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Suppression of HIV replication in macrophages (Mg) is of outmost relevan-
ce,since virus can be easily detected in tissue Mg from AIDS patients,where
these cells may serve as viral reservoir. Interferons are known to modulate
Mg functions,thus we investigzted the effect of IFN-® on virus replication in
these cells as well as in the T-cell line MT-2. In-vitro differentiated blood
monocytes were infected with the monocytotropic HIV isolate ADA. Infection was
characterized by virus production(RT in supernatants and cell associated p24
viral antigen) and formation of giant cells without cytopathic effect. Pre-
treatment of Mg with IFN- 8¢ (100U/ml) suppressed virus replication by 85%.
Moreover, this pretreatment potentiated the antiviral effect of AZT. When IFN-
O% was adced to Mg after infection,virus replication was suppressed in a dose-
related manner and was function of viral inoculum. This effect was also mani-
fested by the lack of giant cell formation. When chronically infected Mg were
exposed to IFN- & ,a suppression of virus replication was observed. Maximal
effect was obiained when the drug was given repeatedly. Next, the effect of
IFN-& on virus production (RT in supernatant) and syncytia formation in MT-2
cells infected with HIV-LAV was examined. A dose-dependent reduction of RT
levels in cell supernatants was observed. However, no effect on syncytia
formaticn was found. The antiviral effect of IFN-% in MT-2 cells was achieved
at a dose 10 to 20 fold higher than that required in the Mg. In conclusion,
IFN-& seems to act by two different mechanisms depending on the cell type: in
Mg probably acts at a translational level, while in T-cells it interferes with
assembly and release of the virus. The above described observations may
explain the beneficial activity of IFN-0¢ in AIDS patients.
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drug y group has d two murine models, the Rauscher leukemia
virus (RLV) and the LP-BM-5 murine AIDS (MAIDS) virus, to screen biological response modifiers

(BAMs) and antivir:! agents for potential therapeutic activity against AIDS. RLV rapidly produced

ly an:! viremia, both of which served as of disease prog: In the
MAIDS model several parameters can be measured, Including splenomegaly,

y. susceptibilityt nisticintections, survival,and
growth of virus in ytes and Poly [I,C]-LC, CL-2486,738

HCI), MVE-2, soluble giucan, an 7-thia-3-oxoguanosine are among many BRMs that we have
tested in these models. Poly [1,C]-LC, MVE-2 and CL-246,738 consistently demonstrated antiviral
activity. Glucan and 7-thia-8-oxoguanosine did not evidence any antiviral activity, while Ampligen
did occasionally. CL-246,738 was more effective when given prophylactically, while Poly [,C]-
LC was more effective when given therapeutically rather than prophylactically (i.e. when treatment
began after virus infection, rather than before). In contrast, MVE-2 had antiviral activity only when
given pi ly and y dis when given therapeutically. With all
these BRMs, a consistent pattern namely that anti activity has thus far always
correlated with augmentation of natural killer (NK) cell activity in i For

to a prophylactic schedule. NK activity was b in inf mice p with MVE-2, but
slightly depressed in mice when treatment was initiated after infection. Those BRMs (e.g. soluble
giucan) that did not augment NK activity in infected mice did not have demonsirable antiviral
activity, regerdiess of whether they boosted NK activity in uninfected animals (as soluble glucan
did). These rasults lead us to speculate about the i of the of NK cell
m In‘rc antiviral gﬁucy of BRMs in these murine models. It seems likely that NK cells are

infections.
Research supported in part by HMCDDG 1U01A125617-01 from NIAID.

92



