The CARE study is a unique NHLBI initiative seeking to integrate well-characterized phenotypic data from 8 NHLBI cohorts with extensive genotypic data from candidate genes and/or whole-genome markers for large-scale genetic association studies. In the first phase of the study, we will conduct a pilot aimed at addressing operational and scientific issues to facilitate study completion. Accordingly, the choice of polymorphisms is guided by operational and scientific objectives in mind. The selected set of variants represents a small number (24-48) of single nucleotide polymorphisms (SNPs) in genes having shown consistent association with one or more cardiovascular risk factors or genes with recognized pleiotropic effects on multiple traits of interest to the NHLBI. Traits of interests for this pilot study are fasting glucose; body mass index; HDL cholesterol; LDL cholesterol; triglycerides; and blood pressure. Preference is given to polymorphisms with established functional relevance.
The proposed list of SNPs, genes and associated phenotypes is given in the Table below.

	Gene
	Polymorphism
	Associated Phenotype(s)

	Peroxisome-proliferator activated receptor gamma
	Pro12Ala
	Insulin resistance, Obesity, CVD, blood pressure, lipids

	Apolipoprotein E
	Cys/Arg112 & Cys/Arg158
	Lipids, CHD

	Lipoprotein Lipase
	S447X
	Lipids, CHD, blood pressure

	Cholesteryl ester transfer protein
	C-1337T; G-971A; C-629A; Taq1B
	Lipids, IMT

	Hepatic Lipase
	C-480T; C-514T
	Lipids, CHD

	Apolipoprotein A5
	S19W; Q139X(rare)
	Lipids

	Proprotein convertase subtilisin/kexin type 9 (PCSK9)
	R46L; L253F; A443T; E670G
	Lipids, CHD

	ATP-sensitive potassium channel KCNJ11
	E23K
	Diabetes; CHD

	Transcription factor 7-like 2
	rs12255372 and rs7903146
	Diabetes

	Beta 2 Adrenergic Receptor
	Arg16Gly; Gln27Glu
	Blood pressure, CHD, obesity, asthma

	Glucocorticoid receptor
	N363S
	Obesity

	Insulin induced gene 2 (INSIG2)
	rs7566605
	Obesity

	C-reactive protein
	rs3091244
	CRP levels

	Tumor necrosis factor (TNF) alpha
	G-308A
	Obesity, Metabolic syndrome

	Melanocortin-4 receptor
	V103I
	Obesity

	Angiotensinogen
	M235T
	Blood pressure

	Peroxisome proliferator-activated receptor-gamma co-activator-1alpha (PPARGC1A)
	Gly482Ser
	Obesity, insulin resistance

	HNF1 alpha
	A98V (rare)
	Diabetes, Obesity 

	Insulin
	I/D promoter polymorphism
	Diabetes

	Beta 3 adrenergic receptor 3
	Trp64Arg
	Obesity; Metabolic syndrome

	Factor VII
	G10976A
	CHD

	Plasminogen activator inhibitor-1 (PAI-1)
	-675 4G/5G
	CHD

	
	
	

	
	
	

	
	
	


