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monotherapy study in treatment naive patients with chronic
HCV genotype-1 infection.
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Program and Abstracts / Anti

idofovir-treated animals. Antiviral treatment also reduced mor-
ality. In placebo-treated animals, mortality was 7/8 (87.5%). In
he cidofovir group, mortality was 0/8 animals, compared to
/8 (38%) animals in the gefitinib group. By qPCR, cidofovir
herapy prevented DNAemia; gefitinib-treated animals had sig-
ificantly lower viral loads than controls. In summary, gefitinib
ad in vitro activity against GPCMV and in vivo animals treated
ith gefitinib had improved weights and trends toward reduced
ortality and reduced magnitude of DNAemia. These results

erived from this initial trial support further evaluation of the
otential for gefitinib as an anti-CMV antiviral in the guinea pig
odel.
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uccessful Treatment in the Monkeypox and Variola Pri-
ate Models of Smallpox by the Oral Drug ST-246

ohn Huggins 1,∗, Arthur Goff 1, Mucker Eric 1, Nancy
wenhafel 1, Jennifer Chapman 1, Mallory Tate 2, Rob Jordan 3,
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ased on activity in multiple small animal models, oral ST-
46 was evaluated in our variola virus-cynomolgus monkey
odel of classical smallpox, which closely resembles human

isease. The placebo group demonstrated typical disease with
1250 pox lesions and 33% mortality. Oral gavage with ST-246
egun 24 h after infection, when bone marrow, spleen, some
ymph nodes and liver had >108 genomes/g and all tissues had
04–106 g−1, eliminated disease as judged by complete lack of
esion formation, the best predictor of smallpox disease severity
n humans, with no significant clinical or laboratory findings.
irus levels in blood did not increase over pretreatment lev-
ls (106 mL−1) and was cleared in 6 days versus 16 days for
lacebo based on historical data. ST-246 was next evaluated
sing our monkeypox virus-cynomolgus monkey model of clas-
ical smallpox, which also closely resembles human disease.
he placebo-treated group demonstrated typical disease with
1500 pox lesions and 100% mortality. Oral gavage treatment
ith ST-246 begun 1 day after infection, when bone marrow,

pleen, some lymph nodes and liver had >107 genomes/g and
ll tissues have 105–106 g−1, eliminated disease as judged by
omplete lack of lesion formation, with no significant clinical
r laboratory findings. Virus levels in blood did not increase
ver pretreatment levels and was cleared in 4 days versus 16
ays for placebo or IV CidofovirTM based on historical data.
ral gavage treatment with ST-246 begun 3 days after infec-

ion, when bone marrow, spleen, some lymph nodes and liver
ad >108 genomes/g and all tissues had >106 g−1, eliminated

isease as judged by complete lack of lesion formation in 2/3
onkeys and <5% of control lesions in 1/3 that did not progress,
ith no significant clinical or laboratory findings. Virus levels in
lood did not increase over pretreatment levels and was cleared
Research 74 (2007) A1–A97 A35

n 6 days versus 16 days for placebo. ST-246 has been granted
ast-track IND status and has not shown toxicity in phase I human
ingle oral dosing at 2000 mg.
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esign and Characterization of R1626, A Prodrug of the
CV Replication Inhibitor R1479 (4′-Azidocytidine) With
nhanced Oral Bioavailability
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1479 was identified as a selective inhibitor of HCV replication
ith high antiviral potency across HCV genotypes 1a and 1b iso-

ates and a high barrier to resistance selection. Initial preclinical
nd clinical characterization of R1479 demonstrated subopti-
al oral bioavailability because of limited absorption. A range

f different types of R1479 prodrugs were synthesized and eval-
ated by characterization of physicochemical properties, Caco2
ell permeabilities and pharmacokinetics in rats and monkeys.
lkyl ester prodrugs were identified to substantially improve
ral bioavailability of R1479, consistent with increased prodrug
ipophilicity. R1626, the tri-isobutyrate ester prodrug of R1479
chieved a more than a five-fold increase in oral bioavailability
nd dose proportionality up to high dose levels. In concordance
ith dose dependent increases in plasma exposures of R1479,
ose and time dependent mean viral load decreases of up to
.7 log10 were observed in a 14 day multiple ascending dose
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