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ABSTRACT

A high performance thin layer chromatographic (HPTLC) method and an ion
pair liquid chromatographic (IPLC) method were developed for determination of
ketoconazole. First, a high performance thin layer chromatographic method was
developed for the determination of ketoconazole. The sample was separated on a
silica gel 60 Fas, plate and developed in ethanol-acetone-1.0 mol L™ H,SO4 by means
of an automatic multiple development system. The area of the spot was quantified by
a TLC scanner at a wavelength of 298 nm. A linear calibration curve was established
over the range of 3-20 mg L™ of ketoconazole with a correlation coefficient of 0.9992.
The relative standard deviations: intra-day and inter-day precisions, for three replicate
determinations were found to be 1.72% and 0.69% for 5 mg L™; 2.18% and 0.94% for
10 mg L of ketoconazole, respectively. The average percentage recoveries of
ketoconazole shampoos: Nora, Kenalyn, Nizoral and ketoconazole creams: Nizoral,

Fungasin, Ketazon were found to be 96.10, 97.06, 99.58 and 96.77, 97.26, 95.74,



respectively. This method has been applied to the determination of ketoconazole in
various pharmaceutical dosage forms. Common excipients in formulations do not
interfere.

Second, a simple ion pair liquid chromatographic method has been developed for
determination of ketoconazole in shampoo and cream samples. The chromatographic
conditions were carried out in the isocratic mode using a mixture of acetonitrile and
8 mM sodium dodecyl sulfate (pH 5.5) in a ratio of 45:55% v/v as mobile phase. The
flow rate was set at 1.0 mL min™. The analytical column was a 25 x 4.6 mm
Chromolith® Flash RP-18e column and UV detection at 298 nm. The method was
optimized and validated. Response was linearly dependent on concentration between
5 and 500 mg L% with a limit of quantification (LOQ) of 0.46 mg L™ for
ketoconazole (S/N = 10). Under the optimum conditions, ketoconazole was
successfully separated from related substances and other impurities. The excipients

did not interfere with the assay of ketoconazole in shampoo and cream samples.
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