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Pathway: Anti-infection °
Storage: Please store the product under the recommended conditions in the Certificate of 3
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BIOLOGICAL ACTIVITY

Description

1C50 & Target

In Vitro

In Vivo

REFERENCES

PSI-353661 (GS-558093) is a purine nucleotide NS5B polymerase inhibitor against HCV infection. PSI-353661 shows ECgqs of
8 nM and 11 nM for wild type and S282T resistant replicons of HCV. PSI-353661 can produce high concentrations of the active
triphosphate in primary human hepatocytes(t!3],

NS5B polymerasel3]

PSI-353661 exhibits strong inhibition of HCV in the cell-based replicon assay, with ECggs of 8 nM and 11 nM for wild type and
$282T resistant repliconstll,

PSI-353661 (24 h) produces high concentrations of (0.44 mM) triphosphate (TP) level in primary human hepatocytes(1].
PSI-353661 (4 days) inhibits viral replication with EC5g and ECqq value of 0.0030 uM and 0.0085 uM for genotype 1b replicon
cellsf2].

PSI-353661 (8 days) shows little cytotoxicity in Huh7, HepG2, BXPC3, and CEM cells, with ICs more than 80 pM[2!.
PSI-353661 (8-160 nM, 2 weeks) clears HCV replicon RNA and prevents viral rebound!2],

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

PSI-353661 (50 mg/kg, p.o., together with 400 mg/kg of Telaprevir (HY-10235), daily for 4 weeks) is effective against human
hepatocyte chimeric mice infected with HCV[3],

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

Animal Model: Human hepatocyte chimeric mice infected with HCV

Dosage: 50 mg/kg, together with 400 mg/kg of Telaprevir

Administration: Oral administration (p.o.)

Result: Achieved sustained eradication of the mutant virus or the end-of-treatment response.

Reduced serum levels of HCV RNA.
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Caution: Product has not been fully validated for medical applications. For research use only.
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