CHAPTER 1

INTRODUCTION

Although it hﬂs&‘ V by reliable pharmaceutical
-

ety important at the time it

is administered to t} t'of the drug is altered by
changes in the s f ¢ re , humdity , light
intensity , etc. ) thatcafl dfjéct 70\the stability’ of the drug. Drug
instability in p | produts, may, bé attributed to physical
and chemical changes # Plysigal cHiaiges can be detected by alterations
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P e W
AR TN

photolabile when they are exposed to natural or artifitial light such as
nifedipine ( Berson and Brown, 1955 ), hydrocortisone , prednisolone ,
methylprednisolone ( Hamlin et al ., 1960 ), chlorpromazine ( Felmeister
and Dischler , 1964 ), clonazepam ( Wad , 1986 ) , tamoxifen ( Wilson
and Ruenitz, 1993 ), fenofibrate (Vargas, Rivas, and Canudas, 1993 ).
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Ketoconazole is an imidazole derivative antifungal drug structurally
related to the earlier compounds in this series , such as miconazole and
econazole ( Figure 1 ). However, retaining a similary broad-spectrum of
antifungal activity , it differs from the earlier members of this group in

that it can be administrated y for a wide variety treatment of

%:al , 1982 ; Borgrs and
Ver-i983). Ketoconazole has been

al disease. In Thailand ,

onaz _ﬁﬁ,._ 1991 ; Oyler et al.,1991 ;
Nishikawa and Fujii, 1991 ; Holmes and Alc@_ls 1991 ; Akbuga and

Ermantas , Eﬂ ﬁﬁﬂ%ﬁﬂw ‘jponed the stability
of ketocon solution "w were placed in glass
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fuund that no statistically significant nce een or among the

test solution overtime . In 1992, Akbura and Ermantas reported the
effects of temperature and moisture on the physical properties of
ketoconazole tablet . In addition , it was found that disintegrant type
and storage condition ( moisture , temperature ) have an importance on
the physical stability ( disintegration time and dissolution time ) of
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Figure 1 % The chemical structure ofinlﬂambdeﬁvaﬁveanﬁﬁmyldmgs.
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Scheme 1 : The autoxidation products of econazole and miconazole.
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ketoconazole tablets. In 1991, Oyler and his colleaques reported
the degradation products of econazole nitrate (1) and miconazole nitrate
(2). Both of them were heated to 77 °C in 90% ethanol in the presence of
oxygen and 2,2'- azobis(2-methylpropionitrile ) (AIBN) for 5 hours. The

To investigate™ the iemieal degradation products of
ketoconazole , light stféss stabil 7 : ormed to simulate the
condition that is li
study , raw material
irradiated with 254 ng
oxygen .

\ storage period . In this
ious organic solvents were
m eniperature in the presence of
\

The purpose of thi: o identify the photodegradation
products of ketoconazolés f¢ their structures based on
spectroscopic da a,)an¢ e[ anism of its photolysis
in order to find ouAhe possible way for protecting its degradation and

increase the stability fitsphmmceuﬁoal produbts.
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