Occult CMV replication Is a persistent driver of effector T cell expansion in PWH on effective ART

Nived Collercandy?!?, Camille Vellas!=, Manon Nayrac!4 Mary Requenal, Thomas Richarmel, Justine Latours, Karl Barange®, Laurent Alric®’, Guillaume Martin-Blondel*?, Jacques Izopet!-3, Pierre Delobelt?

IINSERM UMR1291-CNRS UMR5051-Université de Toulouse, Toulouse Institute for Infectious and Inflammatory Diseases, Toulouse, France, “Toulouse University Hospital, Infectious and Tropical Diseases, Toulouse, France, 3Toulouse University Hospital, Virology, Toulouse, France, “Centre de Recherche
du CHUM, Université de Montréal, Montréal, Canada, °Toulouse University Hospital, Hepato-Gastro-Enterology, Toulouse, France, ®Toulouse University, Toulouse, France, ‘Toulouse University Hospital, Internal Medicine and Clinical Immunology, Toulouse, France, *Current affiliation

BACKGROUND

CMV infection Is a driver of immune activation and
senescence, with greater impact in the setting of HIV-1 co-
iInfection, where it contributes to CD8* T cell expansion and
low CD4/CD8 T cell ratios. CMV replication occurs primarily
iIn people living with HIV-1 (PLWH) with low blood CD4* T
cell counts, but occult CMV replication may persist in some
tissues due to incomplete CD4* T cell reconstitution on
antiretroviral therapy (ART), particularly in the gut,
dissociated from restored blood CD4* T cell counts. This
occult CMV replication may drive CMV-specific antibodies
and effector T cells even in PLWH on successful ART.

METHODS

In a sub-study of ANRS EP61 GALT, 15 PLWH who were
also CMV seropositive (CMV+), 15 controls without HIV but
CMV+, 12 PLWH without CMV (CMV-) and 12 double-
negative controls were iIncluded for FACS
Immunophenotyping of circulating T cells. CMV viremia was
assessed by PCR. Anti-CMV IgG titers were measured as a
marker of Immmune stimulation by CMV.
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CONCLUSIONS

Occult CMV replication during HIV-1 infection Is involved In
the expansion of several circulating T cell populations,
particularly Vo1 T cells, even in PLWH on effective ART with
restored circulating CD4 T cell counts and undetectable
CMV DNA In their blood. CX3CR1 expression on T cells Is
assoclated with CMV status and Is likely driven by occult
CMV replication. CMV IgG titers may be used as a
surrogate for occult CMV replication.
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	Diapositive 1 In PLWH on effective ART, even with restored CD4+ T cell counts and undetectable CMV DNA in the blood, occult CMV replication is associated with expansion of CX3CR1+ CD8 and Vδ1 T cells, which correlates with anti-CMV IgG levels

