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Different profiles of progression to AIDS

In the absence of antiretroviral treatment
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HIV controllers (HIC): infected individuals
spontaneously controlling HIV-1 infection

Innate responses (NK/pDC)

o Reduced dynamics of viral replication

Preserved immune functions
Repression of viral reservoir

Cell restriction
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Pancino and Saez-Cirion. Immunological Reviews. 2013



% of patients

Favorable genetic background and Efficient CD8 T
cell responses are associated with control
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Strong CD8- T cell capacity to suppress HIV-1is absent in
non controller patients including during PHI
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The superior HIV-suppressive capacity of CD8+ T-cells from HIC
is likely related to intrinsic characteristics of their cells



% activated CD8+ T cells

HIV-specific CD8 T cell from HIV controllers
have an unusual activation phenotype
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mDC from HIC have a non inflammatory profile
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Efficient Induction of CD8+ T cell responses
in the context of controlled viremia
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Is it possible to induce a HIV controller-like status?

anR9
VISCONTI Study
Virological and Immunological Studies in CONtrollers

after Treatment Interruption
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ANRS VISCONTI : Post-Treatment Controllers (PTC)
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CD4+ T cells counts at PHI

Post-treatment controllers have a tougher primary infection than
HIV controllers
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Post-treatment controllers don’t have a
favorable MHC background
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HIV-DNA (log10 copies/10° PBMC)

Post-treatment controllers have low levels of HIV-1 DNA in PBMC,
which further decreased after treatment interruption in some cases
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Skewed CD4 subsets distribution in PTC impacts the subsets
contribution to the HIV reservoir
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EARLY TREATMENT

Limiting the establishment of the viral reservoir
Limiting viral diversity
Reducing immune activation
Preserving and cooperating with immune responses

Limiting the dynamics of viral replication in acute infection
may be crucial for spontaneous control of infection



HIV controllers (HIC)

Asymptomatic primary infection, low viral
loads and high CD4 T cell countsin PHI

80% HIC carry one protective HLA-class |
allele

Generally strong HIV-specific T cell
responses with strong capacity to
eliminateinfected cells

Abnormal high levels of T cell activation

Estimated frequency: 0.5% of HIV
infected patients

Post-Treatment Controllers (PTC)

Symptomatic primary infection, high viral
loads and low CD4 T cell counts in PHI

57% PTC carry one HLA-class | allele
associated with high viral loads

Generally very weak HIV-specific T cell
responses with poor capacity to eliminate
infected cells

Low levels of T cell activation

Estimated frequency: 5-15% of HIV
infected patients interrupting a >12
months-length treatment initiated in
primary infection




dl I{S) Acknowledgements

Patients and clinicians who participate in the studies

Institut Pasteur
Régulation
des Infections Rétrovirales
Gianfranco Pancino
Francoise Barré-Sinoussi
Chiraz Hamimi
Annie David
Pierre Versmisse
Awatef Allouch
Anna Bergamaschi
Daniel Scott-Algara

ANRS CO6
“PRIMO” FHDH
“French Hospital
ANRS CO18 Database on HIV”
“HIV controllers” Y
L X CASCADE
ANRS CO15 p C d
“ALT” : .EUI'O oor

visconti@anrs.fr

CHU Necker
Laboratoire de Virologie
Christine Rouzioux
Véronique Avettand-Fenoel
Adeline Mélard

CHR OrléansLaSource
Service Maladies Infectieuses
Laurent Hocqueloux
Thierry Prazuck

Kremlin-Bicetre
INSERM U1012
Alain Venet
Olivier Lambotte
Cécile Goujard
Isabelle Girault
Camille Lecuroux

INSERM U1018
Laurence Meyer
Faroudy Boufassa
George Nembot

X

Freschis Corre s Sca

FOMNDATIOM

TOoTAL

CHU Pitie-Salpetriere

INSERM UMR-S 945
Brigitte Autran
Victor Appay

Charline Bacchus
Benjamin Descours
Assia Samri
loannis Theodorou
Julien Guergnon

INSERM UPMC U943
Dominique Costagliola
Valérie Portard

UCSF
Peter Hunt
Steve Deeks

Ragon Institut

Florencia Pereyra
Mathias Lichterfeld






The ANRS International VISCONTI

Post Treatment Controller Cohort

OBJECTIVES

 To build an international cohort of Post Treatment
Controllersin order to :

— Uncover mechanisms underlying viral control, i.e. HIV remission
— ldentify predictive markers associated with viral control after
treatment interruption

* Main Outcome:
To identify patients in whom HAART could be safely interrupted

CONTACT : visconti@anrs.fr



