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ne of our di at the FDA s the examination of preclinical studies
submitted by sponsars to determine if sufficient safety and efficacy data have been callected to
support the initiation of clinical trials. In addition, to di ot

her
nonclinical studies that may be completed while clinical trials are in progusmc recommended.
Preclinical sludle' to support amiviral d'ug acﬁvlty genenlly muld comkler factors weh as drug

of aff

effects on substrate pool levels, and the siructural ralatiommp of the new drug to known antiviral
compounds. The antiviral activity of the drug shouid ¢ ésiablished in in vitro studies in primary
and established cell lines that are represemahve of tissues infected in vivo. These studies shoutd
establish dose curves (inclt the of IC,, and IC,, values), the effect of
multiplivity of infection on antiviral activity, tiie effect of timing of drug addition, and the response
of viral isolates from ditferent geographical locations to the drug. Dose response curves for
antiviral agents to be used in bination should be perf d at fixed ratios of the two agents
to allow determination of possible synergy or antagoniem. Tha in vitro toxicity of the drug should
be determined in the same cell lines used to establish activity as vell as cell lines representative
of tissues likely to be sensitive to drug y; both the and Y dose should be
determined in these studies. Standardized methodology should be developed for susceptibility
testing of clinical isolates ‘o the drug. When available, dm on the activity W mtiviml drugs in
appropnate animal models can offer for
and regimen to be used in subsequent clinical studies.
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