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Abstract

It is becoming increasingly more evident that
accelerated atherosclerosis is a serious problem in
patients with chronic kidney disease (CKD), with more
patients dying prematurely from cardiovascular related
diseases than progressing to end stage renal disease.
A literature review was conducted to investigate the
role of both traditional and non-traditional risk factors
of atherosclerosis in these patients, to determine
which risk factors had more of a significant effect.
Findings showed that underlying pathophysiological
mechanisms of the non-traditional risk factors such as
inflammation were more heavily involved in creating
an environment for development of atherosclerosis in
CKD patients. It is therefore vital that primary and
secondary prevention strategies are implemented
early on in CKD, which would inevitably lead to a
better prognosis for such patients.

Introduction to Chronic Kidney
Disease

Chronic Kidney disease (CKD) represents a
progressive decline in renal function which can be
caused by numerous conditions such as diabetic
nephropathy, hypertension and vascular disease®.
‘The Kidney Disease Outcomes Quality Initiative’
(KDOQI) defines CKD as a glomerular filtration rate
(GFR) of less than, or equal to 60 ml/min/1.73 m2 of
one’s body weight for at least 3 months, regardless of
the underlying aetiology of the kidney damage. This
specific GFR marks a 50% reduction rate in kidney
function in comparison to healthy adults *. Despite the
rising prevalence of CKD, it is often left undetected
until the disease has advanced considerably, due to its
largely asymptomatic nature. This leads to an earlier
onset of end stage renal disease (ESRD) in the patient
because of lack of secondary preventative measures 2.
For this reason, the NICE guidelines in relation to CKD
management aim to actively detect CKD and,
wherever possible, prevent progression to renal failure ®.

Furthermore, CKD often presents with a multitude of
extra-renal complications. Amongst these
complications are those that contribute to the
acceleration of atherosclerosis and CVD, facilitated by
the presence of traditional and non-traditional risk
factors for CVD in CKD patients.

Classification of CKD

‘The Kidney Disease Outcomes Quality Initiative’
(KDOQI) have classified the stages of CKD solely on
glomerular filtration rate (GFR). However, it has been
revised by ‘National service framework for renal
services’ to include the clauses of persistent
proteinuria, albuminuria, haematuria or structural
abnormalities in stages 1 & 2 as well as the stated low
GFR®.

Stage Description GFR
(mL/minl1.73m2)
1 Kidney damage with >or equal to 90
normal or increased
GFR
2 Kidney damage with 60 — 89
mild decrease in GFR
3 Moderate decrease in 30-59
GFR
4 Severe decrease in 15-29
GFR
5 Kidney failure < 15 (or dialysis)

Figure 1: Adapted from NKF-NDOQI CKD guidelines @

Epidemiology of CKD

Chronic kidney disease affects approximately 20
million people in the USA - equating to ~10% of the
population®. According to statistics, women are more
likely to develop CKD, though men are 50% more
likely to progress to kidney failure than women®. In the
USA, the prevalence of the stages of CKD in
proportion are: 1.8% for stage 1, 3.2% for stage 2,
7.7% for stage 3, and 0.35 % for stages 4 and 5 °.A
cross sectional survey was conducted to investigate
the prevalence of CKD in adults in England in 2009 ©.
This was determined by the use of the ‘Chronic Kidney
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Disease Epidemiology Collaboration’ (CKD-EPI)
formula and Modification of Diet in Renal Disease’
(MDRD) equation. Participants were categorised in
terms of age, gender and socio-economic status to
compare the difference in disease prevalence. Results
showed a strong correlation between increasing age
and prevalence of CKD; the figures rising from 6% in
the 16-54 age group and to an average of 33.5% in
people aged 75 and older °.

Complications of CKD

Anaemia

The type of anaemia seen in CKD patients is often
normochromic and normocytic °. Low red blood cell
count/haemoglobin level is present in 50% of CKD
sufferers and can be caused by multiple mechanisms
including iron/folate deficiency, gastrointestinal
bleeding secondary to uremia, and inflammation®. It
has been hypothesised that anaemia may lead to the
further progression of kidney disease. This can be
caused by renal ischemia as a result of decreased
oxygen reaching the kidneys’.

CKD related bone disorders

Renal osteodystrophy and metabolic bone diseases
are common complications of CKD Pl. Hyperplasia of
the parathyroid glands in CKD, due to mechanisms
relating to phosphate retention for example, causes
increased bone turnover®. This leads to abnormalities
in the structure of the bone. Hyperphosphatemia, due
to bone disorders in CKD, also increases mortality.
This is because elevated serum phosphate levels
augment the risk of developing cardiovascular disease,
most commonly leading to an increase of atrial and
mitral stenosis®. Studies have also shown that
hypocalcaemia secondary to vitamin D deficiency in
CKD is a main contributor to renal osteodystrophy,
especially in CKD stage 4 and dialysis patients®.

Nutritional problems

Issues pertaining to nutritional deficit and ineffective
metabolism are common in CKD patients on dialysis,
especially those who have progressed to stages 4 and
5 because of seriously diminished kidney function®.
These changes can lead to inadequate energy
generation, anorexia, and in more severe cases,
uraemic malnutrition®.

It is therefore important that when treating CKD
patients, the kidney should not be treated in isolation.
Rather, the wider, systemic effects of CKD must also
be considered, to prevent premature death and other
morbidities.

This review will introduce the topic of atherosclerosis
and then begin to discuss the complications of CKD in
relation to atherosclerosis.

Atherosclerosis and CKD

Introduction to Atherosclerosis

It was initially thought that atherosclerosis is a
degenerative process of the arteries due to aging ™.
Russell Ross ' put forward his ‘response to injury
hypothesis’ of atherosclerosis in the 1970’s and
revisited it again in 1986. He came to the conclusion
that even subtle damage to the endothelium could
spark off a cascade of events, leading to
atherosclerosis®. It is now widely accepted that
atherosclerosis is an inflammatory response to
endothelial wall damage and dyslipidemia, often
leading to plaque and subsequent thrombus formation
within the vascular wall **. Endothelial injury itself may
be enough to initiate atherogenesis in the absence of
dyslipidemia. This is because injury compromises
intimal permeability to LDL cholesterol, therefore even
at normal levels, cholesterol maybe deposited in the
arteries .

The rupture of lipid-rich plaques is the most common
cause of coronary thrombosis, leading to partial or
complete arterial occlusion. It triggers a cascade of
further inflammatory events such as the recruitment of
macrophages, angiogenesis and remodeling;
consequently accounting for 76% of all fatal coronary
thrombi *5.

According to the British Heart Foundation, coronary
heart disease (CHD) has been found to be the biggest
cause of death in the UK than any other single disease *,
costing the National Health Service £3500 million
annually *. In England, over 1.2 million people have
had a heart attack and a further 1.7 million suffer from
angina. In 2010, CHD caused around 65,000 deaths in
the UK *.

It has also been reported by the American Heart
Association (AHA) that approximately 700,000 people
in America have their first coronary incident every year
and 500,000 have a recurrent event 2*. The people
who survive the event have an increased mortality and
morbidity thereafter, increasing the likelihood of
suffering from stroke, recurrent coronary incidents and
heart failure *°.

Though there is a genetic basis to atherosclerosis that
increases the manifestation of and susceptibility to the
disease **, many environmental risk factors can be
targeted as a primary prevention method. The term
‘primary prevention’ denotes the delaying and
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minimising the risk of the manifestation of a first event
in individuals who are yet to be diagnosed with a
disease *. In the case of CVD, a primary prevention
measure would therefore lie in lowering the prevalence
of risk factors, thus preventing the onset of
atherosclerosis.

Pathogenesis of atherosclerosis

There are many atherogenic stimuli that act as
precipitating factors and drive the process of
atherosclerosis (atherogenesis). Having an excessive
amount of cholesterol in the blood, in particular, has a
very profound effect **. Other risk factors include
hypertension, diabetes mellitus and smoking **.

The process of atherosclerosis is initiated following
endothelial injury, causing endothelial cell activation
and dysfunction, compromising the permeability of the
endothelial wall. Activated endothelial cells within the
inflamed arterial wall display surface adhesion
molecules, such as vascular cell adhesion molecule-1
(VCAM-1), which leads to the binding and recruitment
of monocytes in the vascular wall** *8, Disturbed blood
flow and increased wall shear stress can lead to the
activation of endothelium and increased expression of
leukocyte adhesion molecules. This subsequently
causes the retention of lipoproteins in the blood, as
they are phagatocytosed by monocytes and
macrophages *®. Chemo-attractant molecules, such as
monocyte chemo-attractant protein-1 (MCP-1),
facilitate the penetration of the monocytes into the
vascular tunica intima, where it is activated *2.

Once in the vascular wall, pro-inflammatory cytokines
released by macrophages begin the chronic
inflammatory process 2. Fatty streak lesions
eventually occur when macrophages continue to take
up lipids, forming lipid-laden foam cells in the intima.
This marks the pathological basis for early
atherosclerosis®™.

The types of atherosclerotic lesions can be classified
in to 5 different categories, I, I, and Il describing the
new, undeveloped lesions, and IV and V describing
the lesions at more advanced stages **%.

Development of the atherosclerotic lesions

The first of the advanced lesions, type 1V, is
characterised by a dense accumulation of extracellular
lipid with well-defined boundaries ?°. The smooth
muscle cells and intercellular matrix, now replaced
with lipid, become dispersed and develop thick
basement membranes. The lipid core of the plaque is
highly thrombogenic and contains collagen and tissue
factor #. Following the stabilization of the foam cells in
the intima, inflammatory mediators such as
t-lymphocytes penetrate the intima wall, secreting

cytokines which subsequently leads to the release of
extracellular matrix. This forms the fibrous cap of the
advancing plague . Multiple histological studies have
found that the formation of connective tissue occurs in
those intimal regions in which the extensive
accumulation of lipid has caused disarrangement or
damage to the intercellular matrix #*. As the plaque
develops, the gradual narrowing of the lumen leads to
a restricted blood flow through the artery, often
causing tissue ischaemia %.

Multiple factors can increase the development and
growth rate of the atherosclerotic lesions. These
include hypertension, diabetes and the presence of
CKD #2,

Plaque rupture

Degradation can cause thinning of the thick fibrous
cap. This occurs via the secretion of proteolytic
enzymes such as matrix metalloproteinases from the
activated macrophages, or through the direct action of
cytotoxic T-cells infiltrating the plaque. This makes the
plague unstable and susceptible to rupture *8.
Activated CD8+ T cells, as well as a sub-class of
CD4+ cells known as CD4+/CD28 null cells, are
capable of directly lysing the smooth muscle cell
component of the plaque cap presenting autoantigens,
also leading to plaque destabilisation and rupture .

Rupture of the plaque occurs at the weak base of the
fibrous cap and acts as a platform upon which
coagulation and platelet aggregation begins to occur.
The release of Von Willebrand factor alongside the
production of thrombin and fibrin creates the ideal
environment for the development of a thrombus®®.

The guestion now arises as to what is the link
between CKD and CVD and why are people with CKD
more likely to suffer from CV related diseases?

The relationship between CKD
and CV

It has been well documented that patients with CKD
are more likely to die of cardiovascular disease than of
kidney failure %. In fact, patients with CKD are 16 to 40
times more likely to die prematurely of cardiovascular
related diseases than progress to ESRD *. It has been
recently discovered that atheroma begins to develop
during the early stages of CKD, leading to the
formation of atherosclerotic plaques before ESRD has
been reached ?°. It has been suggested that this is
primarily due to a higher prevalence of cardiovascular
related risk factors that are often present in CKD
patients, such as diabetes®.This will be described in
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more detail later on in the paper.

The link between cardiovascular disease and mild
renal insufficiency has also been suggested by the
results of the Framingham heart study, where it was
found that there was a trend of more cardiovascular
events in the 246 men that participated with mild renal
insufficiency in comparison to those without it %.

The further the progression from CKD to ESRD, the
higher the risk of CV related pathology. It was found
that CV mortality is increased by 500 fold in ESRD, in
comparison to age-matched individuals with normal
renal function #. Therefore, the likelihood of mortality
from CVD increases in proportion to decreasing GFR %,

A randomized control trial conducted by Lewis et al *°,
followed women for a period of 10 years and recorded
eGFR scores using both the MDRD equation and the
CKD-EPI formula. The results of the study
demonstrated that the atherosclerotic vascular disease
(ASVD) related hospitalisation and mortality increased
markedly with decreasing eGFR, regardless of which
formula was used for the calculation of eGFR.
Furthermore, it was found that the inversely
proportional relationship between eGFR and AVSD
events was independent of other factors, relating to an
increased ASVD risk *.

Cardiovascular complications in Chronic Kidney
Disease

There are multiple mechanisms through which
reduced glomerular filtration rate may accelerate
cardiovascular morbidity through endothelial
dysfunction. For example, a decline in kidney function
and a subsequent inability to excrete and produce
substances, such as renalase, could affect the heart’s
ability to operate effectively *.

As previously mentioned, atherosclerotic lesions are
highly prevalent in CKD patients. In CKD, these
lesions are characterised as being calcified in contrast
to the familiar fibroatheromatous plaques that are
present in other atherogenic diseases. These calcified
lesions can lead to ischaemic heart disease,
presenting clinically with angina, myocardial infarction,
or sudden cardiac death %,

The low GFR in CKD patients also leads to inefficient
water regulation which exposes stressors, such as
volume overload, on the heart. An overload of
pressure on the heart can also result due to a
combination of hypertension and arterial stiffening.
These mechanisms play an important role in
cardiomyopathy, consequently leading to left
ventricular failure ®. A study conducted by Paoletti et
al*? also found that left ventricular hypertrophy (LVH)
was highly prevalent in non- diabetic CKD patients,

with evidence of LVH occurring at even the early,
pre-dialysis stages of CKD *.

Furthermore, there is a possibility that glomerular cells
and cells in the endothelium of vasculature are very
much alike in character and in the way they respond to
insults. This explains why atherosclerosis and
glomerulosclerosis have been suggested to be
processes of a similar nature 7,

Endothelial dysfunction is a common pathway through
which multiple mechanisms of CVD converge with
CKD related abnormalities *°. The extent of the effect
of endothelial cell dysfunction can be estimated
through the measuring of circulating markers of
processes that damage the endothelial cell lining and
interfere with their function.Endothelial cell function
can be compromised by processes such as oxidative
stress, inflammation and dyslipidemia*.

Pro-inflammatory mediators that are present within
CKD and end stage kidney disease (ESKD) patients
contribute to their chronic inflammatory state and
consequential morbidity and mortality. Examples of
these mediators include lipopolysaccharides, beta
glucans and acetate .

The role of inflammation in the acceleration of
atherosclerosis in CKD patients will be discussed
again at a later stage.

The risk factors for the progression of CVD and
acceleration of atherosclerosis in CKD patients have
been grouped into two broad categories:

1. Conventional, traditional risk factors. Traditional
risk factors are gathered from prospective cohort
studies like the Framingham Heart Study (1948)
and are taken into account when estimating the risk
of developing CHD through the use of the
Framingham predictive instrument *. Examples of
traditional risk factors include: age, gender (male),
hypertension, diabetes mellitus, smoking and
menopause °°.

2. Novel, non-traditional risk factors. These risk
factors are defined by the metabolic and
haemodynamic discrepancies that CKD exposes on
an individual. For example, inflammation,
endothelial dysfunction and oxidative stress,
dyslipidaemia, calcium phosphate imbalance,
anaemia, malnutrition and albuminuria * .

Traditional risk factors

Age
The inverse relationship between increasing age and
decreasing GFR has been supported by many studies ®.

Studies have shown that the risk of developing CKD is
increased by four times over the age of 65 . Similarly,
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the National Health and Nutrition Examination Survey
(NHANES) conducted in 1999 found that moderate or
severe CKD was present in over one third of persons
aged 70 and older (GFR < 60 mL/min1.73m?) &

However, it is still unclear whether this decline in
kidney function is a consequence of the natural
physiological deterioration that comes with age, or a
disease process that reduces the functional capacity
of the kidneys. Age-related renal dysfunction and
decrease in GFR is related to kidney and tubular
atrophy, renal vascular/glomerular sclerosis and
thinning of the renal cortex ¥. Pathological disease
processes include diseases of the glomerulus **
alongside chronic diseases such as hypertension and
diabetes .

Despite the underlying aetiology of the decline in renal
function with age, the physiological consequences of
the deterioration may result in multi-organ dysfunction,
including CV events.

In a similar fashion, the risk of CVD also increases
with age. This is due to a gradual degeneration in the
cardiovascular system such as a decline in arterial
elasticity and compliance 2*.Collectively, these
changes lead to an increase in vascular resistance,
which itself is a risk factor for CVD ¥,

Hypertension

The presence of hypertension in CKD presents as
another important risk factor for CVD. This is due to
multiple mechanisms, with activation of the
renin-angiotensin-aldosterone system (RAAS) being
the most prominent %,

The chain of events in the RAAS begins with the
detection of the decreased sodium and chloride levels
by the macula densa of kidney and the subsequent
secretion of the enzyme renin from the juxtaglomerular
apparatus. This facilitates the conversion of circulating
angiotensinogen to angiotensin-lI. Angiotensin
converting enzyme (ACE) acts on angiotensin-I to
generate angiotensin-Il and simultaneously inactivates
bradykinin, a potent vasodilator. Angiotensin-Il has
multiple functions, primarily causing systemic
vasoconstriction and increasing the production of the
mineralocorticoid, aldosterone. This has the principle
role of causing sodium and water retention, resulting in
hypervolemia. Together, therefore, angiotensin-Il and
aldosterone increase blood pressure. In the kidney,
angiotensin-Il predominantly causes a greater
constrictive effect of the efferent glomerular arteriole
rather than the afferent arteriole. This consequently
increases glomerular capillary hydrostatic pressure, in
attempt to normalise GFR levels *. Angiotensin-Il also
facilitates the process of atherosclerosis due to

increased oxidative stress through the stimulation of
enzymes such as nicotinamode adenine dinucleotide
phosphate (NADPH) oxidase. In addition to this, it also
activates NF-kB, adhesion molecules and
transforming growth factor, accelerating
atherosclerosis through the induction of inflammation
and vascular growth 7,

Glomerular capillary hypertension also occurs in CKD
to increase filtration pressure and compensate for the
loss of functioning glomeruli due to kidney damage.
Despite the short-term solution this provides of
maintaining the GFR, the long term effects of continual
adaptation lead to a decline in kidney function *.
Another cause of hypertension involves the implication
of raised endothelin-1 [ET-1] in CKD “.The increased
synthesis of renal ET-1 is mediated by substances
such as cytokines and vasoactive factors that are
present in CKD. ET-1 has a potent vasoconstrictive
effect and can stimulate pathological vascular
remodelling and fibrosis in the kidney *.

Inappropriate activation of the RAAS and ET system
takes a toll on the heart by increasing preload through
hypervolemia, and afterload due to vasoconstriction
and eventual atherosclerosis and LVH 3°. The
relationship between hypertension in CKD and CVD is
also supported by the outcomes of the Hypertension
Optimal Treatment (HOT) study , (analysed by Ruilope
et al, cited by Schiffrin) %.

This randomised, prospective trial followed a large
sample of 18 790 hypertensive individuals for an
average of 3.8 years, after which relative risks for
major cardiovascular events and total mortality were
calculated. Results demonstrated that patients with a
GFR < 60mL/min had an adjusted relative risk of 1.65
and those with a GFR of greater than this had a
relative risk of 1.58. This means that there was an
increase of 7 % in mortality and CVD related morbidity
in hypertensive patients with moderate and severe
CKD in comparison to those with a mild decrease in
GFR %,

Diabetes

Diabetes induced renal disease is primarily
categorised by microalbuminuria and reduced GFR .
Diminished kidney function is highly prevalent diabetic
patients, shown by the results of the NHANES I, in
which renal insufficiency was seen in 30% of adults
with type 2 diabetes **. Diabetes also increases the
risk of all-cause mortality and cardiac death, with CVD
accounting for three quarters of the deaths of diabetic
patients “.

The pathophysiology of diabetic kidney disease is
believed to occur through the generation of
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morphological changes in renal tubules, arterioles and
interstitium and through the process of glomerulopathy **
.Understandably, it is the latter process that causes
the decline of GFR, most notably through mesangial
expansion. Furthermore, the severity of the changes is
exacerbated by albuminuria **. Studies in rats have
shown that renal vasodilatation and intraglomerular
hypertension can be caused by metabolic anomalies
present in hyperglycaemic and insulin deficient states *.
These changes can be reversed initially, if insulin is
monitored and controlled properly, as they occur early
in the disease before signs of nephron loss .

A study by Ohtake et al ** was carried out on 30 CKD
stage 5 patients with no history of angina and
myocardial infarction before initiation of renal
replacement therapy. Procedures included
measurement of the intima-media thickness of the
carotid arteries and ankle-brachial index. Markers of
coronary artery stenosis were also evaluated.
Observations showed more than 50% stenosis in 16 of
the 30 CKD patients. Further analysis showed that
diabetes was significant in the patients and acted as
an independent risk factor for cardiac events.
Atherosclerotic lesions were seen in 83% of diabetic
patients* 4,

The presence of diabetes in an individual leads to a
prolonged exposure of proteins to glucose, or
glucose-derived species. This induces the production
of advanced glycation end products (AGES) in the
vascular system, which is increased in CKD. AGEs
can cause oxidation of LDLs, the accumulation of
cholesterol in macrophages and subsequently
increase foam cell formation. This can lead to
atherogenesis, consequently accelerating the process
of atherosclerosis #’. Furthermore, diabetic patients
express higher levels of mediators that enhance the
activation and adhesion of platelets. For example,
there is an increased surface expression of the
integrin complex glycoprotein llb/lla which binds to
Von Willebrand factor during the process of platelet
adhesion *. Diabetes most commonly exerts its effects
on the large arteries of the body, the three main sites
being the coronary, cerebral and peripheral arteries “.

Diabetes increases the risk of CKD just as it increases
the risk of CVD through the acceleration of
atherosclerosis. In the same way, the presence of
diminished kidney function also causes the
development of atherosclerosis in patients with
diabetes, acting as an independent risk factor for the
formation of atheroma .

Smoking

Smoking is from amongst the most easily preventable

risk factors for an array of chronic, systemic diseases
such as CKD and CVD. This has been demonstrated
by increasing evidence through trials, observations
and cohort studies. In a trial conducted by Halimi et al %,
a sample of 28 409 volunteers from the general
population, including current and former smokers,
were studied. Smoking-related non-reversible
nephropathy was noted, with an increased relative risk
for macroalbuminuria. Furthermore, there was a higher
Creatinine Clearance (CR) in participants who were
smokers in comparison to non-smokers, indicating
towards renal hyperfiltration induced by smoking *“.

Epidemiological studies also show that there is also a
positive correlation between smoking and the
incidence of coronary artery disease and Mis *'.

Cigarette smoke is made of 92% gaseous substances
and 8% tar, which contains the addictive substance,
nicotine. Both phases contain billions of free radicals
per puff “.In general, the pathophysiological
mechanisms involved in smoking-induced acceleration
of disease broadly fall in to 2 categories, namely
haemodynamic and non-haemodynamic “°.
Haemodynamic mechanisms include the increase of
blood pressure (BP) and heart rate (HR), due to the
effect of nicotine acting on nicotinic receptors on
sympathetic nerve endings. This increases the
concentration of adrenaline and noradrenaline in the
blood . In vitro studies show that components of
cigarette smoke also mediate a decrease in nitric
oxide mediated vasodilatation . The overall increase
in BP leads to further decline in kidney function “.

Non-haemodynamic mechanisms include
inappropriate activation of growth factors such as
TGF- B1, ET-1 and Angiotensin Il, oxidative stress
pathways and renal mesangial cell proliferation “.

The process of atherosclerosis is specifically
enhanced by cigarette smoking primarily by
impairment of lipid profiles, vasomotor dysfunction and
inflammation *’. Due to such effects, the Canadian
Coronary Atherosclerosis Intervention trial results
branded smoking to be an independent risk factor for
the formation of new coronary atherosclerotic lesions*.
The prevalence of smoking-induced atherosclerosis in
CKD patients is most commonly expressed in the form
of peripheral arterial disease *°.

A longitudinal cohort study in the United States aimed
to identify risk factors as predictors of CVD in 5808
patients living in the community. The mean follow-up
time was 8.6 years. The traditional risk factors in CKD
were shown to have the most significant absolute risk
for CVD. From amongst these, smoking was found to
have caused 20 deaths per 100 person years “.
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Non-traditional risk factors

Inflammation

Inflammation is a vascular response to stimuli,
triggered by the immune system. Though it is involved
as part of the natural healing process, it can often
become maladaptive, acting as a detriment to normal
systemic functions *.

Inflammation is thought to be a major risk factor in
increasing the onset of atherosclerosis and other
cardiovascular diseases in CKD patients * 2”34 The
results of a study *° carried out in 2004 found that,
during a 10 year follow-up period, mortality from CVD
was 10 % for patients with CKD stages 3,4 and 5 at
enrolment. Inflammatory markers, such as C-reactive
protein (CRP) were found to be elevated in these
patients. It was concluded that raised CRP levels
acted as an independent risk factor and predictor of
CV, as well as all-cause mortality in CKD patients.
Studies have also shown that there are signs of
inflammation in up to half of both CKD pre-dialysis and
dialysis patients .

Inflammation can be caused by abnormalities in the
body’s internal environment and dysfunctional
homeostatic processes. This means that disease
processes that subsequently cause renal damage can
activate the inflammatory cascade, due to the role of
the kidneys in maintaining a constant environment in
the body %. For this reason, one of the mechanisms
that may lead to the increase in inflammatory
mediators has been suggested to be the level of
malnourishment caused by onset of CKD 25,
Malnourishment in these patients can be
demonstrated by the low levels of plasma pre-albumin,
albumin and transferrin **.

Following endothelial damage, the inflammatory
response takes place, occurring through the activation
of leukocytes, cytokines and other mediators. This
leads to the initiation and formation of atherosclerotic
lesions 2. Chronic disease states such as
hypertension, diabetes and dyslipidemia provide an
environment which can trigger the inflammatory
cascade, consequently contributing to atherogenesis *®
.For this reason, inflammation has been found to be a
common causal pathway for CVD in multiple
diseases.

A study conducted at St George’s Hospital in London *°
studied 76 CKD patients of different stages and
compared results with controls matched for age and
gender. Observations showed an increased
intima-media thickness and CRP levels, alongside

decreased brachial flow mediated dilatation in the
CKD patients in comparison to controls. All
measurements had a p value of < 0.001, which
demonstrated statistical significance. The findings
support the pro-inflammatory state of CKD patients
and suggest the progression of atherosclerotic lesions
in these circumstances .

Whilst inflammation remains an important risk factor
for the development of CKD, it seems that CKD may
also be the cause of an amplification of further
pro-inflammatory effects. An example of this is that
CKD induces the accumulation of uraemic toxins,
which have the capacity to trigger inflammatory events #.
Inflammatory stimuli then cause the production of
reactive oxygen species from phagocytic cells within
the kidneys. Therefore, this acts as a viscous cycle,
eventually leading to the process of atherogenesis '.
Excessive oxidative stress increases circulating
inflammatory biomarkers and can cause activation of
NADPH oxidase, a complex implicated in
atherogenesis . Inflammation in CKD patients can
also cause an increase in coagulation and activation of
platelets, via p-selectin and von Willebrand factor,
leading to vascular abnormalities **. CKD induced
CVD as a result of inflammatory processes is also a
problem in paediatric patients, as well as in adults. A
study by Matteucci et al * found 10.2% of the 156
children with CKD (stages 2-4) followed had
ventricular remodelling and 21% expressed eccentric
LVH.

Endothelial dysfunction

Endothelial dysfunction is an independent risk factor
for both CKD and CVD, triggering mechanisms such
as inflammation; the hallmark of atherogenesis and
renal dysfunction 2" 3 25, Research has shown that
vascular endothelium plays the role of an active
autocrine, paracrine and endocrine organ, and is vital
for homeostatic maintenance of the vascular system *3.
Healthy endothelium does not permit the adhesion of
leukocytes. However, factors that damage the
endothelium, such as an unhealthy diet, can lead to
the expression of adhesion molecules that cause
binding of leukocytes 8. Endothelial damage can also
result from hypertension. This can cause hyaline
thickening of renal vasculature and atherogenesis in
larger arteries #. In particular, endothelial dysfunction
of the microvasculature is what exacerbates the
progression of renal disease *.

The role of endothelial dysfunction as a risk factor in
CKD for diseases such as CVD has been explored by
many studies. A cross sectional study °' was
conducted using non-diabetic CKD patients of different
stages, who were matched against controls for age
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and gender. AGE products and AGE receptors were
measured in the blood. The activity of endothelial cells
was also recorded, after assessment of observed
changes in the microcirculation when subject to
hyperthermic and ischaemic conditions. Results found
that, in contrast to controls, patients with a low GFR (<
80ml/min per 1.73 m?2) showed significantly less
hyperthermia and post-occlusive reactive hyperemia in
response to ischaemia. This shows that with the
progression of renal disease, there is a reduction in
endothelium-mediated vasodilatation, indicating
endothelial dysfunction. Decreasing GFR in the more
severe cases of CKD also led to increasing AGE/AGE
receptor levels . This is significant because the
increase in AGEs contributes to the progression of
atherosclerosis through production of vasoactive
factors and cytokines . The contribution of AGEs in
CVD has been discussed in more detail at an earlier
stage of this paper.

Nitric oxide (NO) is a potent vasodilator of vascular
endothelium and is essential in the maintaining a
healthy blood flow. Endothelial dysfunction in CKD
leads to a decreased synthesis of endothelium-derived
NO. In turn, this results in a reduction in the
atheroprotective and vasodilatory effects of NO,
causing a disturbance to the regulation of blood
pressure . NO synthesis is mediated by NO synthase
(NOS) enzymes and occurs through stereo-specific
oxidation of the precursor L-arginine *2. Animal studies
exploring the role of NO in CKD found that glomerular
hypertension and ischemia alongside
glomerulosclerosis and proteinuria can occur when
NOS inhibition is induced .

The production of NO is disrupted due to multiple
mechanisms in CKD. For example, CKD gives rise to
elevated levels of circulating NOS inhibitors, such as
asymmetric dimethylarginine (ADMA) %, synthesised
in the endothelium, heart and other tissues in the
cardiovascular system . The overall increase in NOS
inhibitors may be due to the decline in
dimethylarginine dimethylaminohydrolase (DDAH)
metabolism, an enzyme important in the removal of
methylarginines such as ADMA . Nitric oxide is also
deficient in CKD patients due to decreased levels of
renal L-arginine synthesis .

Kielstein et al ®> conducted a study to determine the
levels of ADMA and L-arginine with regards to plasma
nitrate levels in haemodialysis (HD) and peritoneal
dialysis (PD) patients. Dimethylarginine and L-arginine
levels in plasma were measured using
high-performance liquid chromatography and the
presence and role of ASVD was analysed. Results
showed that ADMA levels of HD-treated patients were

six times higher than in healthy control subjects.
Nitrate levels were also decreased in these patients,
suggesting that ADMA may be implicated in NO
synthesis. Furthermore, it was also noted that ADMA
levels were increased in HD-treated patients who
expressed signs of ASVD, in comparison to those
patients without atherosclerotic lesions. This could
mean that accumulation of dimethylarginines, such as
ADMA, can accelerate the rate of atherosclerosis in
patients with CKD *2,

Calcium-phosphate metabolism

Abnormalities of calcium and phosphate metabolism
are just a few of the array of mineral metabolism
disorders that are present in CKD. These imbalances
may cause the acceleration of a number of
subsequent disease processes, such as CVD. In the
case of CVD, for example, CKD increases the
formation of calcified atherosclerotic lesions and gives
rise to valvular heart disease #. Studies have shown
the prevalence of coronary artery calcification to be
40% in CKD patients compared to subjects with no
renal dysfunction #.

Vascular calcification may occur in CKD patients due
to abnormally high plasma calcium and phosphate
concentrations causing passive accumulation and
precipitation in vessels #. Other mechanisms include a
reduction in calcification inhibitors, such as fetuin A,
and hydroxyapatite formation in CKD ?°. Renal
dysfunction causes a decrease in phosphorus
excretion and therefore an increase in plasma
phosphorus levels. This results in a reduction in
ionised calcium, due to Bricker's 1972 ‘trade-off
hypothesis’ **, stimulating the release of excess
parathyroid hormone (PTH) *. This marks the onset of
CKD-induced secondary hyperparathyroidism.

Accumulation of excess PTH has detrimental skeletal
and extra-skeletal complications *°. This is because
the primary role of PTH is to prevent hypocalaemia.
Therefore, it actively works to increase calcium levels
by stimulating the activity of osteoclasts, causing the
release of calcium through the process of cell lysis *.
This also outlines the primary mechanism behind renal
osteodystrophy %,

Vitamin D also plays a vital role in calcium-phosphate
regulation. When activated by the liver and kidneys,
Vitamin D, now called 1,25 dihydroxyvitamin D3,
increases calcium absorption from the gut and causes
the down regulation of PTH *.Therefore, the decline in
the number of functioning nephrons in CKD also
contributes to the onset of secondary
hyperparathyroidism due to the decrease in calcitriol
production by the kidney °°.
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In CKD, the production of active vitamin D is further
impeded by the reduction of renal 1-a-hydroxylase
activity, an enzyme vital for the final hydroxylation
reaction °¢. This is why calcitriol and vitamin D
supplements can be given as a form of treatment to
treat secondary hyperparathyroidism and vascular
calcification in CKD patients %5,

Increased phosphate levels pose a risk to CKD
patients as they are thought to exacerbate calcification
in the vascular system #. Due to the increased binding
affinity between calcium and phosphorus ions, an
increase in the serum concentration of both or either
ions increases the possibility of the formation of an
insoluble mass .

The impact of hyperphosphatemia on calcification and
subsequent mortality from CV related diseases has
been supported by a study carried out by Ganesh et al %
in 2001. 12,833 haemodialysis patients participated in
this 2-year follow up cohort study to determine the
degree of the role of phosphate in relation to
cause-specific mortality. Overall, there was a total of
4120 deaths within the course of the 2-year follow up.
Results showed that an increase of 1mg/dl in serum
phosphate was correlated with a risk of mortality from
coronary artery disease (CAD) by 9% and a risk of
sudden death by 6%. In addition to this, the greatest
risk for patients who suffered CAD death was found to
be in patients who had an elevated serum phosphate
level of > 6.5mg/dl.

Conclusion

There has been a plethora of studies conducted to
determine role of risk factors in the acceleration of
atherosclerosis in individuals with compromised renal
function. Research on this topic provides compelling
evidence that both traditional and non-traditional risk
factors are of paramount importance when considering
pathogenic mechanisms and treatment options to
prevent CV morbidity and mortality in CKD patients.

| believe, however, that inflammation in CKD is the
primary underlying risk factor for the development of
atherosclerosis in these patients. This is because it
has been observed that inflammation is the common
pathway for the convergence of multiple atherogenic
triggers, such as smoking, diabetes and dyslipidemia.
In addition to this, inflammatory mediators, such as
tumour necrosis factor-alpha (TNF-a) and other
cytokines, are raised in CKD *°. These mediators
directly initiate the formation of atherosclerotic
lesions.

Vitamin D therapy has become increasingly popular

for the treatment of inflammation in CKD patients.
Receptors for the fat-soluble vitamin D are present on
most organs, including the heart, kidney and vascular
system *. The mechanism of the action of Vitamin D
therapy includes inhibition of angiogenesis and
smooth muscle proliferation and down-regulation of
nuclear factor kappa-b (NF-kB), a protein complex
implicated in the regulation of inflammatory processes *
Vitamin D has also been known to regulate the
expression of tissue matrix metalloproteinases which
cause vascular remodeling as part of the inflammatory
cascade °’. A prospective study ®° following 158
haemodialysis patients aimed to monitor the effects of
vitamin D supplementation over the period of 1-year.
Results showed an increase in active vitamin D levels
and a reduction in CRP levels, indicating towards the
anti-inflammatory actions of vitamin D.

With the rising prevalence of CKD 2, it is vital that the
CKD management and prevention guidelines are
continually evaluated and brought in to practice. As
part of the primary prevention strategy, the CKD
Quality and Outcomes Framework (QOF) was recently
introduced, allowing a larger scope for the detection of
CKD through primary care management. This has led
to a 4% increase in the diagnosis of the adult
population since the introduction of the strategy ®.
According to the 2011 National Institute of Clinical
Excellence (NICE) Guidelines, testing should be
offered to individuals with risk factors for CKD and
local arrangements should be made to ensure that
prevalent CKD patients are assessed for
cardiovascular risk ®2. NICE also suggests the use of
statins and anti-platelet drugs for secondary
prevention of CVD in CKD patients and
bisphosphonates for the prevention of osteoporosis in
patients with CKD stages 1-3 2. For the treatment of
hypertension in CKD, recommendations are made to
begin with the use of ACE inhibitors. In the case of low
ACE inhibitor tolerance, the use of angiotensin
receptor blockers (ARBs) are advised .

During 2009-10, the National Health Service (NHS) in
the UK spent an estimated £1.44-1.45 billion on CKD
costs; approximately 1.3% of the entire NHS budget in
that year *. From this, more than 50% was spent on
renal replacement therapy, life-extending treatments
that are only beneficial to 2% of the CKD patient
population

Primary prevention of CKD onset through careful
monitoring for risk factors and secondary prevention of
CKD-related complications, such as atherosclerosis
and bone disorders, would inevitably reduce costs
related to CKD management. To improve mortality
rates of CKD patients due to CVD, it is imperative that
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we look beyond treating the immediate renal
complications of CKD so it is possible to curb the
acceleration of atherosclerosis in these patients.

References

1. Perieira B, Sayegh M, Blake P. Chronic Kidney
Disease, Dialysis, & Transplantation 2nd Edition.
Philadelphia: Elsevier Saunders; 2005

2. Levey AS et al. National Kidney Foundation
Practice Guidelines for Chronic Kidney Disease:
Evaluation, Classification, and Stratification. Annals of
Internal Medicine; Vol 139, No 2; 2003. Available from:
http://www.kidney.org/professionals/kdoqi/pdf/Med200
3CKDguideline.pdf

3. NHS NICE Guidelines. Issue date: Sep 2008.
Available from:
http://publications.nice.org.uk/chronic-kidney-disease-
cg73

4. Centers for Disease Control and Prevention.
National Chronic Kidney Disease Fact Sheet: general
information and national estimates on chronic kidney
disease in the United States, 2010. Atlanta, GA: U.S.
Department of Health and Human Services, Centers
for Disease Control and Prevention, 2010.

5. Thomas R, Abbas K, Sedor JR. Chronic Kidney
Disease and Its Complications. Prim Care Clin Office
Pract 35 (2008) 329-344. Available on:
http://ether.stanford.edu/urology/CKD.pdf Accessed on:
7/3/13

6. Roderick P, Roth M, Mindell J. Prevalence of
chronic kidney disease in England: Findings from the
2009 Health Survey for England. J Epidemiol
Community Health 2011;65:A12
doi:10.1136/jech.2011.143586.26.Available on:
http://jech.bmj.com/content/65/Suppl_2/A12.1.abstract.
Accessed on: 7/3/13

7. Mehdi U, Toto RD. Anemia, Diabetes, and Chronic
Kidney Disease, Diabetes Care. 2009; 32(7):
1320-1326. Available on:
http://care.diabetesjournals.org/content/32/7/1320.shor
t. Accessed on: 7/3/13

8. Martin KJ, Gonzalez EA. Metabolic Bone Disease in
Chronic Kidney Disease. JASN; 2007 vol. 18 no. 3
875-885. Available on:
http://jasn.asnjournals.org/content/18/3/875.full.pdf.
Accessed on: 7/3/13

9.Ghosh B. et al. The high prevalence of chronic
kidney disease-mineral bone disorders: A
hospital-based cross-sectional study. Indian J Nephrol.
2012 Jul-Aug; 22(4): 285-291. Available on:
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3495351
/ Accessed on: 7/3/13

10. Heng AE, Cano NJ. Nutritional problems in adult
patients with stage 5 chronic kidney disease on
dialysis (both haemodialysis and peritoneal dialysis).
NDT Plus; 2010 3: 109-117. Available on:
http://ckj.oxfordjournals.org/content/3/2/109.full.
Accessed on: 7/3/13

11. Berliner JA et al. Atherosclerosis: Basic
mechanisms - Oxidation, Inflammation and Genetics.
Circulation:1995; 91: 2488-2496. Available on:
http://circ.ahajournals.org/content/91/9/2488.full.
Accessed on: 7/3/13

12. Serhan CN, Ward, PA, Gilroy DW. Fundamentals
of Inflammation: Cambridge; 2010.

13. Riccioni G, Sblendorio V. Atherosclerosis: from
biology to pharmacological treatment. J Geriatr Cardiol.
2012. Vol 9 (3): 305-317. Available on:
http://www.nchi.nIm.nih.gov/pmc/articles/PMC3470030
/. Accessed on: 7/3/13

14. Falk E. Pathogenesis of atherosclerosis: JACC Vol.
47, No. 8 2006 C7-12. Available on:
http://content.onlinejacc.org/article.aspx?articleid=113
7507. Accessed on: 7/3/13

15. Coronary heart disease statistics in England, 2012.
British Heart Foundation; London 2012

16. Toth PP. Subclinical atherosclerosis: what it is,
what it means and what we can do about it. Int J Clin
Pract. 2008 August; 62(8): 1246-1254. Available on:
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2658007
/ Accessed on: 7/3/13

17. Kones R. Primary prevention of coronary heart
disease: integration of new data, evolving views,
revised goals, and role of rosuvastatin in management.
A comprehensive survey. Drug Des Devel Ther. 2011;
5: 325-380. Available on:
http://www.nchi.nIm.nih.gov/pmc/articles/PMC3140289
/. Accessed on: 7/3/13

18. Libby P, Ridker PM, Maseri A. Inflammation and
atherosclerosis. Circulation. 2002;105:1135-1143.
Available on:
http://circ.ahajournals.org/content/105/9/1135.abstract.
Accessed on: 7/3/13

19. Strary HC et al. A definition of initial, fatty streak,
and intermediate lesions of atherosclerosis. A report
from the Committee on Vascular Lesions of the
Council on Arteriosclerosis, American Heart
Association: Arterioscler Thromb Vasc Biol.
1994;14:840-856. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/8181179.
Accessed on: 7/3/13

20. Strary HC. A Definition of Advanced Types of
Atherosclerotic Lesions and a Histological
Classification of Atherosclerosis . A Report From the
Committee on Vascular Lesions of the Council on
Arteriosclerosis, American Heart Association.

WebmedCentral > Review articles

Page 11 of 14


http://www.kidney.org/professionals/kdoqi/pdf/med2003ckdguideline.pdf
http://www.kidney.org/professionals/kdoqi/pdf/med2003ckdguideline.pdf
http://publications.nice.org.uk/chronic-kidney-disease-cg73
http://publications.nice.org.uk/chronic-kidney-disease-cg73
http://ether.stanford.edu/urology/ckd.pdf
http://jech.bmj.com/content/65/suppl_2/a12.1.abstract
http://care.diabetesjournals.org/content/32/7/1320.short
http://care.diabetesjournals.org/content/32/7/1320.short
http://jasn.asnjournals.org/search?author1=esther+a.+gonz%25c3%25a1lez&sortspec=date&submit=submit
http://jasn.asnjournals.org/content/18/3/875.full.pdf
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3495351/
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3495351/
http://ckj.oxfordjournals.org/content/3/2/109.full
http://circ.ahajournals.org/content/91/9/2488.full
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3470030/
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3470030/
http://content.onlinejacc.org/article.aspx?articleid=1137507
http://content.onlinejacc.org/article.aspx?articleid=1137507
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2658007/
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2658007/
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3140289/
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc3140289/
http://circ.ahajournals.org/content/105/9/1135.abstract
http://www.ncbi.nlm.nih.gov/pubmed/8181179

WMC004769

Downloaded from http://www.webmedcentral.com on 26-Nov-2014, 12:29:54 PM

Circulation. 1995; 92: 1355-1374. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/7648691.
Accessed on: 7/3/13

21. Davies H. The pathophysiology of acute coronary
syndromes. Heart 2000; 83:361-366. Available on:
http://heart.bmj.com/content/83/3/361.full. Accessed
on: 7/3/13

22. Insull W. The Pathology of Atherosclerosis: Plaque
Development and Plague Responses to Medical
Treatment: The American Journal of Medicine -
January 2009 Vol. 122, Issue 1, Supplement, Pages
S3-S14.Available on:
http://www.ncbi.nlm.nih.gov/pubmed/19110086.
Accessed on: 7/3/13

23. Sarnak MJ et al. Kidney Disease as a Risk Factor
for Development of Cardiovascular Disease: A
Statement From the American Heart Association
Councils on Kidney in Cardiovascular Disease, High
Blood Pressure Research, Clinical Cardiology, and
Epidemiology and Prevention. Hypertension: 2003; 42:
1050-1065. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/14604997.
Accessed on: 7/3/13

24. Zal B et al. Differential pathways govern CD4+
CD28- T cell proinflammatory and effector responses
in patients with coronary artery disease. J
Immunol: 2008 Oct 15;181(8):5233-41. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/18832677.
Accessed on: 7/3/13

25. Schiffrin EL; Lipman ML; Mann JFE. Chronic
Kidney Disease : Effects on the Cardiovascular
System. Circulation. 2007;116:85-97. Available on:
http://circ.ahajournals.org/content/116/1/85. Accessed
on: 7/3/13

26. Luczak M et al. Chronic kidney disease-related
atherosclerosis - proteomic studies of blood plasma.
Proteome Science 2011, 9:25. Available on:
http://www.proteomesci.com/content/9/1/25. Accessed
on: 7/3/13

27. Chade. AR, Lerman A, Lerman LO. Kidney in early
atherosclerosis Hypertension. 2005; 45: 1042-1049.
Available on:
http://hyper.ahajournals.org/content/45/6/1042.full.
Accessed on: 7/3/13

28. Snyder S, Pendergraph B. Detection and
Evaluation of Chronic Kidney Disease. Am Fam
Physician. 2005 Nov 1;72(9):1723-1732. Available on:
http://www.aafp.org/afp/2005/1101/p1723.html.
Accessed on: 7/3/13

29. Lewis et al. Estimated glomerular filtration rate as
an independent predictor of atherosclerotic vascular
disease in older women. BMC Nephrol. 2012 Jul
16;13:58. Available on:
http://www.biomedcentral.com/1471-2369/13/58.

Accessed on: 7/3/13
30. Amann K, Wanner C, Ritz E. Cross-talk between
the kidney and the cardiovascular. JASN August 2006
vol. 17 no. 8 2112-2119. Available on:
http://jasn.asnjournals.org/content/17/8/2112.full
Accessed on: 7/3/13

31. Herzog CA. et al. Cardiovascular disease in
chronic kidney disease. A clinical update from Kidney
Disease: Improving Global Outcomes (KDIGO).
International Society of Nephrology (2011); Accessed
on 5/3/2013. Available on:
http://www.kdigo.org/pdf/KDIGO%20CVD%20Controv
ersy%20Rpt.pdf

32. Paoletti E. et al. Left ventricular hypertrophy in
nondiabetic predialysis CKD. Am J Kidney Dis. 2005
Aug; 46(2): 320-7. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/16112052.
Accessed on: 7/3/13

33. Nitta K. Possible Link between Metabolic
Syndrome and Chronic Kidney Disease in the
Development of Cardiovascular Disease Cardiol Res
Pract. Oct 2011; 2011: 963517. Available on:
http://www.nchi.nIm.nih.gov/pmc/articles/PMC2952942
/. Accessed on: 7/3/13

34. Silverstein DM. Inflammation in chronic kidney
disease: role in the progression of renal and
cardiovascular disease. Pediatr Nephrol (2009)
24:1445-1452. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/19083024.
Accessed on: 7/3/13

35. National Kidney Foundation. KDOQI Clinical
Practice Guidelines for Chronic Kidney Disease:
Evaluation, Classification and Stratification. Am J
Kidney Dis 39:S1-S000, 2002 (suppl 1) Accessed on:
5/3/12 Available on:
http://www.kidney.org/professionals/kdogi/guidelines_c
kd/p7_risk_g15.htm

36. Lains?ak M. Cardiovascular risk in chronic kidney
disease. eJIFCC 20/01 2009. Available on:
http://www.ifcc.org/ifccfiles/docs/200109011. pdf
Accessed on: 5/3/12

37. Ahmed AK, Brown SH, Abdelhafiz AH. Chronic
kidney disease in older people; Disease or dilemma?.
Saudi J Kidney Dis Transpl 2010;21:835-4. Available
on:
http://lwww.sjkdt.org/article.asp?issn=1319-2442;year=
2010;volume=21;issue=5;spage=835;epage=841;aula
st=ahmed. Accessed on: 7/3/13

38. Stern S; Behar S; S Gottlieb. Aging and Diseases
of the heart. Circulation 2003; 108: €99-e10. Available
on:
http://circ.ahajournals.org/content/108/14/e99.full.pdf
. Accessed on: 7/3/13
39. Remuzzi The

G et al. role of

WebmedCentral > Review articles

Page 12 of 14


http://www.ncbi.nlm.nih.gov/pubmed/7648691
http://heart.bmj.com/content/83/3/361.full
http://www.ncbi.nlm.nih.gov/pubmed/19110086
http://www.ncbi.nlm.nih.gov/pubmed/14604997
http://www.ncbi.nlm.nih.gov/pubmed/18832677
http://circ.ahajournals.org/content/116/1/85
http://www.proteomesci.com/content/9/1/25
http://hyper.ahajournals.org/content/45/6/1042.full
http://www.aafp.org/afp/2005/1101/p1723.html
http://www.biomedcentral.com/1471-2369/13/58
http://jasn.asnjournals.org/content/17/8/2112.full
http://www.kdigo.org/pdf/kdigo%2520cvd%2520controversy%2520rpt.pdf
http://www.kdigo.org/pdf/kdigo%2520cvd%2520controversy%2520rpt.pdf
http://www.ncbi.nlm.nih.gov/pubmed/16112052
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2952942/
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2952942/
http://www.ncbi.nlm.nih.gov/pubmed/19083024
http://www.kidney.org/professionals/kdoqi/guidelines_ckd/p7_risk_g15.htm
http://www.kidney.org/professionals/kdoqi/guidelines_ckd/p7_risk_g15.htm
http://www.ifcc.org/ifccfiles/docs/200109011.pdf
http://www.sjkdt.org/article.asp?issn=1319-2442;year=2010;volume=21;issue=5;spage=835;epage=841;aulast=ahmed
http://www.sjkdt.org/article.asp?issn=1319-2442;year=2010;volume=21;issue=5;spage=835;epage=841;aulast=ahmed
http://www.sjkdt.org/article.asp?issn=1319-2442;year=2010;volume=21;issue=5;spage=835;epage=841;aulast=ahmed
http://circ.ahajournals.org/content/108/14/e99.full.pdf

WMC004769

Downloaded from http://www.webmedcentral.com on 26-Nov-2014, 12:29:54 PM

renin-angiotensin-aldosterone system in the
progression of chronic kidney disease. Kidney
International (2005) 68, S57-S65. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/16336578.
Accessed on: 7/3/13

40. Kohan DE. Endothelin, Hypertension, and Chronic
Kidney Disease: New insights. Curr Opin Nephrol
Hypertens. 2010 March; 19(2): 134-139. Available on:
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2912219
/. Accessed on: 7/3/13

41. Shaw KM; Cummings MH. Diabetes - Chronic
complications. 2nd Edition. Portsmouth, UK. Wiley;
1996

42. Williams ME. Coronary Revascularization in
Diabetic Chronic Kidney Disease/End-Stage Renal
Disease: A Nephrologist's Perspective. Clin J Am Soc
Nephrol 1: 209-220, 2006. Available on:
http://cjasn.asnjournals.org/content/1/2/209.full.
Accessed on: 7/3/13

43. Rennke HG, Denker BM. Renal pathophysiology:
The Essentials. 3rd Edition. Philadelphia. Lippincott
Williams & Wilkins; 2010

44. Ohtake T. et al. High Prevalence of Occult
Coronary Artery Stenosis in Patients with Chronic
Kidney Disease at the Initiation of Renal Replacement
Therapy: An Angiographic Examination. JASN April 1,
2005 vol. 16 no. 4 1141-1148. Available on:
http://jasn.asnjournals.org/content/16/4/1141.full.
Accessed on: 7/3/13

45. Halimi JM et al. Effects of current smoking and
smoking discontinuation on renal function and
proteinuria in the general population. Kidney
International (2000) 58, 1285-1292. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/10972692.
Accessed on: 7/3/13

46. Orth SR; Hallan SI. Smoking: A Risk Factor for
Progression of Chronic Kidney Disease and for
Cardiovascular Morbidity and Mortality in Renal
Patients-Absence of Evidence or Evidence of Absence?
Clin 3 Am Soc Nephrol 3: 226-236, 2008. Available
on: http://cjasn.asnjournals.org/content/3/1/226.short.
Accessed on: 7/3/13

47. Ambrose JA; Barua RS. The pathophysiology of
cigarette smoking and cardiovascular disease. J Am
Coll Cardiol. 2004;43(10):1731-1737. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/15145091.
Accessed on: 7/3/13

48. Shlipak MG et al. Cardiovascular Mortality Risk in
Chronic Kidney Disease: Comparison of Traditional
and Novel Risk Factors. JAMA.
2005;293(14):1737-1745. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/15827312.
Accessed on: 7/3/13

49. Menon V; Sarnak MJ The epidemiology of chronic

kidney disease stages 1 to 4 and cardiovascular
disease: a high-risk combination. Am J Kidney
Dis. 2005 Jan;45(1):223-32. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/15696466.
Accessed on: 7/3/13

50. Recio-Mayoral A et al. Endothelial dysfunction,
inflammation and atherosclerosis in chronic kidney
disease - a cross-sectional study of predialysis,
dialysis and kidney-transplantation
patients. Atherosclerosis. 2011 Jun;216(2):446-5.
http://www.ncbi.nlm.nih.gov/pubmed/21414625.
Accessed on: 7/3/13

51. Linden E et al. Endothelial Dysfunction in Patients
with Chronic Kidney Disease Results from Advanced
Glycation End Products (AGE)-Mediated Inhibition of
Endothelial Nitric Oxide Synthase through RAGE
Activation. CJASN May 2008 vol. 3 no. 3
691-698 Available on:
http://www.ncbi.nlm.nih.gov/pubmed/18256374.
Accessed on: 7/3/13

52. Kielstein et al. Asymmetric Dimethylarginine
Plasma Concentrations Differ in Patients with
End-Stage Renal Disease. Relationship to Treatment
Method and Atherosclerotic Disease. JASN March 1,
1999 vol. 10 no. 3 594-600. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/10073610.
Accessed on: 7/3/13

53. Baylis C. Nitric oxide deficiency in chronic kidney
disease. AJP - Renal Physiol January 2008 vol. 294
no.Available on:
http://www.ncbhi.nlm.nih.gov/pubmed/17928410
Accessed on: 7/3/13

54. Bricker NS. On the pathogenesis of the uremic
state. An exposition of the "trade-off hypothesis". N
Engl J Med. 1972 May 18;286(20):1093-9. Available
on: http://www.ncbi.nlm.nih.gov/pubmed/4553202.
Accessed on: 7/3/13

55. Goto S; Komaba H; Fukagwa M. Pathophysiology
of parathyroid hyperplasia in chronic kidney disease:
preclinical and clinical basis for parathyroid
intervention. NDT Plus (2008) 1 (suppl 3): iii2-iii8.
Available on:
http://ckj.oxfordjournals.org/content/1/suppl_3/iii2.full.p
df. Accessed on: 7/3/13

56. Tomasello S. Secondary Hyperparathyroidism
and Chronic Kidney Disease. Diabetes Spectrum
January 2008 vol. 21 no. 1 19-25. Available on:
http://spectrum.diabetesjournals.org/content/21/1/19.fu
Il. Accessed on: 7/3/13

57. Levin A; Li YC. Vitamin D and its analogues: do
they protect against cardiovascular disease in patients
with kidney disease? Kidney International, Vol. 68
(2005), pp. 1973-1981. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/16221197.

WebmedCentral > Review articles

Page 13 of 14


http://www.ncbi.nlm.nih.gov/pubmed/16336578
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2912219/
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2912219/
http://cjasn.asnjournals.org/content/1/2/209.full
http://jasn.asnjournals.org/content/16/4/1141.full
http://www.ncbi.nlm.nih.gov/pubmed/10972692
http://cjasn.asnjournals.org/content/3/1/226.short
http://www.ncbi.nlm.nih.gov/pubmed/15145091
http://www.ncbi.nlm.nih.gov/pubmed/15827312
http://www.ncbi.nlm.nih.gov/pubmed/15696466
http://www.ncbi.nlm.nih.gov/pubmed/21414625
http://www.ncbi.nlm.nih.gov/pubmed/18256374
http://www.ncbi.nlm.nih.gov/pubmed/10073610
http://www.ncbi.nlm.nih.gov/pubmed/17928410
http://www.ncbi.nlm.nih.gov/pubmed/4553202
http://ckj.oxfordjournals.org/content/1/suppl_3/iii2.full.pdf
http://ckj.oxfordjournals.org/content/1/suppl_3/iii2.full.pdf
http://spectrum.diabetesjournals.org/content/21/1/19.full
http://spectrum.diabetesjournals.org/content/21/1/19.full
http://www.ncbi.nlm.nih.gov/pubmed?term=levin%2520a%255bauthor%255d&cauthor=true&cauthor_uid=16221197
http://www.ncbi.nlm.nih.gov/pubmed?term=li%2520yc%255bauthor%255d&cauthor=true&cauthor_uid=16221197
http://www.ncbi.nlm.nih.gov/pubmed/16221197

WMC004769

Downloaded from http://www.webmedcentral.com on 26-Nov-2014, 12:29:54 PM

Accessed on: 7/3/13

58. Ganesh SK. Association of Elevated Serum PO,
Ca x PO, Product, and Parathyroid Hormone with
Cardiac Mortality Risk in Chronic Hemodialysis
Patients. JASN October 1, 2001 vol. 12 no. 10
2131-2138. Available on:
http://jasn.asnjournals.org/content/12/10/2131.long.
Accessed on: 7/3/13

59. Shen L. et al. Von Willebrand factor, ADAMTS13
activity, TNF-a and their relationships in patients with
chronic kidney disease. Exp Ther Med. 2012 March;
3(3): 530-534. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/22969924.
Accessed on: 7/3/13

60. Matias PJ. Cholecalciferol Supplementation in
Hemodialysis Patients: Effects on Mineral Metabolism,
Inflammation, and Cardiac Dimension
Parameters. Clin 3 Am Soc Nephrol. 2010 May; 5(5):
905-911. Available on:
http://www.ncbi.nlm.nih.gov/pubmed/20203163.
Accessed on: 7/3/13

61. Brady M. The role of primary care in managing
chronic kidney disease. Br J Gen Pract. 2010 June 1;
60(575): 396-397. Available on:
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2880736
/. Accessed on: 7/3/13

62. NHS NICE Clinical Guidelines. Chronic kidney
disease quality standard. Issue date: March 2011.
Available on:
http://publications.nice.org.uk/chronic-kidney-disease-
quality-standard-gs5/introduction-and-overview
Accessed on: 5/3/13

63. NHS NICE Clinical Guidelines. Chronic Kidney
Disease: Early identification and management of
chronic kidney disease in adults in primary and
secondary care. Issue date: September 2008.
Available on:
http://www.nice.org.uk/nicemedia/live/12069/42119/42
119.pdf Accessed on: 5/3/13

64. Kerr M et al. Estimating the financial cost of
chronic kidney disease to the NHS in
England. Nephrol. Dial. Transplant. (2012) 27 (suppl
3): iii73-iii80. Available on:
http://ndt.oxfordjournals.org/content/27/suppl_3/iii73.fu
Il. Accessed on: 7/3/13

65. Orth SR. Effects of Smoking on Systemic and
Intrarenal Hemodynamics: Influence on Renal
Function.JASN January 1, 2004 vol. 15 no. 1 suppl
S58-S63. Available on:
http://jasn.asnjournals.org/content/15/1_suppl/S58.abs
tract. Accessed on: 7/3/13

66. Weiner DE et al. The Framingham Predictive
Instrument in Chronic Kidney Disease. J Am Coll
Cardiol. 2007;50(3):217-224. Available on:

http://content.onlinejacc.org/article.aspx?articleid=113
8330. Accessed on: 7/3/13

WebmedCentral > Review articles

Page 14 of 14


http://jasn.asnjournals.org/content/12/10/2131.long
http://www.ncbi.nlm.nih.gov/pubmed/22969924
http://www.ncbi.nlm.nih.gov/pubmed/20203163
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2880736/
http://www.ncbi.nlm.nih.gov/pmc/articles/pmc2880736/
http://publications.nice.org.uk/chronic-kidney-disease-quality-standard-qs5/introduction-and-overview
http://publications.nice.org.uk/chronic-kidney-disease-quality-standard-qs5/introduction-and-overview
http://www.nice.org.uk/nicemedia/live/12069/42119/42119.pdf
http://www.nice.org.uk/nicemedia/live/12069/42119/42119.pdf
http://ndt.oxfordjournals.org/content/27/suppl_3/iii73.full
http://ndt.oxfordjournals.org/content/27/suppl_3/iii73.full
http://jasn.asnjournals.org/content/15/1_suppl/s58.abstract
http://jasn.asnjournals.org/content/15/1_suppl/s58.abstract
http://content.onlinejacc.org/article.aspx?articleid=1138330
http://content.onlinejacc.org/article.aspx?articleid=1138330

	Introduction
	Article

