HIV-2 IMPACT ON LYMPHOID ORGANS:
EVIDENCE OF VIRAL REPLICATION AND TISSUE DISRUPTION
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BACKGROUND CONCLUSION

The ability of HIV to replicate in secondary lymphoid organs (SLO) and disrupt lymph node (LN) architecture are considered main determinants of disease
progression (1). Our data support continuous viral replication in SLO and an altered germinal center organization in HIV-2 infection
HIV-2+ individuals feature:
1) slow rate of CD4 T cell decline and AIDS progression with limited impact in patient survival (2), despite the relatively benign course of the disease and the low to undetectable viremia in the absence of ART.
2) maintain low to undetectable viremia in the presence of disseminated viral reservoirs (3),
3) progressive increase in immune activation markers in direct association with loss of circulating CD4 T cells (4,5), Their contribution to the benign HIV-2 course deserves further investigation that may provide a better understanding
4) progressive memory B cell depletion (6),
>) high titers of broadly neutralizing antibodies throughout the disease course (7,8). of the generation of broadly neutralizing Abs and reveal new strategies to control HIV reservoirs.
Thus, this naturally-occurring attenuated infection provides a unique setting to investigate HIV-host interplay in SLO that has been poorly explored (9-11).
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Using this combined approach we assessed: Evidence of: HIV-2 infection was associated with: Overall, HIV-2 infection leads to:
1) HIV-2 replication in SLO . : 1) Progressive CD4 depletion in the T cell area of the LN from HIV-2+ subjects in 1) an effacement of the GC and loss of circularity in the LN irrespective of circulating CD4 T cell counts;
1) HIV-2 replication in LN from HIV-2+ subjects
2) HIV-2 ability to deplete CDA T cells L _ _ , agreement with the degree of peripheral blood CD4 depletion 2) preferential target of follicular helper T cells in infected TOCs, particularly in CXCR4-using viruses, at levels
2) Productive in-vitro HIV-2 infection of tonsils
3) Impact of HIV-2 on GC . _ S . , ,
2) Major co-receptor dependent depletion of CD4 T cells upon in-vitro infection comparable to HIV-1 primary isolates.
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