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Abstract 
A simple, sensitive and cost-effective reversed phase high performance liquid chromatographic (RP-HPLC) method was developed and validated for simultaneous quantification of two recently approved antivirals Sofosbuvir (SOF) and Ledipasvir (LDV) and their degradation products as pure intact drugs in plasma and in combined dosage form. Plasma samples were deproteinized with methanol / dichloromethane mixture (50/50, v/v). The chromatographic separation was achieved using isocratic elution of 0.03 gm/L octane sulphonic acid pH 3.4 and methanol in the ratio of 50:50 by volume on a cyano column (4.6 × 250 mm, 5 µm) at 260 nm. The method was validated regarding linearity, accuracy, precision, specificity and robustness. The linearity range was 50 – 1000 ng/mL for the two drugs with a correlation coefficient of 0.9998 and 0.9997 for SOF & LDV, respectively. The two drugs were subjected to mild and extreme stress conditions of acidic and alkaline hydrolysis, oxidation and photolysis degradation. The proposed method proved to be stability-indicating by its ability to resolve drugs from their degradation products. The method was successfully applied to the analysis of the two drugs in (Sofolanork plus 400 / 90) tablets.
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