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Abstract
Cardiovascular disease is the leading cause of morbidity and mortality in the developed world.
Epidemiologic data support a strong relationship of atherosclerotic cardiovascular disease
(ASCVD) with both elevated low-density lipoprotein cholesterol (LDL-C), and reduced high-
density lipoprotein cholesterol (HDL-C). The study of the human genetics of plasma lipid traits,
both rare Mendelian disorders as well as common variants, has illuminated multiple genes and
pathways involved in the regulation of LDL-C and HDL-C levels. Mendelian disorders of
extremes of LDL-C and Mendelian randomization studies of common gene variants associated
with LDL-C strongly support a causal relationship between LDL-C and ASCVD, independent of
mechanism. In contrast, Mendelian disorders of extremes of HDL-C and Mendelian randomization
studies of common genetic variants for HDL-C are inconsistent in their support of a causal
relationship between HDL-C and ASCVD. In contrast to LDL-C, a causal relationship between
HDL-C and ASCVD may be dependent on the specific mechanism leading to variation in HDL-C
levels.
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Introduction
Atherosclerotic cardiovascular disease (ASCVD) is the leading cause of morbidity and
mortality in the developed world [1]. The lifetime risk of developing ASCVD is strongly
influenced by environmental and behavioral risk factors such as smoking, diet, sedentary
lifestyle, obesity, and alcohol consumption, and is also affected by defined medical risk
factors including hypertension, diabetes mellitus, elevated low-density lipoprotein
cholesterol (LDL-C), and low high-density lipoprotein cholesterol (HDL-C). ASCVD is also
a heritable trait, due both to the heritability of the defined medical risk factors as well as to
additional genetic factors that independently predispose to disease.

The lipid traits LDL-C and HDL-C are also highly heritable. Study of Mendelian disorders
of extremes of LDL-C and HDL-C due to rare mutations of large effect has provided major
insights into the regulation of lipoprotein metabolism and its relationship to ASCVD [2].
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Genome-wide association studies (GWAS) that examine common genetic variants of
generally small effect in populations also strongly support a role for genetics in lipid
metabolism. This review highlights the lessons learned from rare variants that cause
Mendelian lipid disorders of LDL-C and HDL-C as well as the common variants associated
with LDL-C and HDL-C discovered through GWAS, with particular attention to the
connection between genetically influenced lipid traits and the development of ASCVD.

Mendelian Disorders of LDL Metabolism and Relationship to ASCVD
The study of Mendelian disorders of extremes of LDL-C highlights the strong and causal
relationship between LDL-C and cardiovascular disease (CVD) risk: monogenic disorders of
hypercholesterolemia consistently increase risk of CVD, whereas Mendelian conditions of
hypocholesterolemia consistently protect against CVD [2].

The prototypical example of Mendelian hypercholesterolemia is familial
hypercholesterolemia (FH), an autosomal codominant disorder characterized by elevated
LDL-C with normal plasma triglycerides, cutaneous and tendon xanthomas, and premature
CVD [3]. FH is characterized by delayed LDL clearance from circulation due to mutations
in the LDL receptor (LDLR). There are a large number of LDLR mutations (>1000) that
cause FH that either result in no receptor production, improper receptor trafficking through
the secretory pathway to the cell membrane, impaired receptor internalization, impaired
receptor recycling, or impaired LDL binding [4].

Homozygous FH, in which individuals possess two mutant LDLR alleles, occurs in
approximately 1 in 1 million persons and is associated with plasma LDL-C concentrations
above 500 mg/dL. Homozygous FH is associated with the development of symptomatic
ASCVD during childhood or adolescence, which, if left untreated, is often fatal within the
first two decades of life. Heterozygous FH, in which individuals carry one mutant LDLR
allele, has a prevalence of 1 in 500 people and is characterized by elevated plasma LDL,
generally ranging from 200 to 400 mg/dL. Heterozygous FH is associated with the frequent
development of premature CVD, which can be delayed or prevented by early treatment to
reduce LDL-C levels [3]. The observation that both homozygous and heterozygous FH are
associated with a markedly increased risk of developing ASCVD helped to confirm the
causal relationship between elevated LDL-C and ASCVD.

Two other Mendelian disorders of elevated LDL-C levels involve proteins that regulate the
functional expression of the LDLR and are themselves also associated with premature
ASCVD. Autosomal recessive hypercholesterolemia (ARH) is caused by a defect in LDLR
adaptor protein (LDLRAP) [5], an adaptor protein that facilitates hepatic LDLR
internalization. Loss-of-function mutations in both alleles of LDLRAP prevent clathrin-
dependent LDLR internalization, causing impaired LDL uptake and marked
hypercholesterolemia [6]. Like homozygous FH, ARH is associated with markedly
premature CVD, but generally in the third of fourth decade of life instead of in the first or
second [7]. More recently, a new Mendelian disorder of elevated LDL-C was described that
also involves dysregulation of LDLR function and is due to gain-of-function mutations in
the gene encoding proprotein convertase subtilisin/kexin type 9 (PCSK9) [8]. PCSK9 is a
secreted protein that binds to cell surface LDLR and promotes its lysosome degradation [9].
Gain-of-function mutations in PCSK9 enhance the ability of PCSK9 to bind to the LDLR,
which reduces the number of cell surface LDL receptors and LDL clearance [10]. This
condition, which has been termed autosomal dominant hypercholesterolemia 3 (ADH3), is
also associated with premature coronary disease [8].

The ligand on LDL that binds to the LDLR is a specific sequence on apoB, the large protein
that is a major component of LDL. Familial defective apoB100 (FDB) is a dominant
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disorder caused by mutations in the LDLR binding site of apolipoprotein (apo) B (most
commonly G3500R) that interfere with the ability of apoB to bind to the LDLR, reducing
the LDL clearance rate [11]. Cholesterol levels in FDB do not reach as high as those seen in
FH and usually range from 250 to 400 mg/dL [12]. Nevertheless, FDB is also associated
with premature coronary disease [11, 13].

Finally, sitosterolemia [14, 15] is an autosomal recessive disorder caused by mutations in the
ATP-binding cassette transporters ABCG5 or ABCG8 [16]. These proteins form a
heterodimer “pump” that transports plant and animal sterols into bile and into the gut lumen
for excretion. Loss of ABCG5/8 function results in increased intestinal absorption of plant
and animal sterols and reduced excretion in bile, resulting in downregulation of the hepatic
LDLR and elevation of plant and animal sterol levels in plasma and in tissues [16, 17].
Sitosterolemia is associated with a significantly greater risk of premature coronary disease
[15].

Thus, all of the classic Mendelian disorders of markedly elevated LDL-C levels are
characterized by premature ASCVD, strongly supporting the paradigm that substantially
elevated LDL-C, regardless of etiology, is a causal and sufficient risk factor for the
development of ASCVD.

On the other end of the spectrum are Mendelian disorders of extremely low LDL-C levels.
The classic condition of low LDL-C, familial hypobetalipoproteinemia, is caused by
mutations in apoB that impair its trafficking and secretion or enhance its catabolism [18,
19]. This condition is associated with LDL-C levels that are generally less than the 5th
percentile and, importantly, with a reduced risk of developing coronary disease [19, 20]. The
very rare recessive Mendelian disorder abetalipoproteinemia is caused by loss of function
mutations in the microsomal triglyceride transfer protein (MTP) [21]. Loss of MTP activity
results in defective apoB lipidation in the endoplasmic reticulum (ER), and thus virtually
absent secretion of apoB from the liver and intestine [22]. Abetalipoproteinemia is too rare
to assess ASCVD prevalence, but an autopsy of an individual with this condition showed
absence of atherosclerosis, although the patient was still quite young [23].

Most recently, low frequency loss of function mutations in PCSK9 have been described in
association with reduced LDL-C levels [24, 25]. Here, the genetic epidemiology is
compelling: heterozygotes for these PCSK9 mutations, who have substantially reduced
LDL-C levels, have a markedly reduced lifetime risk of cardiovascular disease [26, 27].
Thus, Mendelian disorders of low LDL-C are consistently associated with protection from
coronary disease, again consistent with a causal and necessary role for LDL-C in the
development of ASCVD.

Mendelian Disorders of HDL Metabolism and Relationship to ASCVD
Although Mendelian disorders of LDL metabolism show a clear relationship between
genetically determined LDL-C levels and risk of CVD, Mendelian disorders of HDL
metabolism do not tell nearly as straightforward a story. One of the most dramatic
Mendelian disorders of HDL metabolism is Tangier disease, an autosomal codominant
disorder caused by loss-of-function mutations in both alleles of the cellular cholesterol
transporter ABCA1 that promotes efflux of cholesterol from cells to an apoA-I acceptor [28,
29]. Tangier disease is characterized by extremely low levels of HDL-C (<5 mg/dL) and the
accumulation of cholesterol in tissue macrophages, causing hepatosplenomegaly and
enlarged, orange tonsils [29]. Despite the extremely low levels of HDL-C, the relationship
between Tangier disease and risk of CVD remains uncertain. Tangier disease is too rare to
rigorously assess this question, but it can be stated that individuals with Tangier disease do
not develop markedly premature ASCVD in childhood or early adulthood similar to that
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seen in homozygous FH. The lack of association between Tangier disease and increased risk
of CVD may be due in part to the low plasma levels of LDL-C seen in Tangier disease
homozygotes.

Importantly, heterozygotes with loss of function mutations in ABCA1 have substantially
reduced HDL-C levels (usually 15–30 mg/dL), and because heterozygotes are much more
common they can be studied epidemiologically with regard to risk for ASCVD. One study
of ABCA1 mutation heterozygotes suggested that a mutation in one allele of ABCA1 is
associated with an average decrease in HDL-C of 17 mg/dL but was not associated with
increased risk of ischemic heart disease [30•]. In contrast, another study reported that
common variants in ABCA1 were associated with reduced HDL-C and increased risk of
CVD [31]. This important question of whether haploinsufficiency of ABCA1 causing low
HDL-C is associated with increased ASCVD risk remains incompletely answered. Overall,
the relationship of ABCA1 mutations that cause reduced HDL-C with CVD is not nearly as
clear as might have been predicted based on the strong epidemiologic association between
HDL-C and coronary disease.

Another disorder of low HDL-C is caused by recessive deficiency of the enzyme lecithin:
cholesterol acyltransferase (LCAT), which esterifies free cholesterol and is essential for
HDL maturation. Complete LCAT deficiency is characterized by the inability to esterify free
cholesterol in plasma, leading to an inability to form mature HDL, resulting in rapid HDL
and apoA-I turnover and plasma HDL-C levels usually lower than 10 mg/dL [32, 33]. This
causes progressive corneal opacification due to free cholesterol deposition in the cornea,
hemolytic anemia, and progressive renal impairment often leading to end-stage renal
disease. Partial LCAT deficiency (ie, fish-eye disease), in which LCAT activity can be
detected on LDL but not HDL, is also associated with extremely low plasma HDL-C and
corneal opacification but not renal disease [32, 33]. Like Tangier disease, in spite of the
extremely low HDL-C levels seen with LCAT deficiency, the association between LCAT
deficiency and cardiovascular disease is far from clear. Although one study showed an
association between LCAT deficiency and increased carotid intimamedia thickness (IMT)
[34], another study on LCAT-deficient homozygotes and heterozygotes showed no increase
in IMT, with a trend toward IMT reduction [35•]. Two studies showed that LCAT
deficiency in mice is atheroprotective in spite of the reduction in HDL [36, 37], whereas
another study showed increased atherosclerosis with LCAT deficiency [38]. As with
ABCA1 mutations, the relationship of LCAT deficiency with CVD is not as straightforward
as might have been predicted based on the strong epidemiologic association between HDL-
C and coronary disease [39].

A third cause of low HDL-C is apoA-I gene deletions and mutations. ApoA-I is the main
protein component of HDL and is required for HDL assembly, ABCA1-mediated
cholesterol efflux, LCAT activity, and other aspects of HDL metabolism. Individuals with
complete deletion of the apoA-I gene or with mutations that prevent the effective
transcription or translation of the apoA-I protein [40] have undetectable apoA-I and virtually
undetectable HDL-C levels. Importantly, such individuals generally develop markedly
premature coronary disease, consistent with the concept that biosynthesis of apoA-I is
required for atheroprotection. In contrast, individuals with structural apoA-I gene mutations
causing low HDL-C levels usually have no evidence of premature CVD. One of the most
well-known apoA-I structural mutations, an R173C substitution termed apoA-IMilano, results
in very low plasma HDL-C levels, often less than 20 mg/dL [41]. The catabolism of the
mutant apoA-IMilano is considerably faster than that of wild-type apoA-I, whereas the
production rate of the lipoprotein is comparable to that of the wild type. In spite of the very
low plasma HDL-C levels, apoA-IMilano carriers and carriers of most other apoA-I missense
and nonsense mutations are not at increased risk of CVD, although there are some
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exceptions to this [42, 43]. One possible conclusion is that mutations that reduce apoA-I
biosynthesis and secretion are associated with increased cardiovascular disease risk, whereas
mutations that accelerate catabolism but do not interfere with biosynthesis of apoA-I have
no impact on cardiovascular risk despite the reduced level of HDL-C.

Mendelian conditions characterized by elevated HDL-C are similarly complicated with
regard to association with CVD risk. Loss of function mutations in both alleles of the
cholesterol ester transfer protein (CETP), the transfer protein that facilitates exchange of
cholesterol esters from HDL to apoB-containing lipoproteins, cause CETP deficiency and
markedly elevated plasma HDL-C levels [44]. Despite the elevated HDL-C, the relationship
between CETP deficiency and CVD is controversial, with some studies suggesting reduced
risk and others suggesting increased risk [45]. Heterozygosity for mutations in CETP has
only a modest effect on raising HDL-C levels and also has an inconsistent relationship with
CVD [45]. Thus, the major Mendelian form of elevated HDL-C does not provide a clear
message regarding the relationship of genetically high HDL-C to ASCVD.

Association of Common Variants with LDL-C and HDL-C and Relationship
to Coronary Heart Disease

Although the study of Mendelian disorders has helped in the identification and
characterization of key proteins in lipoprotein metabolic pathways, the vast majority of the
genetic contribution to variation in plasma lipids in the general population is not explained
by the rare mutations that cause Mendelian disorders. Through genotyping of hundreds of
thousands of single nucleotide polymorphisms (SNPs) in thousands of phenotyped
individuals, genome-wide association studies (GWAS) have been used as an unbiased tool
to identify common variants associated with lipid phenotypes and novel genes that
contribute in a causal manner to lipid traits in the general population [46, 47•, 48•, 49•, 50•].
GWAS have identified as associated with plasma lipid traits common variants in genes that
cause Mendelian LDL and HDL disorders (Table 1), including PCSK9, LDLRAP, LDLR,
ABCG5/8, and apoB for LDL-C, and ABCA1, LCAT, ApoA-I, and CETP for HDL-C.
GWAS have also identified known targets of LDL-lowering therapies, including HMGCR
and NPC1L1, further validating the utility of these studies in identifying lipid-related genes
that are potential targets for therapeutic interventions.

The first GWAS for lipid traits, the Diabetes Genetics Initiative, genotyped 3000 individuals
of European descent and identified SNPs near APOE and APOB as strongly associated with
LDL-C levels, and SNPs near CETP, LPL and LIPC as genome-wide significant
determinants of HDL-C levels [46]. Subsequent GWAS added additional cohorts and
involved almost 9000 individuals of European descent [47•, 48•]. Significant SNPs from this
group were genotyped in an additional 18,000 individuals. These studies identified 18 loci of
genome-wide significance for lipid traits: 7 for LDL-C and 7 for HDL-C, including two
novel loci for LDL (the PSRC1/SORT1 locus at 1p13 and the CILP2/PBX4 locus at 19p13)
and one novel locus for HDL (the GALNT2 locus at 1q42). The SORT1 locus has been
associated with LDL-C in replication studies in different populations, as have the GALNT2
and the CILP2/PBX4 loci [51, 52]. A larger-scale GWAS was reported on approximately
40,000 individuals of European descent [49•] and identified 30 loci as genome-wide
significantly associated with lipid traits, including four new loci for LDL-C (ABCG8 at
2p21, TIMD4/HAVCR1 at 5q23, MAFB at 20q12, and HNF1A at 12q24) and six new loci for
HDL-C (FADS1-FADS2-FADS3 at 11q12, LCAT at 16q22, TTC39B at 9p22, HNF4A at
20q13, PLTP at 20q13, and ANGPTL4 at 19p13).

The largest-scale GWAS for lipid traits, the Global Lipids Genetics Consortium (GLGC),
was recently published [50•]. This report involved a meta-analysis of over 100,000
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individuals of European descent and identified 95 independent loci associated with at least
one plasma lipid trait: 21 known lipid loci associated with an additional lipid phenotype for
the first time and 59 novel loci that had not been previously reported in association with
lipid traits, including 22 loci for LDL-C and 31 for HDL-C. Together, the 95 loci identified
in this study account for 25% to 30% of the genetic variance in each lipid trait. The
associated SNPs were shown to act additively to influence lipid phenotypes and were shown
to be relevant not only to lipid traits in European populations, but also in South Asian, East
Asian, and African American populations. Further supporting the importance of these loci in
lipid phenotypes, this study also included in vivo evidence in mice regarding the role of
three of the novel GWAS hits, GALNT2, PPP1R3B, and TTC39B, on modulating HDL-C
levels.

In an accompanying article, detailed studies on the 1p13 locus strongly associated with both
LDL-C and coronary heart disease were described [53•]. Greater than 100 SNPs at the 1p13
locus had been genome-wide significantly associated with LDL-C, and the lead SNP at this
locus has the strongest statistical association with LDL-C of any SNP in the genome [50•].
The effect size is unusually large for a common variant; homozygotes for the minor allele
have an average of 16 mg/dL lower LDL-C than homozygotes for the major allele [47•].
Notably, this same locus on 1p13 had been independently discovered by GWAS as
significantly associated with MI and cardiovascular disease [54, 55•]. The minor allele at
this locus is associated with substantially higher hepatic mRNA abundance of at least two
genes at this locus, SORT1 and PSRC1. The causal SNP at this locus, rs12740374, generates
a CEBP binding site, enabling increased transcription of these genes [53•]. Overexpression
of SORT1, but not PSRC1, in the livers of hypercholesterolemic mice resulted in reduced
LDL-C, and knockdown of SORT1 in mouse liver resulted in markedly increased LDL-C
levels [53•]. Thus, a common variant at the 1p13 locus results in substantially increased
transcription of the SORT1 gene, resulting in increased synthesis of its protein product
sortilin, reduced LDL-C levels, and ultimately reduced cardiovascular risk. This provides
one of the first examples of how a novel finding from a GWAS can lead to new insights into
biology that are relevant to the general population and also supports the strong relationship
between genes that regulate LDL-C levels and CVD.

Testing the association of “lipid SNPs” with coronary disease has the potential to provide
insight into causality of the lipid–coronary artery disease (CAD) association, an approach
known as Mendelian randomization. The GLGC tested the association between significant
SNPs for lipid traits and coronary disease and found that 29 of the 95 loci identified were
associated with CAD (Table 2) [50•]. Interestingly, most of the associated loci for CAD
were in LDL-C genes, supporting the strong causal relationship between LDL-C and CVD
risk. Of the HDL-C loci also associated with coronary disease, only KLF14 was associated
with HDL-C alone; the other loci were also associated with either LDL-C or triglycerides in
addition to HDL-C, and these associations may be responsible for the CVD association.

Common variants generally have a relatively small effect size on the trait of interest. It is
possible that with regard to HDL-C (in contrast to LDL-C), a greater effect on HDL-C levels
is required in order to detect an association with CAD. Low-frequency variants with greater
effect size afford the potential to test this hypothesis. A low-frequency variant N396S in the
gene LIPG encoding the enzyme endothelial lipase has an allele frequency of about 1% to
2%. It has been shown to be strongly associated with increased HDL-C levels, with an effect
size of about 3 to 11 mg/dL per allele copy [56•]. In vitro and in vivo studies have
confirmed that this missense variant has reduced lipolytic activity [56•]. It will be of
substantial interest to determine through Mendelian randomization whether this variant is
associated with coronary disease. More studies of low-frequency variants in genes
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associated with HDL-C are required in order to extensively test this critically important
concept across a range of different HDL genes.

Conclusions
Both rare Mendelian disorders of lipoprotein metabolism as well as GWAS of common
SNPs associated with lipid traits have helped identify and characterize key players in
lipoprotein metabolism. Mendelian disorders of LDL-C have provided unequivocal evidence
of a strong causal relationship between LDL-C and risk of ASCVD. GWAS have identified
additional loci associated with LDL-C, and through Mendelian randomization based on
common and low frequency variants have strengthened the causal association between LDL-
C and CVD risk. Thus, we can be reasonably confident that pathways influencing LDL-C
will likely influence risk of CVD and therefore represent viable therapeutic targets that will
affect hard clinical endpoints. The HDL story is clearly more complex, and as we learn more
about disorders of HDL metabolism and genome-wide determinants of plasma HDL-C
levels, evidence for a uniformly causal relationship between HDL-C and CVD risk is
inconsistent. In both cases, a thorough understanding of the biology and molecular
mechanisms linking the gene and its pathway to the plasma lipid trait will be critical for
validation of that pathway as a new therapeutic target.
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Table 1

Mendelian disorders of LDL-C and HDL-C and association with ASCVD

Disease Causal gene Lipid phenotype Other phenotypes ASCVD

Familial hypercholesterolemia LDLR Elevated LDL-C Tendon xanthomas Increased

Autosomal dominant hypercholesterolemia 3 PCSK9 Elevated LDL-C Tendon xanthomas Increased

Autosomal recessive hypercholesterolemia LDLRAP Elevated LDL-C Increased

Familial defective apoB-100 APOB Elevated LDL-C Increased

Sitosterolemia ABCG5/8 Elevated LDL-C Elevated plant sterols, tendon
xanthomas

Increased

Hypobetalipoproteinemia APOB Reduced LDL-C Fatty liver Decreased

PCSK9 deficiency PCSK9 Reduced LDL-C Decreased

Abetalipoproteinemia MTP Absent LDL-C Ataxia, retinal degeneration Decreased?

Tangier disease ABCA1 Very low HDL-C,
low LDL-C

Enlarged, orange tonsils,
hepatosplenogemaly

Possibly increased

LCAT deficiency LCAT Very low HDL-C Corneal opacification,
hemolytic anemia, renal failure

Variable

ApoA-I gene deletions APOAI Very low HDL-C Planar xanthomas Increased

ApoA-I missense mutations APOAI Low HDL-C Low HDL Variable

CETP deficiency CETP Very high HDL-C High HDL Unclear

Apo apolipoprotein; ASCVD atherosclerotic cardiovascular disease; CETP cholesterol ester transfer protein; HDL-C high-density lipoprotein
cholesterol; LCAT lecithin: cholesterol acyltransferase; LDL-C low-density lipoprotein cholesterol

Curr Cardiovasc Risk Rep. Author manuscript; available in PMC 2011 October 1.



N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

Strong and Rader Page 12

Table 2

Selected genome-wide association study loci for lipid traits and association with ASCVD

Gene Chromosome Associated lipid trait Significant association with ASCVD

ABCAI 9 HDL –

ABCG5/8 2 LDL Yes

ABO 9 LDL Yes

ANGPTL4 19 HDL Yes

APOAI 11 HDL, LDL, TG Yes

APOB 2 LDL, HDL, TG Yes

APOE 19 LDL, HDL, TG Yes

CETP 16 HDL, LDL, TG Yes

CILP2/PBX4 19 LDL, TG Yes

FADS1-2-3 11 LDL, HDL, TG –

GALNT2 1 HDL, TG –

HMGCR 5 LDL Yes

HNF1A 12 LDL Yes

HNF4A 20 HDL –

IRS1 2 HDL, TG Yes

KLF14 7 HDL Yes

LCAT 16 HDL –

LDLR 19 LDL Yes

LDLRAP 1 LDL –

LIPC 15 HDL, TG –

LPA 6 LDL, HDL Yes

LPL 8 TG, HDL Yes

MAFB 20 LDL –

NPC1L1 7 LDL –

PCSK9 1 LDL Yes

PLTP 20 HDL, TG –

SORT1 1 LDL Yes

TIMD4/HAVCRI 5 LDL, TG –

TRIB1 8 LDL, HDL, TG Yes

TTC39B 9 HDL –

ASCVD atherosclerotic cardiovascular disease; HDL high-density lipoprotein; LDL low-density lipoprotein; TG triglyceride
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