Effects of Aging on HIV-1 Pathogenesis
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Central Memory T cells are Lower in Post Menopausal Women

Abstract Increased T Cell Activation In Chronic HIV Infection

Background: Human Immunodeficiency Virus (HIV-1) is associated with loss of CD4+
T cells from the peripheral blood, over the course of infection. Gut associated
lymphoid tissue (GALT) harbors the majority of CD4+ T lymphocytes in the body and is
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an important target for HIV. Severe depletion of intestinal CD4+ T cells occurs during . L H'ﬁh levels of T cell ?C""da“mf‘ 1S ?e hall_}mark of E"V ”g‘;%"g"n' '('; _

primary HIV-1 infection and persists through the course of infection in the absence of f_ﬁ_ A?égvtsﬁzh'sa?:aeizfessesé"%r: :ClsicaK:(;eTm:éllerSi nificai?l ]

anti-retroviral therapy. Inflammation and immune activation continue to be up H . higher levels of CD8+$C9" activation are observed.in glder mez “
regulated during Highly Active Anti-Retroviral Therapy (HAART) and are associated H / with HIV infection. )

with lower levels of CD4+ T cell restoration. Studies suggest that younger HIV-1
infected patients have immune systems similar to uninfected older individuals —
characterized by a loss of regenerative capacity and an accumulation of aging T cells.
However the effects of aging itself on HIV-1 pathogenesis are poorly understood. A
growing proportion of HIV-1 infected individuals are now over 50 yrs old. In a chronic
inflammatory setting, such as HIV infection, the pathogenic effects of HIV may be
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exacerbated by the altered hormonal levels during menopause. 60 —mom -
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Results: Immune activation was up regulated during HIV-1 infection and is associated £ *p<0.0024

with lower levels of CD4+ T cell restoration in all patient groups during HAART. g v Lower levels of Central Memory T cells were observed in GALT in both men and women of older age groups

Altered T cell subsets including central memory T cells and effector memory T cells N who were HIV negative or positive. These lower levels were maintained during the course of HAART in post
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observed in post menopausal women and age matched men in both HIV positive and

HIV-1 negative groups. Higher expression of pro-inflammatory factors was observed in Regulatory T cell levels maintained in at Higher Levels in GALT in Post
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CD4+ T cells from older negative controls. Similar results were observed in both HIV- Restoration in GALT Menopausal Women in the Absence of Long Term HAART
1 positive men and women in the older age group prior to and following the use of
HAART. Good Poor P value Higher levels of FoxP3 positive CD4+ T cells were 3 .
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substantial gut CD 4 + T-cell restoration was still possible. These data also showed decreased levels of

. , inflammation in GALT during therapy in patients with enhanced CD4 + T-cell restoration — . . — .
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