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HIV “Elite Controllers” (EC)

e Rare group of HIV-infected individuals (<1%) who suppress HIV in the absence of
antiretroviral therapy (Hubert, ais 2000)
— Relatively normal CD4 count, although some experience CD4 decline (okulicz, 11D 2009)
— Viral load <50 copies/ml without ART

Increased immune activation (IL-6, D-dimer, CRP, CD8 T cell activation) and

microbial translocation (LPS) compared to HIV-uninfected people
(Okulicz, JID 2009; Hunt, JID 2009; Krishnan, JID 2013)

Increased risk of developing serious non-AIDS conditions that may be driven by

inflammation/immune activation
(Pereyra, AIDS 2012; Okulicz, JID 2009)




Potential factors causing inflammation in EC

A Microbial translocation
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Microbial translocation and immune activation
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Study design

Months O 1
ART

N=4 EC participants

Sigmoid biopsies for immunology

Markers of inflammation and microbial translocation
Viral replication (TW Chun, JID 2013)




Baseline participant characteristics
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Microbial translocation
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Gut Th17 cells

-Normal levels of gut Th1, Th22, Tregs
-Increased frequency of polyfunctional
and immunoregulatory gut Th17 cells

%Th17 cells
%IL10+ Th17 cells

= |L-17a +2 cytokines
@@= |L-17a +1 cytokine
&= |L-17a only

IFNvy, IL-22, TNFa
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Impact of ART on HIV reservoirs and CD8 immune activation
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Plasma D-dimer and IL-6 levels after ART
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-ART did not reduce IL-6 or D-dimer levels
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Conclusions

* EC had normal/enhanced gut immunology and no evidence of microbial

translocation; however had elevated levels of IL-6 and D-dimer

— Implies these can be independent phenomena

* Low levels of viral replication was diminished by ART initiation

* Despite normal gut immunology and diminished viral replication after ART

initiation, IL-6 and D-dimer levels were not reduced.
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