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Ketoconazole has been widely used as an
antifungal drug. The determination of
ketoconazole can be carried by spectro~
photometric, potentiometric and HPLC
methods. These three methods were compa-
red and discussed with respect to their
sensitivity, selectivity and ready-appli-
cability in routine work for the deter-
mination of ketoconazole.

INTRODUCTION

Ketoconazole is an antifungal drug with complex structure:?
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Few data have hitherto been reported on the quantitative assay of this
compound [1—3]. According to US pharmacopeia,[l] ketoconazole is deter-
mined potentiometricaly, although for quantitative determination in
dosage forms, the official method is HPLC. Pharmacopeia Jugoslavica [h]
has not includied an official monograph yet. This deficiency stimulated
us to compare the HFLC, spetrophotometric and potentiometric method of
determination of ketoconazole and to point out the convenience of its

introduction as a routine procedure for determination quality control

®
of Oromycosal formulation.



EXPERIMENTAL

Apsorption spectra and spectrophotometric determination were carried

out on a "Gilford 250" and "LKB 4050" spectrophotometer, in 1 cm cuvettes.
The concentration of ketoconazole stock solutions was 10 % mol-dm 3 in
0.1 mol.dm 3 HCl. Solutions in range of investigated concéntrations were
obtained by dilution of stock solution and ranged from 0.003 to 0.02 mg.cm 3.

The absorbance was measured at 224 nm,

Potentiometric titrations were made using "Radimeter pH meter" with a

glass and saturated ( KC1 } calomel electrode. The determined ketocona-
zole is dissolved in acetic acid. A solution of HC10, ( 0.1 mol-dm 3 )

in acetic acid was used for titrations. The ketoconazole was determined

from the titration curve using a graphic method. Each cm3 of HC10,

( 0.1 mol-dm 3 ) is equivalent to 0.02657 g of ketoconazole.

HPLC analysis of ketoconazole, in the presence of ekonazole as internal
standard, was performed by "LKB system" using Ultrapac LiChrosorb RP 18,
j pm  column an@ 224 nm deFection: The‘mobile phase consisted of a 0.2%
diethilamin in methanole - 0.5 % ammoniumacetate solution ( 78 :22 );

flowrate = 0.9 cm3/min.
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Fig., 1. Typical chromatogram of
ketoconazole tablets.
‘ Legende: 1. Ketoconazole
kj 2. Iconazole
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RESULTS AND DISCUSSION

The results obtained by these three methods are given in Table 1.

Table 1. Results of spectrophotometric (I), potentiometric (II) and
HPLC (III) determination of ketoconazole

Statistics
Method 5(.* - N | .
I 196.86 1.28 I-ITI = 0.9% I-IT = 1.54
11 198.32 1.59 II-III = 0.92 II-ITI = 1.71
111 197.28 2.08 I-III = 0.90 I-III = 2.6k

* mg/tab.; average of ten samples.

The described methods for quantitative determination of ketoconazole

in Oromycosal® tablets are simple and accurate. They can be performed
directly without removing the ingredients. The differences in assay
values in all methods were not statistically significant. The spectro-
photometric method is recomended for quantitative determination in
routine analysis. It is not only satisfactorily reproducible, but also
selective with respect to the ingredients. Although, the potentiometric
method cannot be considered as selective, it is rapid and reproducible
enough to be used as an alternative routine method. The HPLC method
is useful especialy for determination of impurities and degradation

products in stability studies.
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CNEKTPOGOTOMETPUCKO, NOTEHUMOMETPUCKO U HPLC KBAHTUTATUBHO
ONPEAENYBAKBE HA KETOKOHA30/ BO UBPCTU ®APMALEBTCKW OBJIMLU

M. Wnuescka, . Tpenposcka, b. NMansosa, b. BorgaHos*

P. 0. "Ankanoua' - Ckonje, *Xemuckn mHCTUTYT fIMG -~ Ckonje

KeTOKOHa30NOT e aHTUMYHIruuyupHa cyncradua, AepyvBaT Ha nunepasuHot . Bpwe-
HO € KBAHTUTATUMBHO oOfnpefenyBawke Ha KeTOKOHA3on BO UBPCTM dapMayeBTCKU
obnnymn yriotpebyBajku cnekTpodOTOMETPUCKM MeTof, NOTEHWYHOMeTpucka TuTpa-
uMja BO HeBofeHa cpefuHa MJHPLC MéTOA.‘3a éeKoj MeTop onpeneneHu ce
OnNTMManHuTe yCRnoBM Mpu Kou ce usberHyBsa BfiMjaHMETO Ha EKCUUNUEHTUTE

BP3 oApeAyBakeTO Ha KOHUEHTpauujaTa Ha akTMBHaTa cyncTaHua. [lobuenute
pe3ynTtatM of TpuTe MeToaM MefycebHO ce cropeayBaHM ¥ AUMCKYTUPAHU BO
nornen Ha TOUYHOCTa, penpoayuMbunHocTa U NPUMEHNIMBOCTA 3@ PYTUHCKA
KOHTpPONa Ha KBanNUTETOT Ha OROMYCOSAﬁ® npenapaTtu, Npou3BoA Ha

"Ankanoup'' - Ckonje.



