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Harvoni film coated tablets

(sofosbuvir / ledipasvir)
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Harvoni is indicated for the treatment of chronic hepatitis C (CHC) in adults.
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5.3 Preclinical safety data

Ledipasvir

No target organs of toxicity were identified in rat and dog studies with ledipasvir at AUC exposures
approximately 7 times the human exposure at the recommended clinical dose.

Ledipasvir was not genotoxic in a battery of in vitro or in vivo assays, including bacterial
mutagenicity, chromosome aberration using human peripheral blood lymphocytes and in vivo rat
micronucleus assays.

Ledlpaswr was not carcmogenlc in the 6—menm26 week rasH2 transgenlc mouse%tad%ape*pesbl#es

. ongeing- and the 2-year
rat carcmoqem(:ltv studles at exposures up to 26 times in mice and 8- tlmes in rats higher than human

exXposure.

Ledipasvir had no adverse effects on mating and fertility. In female rats, the mean number of corpora
lutea and implantation sites were slightly reduced at maternal exposures 6-fold the exposure in humans
at the recommended clinical dose. At the no observed effect level, AUC exposure to ledipasvir was
approximately 7- and 3-fold, in males and females, respectively, the human exposure at the
recommended clinical dose.

No teratogenic effects were observed in rat and rabbit developmental toxicity studies with ledipasvir.



