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Mice were infected with EHV-1 by intranasal inoculation. Clinical signs were 
produced and virus replication was precisely located in the olfacto.ry mucosa and 
the mucosal linings of the lower respiratory tract. Active virus rephcation in ciliated 
mucosal cells was-confirmed by_ electron niicroscopy and virus replication in these 
tissues monitored by titration. Viraemia resembling that in the natural host occurred 
repmducibly during the acute phase of the infection. The number of infected 
leukocytes was determined by ~nfectious centre assay. The model was used to study 
several different antiviral regimens. Among these hydroxyphosphonyl- 
methoxypropyl adenine (HPMPA) was found to be extremely effective. Clinical 
signs were ameliorated, virus titres in the tissues were reduced by several log10 and 
the number of infected leukocytes quickly reduced to undetectab]e levels. TKe 
virological findings were supported by a careful histological study of the target 
tissues in animals receiving b.hemotherap7. The production of a series of mutants 
strains which had acquired resistance to the I-IPNIPA proved the ~d-1~ spedfic mode 
of action of fl~s antiv~ral compound. 
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(S)-l-[(3-Hydroxy-2-phosphonylmethoxy)propyl]cytosine (RPMPC is a member 
of a new class of nucleotide analogues that have antlvlral efficacy against 
some DNA viruses. In vitro studies against simian varlcella virus infection 
in Veto cells have demonstrated the EDsn to lle between the acycllc nucleo- 
sides and bromo~inyluracll or the fluorYnated pyrlmldlnenucleoslde analogues. 
In vlvo studies where African green monkeys were infected' withslmlan varl- 
cella virus showed intravenous doses of 5 mg/kglday given as d~vlded doses 
twice daily for i0 days beginning 48 hours after virus inoculation prevented 
rash development and significantly reduced viremia. An i.v. dose of i mg/kg/ 
day slmilarly administered had a minimal antlvlral effect. Simian varicella 
virus infected monkeys receiving a total I-IPMPC dose of 50 mg/kg given i.v., 
as either (I) 5 mglkg/day for I0 days beginning on day 2, or (2) 10 mg/kg at 
2, 4, 6, 8, and i0 days post-infection or (3) 25 mg/kg on day 2 and day 6 
showed each of the three treatments to be efficacious. Antiviral activity 
was also assessed following a single 50 mglkg dose of RPMPC where treatment 
was given either 2 days, 4 days or 6 days after virus inoculatlon. No ob- 
vious toxicity was observed clinically or by hematology or clinical chemistry 
tests taken during the ccurse of any of these treatment regimens. 
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