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GENERALL INTRODUCTION 



Coronaryy artery disease (CAD) continues t o be the leading cause of mor-

b id i tyy and mor ta l i t y among adul ts in the developed wor ld . 1 

Atherosclerosis,, the underlying process, is affected by both genetic and 

l i festylee factors.2 Independent risk factors include age, gender, hyperten-

sion,, smoking, diabetes, family history of premature CAD, and elevated 

low-densi tyy l ipoprotein cholesterol (LDL-c) levels.314 In addit ion, many 

prospectivee epidemiologic studies have indicated that low high-density 

l ipoproteinn cholesterol (HDL-c) is a significant independent risk factor for 

CAD5"8.. Since effective therapeutic lowering of LDL-c has been achieved 

throughh the use of statins and f ibrates,7 9"1 3 increasing HDL-c has now 

becomee a main target for the pharmaceutical industry.13 

Chapterr 1 gives an introduct ion on HDL metabol ism and the di f ferent 

therapeuticc strategies t o raise HDL-c. In this quest for novel drugs, cho-

lesteryll ester transfer protein (CETP) represents an important target since 

thiss protein plays a key role in HDL metabol ism.1 5 The latter is highligh-

tedd by the discovery that genetic CETP deficiency is a main cause of high 

HDL-cc in Asian populations.16 However, studying the relationship between 

decreasedd CETP funct ion and the risk of CAD it is not clear what rote 

CETPP plays in human atherogenesis.16"19 In the Regression Growth 

Evaluationn Statin Study (REGRESS) in which males wi th proven CAD were 

investigated,, a common CETP gene polymorphism was shown t o be asso-

ciatedd wi th the progression of coronary atherosclerosis.20 In addit ion, a 

pharmacogeneticc interaction between genotype and the response t o cho-

lesterol- loweringg therapy (pravastatin) was identi f ied. Further studies, 

describedd in chapter 2 and 3. however, show that a single CETP gene 

marker,, is insufficient to predict response t o l ipid-lowering drugs, and car-

diovascularr endpoints in bo th t reated and untreated individuals. 

Specifically,, chapter 2 describes this in the Cholesterol and Recurrent 

Eventss (CARE) study while chapter 3 summarizes all currently available 

dataa in a meta-analysis. 

Nevertheless,, the important role of CETP in HDL metabolism and its 

associationn wi th lipids, l ipoproteins and atherosclerosis is highlighted in 

chapterr 4, 5 and 6. Chapter 4 describes the ef fect of CETP concentrat ion 

onn lipids, l ipoproteins, coronary atherosclerosis, and pravastatin t reat-

mentt in men w i th established CAD. Chapter 5 describes the ef fect of 

CETPP concentration on lipids, l ipoproteins, intima media thickness and 

Atorvas ta t inn or Simvastat in t rea tment in pat ients w i th Familial 

Hypercholesterolemiaa (Atorvastatin versus Simvastatin on Atherosclerosis 

Progressionn (ASAP) study). In addit ion, CETP and its association w i th 

coronaryy atherosclerosis was studied in patients wi th non-insulin depen-

dentt diabetes mell i tus (Diabetes Atherosclerosis Intervention Study 

(DAIS))) who were treated wi th placebo or a f ibrate (Chapter 6). 



Despitee the lack of insight when it comes t o human CETP funct ion, the 

inversee association between CETP activity and HDL-c levels suggests that 

CETPP inhibit ion is warranted. It wi l l no doubt provide crucial informat ion 

onn the exact role of this protein in atherogenesis. The f i rs t data of CETP 

inhibit ionn in humans are described in chapter 7. Finally, chapter 8 reviews 

thee currently available information on CETP inhibit ion in both animals and 

humans. . 
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