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One Important function of our divisinn at the FDA Is the examination of prectinicst studies 
submitted by sponsors to determine if sufficient safety end efficacy d m  have been c,~llected to 
support the Initiation of clinical trials. In addition, to support eventual drug approval, other 
nonclinical studies that may be completed while clinical trials ere in progress are recommended. 
Precllnical studies to support antiviral d:ug activity generally wouM consider factors such as drug 
¢omparmentalizetion, enzyme activation or inactivation, enzyme kinetics of affected pathways, 
effects on substrate pool levels, end the structural relationship of the new drug to known antiviral 
compounds. The anliviml activity of the dru~ shoul;J ~ ~abi ished in in vitro studies in primary 
and established cell lines that are representative of tissues infected in vivo. These studies should 
establish dose response curves (including the calculation of IC~ end IC~o values), the effect of 
multiplicity of Infection on antiviral activity, the effect of timing of drug addition, end the response 
of viral isolates from different geographical locations to the d,'ug. Dose response otwves for 
entiviral agents to be used in combination should be performed st fixed ratios of the two agents 
to allow determination of possible synergy or antagonlem. The in vitro toxicity of the drug should 
be determined In the same cell lines used to establish acthdty as well as cell lines representative 
of tissues likely to be sensitive to drug toxicity; both the cytostatic and cytntoxic dose should be 
determined in these studies. Standardized methodology should he developed for susceptibility 
testing of clinical isolates ;o the drug. When available, data on the activity o7 antivirel drugs in 
appropriate animal models can offer considerable support to the development of the rationale Ior 
end regimen to be used in subsequent clinical studies. 
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