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M. Tuberculosis-associated Immune Reconstitution Inflammatory Syndrome (IRIS) results in
modulation of the innate immune compartment in the absence of generalized T cell activation.
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Introduction: Immune Reconstitution Inflammatory Syndrome (IRIS) is a paradoxical clinical worsening of a subclinical condition during adequate response to anti-retroviral treatment (ART) [2].
Clinical presentations and pathogens vary: in sub-Saharan Africa, due to high endemic prevalence, M. Tuberculosis infection is the pathogen most commonly correlated with IRIS [3-6].

IRIS predisposing factors include low pre-ART CD4 counts and robust virological response to ART [7]; however, its immunopathogenesis remains unclear. We addressed this question by analyzing the
immunophenotype of a group of 17 HIV-1-infected South African with active M. Tuberculosis (MTB)-associated IRIS, as compared to 23 HIV-infected subjects with similar characteristics and
undergoing ART for similar extent of time.

Despite lower CD4 count and post-ART CD4 rise, both CD4 and CD8 frequency are
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unadjusted for multple festing.
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Conclusions

We have assessed immunologic parameters in a

cohort of 17 subjects developing TB-related IRIS

after initiation of anti-retroviral treatment and 23

subjects receiving” ART for a comparable time with

no IRIS symptom and no TB diagnosis. Per study

design, baseline age, time on ART, CD4 and VL

were similar in the two groups.

Our data indicate that:

» In additon to signs of inflammation (e.g.
neutrophilia, anemia, weight loss), acute IRIS is
characterized by lower lymphocyte count and
and hyponatremia.

» The lower CD4 counts detected in acute IRIS are
attributable to lymphopenia rather that to
selective CD4 depletion

» The frequency of CD4" T, (CD62L*/CD25" [8])
was similar in the two groups but IRIS subject
had lower frequency of CD8*'/CD62L*/CD25* T
cells, which may have regulatory function [9-10].

» IRIS was not characterized by higher activation
of the T cell compartment, but rather by lower
expression of CD28 on CD8* T cells and of
CD69 and HLA-DR on CD56" NK-like T cells

» Immature (CD161*/56716°) NK cells [11-12] were
higher in IRIS subjects. Other NK subsets, as
well as dendritic cell subsets, were similar in the
two study groups.
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