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Cats infected with molecularly cloned FeLV-FAIDS isolate of feline leukemia virus 
develop persistent infection and imn;,Jnodeflolency syndrome which is prefigured by 
persistent antlgenemia, viremla, decline in circulating CD4+ T lymphocytes, and impaired 
T-dependent immune response. We have evaluated the capacity of early therapy with 9 
phosphonylrnethoxyethyledenine (PMEA) to aborl the progression of FeLV-FAIDS infection 
and enhances the development of protective Immunily. PMEA inhibited the replication of 
FeLV-FAIDS at concentrations of 0.5 p.g/ml or greater in feline fibroblasts and T 
lyrnphocytss in vitro. In vivo, PMEA administered to FeLVoFAIDS-infected cats during the 
eady pest-exposure period prevented the development of persistent antlgenemia and the 
subsoquenl Induction of FeLV-FAIDS disease. In contrast to placebo treated controls, cats 
successfully treated experienced regressive viral infection marked by the development of 
neutralizing antibody and were resistant to subsequent challenge with virulent virus. 
Prolonged (4 to 7 week) treatment with maximal tolerated therapeutic doses of PMEA 
resulted in progressive decline in erythrold and leukocyte counts, and in some animals in 
dianhea, however, hemopoletlo toxicity was manageable and reversible with decreased 
dosage. Studies conducted in the FeLV-FAIDS model, therefore, indicate PMEA to be a potent 
antiretroviral agent with therapeutic and toxicologic indices which compare favorably with 
AZT. 
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The Woodchuck hepatitis virus [WHV] and its natural host, the Eastern 
woodchuck (~. men,x) constitute the relevant animal model system for the study 
of hepatitis B virus [HBV]-induced infection and disease in man, including 
chroni¢ hepatitis and hepatocellular carcinoma. Based Ul>~npredictable respon- 
ses to experimental WHV infection, we investigated the effects of ant(viral 
compounds and i~maune modifiers on the outcomes and underlying mechanisms of 
hepadnavlral infections. Relative efficacy and safety were based upon (i) the 
analysis of serologlomarkers of WHVinfection (WHVDNA, WHsAg, anti-WHs anti- 
bodies) and liver disease (ALT, SDH, GGT), (il) the state of WHVDNA replica- 
tion, RNA transcription and virus-induce~ disease in liver tissues, and (iii) 
clinical status of the animals (body weights, hematology, blood chemistry). 
woodchucks were treated at various times (I to 18 months) following the onset 
of aerologic patterns indicative Of chronic WHV infection. Concurrent control 
groups consisted of WHV carrier animals treated only with drug delivery vehi- 
cles. Depending upon the specific agent employed, both short (7-10 days) and 
long term (4-12 weeks) treatment protocols were utilized. Nucleoaide analogs 
generally induced marked (up to lO,000-fold), but transient, depressions in the 
levels of ¢irculating WHVvirions which returned to pretreatment levels after 
the cessation of drug administration. Treatment with one nucleoslde analog,2'- 
fluoro-S-ethyl-l-$-D arabinofuranosylurauil (FEAU), reduced serum WHV DNA to 
undetectable levels and abol~shedbothWHVDNA replication and WHVRNA produc- 
tion in the liver, but was unacceptably toxic. Prolonged treatment with an 
i~mune modifier, thymosin olw reduced serum WHV DNA levels to undetectable 
le,.els and ai3nificantly depreesed WHVDNA replication in the liver. 


