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PREFACE

PREFACE

Diabetic coronary atherosclerosis is a very special subset of patients.Their coronary lesions are
generally more diffuse and complex compared to non-diabetic patients with coronary artery disease.
When diabetic patients undergo coronary revascularization either by percutaneous coronary inter-
vention or bypass graft surgery,their outcomes are also worse than those without diabetes mellitus.
Diabetic patients therefore,must have intrinsically different atherosclerotic pathology compared to
non-diabetes.

The presence of diabetes mellitus is itself a major cardiovascular risk factor,and contributes to
the development of a very specific diabetes-related atherosclerotic pathophysiology.Diabetics and
patients with metabolic syndrome,including insulin resistance,are prone to endothelial dysfunction.
This group of patients have exaggerated systemic and local inflammatory responses and are more
thrombogenic.Their inflammatory markers such as sCRP,sCD40L and cytokines such as MCP-1,TNF-
o,1L-1§ are often elevated.Endothelial dysfunction produced altered vascular homeostasis,mainly re-
flected as enhanced vasoconstriction.The molecular basis of the later can be explained by the im-
paired insulin receptor function involving the phosphatidylinositol kinase (PI3) and enhanced mito-
gen-activated protein (MAP) kinase pathway.PPAR -y-dependent pathway for nitric oxide production
was also impaired in diabetics.In addition,receptors for advanced glycation endproducts (RAGE)
are also heightened in diabetes,resulting in enhanced inflammatory responses in the development
and progression of atherosclerosis in diabetic patients.

Diabetics are more thrombogenic,as evident by enhanced platelet aggregation and consumption,
increased procoagulant factors such as factor VI fibrinogen and vW factor.They have diminished
endogenous fibrinolysis with increased PAI-1 and and reduced tPA,u-PA and other rheologic
abnormalities.Many pharmacologic interventions targeting at specific pathology of diabetes have
resulted in improved clinical outcome.The reduction of thrombosis with anti-platelet agents,
especially GP2b3a inhibitors and clopidogrel,has been clearly demonstrated in many clinical trials
involving diabetic patients with acute coronary syndrome.The lipo-proprotein composition in
diabetics is also intrinsically different,being more dense,smaller and glycated,more prone to
oxidation and therefore more atherogenic.More aggressive lipid and plaque passivation therapy are
needed in this group of patients.

In terms of local plaque pathology,diabetic atherosclerotic plaques removed during atherectomy
angioplasty showed more inflammatory cells and necrotic centres.Negative remodelling for diabetic

atherosclerotic vessel also help to explain the much higher restenosis rate,diffuseness and extent of
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disease and the propensity to acute coronary syndrome.

The advent of drug-eluting stents has made a significant impact in the treatment of diabetic
patients.In recent years,targeting the reduction of local injury-related intimal hyperplasia and anti-
proliferation using local delivery of anti-proliferative drugs coated on stent has demonstrated
improved clinical outcomes in terms of reducing repeated revascularization procedures especially in
diabetic patients.However,the mortality benefits are not conclusive with the use of anti-proliferative
drug coated stents in both diabetic and non-diabetic patients.Perhaps a ‘cocktail” of drugs
specifically targeting the reduction of local inflammatory,thrombotic and proliferative processes at
the time of coronary intervention of a diabetic patient may be a novel approach.A specific ‘Diabetic
drug-coated stent’ could be developed combining anti-proliferative,anti-inflammatory and anti-
thrombotic agents.A novel hypoglycemic drug,such as PPAR agonists,and anti-RAGE agents have
been shown to improved clinical outcomes and reduces restenosis in diabetic patients undergoing
percutaneous coronary revascularization.

Finally,a paradigm shift from a cardiological ‘plaque-orientated” focus to a more metabolic
‘inflammatory or glycemic-orientated”  approach may be what is needed to deal with diabetic
atherosclerosis.This textbook,dedicated specifically to the understanding of the influence of diabetes
mellitus,a disease of epidemic proportion especially in Asia,on vascular atherosclerosis will be
welcomed by all health workers concerned in this field.No doubt cardiologists are eagerly await the
realization of a specific ‘diabetic’ drug-coated stent for local therapy while endocrinologists are
working frantically towards the elimination of atherosclerosis plaques and normalization of
endothelial function in its early developmental phase.l believe a combined approach coupling
systemic preventative modification of all the diabetes mellitus associated cardiovascular risk factors
and the optimal approach to overcome the specific atherosclerotic plaques of diabetic patients will
be the ideal solution to help patients with coronary and other peripheral vasculopathies.This

textbook is a good start to achieving this noble goal.

Prof.Yean L.Lim AM

University of Melbourne,Australia
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WRIEFHE, AR MR N TLRR . FLRRTE M — 4 AL o i T 5 5 A AR N
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HERFTE KT, M SR A o Sk U, 75 I, BRSO B T, O S A A R
(FFA) FUBRK S 09 B 5B 5+ 5 , 3 788 RIS s o PR 2k BT S 53— b B B3Pl ko S Ny -
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RIS MR AR, RSB LR SE AT, SR s A . B
IKAEE P LF- 100068, 17 L F 2 LARZIRIE 20l , 76 0B S 8810 B8] ( 8.89~10 mmol/L) 4
R T, MUK A A RER R REONLE , ERELT. 85 THEEBNIER R4
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HABBIA TR, G FDEEA BRGNS D A S R 0
BERR RIS Vh (FRACME IS AR ) . T B R AL 00 I 2 U , DRI I D3 0 s S B, I 6,
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