonist administration in SIV infected macaques
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Effect of Ad26/MVA therapeutic vaccination with TLR7 stimulation
(Borducchi E et al, Nature 2016)
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Intestinal IL-17 and IL-22 — Inflammation & SIV Persistence
(Ryan E et al, PLOS Path 2016)
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Interleukin-21 combined with ART reduces inflammation
& viral reservoir in SlV-infected macaques
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Cytometry by time of flight (CyTOF)

» Metal tags instead of fluorescent tags : 130 distinct tags in theory

» Detection of tags by mass spectrometry
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Cytometry by time of flight (CyTOF)
weyleeh & integrated pipeline analysis
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Cluster anal

Bone
marrow

sis : Myeloid cells during late chronic SIV infection
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Cluster anal

Blood

Bone
marrow

sis : Myeloid cells during late chronic SIV infection
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Impact of SIV infection on PMN maturation

Bone marrow
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In vivo imaging of anti-HIV drugs bio-distribution

4 ) Visualizing SIV replication
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