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ABSTRACT
Hypertension is a major public health problem in the developing as well as in developed countries due
to its high prevalence and its association with coronary heart disease, renal disease, stroke, peripheral
vascular disease, and related disorders. Essential hypertension (EH) is the most common diagnosis in this
disease, suggesting that a monocausal etiology has not been identified. However, a number of risk
factors associated with EH have also been identified such as age, sex, demographic, environmental,
genetic, and vascular factors. Recent advances in molecular biological research had achieved clarifying
the molecular basis of Mendelian hypertensive disorders. Molecular genetic studies have now identified
mutations in several genes that cause Mendelian forms of hypertension in humans. However, none of
the single genetic variants has emerged from linkage or association analyses as consistently related to
the blood pressure level in every sample and in all populations. Besides, a number of polymorphisms in
candidate genes have been associated with differences in blood pressure. The most prominent candi-
date has been the polymorphisms in the renin–angiotensin–aldosterone system. In total, EH is likely to
be a polygenic disorder that results from inheritance of a number of susceptibility genes and involves
multiple environmental determinants. These determinants complicate the study of blood pressure
variations in the general population. The complex nature of the hypertension phenotype makes large-
scale studies indispensable, when screening of familial and genetic factors was intended. In this review,
recent genetic studies exploring the molecular basis of EH, including different molecular pathways, are
highlighted.
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Introduction

Cardiovascular disease accounts for approximately 17 million
deaths annually worldwide, almost one third of the total, out
of these 9.4 million deaths due to complications of hyperten-
sion (1). Hypertension is a common, adjustable risk factor for
coronary artery and cerebrovascular diseases which are major
causes of morbidity and mortality. Hypertension is responsi-
ble for nearly 45% of deaths due to heart disease, and 51% of
deaths due to stroke. Hypertension affects almost one third of
the adult population worldwide and is associated with stroke
and cardiovascular diseases, which are major causes of global
health burden (2). Since the disease etiology is unknown in
most cases, patients are classified as having “essential hyper-
tension” (3).

Essential hypertension (EH) is a multifactorial disease, and
a number of risk factors associated with hypertension includ-
ing age, sex, family history of hypertension, demographic
factors, overweight, diabetes mellitus, physical inactivity,
smoking, excess consumption of sodium, coffee, and alcohol
(4,5). These risk factors can be divided into two major groups:
factors that are not modifiable, such as age, sex, ethnicity, and
genetic factors; and factors that could be modified and may
diminish or even prevent hypertension. Many clinical trials

have shown that a lower level of blood pressure minimizes the
prevalence of stroke and myocardial infarction (6).
Hypertension is subjected to the risk for future cardiovascular
events (7).

Population-based studies have reported that hypertension
occurs in families in a Mendelian inheritance manner and can
be seen in about 20% of families and varies around 60% in
twin studies (8). Advancement in molecular biology research
led to clearing up of some pathophysiologic pathways. The
recently available human genome sequencing project has
focused attention on the potential for genetic information
that can benefit the diagnosis, evaluation, and treatment of
hypertension (9). Recent advances have been achieved in
clarifying the molecular basis of Mendelian hypertensive dis-
orders (10). Causative genes and chromosomal fragments
harboring disease susceptibility genes have been identified
for glucocorticoid-remediable aldosteronism (11), Liddle’s
syndrome (12,13), mineralocorticoid excess (14) among
others. Although, the genes themselves have not yet been
identified, the genetic loci have been mapped, as in
Gordon’s syndrome (15), and in a pedigree affected with
hypertension and brachydactyly (16).

Extensive efforts have also been made to identify the genes
responsible for the development of EH. The task is
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enormously difficult for several reasons. The inheritance of
hypertension is low (only about 30% of blood pressure var-
iance is attributable to genetic factors). On the other hand,
extensive efforts have been made to search for causes of EH,
most of the results were indecisive. A number of explanations
were proposed for the difficulties in detecting susceptibility
genes for EH (17). Nothing is known about the number of
genes implicated, their mode of transmission, their quantita-
tive effect on blood pressure, their interaction with other
genes, or their modulation by environmental factors.

EH is a polygenic disorder that resulted from inheritance
of a number of susceptibility genes and involves several envir-
onmental determinants. These determinants complicate the
study of blood pressure variations in general population.
The common approaches of chromosomal linkage mapping
in affected families and further in identification of candidate
genes has so far not been doing well for heritable diseases that
involve multiple genes and their interactions and also the
gene-environment interactions (18). Even though many
research efforts have been made, the definite causes of EH
remains partly understood. So it may be that blood pressure is
dependent on a mosaic of many loci, each with a small
influence or with a contribution at variance according to sex
(19), age, race (20), or lifestyle (8).

General strategies to investigate the genetic basis of
hypertension

To elucidate the genetic basis of EH, two major strategies
are being used (i) association study and (ii) linkage ana-
lysis. These strategies are not equally exclusive, but can be
combined into a single analytical method, such as the
transmission/disequilibrium test (TDT) (21). Each of
them has advantages and disadvantages depending on the
situations tested. An association study, i.e., case-control
study (which tests for different allele or genotype frequen-
cies between case and control populations) allows the use
of unrelated individuals; it is easier to collect a large set of
samples using this concept than using a pedigree-based
linkage analysis. Usually, a case-control study has greater
statistical power than a linkage analysis, but it may also be
responsible for increases in false positive results.

Human hypertension loci were mapped by a number of
linkage analysis studies (22–27). In these cases, linkage
analysis uses related individuals with members having
marked hypertension, to examine the co-inheritance with
hypertension of widely distributed markers in order to
understand the genomic regions contributing to hyperten-
sion. By contrast, the genome-wide association studies
(GWAS) examine unrelated individuals in a population,
not related individuals, using genotypes of a large number
of polymorphic markers in subjects with marked hyper-
tension compared with healthy controls. The common
strategy of linkage mapping in affected families to identify
chromosomal loci from which candidate genes and geno-
types are selected has not achieved similar successful for
hypertension, because high blood pressure involves multi-
ple genes and gene-environment interactions. A single
nucleotide polymorphism (SNP) array raises the

possibility that these SNPs could be used as markers in
genome-wide association mapping studies, to identify
hypertension susceptibility loci. SNPs are stable, di-allelic,
the two alleles representing the “wild-type” and the variant
form (18).

Association studies are adequate for testing candidate
genes, or narrowing down to a particular gene once the α
region of linkage has been detected. Four main strategies
have been used to examine the linkage of genes or chro-
mosome regions to hypertension, depending on the
method used to select the loci to be tested, and the type
of families to be studied as shown in Table 1 (28):

(1) Studies of Mendelian forms of hypertension
(2) Testing of candidate genes chosen on the basis of

their known biochemical or physiologic function;
(3) Investigation of chromosome regions homologous

to those that segregate with blood pressure in
animal models, or regions harboring particular
genes that shows linkage in animal models

(4) Systematic genome-wide searches for linkage (or
linkage disequilibrium)

Mendelian forms of hypertension

Identification of genes involved in monogenic hypertension is
comparatively easier to map than those in a multifactorial
form of the disease. The investigation of heritable suscept-
ibility to disease is an effort to correlate the disease phenotype
with the underlying genotype. Such genotype–phenotype
associations have been established for a large number of
monogenetic disorders. The investigation of rare Mendelian

Table 1. General strategies to investigate genetic basis of hypertension [from
(28)].

1. Studies of Mendelian forms of hypertension (mutated genes listed in the right side of
the arrows)
Glucocorticoid-remediable
aldosteronism (GRA)

aldosterone synthase (CYP11B2) gene

11β-hydoxylase deficiency 11β-hydroxylase (CYP11B1) gene
Syndrome of apparent
mineralocorticoid excess (AME)

11β-hydroxysteroid dehydrogenase
kidney-type (HSD11B2) gene

Hypertension exacerbated by
pregnancy

mineralocorticoid receptor (MR) gene

Liddle’s syndrome Β and γ subunits of the epithelial sodium
channel (ENaC) gene

2. Candidate genes chosen on the basis of known biochemical or physiological function
1) Renin–angiotensin system
Angiotensinogen (AGT), renin (Ren), angiotensin converting enzyme (ACE),
angiotensin II type 1 and type 2 receptors
2) Sympathetic nervous system
β1 and β2 adrenergic receptors
3) Ion transports
G-protein β3 subunit (GNB3)
4) Others
Vasoactive peptides, e.g., eNOS, ANP, and ADM
Components involved in insulin resistance or metabolic function, e.g.,
lipoproteins

3. Positional candidate genes (mostly) in chromosome regions implied by genome-wide
screens
Chromosome 3: Angiotensin II type 1 receptor
Chromosome 5: β2 adrenergic receptor
Chromosome 8: lipoprotein lipase
Chromosome 17: ACE

2 M. SINGH ET AL.

D
ow

nl
oa

de
d 

by
 [

U
ni

ve
rs

ity
 o

f 
C

al
if

or
ni

a,
 S

an
 D

ie
go

] 
at

 0
6:

41
 0

1 
A

pr
il 

20
16

 



forms of blood pressure variation, in which mutations in
single genes have been detected, which impair renal salt
handling, provides a molecular basis for understanding the
pathogenesis of hypertension.

Several rare syndromes associated with hypertension are
influenced by one or more mutations, whereby most of the
causative genes identified for Mendelian forms of hyperten-
sion have turned out to be involved in the renin–angiotensin
system or its components (Figure 1). These findings support
the possible etiologic significance of the renin–angiotensin
system in hypertension (28).

The rare Mendelian forms, where mutations in single
genes cause variations in blood pressure, provided a mole-
cular basis for understanding the pathogenesis of hyper-
tension. Now mutations in eight genes that cause
Mendelian forms of hypertension and nine genes that
cause Mendelian forms of hypotension in humans have
been recognized (29). These genes typically report very
large effects on blood pressure (Table 2). Given the diver-
sity of physiological systems that affect blood pressure, it
is surprising that the mutated gene products in all cases
act in the same physiological pathway in the kidney, alter-
ing net renal salt reabsorption (29). Mutations that
increase sodium reabsorption and cause hypertension
include mutations in the mineralocorticoid receptor
(hypertension exacerbated by pregnancy) (30), aldosterone
synthase (glucocorticoid-remediable aldosteronism), other
enzymes synthesizing steroids that activate the mineralo-
corticoid receptor (11β-hydroxysteroid dehydrogenase,
17α-hydroxylase, and 11β-hydroxylase), the β- and γ-sub-
units of the renal epithelial sodium channel (Liddle’s

syndrome), and the serine-threonine kinases (WNK1 and
WNK4 in pseudohypoaldosteronism type 2). Loss-of-func-
tion mutations were found to impair renal sodium reab-
sorption thus causing hypotension. They include genes
encoding the mineralocorticoid receptor (autosomal domi-
nant pseudohypoaldosteronism type 1), aldosterone
synthase, 21-hydroxylase, the β- and γ-subunits of the
epithelial sodium channel (EnaC; recessive pseudohypoal-
dosteronism type 1), the ATP-sensitive potassium channel
ROMK (Bartter’s syndrome type 2), and chloride channel
CLC-NKB (Bartter’s syndrome type 3). Different muta-
tions, often in the same gene, may cause hyper or hypo-
tension (9). However, monogenic disorders of blood
pressure regulations are rare and do not explain blood
pressure variability in the population at large (31).
Nevertheless, these rare single gene mutations are still of
importance because they give insight into biochemical,
physiological and anatomic pathways through which com-
mon genetic variations may influence blood pressure
(32–35).

However, no single genetic variant has emerged from link-
age or association analyses as consistently related to an ele-
vated blood pressure level in every sample and in all
populations.

Candidate genes chosen on the basis of their known
biochemical or physiological function

In the renin–angiotensin–aldosterone system, various candi-
date gene polymorphisms are responsible, which have their
known biochemical or physiological function for blood

Figure 1. Schematic representation of genes identified for monogenic hypertension [from (28)].
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pressure regulation viz. angiotensinogen (AGT) (36), rennin,
angiotensin-converting enzyme (ACE) (37), angiotensin (AT)
II receptor (type 1) (38), and aldosterone synthase (11,39).
The end product of this cascade, AT II, may enhance renal
tubular sodium reabsorption by stimulating the aldosterone
synthesis and release.

The angiotensinogen gene
The angiotensinogen (AGT) gene located on chromosomal
1q42.2 contains five exons and four introns having ~12Kb
size (12 068 bases), which belongs to serpin gene superfamily
and expressed in liver, brain, heart, adipose tissue, vessel
walls, and kidneys. The Human AGT cDNA was 1455
nucleotides long and codes for a 485 amino acid long glob-
ular protein (~53.2 KDa) called angiotensinogen that acts as
the sole substrate for renin (40) to produce angiotensin I in
response to lower blood pressure. Expression of AGT is
controlled by the 1.6 kb promoter region. The AGT gene
has been an attractive candidate gene for hypertension (41).
A linkage of the AGT gene to hypertension was reported
early by Jeunemaitre et al. in 1992 (42). Caulfield reported
the linkage of angiotensinogen locus in EH in white
European families from the United Kingdom and African
Caribbean’s with an interesting observation that obese hyper-
tensive individuals constitute a distinct genetic group of
hypertensive individuals (43,44).

Jeunemaitre recognized 15 molecular variants and used
them in case-controlled studies to test for association with
hypertension (45). Among these polymorphisms, one encod-
ing threonine instead of methionine at position 235 (M235T)
and one encoding methionine instead of threonine at position
174 (T174M) in the gene product were associated with hyper-
tension and plasma angiotensinogen levels in white
Europeans and Americans. In addition to the known physio-
logic consequences of AGT, it seemed reasonable that poly-
morphisms in this gene might not only be associated with
plasma concentrations of AGT, but also increases the risk of

developing hypertension. While a number of investigators
attempted to imitate the original findings of linkage and
association at the AGT locus, the results have not been always
concordant among the studies and have therefore aggravated
intense arguments (28).

Watkins et al suggested that haplotype H4 may be a pre-
disposing factor for EH via elevated AGT levels. In this study,
activation of the RAAS system, either through sodium deple-
tion or angiotensin II infusion, produced stronger associa-
tions between haplotype variation and hypertension-
associated phenotypes. Identification of hypertensive patients
with AGT haplotypes that increase plasma AGT levels could
help to optimize pharmacological approaches to hypertension
management (46).

The renin gene
Renin gene located on chromosome 1q32 (47) spans ~12 kb
and contains eight introns (48,49). It is the first enzyme,
which cleaves angiotensinogen to release angiotensin I. The
precursor of rennin gene contains 406 amino acids with
molecular weight 45 kDa. One segment each from the begin-
ning (20 amino acids) and end (46 amino acids) is needed to
be removed to make it active (50). Morris and Griffiths
reported no connection between primary hypertension and a
HindIII RFLP in the renin gene (51). Masharani and Frossard
illustrated a variation by RFLP at the REN locus (52). Using
the sib-pair method of linkage analysis, Naftilan et al. showed
that there is no linkage by observing obligate recombinants
among nine relatives with hypertension in a large Utah pedi-
gree with a high occurrence of hypertension (53). Jeunemaitre
et al. demonstrated no role for the renin gene in pathogenesis
of EH (42). Frossard et al. found a statistically significant
relationship between alleles on which the BglI site was present
in two independent populations: one from the United Arab
Emirates, a genetically homogeneous ethnic population with
no history of smoking or alcohol consumption, and to a lesser
degree, in a US Caucasian group that was considered for

Table 2. Mendelian forms of human hypertension [from (8, 32)].

Disease Mutation
Effect on blood

pressure

Glucocorticoid-remediable
aldosteronism

Duplication of genes encoding aldosterone synthase and 11β-hydroxylase Increased

synthase deficiency Mutations in the gene encoding aldosterone synthase Decreased
21-Hydrolase deficiency Mutations in the gene encoding 21-hydroxylase Decreased
Apparent mineralocorticoid excess Mutations in the gene encoding 11β-hydroxylase Increased
Hypertension exacerbated by pregnancy Mutations in the ligand-binding domain of the mineralocorticoid receptor Increased
Pseudohypoaldosteronism type 1
(autosomal dominant)

Loss-of-function mutations in mineralocorticoid receptor Decreased

Pseudohypoaldosteronism type 2
(Gordon’s syndrome)

Mutation is WNK kinase 1 and 4 encoding genes, Mutations in at least one of three genes mapped
to 1q31–42, 12p13 and 17p11–q21

Increased

Hypertension with brachydactyly Mutations mapped to 12p11.2–12.2 Increased
Peroxisome proliferator-activated
receptor γ

Missense mutation Increased

Liddle’s syndrome Mutations in the ENaC*β- or γ-subunit Increased
Pseudohypoaldosteronism type 1
(autosomal recessive)

Loss-of-function mutations in ENaC subunits Decreased

Pheochromocytoma syndromes Mutation on RET gene on chromosome 10, VHL gene on chromosome 3, NF1 gene on chromosome
17

Increased

Gitelman’s syndrome Loss-of-function mutations in the NaCl cotransporter of the distal convoluted tubule Normal or
decreased

Bartter’s syndrome Loss-of-function mutations in genes required for salt reabsorption in the thick ascending loop of
Henle

Normal or
decreased

* ENaC: epithelial sodium channel
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hypercholesterolemia (54). Hasimu and co-workers discov-
ered a new variable number of tandem repeat (VNTR) poly-
morphisms in intron 7 by using single strand conformation
polymorphism. It was an 18bp fragment located upstream
from exon 8 boundary. Nucleotide sequencing exposed that
this VNTR polymorphism is a tandem repeat of the four
nucleotide sequence TCTG. There were six alleles of this
VNTR polymorphism, ranging from 7 to 12 repeats, but this
variable region was not associated with hypertension (55,56).
In a randomized double-blind clinical trial, comparing a renin
antagonist, aliskiren, with an angiotensin receptor blocker,
losartan, the role of 5312 renin C/T enhancer polymorphism
was studied among 259 White hypertensive participants and
found to be able to diminish blood pressure variation in
whites suggesting the need for widespread genotyping at this
locus to identify susceptibility to hypertension (57). Itani et al.
recognized a single polymorphism in the enhancer region, one
nucleotide downstream of the promoter distal half site of the
retinoic acid response element but the variant was found to be
transcriptionally silent in transfection assays carried out in
renin-expressing As4.1 cells (58).

The angiotensin-converting enzyme gene
The ACE gene is positioned on chromosome 17q23 spanning
21kb and consists of 26 exons. Two promoters provide two
different forms of ACE products. The widely expressed ACE
gene transcribed from exons 1 to 26 except exon 13. The
second promoter gives rise to a testicular form of promoters
13 to 26, which is crucial for male fertility. One more ACE
homolog, ACE2, is encoded by the X chromosome and
expressed in heart, kidneys, and testes and responsible for
the inactivation of Ang II (59). ACE is a zinc metallopepti-
dase, which is extensively distributed on the surface of the
endothelial and epithelial cells. Several reports suggested that
there is a link in a common insertion deletion (I/D) poly-
morphism of a 287 bp Alu repeat in the 16th intron of the
ACE gene with hypertension, atherosclerosis, renal artery
stenosis, progressive kidney disease, cardiac hypertrophy,
and several others. Interaction of I/D polymorphism and
daily salt intake is also related to hypertension suggesting
gene-environment interaction, which may be further
increased by overweight (60). Recent findings suggested that
the D allele is linked with diastolic hypertension (61). In the
ACE gene, 78 varying sites were present that resolved into 13
distinct haplotypes (62). In humans, though the believable
evidence of linkage and association of the ACE locus with
serum ACE levels has been established (63), contradictory
results have been published regarding association of ACE
variants and hypertension (64). Studies on whites (37,65)
and Japanese (19) independently reported some facts of link-
age between the ACE locus and hypertension in men but not
in women. However, it was also revealed that the relation
between the ACE locus and hypertension was not constantly
seen in men but changeable dependent on the participants’
age and body weight.

Angiotensin II receptor type I
The vasoconstrictor and growth promoting effects of Ang II
are mediated by the angiotensin II type 1 (AT1R) receptor.

The gene for this receptor is 55kb long and contains five
exons. A silent polymorphism restricted to the 3ʹ untranslated
region of the gene with adenine changed to cytosine at posi-
tion 1166 (A1166C) was reported with harsh EH (12,15,66–
70). The A1166C polymorphism is connected with hyperten-
sion in Caucasians, but not in Japanese (71) and in Koreans
(72). Jin et al. established that an A810T polymorphism in the
promoter region of AT1 was linked with hypertension in a
Chinese population. Polymorphism in the promoter region
(A153G) of the AT1 gene was associated with the develop-
ment of EH and coronary heart disease (CHD) (73). Eighty
seven elderly subjects were studied in Chinese population for
association of two SNPs of the β 2-adrenoceptor (β 2-AR)
gene with hypertension in elderly patients and found that SNP
at locus +1239 of β 2-AR gene was associated with hyperten-
sion in these elderly patients (74). Investigation of the angio-
tensin type 1 receptor (AT1R A/C 1166) on 16434 Tohoku
University students was unable to locate any connection with
hypertension (75).

G-proteins
G-proteins mediate the intracellular effects of various vasoac-
tive and proliferative stimuli. Recently, G-protein signaling
was found to be improved in cultured cells of a variety of
hypertensive subjects. A polymorphism at position 825 (C3T)
of the G-protein b3 subunit gene (GNB3) was firmly con-
nected to this phenotype (39,44) and also drastically asso-
ciated with lesser renin and prorenin levels, whereas the
aldosterone-to-renin ratio was prominent in these subjects.
This polymorphism does not give rise to an amino acid
substitution, but the disease-type (825T) allele is associated
with the occurrence of alternative splicing, which causes the
loss of 41 amino acids within highly conserved repeating units
of the gene. Significant links between the 825T allele and
diastolic blood pressure, plasma renin, and prorenin levels
(inverse), and the aldosterone-to-renin ratio persisted after
adjustment for age, sex, body mass index, and systolic blood
pressure. These interpretations suggest a molecular mechan-
ism that unifies a higher diastolic blood pressure, a lower
renin level, and an elevated aldosterone-to-renin ratio, i.e., a
combination of characters often found in patients with arterial
hypertension. Although a number of studies have attempted
to imitate this relationship in a variety of populations, con-
flicting results have been recorded (76,77).

GNAS gene
G proteins are composed of three subunits Gα Gβ Gγ
(according to their decreasing molecular weights), which are
key signal transducers. Gα is a GTPase, whereas Gβ and Gγ
are stable subunits of inactive G proteins. Bone calcium ion
homoeostasis and mesenchyme growth abnormalities have
been caused due to loss of function and gain of function
mutations in the guanine nucleotide-binding protein, alpha-
stimulating (GNAS) gene cause. The gene for GNAS is posi-
tioned on chromosome 20q and is highly tissue specific (78).
A silent polymorphism was exposed through systematic
sequencing of the gene GNB3 (C825T) (79). GN3B is the
gene for the Gβ3 subunit and positioned on the short arm
of chromosome 12, which has been specified as a
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hypertension locus (78,79). GNAI2 –318 C>G SNP, which is
one of the seven identified single nucleotide polymorphisms,
impairs transcriptional activity through specific binding of
Sp1 in inhibiting G subunit 2 protein, and was found to be
linked with high SBP in Caucasians from Italy (80).

Other genes linked with primary hypertension

A huge family of membrane receptors that comprise 3% of all
genes in our genome are G protein coupled receptors
(GPCRs). Receptors for endothelins, α- and β-adrenoceptors,
angiotensin II, vasopressin, and many other agonists are the
typical GPCRs related to hypertension. Among these, an
intron less gene on chromosome 10 coded the β-adrenoceptor
gene (β1AR). Gly389Arg and Ser49Gly are the most frequent
polymorphisms observed on the β1AR gene (81). Reports
reveal that more than 20 various regulators of G proteins
signaling (RGS2) stimulate the hydrolysis of GTP in the
GTP-bound Gα subunits, thus, increasing the speediness of
G protein deactivation. RGS2 is also expressed in kidneys,
heart, and vascular smooth-muscle cells (82,83). The Gα sub-
unit is important for the signaling for most vasoconstrictors,
including AngII, endothelin I, noradrenalin, thromboxane,
thrombin. and vasopressin, whereas it is most potentially
regulated by the RGS2 (84). Augmented and prolonged vaso-
constriction severs hypertension and vascular hypertrophy
was reported through RGS2 knockout mice (85). In this
way, RGS2 becomes a significant candidate gene for hyperten-
sion which is located on chromosome 1q31. In Japanese
population, five variations in this region were observed by
Yang et al. (86). All of them, however, occurred as rare
mutations (<1% allele frequency). Riddle et al. also found 16
new variants in the RGS2 gene as studied on black and white
American population. Among them, 2138-2139AA insertion/
deletion polymorphism was found to be in complete linkage
disequilibrium with 1891–1892 TC insertion deletion poly-
morphism. Though, in black American hypertensive popula-
tion the 1891–1892 TC deletion allele was significantly
increased whereas there was no effect on whites (87).

Not only RGS proteins but G protein coupled kinase (GRK)
systems are also responsible for the GPCR mediated signals.
Uncoupling of the activated receptors from G protein complexes
takes place due to the binding of arrestins and other adopter
proteins with the phosphorylated receptor. The receptor produced
as the GRKs phosphorylate GPCRs. GRK4 is highly variable
among the several known GRKs (88) and the 486Val variant of
GRK4 is associated with salt-sensitive hypertension in Italians (89)
which is also long-established in the white Australian population.

Several haplotypes that incorporated Arg65Leu and the
Ala142Val variants were involved in this study (90,91).
Involvement of other GRKs in pathogenesis of hypertension is
also reported. An increase in the resting blood pressure and low β-
adrenergic signaling is observed due to over expression of GRK2
in animalmodels (92). GRK2 is also associated with the regulation
of endothelial NO synthase (eNOS) (93).

Similarly, GRK5 has also been connected with hypertension
(94). An additional pathway for the GPCR signaling is presented
by Rho and Rho kinases. RhoA along with Rac1 and Cdc42 create
a subfamily within the huge family of small GTPases. A

polymorphism in the rho kinase gene (ROCK2; Thr43Asn) has
been recently observed. Homozygous carriers of the 431Asn allele
accounted for ~5% of the observed blood pressure variations and
had an increased risk for hypertension (95).

NOS3 encodes the endothelial nitric oxide synthase (eNOS)
which is a potent regulator of vasomotor tone and peripheral
resistance. The genotyping of biallelic variable number of tandem
repeats (VNTR) in intron 4 and an exon 7 variant that lead to an
amino acid change (Glu298Asp) in eNOS were done by PCR and
restriction digestion. No association was recorded in a population
of 114 Anglo-Celtic whites (96). The endothelial nitric oxide
synthase NOS3 genotype-dependent relationship between blood
pressure and physical activity was also established by using PCR
(97). Endothelial and smooth muscle cells produce endothelin-1
(ET-1) which is a powerful vasoconstrictor peptide. Evidence
proposed that the ET-1 gene is a candidate gene for hypertension.

Studies on two large Japanese populations exposed a signifi-
cant correlation between the ET-1 K198N (G/T) polymorphism
and BMI in association with hypertension (P = 0.027). It was also
significant even after adjustment for gender and age (P = 0.045)
and for all confounding factors (P = 0.044). T carriers were more
susceptible to weight gain than GG homozygotes in association
with hypertension (98). Case control study in Italian population
showed that there is no role of Glu298Asp, T786C, and 4a/4b
genetic polymorphisms within the endothelial nitric oxide
synthase (e-NOS) gene in EH (99), on the other hand, a recent
study reports lack of association (100).

An association between the apolipoprotein E genotype and
hypertension was reported by Li et al. (101). Another single-
nucleotide polymorphism (−254 C to G) in the TRPC6 gene
was also related to idiopathic pulmonary arterial hypertension
(102). Study of variations in thioredoxin interacting protein
(TXNIP) indicates the role of this gene in EH. It exposed that in
diabetic subjects, carriers of the TXNIP-T variant had 1.6-fold
higher triglyceride concentrations (P = 0.015; n = 136) and
5.5 mm Hg higher diastolic blood pressure (P = 0.02; n = 212)
than homozygous carriers of the common C-allele (103). EH has
also been connected with -675A/T polymorphism of CYBA, a
component of the NADPH oxidase system (104), methylenetetra-
hydro folate reductase (MTHFR) gene polymorphisms (C677T
and A1298C) (105), matrix metalloproteinase (MMP-9-
1562C>T) (106), three genetic polymorphisms (rs2276047,
rs9886, and an insertion/deletion polymorphism in intron 1),
inositol polyphosphate phosphatase-like 1 (INPPL1, SHIP2)
(107), calcitonin-related peptide alpha (CALCA) gene 2bp micro-
deletion polymorphism (108), and plasma kallikrein gene
(KLKB1) SNPs rs2304595 and rs4253325 (109). According to
the known biochemical or physiological function, the chosen
candidate genes are listed in Table 1 (21, 28).

Homologous chromosome regions or regions harboring
particular genes that show hypertension linkage in
animal models

Genes predisposing to hypertension in animal models may
also be concerned in the etiology of human hypertension. To
explore human disease, genes involved in animal models were
considered as candidate genes (28). Studies of animal models
of hypertension, particularly inbred hypertensive rats, keep
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away from many of the problems that arose upon human
studies. The blood pressure measurement can be done often
in animals under more controlled conditions and may be
more reproducible than in humans. Because of the inbred
conditions and because of being raised under the same envir-
onmental conditions in animal models, the genetic homoge-
neity is high.

Adducin gene
Adducin is a heterodimeric cytoskeleton protein having three
subunits encoded by three genes ADD1, ADD2, and ADD3
located on diverse chromosomes. Alteration in adducing
function might cause hypertension through constitutive tub-
ular sodium reabsorption as recorded in a series of experi-
ments on hypertensive mice and human (110). Two
polymorphisms S586C and G640W have been associated
with hypertension (111). Comparison between the Milan
hypertensive strain of inbred rats with the Milan normoten-
sive strain showed amino acid variations of α-adducin (112).
Cusi et al. reported the segregation of microsatellite markers
near the α-adducin gene with association with hypertension
and salt sensitivity in humans (111). Apart from this, causa-
tive genes remain to be recognized for blood pressure in rats.
A “Comparative genomics strategy” was proposed by Stoll
et al. (113) and 26 chromosomal regions of the human gen-
ome that should be prioritized in searches for SNPs and
linkage disequilibrium testing were forecast.

Systematic genome-wide searches for linkage

During various genome screens, more than 10 chromosomal
regions linked with hypertension have been detected. In these
regions, numerous candidate genes are located, e.g., the genes
coding for the AT II type 1 receptor on chromosome 3 (24),
the β2-adrenergic receptor on chromosome 5 (27), and lipo-
protein lipase on chromosome 8 (114). The homologous
region on human chromosome 17 in familial EH was
observed by Julier et al. (115) by using several sibling pairs.
The region of important linkage included the ACE locus, but
the maximum confirmation of the linkage was reported to
markers situated approximately 18 cM proximal to this locus.

Polymorphisms in a determined gene could be con-
nected with the phenotype of hypertension in one ethnic
population but not essentially in another. Therefore, diverse
genes may influence the phenotype of hypertension in
diverse populations (28).

Hypertension and genome-wide association studies

GWAS permit for the first time the investigation of most
genetic variability due to common variants in the human
genome. Application of this technology to blood pressure
traits and hypertension has identified more than a dozen
loci that are reproducibly associated with blood pressure traits
in large cohorts. The genes closest to the variants identified
are largely not suspected of involvement in blood pressure
regulation; they may not be causal genes because they are
chosen by proximity alone. The effect sizes of the variants
identified are small and currently explain about 1% of the

phenotypic variability (after correcting for major confounders
such as sex, age, and BMI) (116).

Findings of GWAS are an encouraging step in blood pres-
sure genetics, and they open the way for subsequent investiga-
tions. Further GWAS on alternative phenotypes (e.g., pulse
pressure and mean arterial pressure) and on refined phenotypes
(e.g., long-term average blood pressure) are expected to appear
soon. One important contributor will be the International
Consortium on Blood Pressure (ICBP)-GWAS, formed by join-
ing together the CHARGE BP (117) and Global BP Gen (118)
consortia, with a total sample size of close to 70 000 individuals.

Conclusion

Forgoing pre-molecular studies on the effect of various factors
over BP have clearly demonstrated that there is a significant
genetic influence responsible for BP variation. But, the pro-
blem, however, remained to be resolved is whether BP is
influenced by a major gene effect regulated by environmental
factors and/or whether multifactorial inheritance predomi-
nates. Moreover, the trait being studied so far is not a single
entity but a combination of several polygenic quantitative
traits which covary interactively along with the environmental
covariates in different combinations in different individuals
and populations. Therefore, it may be possible that the same
gene variant may have an opposite effect on BP according to
genetic and environmental backgrounds. The study of hyper-
tension or BP regulation by breaking it down to several poly-
genic traits based on biochemical pathways may be the future
course of research for pinpointing the genes for hypertension.
Nevertheless, there is overwhelming evidence suggesting that
the environmental factors have a major role to play as well in
the development of arterial hypertension. It is generally
assumed that predominance of the environmental factors’
role over that of genes increases with age. However, the effects
of environmental variables on BP have been found to vary
from one study to another and are highly probable so that the
effects of many environmental variables are only transient and
not sustained. Reports are available on evidence suggesting a
different mode of environmental influence on BP in Indian
population in contrast to western societies. The environment
and life styles of the populations differ widely in different
countries and these factors may provide additional knowledge
of the relative roles of genes and environment in the forma-
tion of the BP phenotype. India is inhabited by many diverse
tribal and caste populations which have genetic homogeneity
because of the practice of endogamy. The progress in mole-
cular genetics has provided considerable help in understand-
ing the genetics of hypertension. Studies of Mendelian forms
of hypertension have led to the identification, or mapping, of
several genes but limited to rare phenotypes of hypertension.
The complex nature of the hypertension phenotype still
requires large-scale studies to definitively establish the role
of the specific chromosomal regions or genes discussed here,
as well as to explore the effect of confounding variables,
whether they are individual (sex, ethnic origin, etc.) or envir-
onmental. GWAS will help in better understanding of the
genetics of blood pressure and hypertension, with potential
benefits for prediction, diagnosis, and treatment. A better
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understanding of gene–gene and gene environment interac-
tion is necessary for realizing the pharmacogenetic treatment
of hypertension.
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