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The hepatitis C virus (HCV) remains a significant threat to human health. Globally, HCV is the largest contributor to chronic liver
disease. HCV infection also substantially increases the risk of liver cirrhosis, hepatocellular carcinoma, and liver transplant. Modern
therapies are limited to interferon-o and ribavirin. Additional, novel therapies will be required in order to develop a more effective
treatment for HCV infection. It has been hypothesized that the majority of nonstructural proteins in the HCV genome are modulators
of HCV replication. Subgenomic HCV clonal Human Hepatoma (Huh7) have been developed as screening tools for the identification
of compounds capable of blocking viral replication, thereby blocking viral transmission and further infection. This disclosure describes
a series of functionalized nucleoside analogues capable of inhibiting HCV replication and claims them for the treatment of HCV infection.

R'is H, lower halo alkyl, or aryl, wherein aryl is phenyl or naphthyl, optionally substituted with one or more lower alkyl, lower alkenyl,
lower alkynyl, lower alkoxy, halo, lower halo alkyl, —=N(R"),, acylamino, —SO,N(R"™),, —COR'®, —SO,(R"), ~NHSO,(R"), nitro,
or cyano;
each R" is independently H or lower alkyl;
each R' is independently —OR"™ or —N(R"™),;
each R' is lower alkyl;

R* and R* are (i) independently H, lower alkyl, —(CHZ),N(RIE)Z, lower hydroxyalkyl, —CH,SH, —(CHZ)S(O)PMe,
—(CH,);NHC(=NH)NH,, (1H-indol-3-yl)methyl, (1H-indol-4-yl)methyl, —(CH,),,C(=0)R™, aryl and aryl lower alkyl, wherein
aryl may optionally be substituted with one or more hydroxy, lower alkyl, lower alkoxy, halo, nitro, or cyano; (i) R** is Hand R*® and R*
together form (CH,)5; (iii) R* and R*" together form (CH,),; or (iv) R** and R?® both are lower alkyl;

R® is H, lower alkyl, lower halo alkyl, phenyl, or phenyl lower alkyl;

R*is H, lower alkyl, or R? and R* together form (CH,)s;

R’ is H, C(=0)R', C(=0)R'®, P(=0)(OR")(OR™), or P(=0)(OR')(NR*R");

RCis H, methyl, or halo;

R” is C(R*R®)COOR™>

mis 0 to 3;

nis 4 orS;

pis 0 to 2; and

ris 1 to 6;
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Biological Assay: HCV replicon assay, luciferase based.
WST-1 cytotoxicity assay (Roche Diagnostic, cat no. 1644807).
Biological Data:
HCV WST-1 HCV WST-1
Entry | Replication Cytotoxicity Entry Replication Cytotoxicity
IC50 }J.M CC50 HM IC5() },lM CC50 HM
0.424 >100 0.15768 >100
2 0.1149 >100 0.1515 67.8
Claims: 20 Total claims.
14 Composition of matter claims.
6 Method of use claims.
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