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Introduction 7

Introduction

The clinical presentations of ischaemic heart disease include stable
angina pectoris, silent ischaemia, unstable angina, myocardial infarction,
heart failure, and sudden death. For many years, unstable angina has been
considered as an” intermediate syndrome” between chronic stable angina and
acute myocardial infarction. In recent years, its physiopathology has been

clarified and there have been major advances in management. ( Bertrand et
al, 2002)

Pathological, angioscopic and biological observations have
demonstrated that unstable angina and myocardial infarction are different
clinical presentations that result from a common underlying pathophysiological
mechanism, namely, atherosclerotic plaque rupture or erosion, with differing

degrees of superimposed thrombosis and distal embolization. ( Bertrand et
al, 2002)

Clopidogrel inhibits platelet aggregation through binding selectively and
noncompetitively to platelet ADP receptor in an irreversible manner preventing
activation of glycoprotein lib/llla receptor which mediates the final common
pathway of platelet aggregation .The dosing is 75mg/d .A single dose starts
to have significant antiplatelet effect within 2 hours of ingestion ,with steady-
state levels of platelet inhibition after 3 to 7 days ,this effect persists for 7 to
10 days (Topol et al 2000)

Clopidogrel is an inactive thienopyridine prodrug that requires in vivo
conversion in the liver to an active metabolite that exerts its antiplatelet effect
In rats it has been suggested that clopidogrel is activated by cytochrome
P450 1A2,whereas an analogue of clopidogrel ,CS-747.is speculated to be
activated by human cytochrome P450 3A4 (CYP3A4).Other investigators
have confirmed that clopidogrel is metabolized by human CYP3A4 using
genetically engineered human microsomes(Clarke et al)(WIE et al 2003).

The CYP450 enzyme system is one of the most important metabolic
pathways catalyzing the oxidation of various endogenous and exogenous




