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In addition to previously reported tetracycline analogs, other antibiotics known

for antimycoplasmal activities inhibited the cytopathic effect in CEM cl13 cells

infected with human immunodeficiency virus type 1 (HIV-1) or HIV-2 but were

unable to block virus replication. A contaminating mycoplasma was isolated from

our CEM cl13 cells and identified as a strain of Mycoplasma fermentans. Following

infection of lymphoblastoid (CEM) or promonocytic (U937 and THP1) cell lines with

HIV-1, cytopathic effect was observed only in association with mycoplasmal

contamination. Moreover, HIV-1 infection of U937 cells after experimental

inoculation with a human isolate of M. fermentans led to pronounced cell killing.

We have verified that this effect is not merely an artifact caused by arginine

and/or glucose depletion in the cell culture medium. These results confirm that

mollicutes, in particular M. fermentans, are able to act synergistically with

HIV-1 to kill infected cells in some in vitro systems.
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Tetracycline analogs were evaluated for anti-HIV activity in CEM cells;

minocycline and doxycycline were the most active of these in inhibiting the

virus-induced cytopathic effect between 7 and 14 days post-infection. The active 

concentrations (0.3-1.5 micrograms/ml) were devoid of toxicity in uninfected

cultures. Virus production, however, was not inhibited, indicating a dissociation

between protection against cell death and suppression of virus growth. These

protected cells could be maintained in culture for 6-7 weeks, even in the absence

of the compounds. After that period, virus production ceased and cells could then

be cultivated for several months without loss of viability or reappearance of

virus production. As HIV stocks produced in the presence of tetracycline analogs 

were unable to induce cell death, we suggest that the cytopathogenicity of HIV

may be due in some cases to the presence of tetracycline-sensitive contaminating 

microorganisms.

