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5. DISCUSSION

A number of the submitted compounds exhibited highly selective activity against
vaccinia virus (VV) in vitro (Table 3). Six of the active compounds (AVS numbers 1211,
2964, 2700, 3593, 2716, and 2275) are of special interest since they also showed efficacy
against human adenovirus in cell culture. Clearly these candidate antivirals should also be
evaluated for their effects on other DNA-containing viruses. All of the vaccinia virus-
active compounds, or at least representatives of each class of active compound, should be
examined for efficacy against VV in vivo and the most active compounds and their congeners
deserve further iz vitro study to delineate the full spectra of their antiviral activities.
Compounds effective against VV might also be examined for efficacy against herpesviruses,
especially human cytomegalovirus.

The most active anti-vaccinia virus compounds (AVS-2875, AVS-2994, and AVS-3533)
demonstrated remarkable efficacy and selectivity against this poxvirus in vitro with VR's >7.0
and TI values >600. The significant activity of each of these antiviral compounds was
readily confirmed (Table 4) and these materials represent exciting lead compounds for further
study. Excellent reproducibility and consistency of results was obtained in our antiviral
screening operations with VV in vitro, and in vivo assay systems are available in our
laboratories for pursuit of these candidate drugs. /n vivo testing will be accomplished with
these compounds during the next reporting period.

The most interesting active compound against Adenovirus type 2 has been AVS-2700
(see Table 6). It has repeatedly yielded good virus ratings (values of 2.7, 3.7, 3.6, and 1.8)
and appears to be quite potent (IDsg of 0.21 ug/ml to 0.45 ug/ml). However, it may be
limited by its toxicity. Should antiviral activity with AVS-2700 be further confirmed by a
significant inhibitory effect on Adenovirus type 2 plaque formation in quantitative plaque-
reduction assays, then it should be screened for efficacy against other adenovirus types in
vitro and evaluated in an animal model system. Pacini et al. (1984) reported an animal model
system for adenovirus in which one-month-old cotton rats were infected by the intranasal
route. Although clinical symptoms were not observed, the virus replication pattern and the
pulmonary histopathology observed after infection were reported to parallel findings in the
human disease.

A limited number of compounds have demonstrated significant antiviral activity against
VSV (Tables 7 and 8). AVS-2350 (human recombinant interferon gamma) was clearly the most
potent active material with a TI >300. It will be further discussed later in this Discussion
section. Compound AVS-2503 was, overall, the most active candidate antiviral against VSV
with VR's > 4.0, IDsg of 1.4 to 1.6 ug/ml, and MTC of 100 ug/ml. This compound should
now be evaluated for efficacy against VSV in mice.

A number of compounds were found to be active against Punta Toro virus in initial
CPE-inhibition assays (Table 10), but only four of ten active compounds exhibited activity in
confirmatory tests (Table 11). Additional retesting of these materials will be required to
assess their potential as candidate antivirals. Extensive analysis of the data was begun in an
attempt to determine the underlying causes of test variability and lack of confirmation of
activity in this assay system.

Confirmatory testing of active compounds against sandfly fever (SF) virus also
indicated serious problems with the reproducibility of test results in this system (Table 14).
Only five (5) of twenty (20) active compounds were confirmed as having selective antiviral
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