CHAPTER I

INTRODUCTION
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Prostaglandins of the E series are believed to be
the most important chemical mediators of the
inflammatory response, and it is thought that aspirin-
1ike compounds may produce their antiinflammatory effects

by inhibiting prostaglandin synthesis in the body (1).
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However, fhe exact mechanism of action of these

agents is not known. Although, it has been proposed that
their primary clinical effect are related to 1nh1b1tlon
of the prostaglandin synthesis, since the action of the

prostaglandin have been reported to include hyperalgesia

(pain), fever, a) |rd) erythrema. But there is a
paucity of data i ian on /A c£fect of prostaglandin, on
various organs —-«- precise mechanism of

the various inhabs CcE 1377 ﬂ‘ated definitely (2,3).
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Figure 1 : Proposed mechanism of action of aspirin-like
compound in inhibiting the prostaglandin

synthesis ( PG=prostaglandin; Tx=thromboxane)
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Nowadays, a 1large number of aspirin-1like

compounds were developed and catagorized as Nonsteroidal

Antiinflammatory Drugs (NSAIDs). NSAIDs, a class of
chemical possess antiinflammatory,analgesic and antipyretic

action, are mostly developed in the past decade.
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Considerable research has continued in an effort
to find new nonsteroidal antiinflammatory agents. Newly
characterized pharmacological models greatly facilitated
the discovery of indomethacin, fenamates and ibuprofen in

the early sixties. Intensive efforts to improve their
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potency, duration of action and patient tolerance

resulted in the developmemt of more than 60 NSAIDs

worldwide (5).
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Figure 2 : Some commonly used antiinflammatory agents
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Although humerous products have been introduced
over the years, almost all contain a carboxylic acid
function or equivalent. These products are subjected to
the serious, 1limiting side effects of gastrointestinal
irritation and ulceration, probably due to their commonly

shared ability to inhib: the cyclooxygenase enzyme in
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agent, has potent antiinflammatory, analgesic and

f]:§£ives,especially

antipyretic actions.
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Figure 3 : Scheme for the synthesis of isothiazolo

[3,4-d] pyrimidine derivatives
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