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To the editor:

Why antiviral CD8 T lymphocytes fail to prevent progressive immunodeficiency
in HIV-1 infection

We would like to comment on the recent review by Lieberman eletectable amounts of HIV DNA. Circumstantial evidence ob-
al* by offering an additional interpretation on the mechanisms th&tined evaluating peripheral blood CD8 also supports the hypoth-
contribute to lack of protection by antiviral CD8 T cells in HIV esis that retroviral infection of CD8 cells may contribute to the
infection. In the last few years we have been able to demonstrég@ctional decline of this subset upon disease progression in
that, since the early phases of HIV infection, the pulmonamilV-infected individuals! Interestingly, the proviral load of pulmo
microenvironment can be infected by the etiologic agent of AIDB8ary CD8 T cells usually shows an upward trend with respect to
and that the intra-alveolar presence of HIV evokes a discretee corresponding samples isolated from the peripheral blood of the
immune response mediated by antiviral CO§totoxic Tlymphe same patient. Because we demonstrated that CD& cells
cytes (CTLsY In asymptomatic patients the appearance of palmaccumulating in the lungs of HIV-infected patients are preactivated
nary CD8 T cells is associated with the clearance of the virus frofcl cells prone to spontaneous and activation-induced apoptosis,
the lung microenvironment. But with the progression of HIMt is tempting to relate the productive infection to the increased
disease, the cytotoxic activity of pulmonary CTLs declines. Owpoptosis rate of CD8T cells.

data published in 1995 emphasize the role of HIV infection in the Concerning the mechanisms that account for the infection of
progressive functional impairment of CD8 T cellf\ithough CD8" CTL, at least 2 hypotheses can be proposed. The repeated
lymphocytes expressing the CD4 receptor are the principal cetintacts occurring in the lung microenvironment between activated
target for HIV, lung CD8 T cells of most patients with AIDS show HIV-specific CTLs and relevant targets might lead to the infection
an unexpected in vivo HIV infectivity.When proviral load on of CD8 cells. This hypothesis is supported by in vitro studies
pulmonary T-cell subsets is assessed using the DNA—polymeras®wing that HIV may be transmitted through cell-to-cell contact
chain reaction (PCR) technique, most of the bronchoalveolaetween persistently infected CD4 cells and CD8 CTl&m
lavage (BAL) proviral DNA can be found in the underrepresentealdditional, though not necessarily alternative, hypothesis is that
CD4 T-cell subset, but PCR analysis directly performed on highlyng CD8" CTLs derive from T-cell precursors that transiently
enriched CD8 T cells shows that this population also carriegoexpress both CD4 and CD8 determinants in secondary
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HIV infection of CD8 T cells: a factor in progressive immunodeficiency?

Agostini and Semenzato suggest that an important factor in the ldaokportant contributing factor to antiviral CD8 T cell dysfunction.
of protection by antiviral CD8 T cells in HIV infection is infection In vitro studies that demonstrate functional effects of selected in
of CD8 T cells by HIV. A number of studies have indicated thatyitro infected HIV-specific CD8 T cells would also help build
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