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Abstract
Impaired kidney function and chronic kidney disease (CKD) leading to kidney failure and end-stage renal disease (ESRD) is a serious medical condition associated with increased morbidity, mortality, and in particular cardiovascular disease (CVD) risk. CKD is associated with multiple physiological and metabolic disturbances, including hypertension, dyslipidemia and the anorexia-cachexia syndrome which are linked to poor outcomes. Specific hormonal, inflammatory, and nutritional-metabolic factors may play key roles in CKD development and pathogenesis. These include raised proinflammatory cytokines, such as interleukin-1 and −6, tumor necrosis factor, altered hepatic acute phase proteins, including reduced albumin, increased C-reactive protein, and perturbations in normal anabolic hormone responses with reduced growth hormone-insulin-like growth factor-1 axis activity. Others include hyperactivation of the renin-angiotensin aldosterone system (RAAS), with angiotensin II and aldosterone implicated in hypertension and the promotion of insulin resistance, and subsequent pharmacological blockade shown to improve blood pressure, metabolic control and offer reno-protective effects. Abnormal adipocytokine levels including leptin and adiponectin may further promote the insulin resistant, and proinflammatory state in CKD. Ghrelin may be also implicated and controversial studies suggest activities may be reduced in human CKD, and may provide a rationale for administration of acyl-ghrelin. Poor vitamin D status has also been associated with patient outcome and CVD risk and may indicate a role for supplementation. Glucocorticoid activities traditionally known for their involvement in the pathogenesis of a number of disease states are increased and may be implicated in CKD-associated hypertension, insulin resistance, diabetes risk and cachexia, both directly and indirectly through effects on other systems including activation of the mineralcorticoid receptor. Insight into the multiple factors altered in CKD may provide useful information on disease pathogenesis, clinical assessment and treatment rationale such as potential pharmacological, nutritional and exercise therapies.
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Abbreviations
APRsAcute phase reactants


ACTHAdrenocorticotropin hormone


AMPKAMP-activated protein kinase


ACEIAngiotensin converting enzyme inhibitors


ANG IIAngiotensin II


ARBAngiotensin II receptor blocker


ATII-1 and −2 RAngiotensin II receptors type 1 and 2


ACSAnorexia-cachexia syndrome


11β-HSD11βeta-hydroxysteroid dehydrogenase


BMIBody mass index


CVDCardiovascular disease


CHFChronic heart failure
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CBGCorticosteroid binding globulin


CRHCorticotrophin-releasing hormone


CRPC-reactive protein


EGFREstimated glomerular filtration rate


ESRDEnd-stage renal disease


EPOErythropoietin


GHGrowth hormone


REEResting energy expenditure


HRVHeart rate variability


IGF-IInsulin-like growth factor-I


IFNγInterferon gamma


IL-1βInterleukin – 1beta


IL-6Interleukin −6


LBMLean body mass


MBDMineral bone disease


MRMineralcorticoid receptor


PPARγPeroxisome proliferator-activated receptor γ


ROSReactive oxygen species


RAASRenin angiotensin aldosterone system


S-AlbSerum albumin


TZDsThiazolidinediones


TNF-αTumor necrosis factor – alpha


VDRVitamin D receptor.




Introduction
Chronic kidney disease (CKD) leading to kidney failure and end-stage renal disease (ESRD) is becoming a global public health problem affecting the United States (US), United Kingdom (UK) and Europe, and other regions in the world; and is linked to poor health outcomes, higher risk of cardiovascular disease (CVD) and mortality [1–8].
CKD is associated with a range of complex deleterious alterations in physiological and metabolic function, such as; worsening and eventual failure of kidney function, accumulation of uremic toxins, termed ‘uremia’, metabolic acidosis, abnormalities in lipid, amino acid, mineral, bone and homocysteine metabolism; malnutrition, insulin resistance, inflammatory and oxidative stress, anemia, vitamin D deficiency, skeletal muscle dysfunction with a reduction in exercise tolerance, and lean body mass (LBM) wasting and ‘cachexia’[9–16]. Further, many factors such as dyslipidemia, diabetes and hypertension (traditional CVD risk factors) which coexist within CKD are associated with worsening outcome, an increased risk of CVD and mortality [9]; and potentially other factors, such as inflammatory and oxidative stress, erythropoiten (EPO) resistance and anemia [17], vitamin D deficiency [18] and vascular calcification [19]. Research has also demonstrated the presence of the ‘cardio-renal syndrome’, whereby dysfunction of the kidney and cardiac systems may amplify progressive failure of both systems; i.e. CKD may promote or worsen heart failure and vice versa [17].
It has been generally understood that there is a progressive loss of LBM, muscle wasting and risk of malnutrition as CKD worsens (towards kidney failure) which is thought to be particularly linked to uremia, acidosis, inhibition of normal insulin-IGF-1 anabolic signalling pathways within skeletal muscle and activation of proteolytic systems [12, 20]. The loss of LBM and skeletal muscle is a strong predictor of morbidity and mortality and is found to be present within other chronic illnesses, such as; chronic obstructive pulmonary disorder (COPD) and chronic heart failure (CHF). This generalised ‘cachectic’ response is believed to be associated with chronic activation of the catabolic, ‘proinflammatory acute phase stress response’ and principally related to actions of the proinflammatory cytokines, such as tumor necrosis factor α (TNFα), interleukin-1β (IL-1β), interleukin-6 (IL-6) on central and peripheral tissues [21–25]. Recently, the adipocytokines such as leptin, adiponectin and gut hormones such as ghrelin have also been potentially implicated in the pathogenesis of anorexia-cachexia and metabolic dysfunction (e.g. dyslipidemia) in ESRD [26], as have reported disturbances of normal growth hormone (GH) - insulin-like growth factor-1 (IGF-1) axis activities [27].
The precise relationship between these many factors in kidney disease is being rapidly investigated as the burden of poor health in this patient group is high. Understanding the causal mechanisms involved in the promotion of metabolic dysfunction and risk of CVD and mortality in CKD is critical. Clinicians are recognising the importance of understanding this complex disease, its nutritional implications, assessment and treatment modalities; and the potential to modify health and outcome by pharmacological and non-pharmacological means, e.g. by nutritional therapies [28, 29].

CKD clinical diagnosis, progression and pathogenesis
CKD is defined as either kidney damage or decreased kidney function (measured by decreased glomerular filtration rate, GFR) for 3 or more months [1] (see Table 1 for stages of CKD). Kidney damage is defined as pathologic abnormalities or by markers of damage, which is in particular, through the presence of proteinuria/albuminuria. Screening is recommended using ‘untimed urine checks’ for the presence of proteinuria, measuring the total protein-creatinine (>200 mg/g) and/or albumin-creatinine ratio (>30 mg/g as designated cutoff point). Kidney function is measured either using directly measured GFR (mGFR) measuring the clearance of specific exogenous compounds such as inulin or most frequently through the estimation of GFR (eGFR) via serum creatinine levels [30, 31]. There are a number of well known eGFR equations which include other factors such as age, sex, body size and race; including the Cockroft-Gault and ‘modification of diet in renal disease’ (MDRD) study equations [30, 31]. The MDRD equation is the most well known and used in practice, however its accuracy has been recently debated and a potentially more precise formula has been presented as the CKD-EPI study equation [32, 33]. It has also been recognised that methods based solely upon serum creatinine are problematic and may be inaccurate in cases such as in the elderly and in muscle wasting for example, as ageing is associated with a gradual reduction in kidney function and muscle wasting with reduced creatinine synthesis. Therefore, an equation based upon using serum cystatin C has been evaluated [30, 31, 33]. As in Table 1 CKD progresses through stages 1–5, whereby stage 5 kidney failure is defined as either GFR < 15 ml/min per 1.73 m2, which is in most cases accompanied by uremia, or 2) need to commence kidney replacement therapy (dialysis or transplantation), i.e. ESRD. eGFR and albuminuria may act as markers of CVD risk and this has been discussed as to whether they should be incorporated within the traditional Framingham risk factors for CVD to improve risk stratification [34]; although research has found that patients at high risk of CVD, eGFR and albuminuria markers may not aid in risk stratification for CVD but does for renal outcomes [35]. Further, another issue exists whereby CKD is most common in the aged population, but reduced kidney function maybe a normal part of ageing and also older people have a higher risk of CVD despite classification of kidney damage/reduced function [36, 37].Table 1
                        Classification of CKD stages 1–5
                      


	Stage
	Description
	GFR, ml/min/1.73 m2

	-
	At increased risk
	≥ 60

	1
	Kidney damage with normal or increased GFR
	≥ 90

	2
	Kidney damage with mild decreased GFR
	60-89

	3
	Moderately decreased GFR
	30-59

	4
	Severely decreased GFR
	15-29

	5
	Kidney failure
	< 15 (or dialysis)


Adapted from [1].



The initial development of abnormalities in kidney function has been linked to chronic obesity and insulin resistant conditions, such as the metabolic syndrome (MetS), potentially through a host of ‘obesity-related’ factors (see Figure 1); and these same factors may be therapeutically targeted for reducing/slowing progressive kidney dysfunction [38, 39]. Sympathetic hyperactivity, activation of the renin-angiotensin-aldosterone system (RAAS), and the related development of hypertension are implicated; and this may be further aggravated by excess dietary salt intake and effects of insulin resistance and hyperinsulinemia on sodium retention. [2, 40, 41]. The abnormal production of ‘adipocytokines’ (adipose tissue-derived cytokines), have been potentially implicated as playing a role [42] and dysregulation of glucocorticoid activities may be implicated in metabolic dysfunction [43]. The progression of metabolic and cellular dysfunction both systemically and locally within kidney tissue is linked to many diverse and complex pathways currently being elucidated; these include factors mentioned, and in particular the heightened production of proinflammatory cytokines, IL-1β, -6, -8, TNFα and interferon gamma (IFNγ), oxidative stress and abnormalities in glucose and lipid metabolism (e.g. impaired glucose tolerance, glycemia and dyslipidemia) (see Figure 1). The dyslipidemia associated with worsening CKD and in ESRD is also a contributing factor in metabolic dysfunction, CVD risk and glomerulosclerosis [14, 16]. Specifically, reduced clearance of triglyceride-rich lipoproteins and reduced high-density lipoprotein production and levels are common in ESRD [14, 16].[image: A12986_2011_Article_429_Fig1_HTML.jpg]
Figure 1A range of ‘obesity and obesity-related’ factors have been suggested to be implicated in the progression of chronic kidney disease, CKD. These include; general insulin resistance and progressive hyperglycemia. Heightened free fatty acids, FFAs common in obesity may lead to further insulin resistance and FA/TG fatty acid/triglyceride accumulation locally within tissues –which may be implicated in cellular dysfunction (e.g. the promotion of cell death pathways). Hypertension is common in obesity and metabolic syndrome and may be due to a range of factors including heightened sympathetic nervous system activation and angiotensinogen release from adipose tissue. The hypertension may have a direct damaging effect on microvasculature within renal tissues and via the actions of heightened renin angiotensin aldosterone system, RAAS activity. The dysregulation of adipose tissue-derived adipocytokines such as leptin and adiponectin and proinflammatory cytokine release may strengthen obesity-related factors including insulin resistance, dyslipidemia and oxidative stress. Other factors potentially implicated may include resistin, corticosteroids (potentially via increased adipose tissue production and hypothalamic pituitary stimulation), hypovitamin D status and other nutritional and genetic factors (e.g. gene polymorphisms). Note that the precise mechanisms in human in vivo CKD are yet to be fully elucidated, and is speculation at present, based upon association studies, cell and animal studies and pharmacological manipulation.




Further, endothelial dysfunction which is common in CKD and promotes or accelerates atherosclerosis is currently hypothesised to be due to a combination of the factors described above including; hypertension but also in particular, oxidative stress, insulin resistance, depressed nitric oxide synthesis, adipocytokine dysfunction and hemodialysis-induced factors (in ESRD) [44].
The effects of CKD on protein metabolism and dietary treatment is complicated and beyond the scope of this review; however as CKD develops and kidney function progressively worsens towards kidney failure the ability to process and efficiently clear waste products of protein metabolism decreases. As GFR decreases dietary protein nitrogen intake must be reduced. Although debated, a very low protein diet is a standard dietary therapy for patients to delay kidney pathogenesis [12, 28, 29]. This dietary requirement may have beneficial effects through reducing uremic toxins, but also detrimental effects through lowering plasma amino acid levels and negatively impact upon protein turnover, i.e. by stimulating a net loss of protein in LBM and skeletal muscle tissue. The process of dialysis itself may also interfere with protein metabolism and increase protein catabolism [45]. Bammens et al., 2004 found that small intestinal protein assimilation (digestion and absorption) was significantly reduced in ESRD patients on dialysis [45]. However, haemodialysis has also been found to improve insulin sensitivity [46].

The acute phase response, proinflammatory cytokines and metabolism
During the development and pathogenesis of CKD as with many other chronic disease states a typical systemic and local physiological immunologic stress response and activation of an acute phase response takes place [21, 47, 48]. There is characteristic activation of a proinflammatory stress reaction with a reprioritisation of metabolic and immune activities, principally directed and orchestrated by the cytokine peptide mediators. Protein synthetic priorities tend to be heightened in hepatic and visceral tissues with a simultaneous depression of anabolic activities within skeletal muscle. Protein catabolism is increased peripherally supplying a raised demand for amino acids in the liver for the production of acute phase proteins and reactants (APRs), glutathione, and glucose (gluconeogenesis). In addition, an insulin resistant state develops and carbohydrate and lipid metabolism is altered favouring mobilisation of stores (glycogenolysis and lipolysis). Specific alterations to endocrine function are noted which aids in inducing the insulin resistant ‘mobilisation state’, including an increase in glucagon, glucocorticoids, catecholamines and GH release (although simultaneous depression of anabolic effects of the GH- IGF pathway, especially within skeletal muscle) [47, 48]. In CKD and particularly in kidney failure other endocrine abnormalities are notable including thyroid dysfunction, hypogonadism [49] and GH-IGF resistance [27] which promotes the catabolic state (and the depression of anabolism).
Specific cytokines have been identified with proinflammatory actions, including IL-1β, IL-6, TNFα and IFNγ which increase during inflammatory stress and have modulating effects on appetite (induce anorexia), carbohydrate, lipid and protein metabolism (e.g. increasing insulin resistance, lipolysis and proteolysis) [47, 48]. A key feature in chronic disease states such as CKD includes cachexia and lipid abnormalities; and dyslipidemia is thought to be due to the effects of chronic activation of hormone-sensitive lipolysis and a reduction in triglyceride catabolism by cytokines [21].
Further, proinflammatory cytokines increase the production of reactive oxygen species (ROS) and are themselves regulated in a positive feedback loop via the nuclear factor kappa beta (NFkB) pathway [50]. Therefore the cellular damage caused by the pro-inflammatory response stimulates the ROS production cycle and in turn activating further cytokine production; hence chronic activation as observed in chronic illness such as advanced CKD may become damaging, potentially having deleterious effects on health.

Inflammatory markers in CKD and clinical outcome
Studies have suggested that the levels of cytokines, IL-1β, IL-6 and TNFα and hepatic acute phase proteins such as serum albumin (S-Alb) C-reactive protein (CRP) and fibrinogen may be helpful in the clinical assessment of patients. For example, CRP which is a strong indicator of systemic inflammatory status, when measured by a high sensitivity assay (hsCRP), may also act as an indicator of CVD risk and cardiovascular events such as myocardial infarction and stroke [51–53].
A relationship exists between malnutrition, inflammatory markers with CVD risk, clinical outcome and mortality rates- with particular relevance in stage 4/5 and kidney failure. Long term mortality prediction was recently evaluated in a 5-year prospective study in 42 ESRD patients [54], and the most robust markers found were CRP and S-Alb. Stenvinkel and Lindholm, 2005 discuss the relevance of CRP and IL-6 in predicting CVD and mortality and the potential of IL-6 as acting as a good predictor [55]. Honda et al., 2006 found IL-6 best predicted CVD in ESRD patients (n = 176), and that S-Alb, IL-6 and fetuin A (a circulating calcium-regulatory glycoprotein that inhibits vascular calcification) best predicted mortality, but interestingly not hsCRP [56]. It should also be noted that new research has identified that IL-6 has mixed pro/anti-inflammatory activities and that although IL-6 levels correlate a worse outcome and mortality in human studies; it is also produced locally within skeletal muscle (as a ‘myokine’) during exercise and may exhibit beneficial metabolic effects [57]. Further studies will be required to evaluate whether hsCRP and IL-6 in this patient population group are robust markers of inflammation and disease severity and whether they give an indication or predict clinical risk or outcome.
Studies have also determined associations between higher levels of inflammatory markers such as CRP and measures of cardiac autonomic nervous system function, including lower heart rate variability (HRV). Lower HRV measures tends to indicate heightened sympathetic activities and reduced parasympathetic vagal activities, is associated with worse patient outcome and CVD risk in a number of human disease states [58]. For example, strong associations exist between hypertension, diabetes and decreased HRV. Research is necessary to evaluate this relationship within CKD and inflammation, its value, and validity as a prognostic marker.
The proinflammatory cytokines also have a negative impact on other important factors in CKD such as EPO sensitivity and hence may act as a secondary factor (other than reduced kidney EPO production in progressive CKD) promoting risk of anemia in CKD patients [17].

Anorexia-cachexia in CKD
In many chronic disease states and typically in CKD there is a characteristic reduction in food intake (anorexia) and increase in resting energy expenditure (REE), coupled with increased net protein breakdown and a progressive loss of LBM and skeletal muscle [59, 60]. Termed the ‘anorexia-cachexia’ syndrome (ACS), this is thought to be principally driven by proinflammatory cytokines and their effects peripherally on skeletal muscle pathways regulating protein turnover and centrally within hypothalamic neurons regulating appetite [59, 60]. With respects to the specific loss of muscle in CKD, this is thought to be driven by many factors such as the cytokines, with concomitant upregulation of the NFkB pathway, and genes involved in the ubiquitin proteasome protein degradation system. Further, insulin/IGF-1 resistance and up-regulation of glucocorticoids (discussed in later sections) may further support an increase in protein degradation and decrease in protein synthesis. Myostatin may be upregulated leading to reductions in Akt phosphorylation, downstream reductions in protein synthetic (mTOR), myogenic (pax3, MyoD) pathways and upregulation in caspase-3 and components of the ubiquitin proteasome system (12, 20, 21, 60). A range of other factors implicated include acidosis, uremia, dialysis treatment and other mediators mentioned later in this review.
It is thought that there may also be a perturbation in the normal regulation of appetite, energy intake and energy expenditure (hence leading to negative energy balance) in CKD. Although the mechanisms are not completely understood it is thought that cytokines (e.g. IL-1β, IL-6 and TNF α) participate in developing this state; and that levels/activities of leptin (an anorexigenic peptide reducing food intake) and ghrelin (orexigenic peptide increasing food intake) may be disturbed. Normally, central hypothalamic neurons producing melanocortins (proopiomelanocortin (POMC)/cocaine- and amphetamine-regulated transcript (CART) neurons) activated by leptin have an anorectic and catabolic biological effect whereas the neuropeptide Y (NPY) and agouti-related protein (AgRP) expressing neurons activated by ghrelin have a downstream orexigenic effect. These neuronal appetite pathways may also cross-regulate one another. In ACS, the hypothalamic response to peripheral signals such as circulating leptin and ghrelin may be dysfunctional with persistent activation of the anorexigenic POMC/CART neuronal systems, and reduced activation of NPY/AgRP with subsequent effects of increasing REE and reducing appetite. However, in CKD as will be described in the following sections, the levels of leptin and ghrelin are generally increased which is unique to this disease state [21, 60, 61].
Heightened inflammation and presence of ACS tends to be common characteristics of the CKD patient population and in particular in stage 5 kidney disease. For example, in ESRD dialysis patients, poor nutritional status and appetite has been associated with a heightened inflammatory state [62].
The effects of CKD on measured REE are somewhat complex as instinctively it may be expected that REE would increase with the severity of kidney dysfunction and inflammatory stress. This may not always be the case in all patient observations and is difficult to accurately assess. Avesani et al., 2004 demonstrated that REE is not influenced significantly by kidney function, but possibly by inflammatory status, e.g. by measuring serum levels of APRs and pro-inflammatory cytokines [63]. Further, energy expenditure may appear within normal range or decrease in some patients due to the simultaneous reduction in LBM and habitual physical activity which is both common and a characteristic of the condition. Ultimately, this ACS state affects clinical outcome as outlined in a recent study by Yen et al., 2010, in which 959 taiwanese ESRD hemodialysis patients were followed over a three year period [64]. They found after analysis that those patients with lower body mass index, BMI levels (<18.5 kg/m2) suffered a significantly higher mortality rate to other patients with normal, overweight and obese classifications; and hence may be considered as a ‘risk factor paradox’ when comparing against obese patients.

Other potential mediators of metabolic dysfunction in kidney disease
A number of other mediators and hormonal systems may become perturbed in CKD and promote metabolic dysfunction, ACS and affect health. There are numerous nutritional, metabolic and hormonal factors however focus will be directed in this review on the following; the GH-IGF-1 axis, ANG II and aldosterone, adipocytokines; leptin, adiponectin; ghrelin, vitamin D and glucocorticoids.

The GH-IGF-1 axis
The Growth Hormone (GH) - Insulin-like Growth Factor-1 (IGF-1) axis is a major controller of cell and tissue growth and development in human, stimulating protein synthesis in a range of tissues. Stimulation of GH production from the pituitary gland by stimuli such as exercise, stress and sleep leads to increases in pulsatile output from the pituitary, leading to increased activation of hepatic GH receptors and IGF-1 production. IGF-1 is a key peptide involved in cell growth and protein turnover acting as the primary mediator of many of the responses regulated by GH in tissues [65, 66]. IGF-1 is secreted systemically (hepatic), locally and recently a muscle specific IGF isoform called ‘mechano growth factor’ (MGF) has been identified. IGF-1 possesses glucose-disposal, anti-apoptotic and anti-proteolytic activities in muscle, and shares some cell signalling pathways with insulin. Plasma IGF-1 levels have been used as a potential measure of nutritional status and ‘anabolic responsiveness’ and the association exists such that during malnutrition IGF-1 reduces and during nutritional excess increases in proportionality [67, 68].
GH and IGF-1 also have major effects on kidney growth, structure and function and their overall activities are reduced in patients with kidney disease which may have a negative impact on kidney function and affect pathogenesis [69]. In bone and muscle tissue as the GH-IGF axis controls and regulates growth and development, reductions in activities may potentially accelerate cachexia-type phenomena in CKD. Evidence in children with CKD is startling in that pronounced alterations in the GH-IGF axis occur with a characteristic induction of GH resistance and stunting/retardation of normal growth; and a high potential for poor patient outcome [70].
The mechanism of this reduction and inhibition of GH-IGF activity is likely through CKD-disease specific and non-specific factors. The effects of chronic neuro-endocrine stress has a significant effect on down-regulating anabolic hormone systems such as the GH-IGF-1 axis in humans [71]. This is characterised by the effects of heightened activities of hypothalamic corticotrophin-releasing hormone (CRH) and pituitary adrenocorticotropin hormone (ACTH) increasing adrenal cortisol production. In addition, a reduction in food intake and nutritional status can reduce IGF-1 activity [67, 68], which is common in CKD patients with malnutrition/ACS. However, further mechanisms of inhibition of the GH-IGF-1 system have been proposed including the effects of chronic uremia attenuating GH receptor-JAK2-STAT signal transduction pathways [27, 72]. Uremia itself and acidosis is understood to increase cortisol levels in kidney dysfunction. Other plausible negative factors which may antagonise or inhibit activity of the GH-IGF-1 system in CKD include the pro-inflammatory cytokines at a peripheral cellular level (e.g. skeletal muscle) and through reinforcement of hypothalamic neuro-endocrine stress [27, 73].
This may mean that uremic malnourished patients are likely to have long-term reductions in GH-IGF activities systemically affecting tissues such as skeletal muscle. Another known factor includes induction of insulin resistance which is typically increased during disease states characterised by chronic inflammatory stress [47]. Insulin resistance has been found to be higher in critically ill patients with acute renal failure (ARF) [74]. This is expected, however, patients with higher insulin resistance had significant alterations in IGF-1 pathway activity (IGFBP-3 was significantly lower and IGFBP-1 higher) and mortality. Interestingly, Lee et al., 2007 found that in non-diabetic ESRD patient’s (n = 21) insulin resistance (measured by HOMA-IR) correlated with muscle wasting (LBM measured by DEXA), and a marker of muscle protein degradation (14 kDa actin sampled from rectus abdominis tissue) potentially indicating the importance of insulin-sensitive anabolic/anti-catabolic pathways in the regulation of protein turnover in skeletal muscle in ESRD [75].
Further, Abdulle et al., 2007 found that low circulating IGF-1 levels strongly correlated with higher cardiovascular risk (using measurements of systolic and diastolic blood pressure) in adult CKD patients [76]. This may indicate that IGF-1 may also be a novel indicator of CVD risk in this patient group; or it may be that the low IGF-1 generally relates to poor nutritional status; and hence worse clinical outcome, further evidence will be required.
In summation, the GH-IGF axis may be an important pathway for further investigation in human CKD and in particular stage 4/5 patients, experiencing uremia, inflammation and malnutrition-both as a potential means of assessment of nutritional status/anabolic activity and of treatment. The use of recombinant human GH (rhGH) and rhIGF-1 in CKD patients is an obvious choice with some potential to improve muscle protein turnover and nitrogen retention. In children with CKD and growth retardation use of GH and IGF-1 has demonstrated to have positive effects on growth and outcome [70] and recently a newer GH releasing hormone ‘super-agonist’ has been utilised in stage 4/5 CKD patients showing significant positive effects on anabolism and LBM [77].

The renin-angiotensin aldosterone system and angiotensin II
The renin-angiotensin aldosterone system (RAAS) plays an important role in the regulation of blood pressure control and body fluid homeostasis [41, 78–82]. Angiotensin II (ANG II) is the main effector peptide of the RAAS, with potent hypertensive actions and has been implicated in vascular remodelling and pathogenesis in cardiac and renal tissues. Its actions are mediated through the ANG II receptors type 1 and 2 (ATII-1 and −2 R). ATII-1R has been associated with vasoconstriction, sodium re-absorption and growth promotion, where as the ATII-2R with opposing actions. ANG II contributes to atherogenesis through increasing oxidative stress (reactive oxygen species, ROS) and the expression of pro-inflammatory genes via the NF-kB pathway [83, 84]. Aldosterone is the principal mineralcorticoid secreted from the adrenal glands in response to circulating ANG II, adrenocorticotropin hormone (ACTH) from the pituitary gland and extracellular potassium ions [41, 81, 82]. Aldosterone has ‘genomic’ and ‘non-genomic’ actions through the cytosolic mineralcorticoid receptor (MR) and functions both independently and in concert with ANG II cell signalling pathways, promoting ROS production and tissue fibrosis (partly via the epidermal growth factor (EGF) receptor) [41, 80, 81].
CKD is typically associated with the presence of hypertension which increases the risk of cardiovascular events and kidney damage. Inhibition of ANG II through the use of pharmacological ATII-1R blockers (ARBs) or angiotensin-converting enzyme inhibitors (ACEIs) is used as common therapy for hypertension, including within CKD patients [85]. Use of these pharmacological agents has been shown to have positive effects on patient health and outcome, such as the delaying of progression to stage 5 kidney disease, having a ‘reno-protective’ type action, which was suggested to be most likely through a consistent reduction in blood pressure [85], although there may be other protective metabolic actions of ANG II blockade [86]. MR receptor blockers/aldosterone antagonists have been utilised as an additional therapy to ARBs/ACEI in cardiac disease and recently in CKD due to potential effects on reducing proteinuria and kidney damage; and to a lesser extent on blood pressure. [82, 87].
Recent evidence suggests that ANG II and aldosterone may have significant metabolic effects and may contribute to the development and progression of insulin resistant conditions such as obesity, metabolic syndrome and cachexia [41, 81, 87–90]. ANG II has been found in studies to induce insulin resistance via activation of ANG II-induced protein tyrosine phosphatase activation leading to dephosphorylation of the insulin receptor [89–91]. Aldosterone acting via the MR is thought to interact with ANG II and ROS signalling leading to activation of redox-sensitive kinases known to phosphorylate and inactivate insulin receptor signalling molecules, such as IRS-1 [41, 81].
ANG II has also been linked to promoting dyslipidemia in studies using chronic infusion of ANG II in rat models [92]. Kouyama et al., 2005, demonstrated that mice lacking the ATII-1aR exhibit an attenuation of diet-induced weight gain and adiposity through increased energy expenditure [93]. In addition, ANG II modulated adipocytokine production via the ATII-1R. The relationship between the RAAS system and insulin signalling pathways has led to the hypothesis that ANG II blockade (through use of ACEI and ARBs) in insulin resistant conditions such as the metabolic syndrome would be of benefit to metabolic and cardiovascular health [94]. Interestingly, Zandbergen et al., 2006 observed improved insulin sensitivity and raised IGF-1 levels when administering losartan (an ARB) to patients with impaired fasting glucose [95]. Studies in patients with CKD are promising and demonstrate the beneficial effects of reducing ANG II activity on metabolic and inflammatory function. For example, de Vinuesa et al., 2006 demonstrated the use of the ARB olmesartan (40 mg daily for 16 weeks duration) in 52 adult patients showing typical reductions in systolic and diastolic blood pressure, but also significant reductions in proteinuria, glucose, insulin, insulin resistance (HOMA-IR index), glycated haemoglobin, hsCRP and fibrinogen [96].
Additionally, ANG II has been observed to induce skeletal muscle wasting, down-regulate systemic and autocrine IGF-1 pathways and increase muscle protein degradation in rats [97]. Song et al., 2005, demonstrated that ANG II can down-regulate muscle-specific IGF-1 pathways and activate caspase-3, the pro-apoptotic intracellular protease [98]. Further to this, Burniston et al., 2005 reported that ANG II induces skeletal and cardiac muscle cell apoptosis in rats [99]. Recently, aldosterone has also been thought to play a role in regulating muscle function (in particular cardiac) and MR antagonism via drugs such as spironolactone has been suggested as a means of reducing the decline in skeletal muscle function and apoptosis in age-related sarcopenia [88]. If proven efficacious, there may be potential to reduce muscle wasting in human CKD; with particular interest in down-regulating the effects of chronic RAAS activation on insulin/IGF pathway inhibition and ROS generation.

Adipocytokines
Adipose tissue is a highly active endocrine organ playing an important role in the clearance and storage of fatty acids, the regulation of energy homeostasis/metabolism, appetite control, insulin function and inflammatory activities; and has been suggested to be implicated in disease progression and metabolic dysfunction [100–105]. Studies demonstrate that in models of absent, reduced or dysfunctional adipose tissue, e.g. lipodystrophy, patterns of ectopic lipid accumulation in hepatic and skeletal muscle tissues, lipotoxicity and insulin resistance develop. There is evidence that in these extreme forms of insulin resistance, such as in lipodystrophies and in the MetS there are clinical observations of kidney disease [39, 105].
Adipose tissue secretes a large number of peptides (adipocytokines) with autocrine, paracrine and endocrine activities. Peptides including leptin, adiponectin, resistin, TNF-α, IL-6 and components of the RAAS such as angiotensinogen, ACE and ATII-1R (others include VEGF, MCP-1, RBP-4 and TIMP-1 and the MR). Studies suggest that a positive correlation exists between increased adipose tissue/fat mass and systemic inflammatory markers [106]. It should be noted that adipose tissue also contains active macrophages and immune cells that secrete pro-inflammatory cytokines. Hence, there is a continuing debate in the literature as to the link between dysfunctional adipose tissue (e.g. as in obesity) and/or raised proinflammatory adipocytokine patterns and systemic inflammation, insulin resistance and cellular dysfunction [100, 107, 108]. The role played within CKD pathogenesis has also yet to be identified. Axelsson et al., 2004 observed a positive relationship between truncal fat mass and inflammation in ESRD patients, and a strong correlation between markers of inflammation and an atherogenic lipoprotein profile [109].
Key adipocytokines currently being intensely investigated include leptin and adiponectin. Leptin has been extensively studied in animal models and humans. Resistin, is lesser well known and is a 108 amino acid peptide shown to have some effects on inflammatory activities and insulin resistance in animal models; however in humans its function remains controversial.

Leptin
Leptin as previously discussed is an adipocytokine with well studied characteristics in humans. Leptin levels rise in response to increased energy deposition as fat mass and in obesity. This characteristic signal acts centrally in hypothalamic neurons to decrease energy intake and increase energy expenditure, which also involves raising sympathetic activity and peripheral actions of leptin on skeletal muscle activating AMP-activated protein kinase, (AMPK). During obesity it is thought that central hypothalamic resistance to leptin, similar to insulin resistance may take place. Further, leptin may have immuno-regulatory and proinflammatory actions as recognised in obesity and disease states [110]. Maachi et al., 2004 demonstrated in obese nondiabetic women that leptin levels are associated with fat mass and local and systemic markers of inflammation such as CRP [106].
In CKD the picture is more complicated as the initial development of CKD may be with a background of obesity; and hence raised leptin levels (and leptin resistance). During CKD disease progression (and potentially ACS), research shows that hyperleptinemia is observed in humans, due to reduced renal clearance of leptin and that this is associated with concomitant inflammation and loss of LBM [26]. This abnormal response may play a role in the development of the ACS, in particular anorexia, overall metabolic dysfunction and may affect patient outcome. In this scenario research into the use of treatment to reduce leptin activities is warranted and ongoing.

Adiponectin
Adiponectin is reported to modulate lipid and glucose metabolism and insulin sensitivity, partially through activation of AMPK [111]. Adiponectin exhibits anti-diabetic, anti-inflammatory and anti-atherogenic effects and hypoadiponectinemia is associated with conditions such as insulin resistance, obesity, type II diabetes (early stages) and dyslipidemia. Interestingly, mixed reports during different stages of CKD and kidney failure have appeared, demonstrating paradoxically, an up-regulation in adiponectin in kidney failure [111–116]. Further, Lin, Hu and Curhan, 2007, found in 733 men with type II diabetes that higher serum adiponectin concentrations were associated with a reduced odds of moderate kidney dysfunction [117].
Thiazolidinediones (TZDs) have been shown to act as insulin sensitizers and used as therapeutic agents for the treatment of dyslipidemia and type II diabetes [118], both common occurrences in CKD. Their proposed modes of action are through the activation of the peroxisome proliferator-activated receptor γ (PPARγ) and through the up-regulation of mediators such as adiponectin [111, 119]. Despite recent recommendations for TZD treatment being re-examined in the light of potential increases in adverse cardiovascular events, previous trials have shown beneficial effects of TZD treatment in CKD patients [120]. Schneider et al., 2008, describes how pioglitazone treatment in CKD-defined patients was shown to improve overall CKD patient outcome reducing cardiovascular events and death in the ‘PROspective pioglitAzone Clinical Trial In macro Vascular Events’ (PROactive) trial [120].
The relationship between adiponectin, ANG II blockade, TZD treatment and its physiological effects in human CKD is intriguing and requires an indepth examination of wider literature. Studies by Clasen et al., 2005 demonstrated in cell and rat models that PPARγ-activating ATII-1R blockers induce adiponectin production [121]. In addition, Diep et al., 2002, demonstrated in ANG II infused rats that TZDs attenuate hypertension, normalize cell growth, improve endothelial function and prevent the up-regulation of ATII-1R, cell cycle proteins and proinflammatory mediators [122]. In humans, Furuhashi et al., 2003, observed that blockade of ANG II activities using either an ARB or ACEI increased adiponectin in essential hypertensive patients [123]. However, in patients with CKD the picture is somewhat different and baseline levels of adiponectin tend to be higher and the effects of ARB medication different. De Vinuesa, 2006 found no significant effect of ANG II blockade with olmesartan on either leptin or adiponectin despite increases in insulin sensitivity [96]. A recent study by Guo et al., 2009 suggested again a paradoxical response in type 2 diabetic nephropathy CKD patients (CKD stages 1–4) [124]. At baseline all CKD patients exhibited high adiponectin values positively associated with insulin and insulin resistance. Subsequent administration of the ARB losartan (100 mg daily for 6 months) compared to a control CKD group on amlodipine found significant reductions in adiponectin (P < 0.01) accompanied by reductions in HbA1c (P < 0.01), fasting insulin (P < 0.01) and HOMA-IR, measure of insulin resistance (P < 0.01). The relative increase in adiponectin observed in CKD patients and its apparent reduction following ARB administration at present has an unknown effect through an unknown mechanism. This effect may or may not be beneficial as described by Guo et al., 2009, and may be due to alterations in kidney function (e.g. clearance of adiponection) and/or the development of adiponectin resistance in CKD (and subsequent reversal following ARB administration) [124].

Ghrelin
Ghrelin is a 28-amino acid peptide synthesised and secreted principally in the stomach and is an endogenous ligand for the growth hormone secretagogue receptor (GHSR), stimulating GH release. A number of reviews have highlighted its effect on appetite, energy expenditure and body weight regulation [102, 125, 126]. Ghrelin stimulated appetite through activation of NPY neurons in the hypothalamus and levels tend to be raised in between and prior to meals.
Ghrelin levels have been found to be raised in catabolic and wasting disorders. Ayala et al., 2004 found markedly elevated ghrelin levels in advanced kidney failure which also correlated well with levels of fat mass, plasma insulin and serum leptin levels [127]. Pérez-Fontán et al., 2004 found that plasma ghrelin levels were increased in haemodialysis and peritoneal dialysis patients [128]. In addition, there was a correlation found between low dietary intake and plasma ghrelin. Wynne et al., 2005, demonstrated that subcutaneous ghrelin administration enhanced food intake in peritoneal dialysis patients with mild and moderate malnutrition which further stimulated interest in this peptide [129].
The relevance of these observations requires examination as CKD is a catabolic disease with cachexia and anorexia as key features. Increases in ghrelin may act in a counter-measure fashion in an attempt to increase appetite and GH-IGF anabolic activity which are both down-regulated in this disease in human. Another hypothesis similar to the effects of CKD on other hormonal axis may be that down-regulated ghrelin activity or relative ghrelin resistance, potentially due to inflammatory stress and uremia takes place. Further, reduced degradation and clearance of ghrelin by the kidneys is another plausible factor. A review article by Cheung and Mak, 2010 highlights the relevance and importance of ghrelin in CKD and its potential benefits as a pharmacological treatment in improving appetite, body composition (anti-cachectic therapy) and potentially decreasing inflammation (reduction in circulating cytokines) [61]. They argue that increased ghrelin levels in dialysis patients have not been fully evaluated and observations are likely due to the inappropriate use of detection techniques not sensitive to the different forms of ghrelin, i.e. the two major forms of ghrelin; acyl-ghrelin and des-acyl ghrelin. Further, that des-acyl ghrelin may be the form which is elevated and may actually have a reverse effect to acyl-ghrelin, promoting anorexia rather than stimulating appetite [61]. Future research requires a rigorous examination of techniques of ghrelin detection in CKD and greater overall systematic data accumulation and analysis in human patients. Regarding the theoretical effects of ghrelin administration in CKD patients, its relevance and potential utilisation is yet to be understood in adult human and childhood CKD. In adult human CKD patients long term studies need to be performed as short-term ghrelin administration has been shown to improve food intake without affecting energy expenditure which is positive. Studies in rat models of uremic CKD such as by DeBoer et al., 2008 show ghrelin administration causing improvements in food intake, LBM, decreases in muscle protein degradation and circulating inflammatory cytokines [130].

Vitamin D
CKD is associated with a host of disorders of mineral and bone metabolism termed CKD-metabolic bone disease, MBD (10, 11) which is typically characterised by hyper-phosphataemia, hypocalcemia, secondary hyperparathyroidism and decreased synthesis of active vitamin (vit) D (1,25(OH)D/1, 25-vit D). Recently vit D status has been found to be of importance in CKD. Vit D is an essential nutrient found in a range of foods such as dairy products and fish, and dietary supplements as vit D2, ‘ergocalciferol’ and vit D3 or ‘cholecalciferol’. Vit D3 is mainly generated by ultraviolet UV-B radiation on skin tissue and acts as a major source of vit D [131, 132]. Both vit D2 and D3 are inactive precursors which are metabolised within the liver via hydroxylation (25-hydroxylase enzyme) to 25-hydroxyvit D, (25(OH)D/25-vit D) [105]. Classically, it has been assumed that 25-vit D is an inactive precursor which becomes activated via a 2nd hydroxylation step within kidney tissue (1α-hydroxylase enzyme) to become 1,25-vit D, the active compound involved in the regulation of calcium, phosphorous and bone metabolism [131]. Research has indicated that vit D has ‘hormone-like’ characteristics regulating a whole range of different organs, tissues and processes including; immune, skeletal muscle and cardiovascular function [131, 133]; and that 25-vit D may have functional activities itself, able to activate the vit D receptor (VDR), although with less affinity. Evidence also suggests that extra-renal 1α-hydroxylase enzyme activity is present in a range of tissues including vascular, immune and gastrointestinal cells [133]. Further, that reduced vit D status due to a combination of decreased sunlight exposure and dietary intake is potentially associated with an increase in CVD risk [132].
In CKD, vit D status is usually impaired with levels decreasing in relation to worsening of kidney function. This may be due to a combination of a reduction in production of 1, 25-vit D from kidney tissue, lowered vit D intake during restrictive dietary therapy in CKD and decreased sunlight as the disease state worsens (e.g. reduced physical mobility) and other unknown deleterious factors. Reduced kidney function and active vit D status may in turn leads to disturbances in normal calcium and phosphate metabolism, bone turnover and potentially hyperparathyroidism in CKD-MBD. This may lead to increased fracture risk, especially in those who are older and with worse nutritional status, e.g. those suffering from wasting and forms of CKD-related malnutrition. In respects to CVD risk, outcome and mortality, evidence is emerging that vit D status may be a non-traditional risk factor for CVD and may have been previously under-estimated [18]. Barreto et al., 2009 measured the prevalence of vit D deficiency in 140 CKD patients (stages 1–5) and found that 42% were suffering from deficiency (25-vit D: ≤ 15 ng/ml), 34% from insufficiency (25-vit D: 16–30 ng/ml); and those with ≤ 16.7 ng/ml having a significantly lower survival rate compared to other patients [134]. Garcia-Canton et al., 2010 evaluated the association between vascular calcification and (25-vit D) in 210 CKD patients (stages 4–5) [135]. The study found that only 18.5% of patients had adequate levels of 25-vit D (>30 ng/mL) and that there was an association with reduced vit D status and vascular calcification. In the Barreto et al., 2009 study the relationship between patient survival and vit D was not affected by calcification score; and hence vit D was an independent risk factor [134].
Potential mechanisms of increased CVD risk may include lack of control of calcium and phosphate metabolism and other unknown vit D-dependent mechanisms, including; reduced regulation of anti-atherogenic processes, reduced inhibition of cardiac hypertrophy and regulation of the RAAS. In a review article by Levin and Li, 2005, they describe studies which demonstrate improved outcome in dialysis patients undergoing vit D therapy [18]. In contrast, a review by Mizobuchi et al., 2009 describes conflicting studies where vit D analogues may actually increase vascular calcification in animal and cells models, however, they conclude that direct evidence in human CKD patients is lacking and that low serum 1, 25-vit D levels are associated with vascular calcification within the general population and in CKD; and that vit D analogues improve patient survival [19].
Vit D may play a significant role in a whole range of other functions within the body including, the maintenance of skeletal muscle function, proliferation and differentiation and immune function [131, 136, 137]. Further, a relationship between vit D and type 2 diabetes and inflammation has been suggested [138]; however, further studies will need to be undertaken and to evaluate in detail the roles and the effect of vit D deficiency, sufficiency and high-dose replacement within the CKD population.

Glucocorticoids
Glucocorticoids and their role in metabolic dysfunction during clinical disease has a strong research base; and they may play a role in the development of metabolic and kidney dysfunction in CKD. Hypercortisolemia is a characteristic of many inflammatory stress and disease states and is known to increase insulin resistance, protein catabolism, gluconeogenesis and down-regulate anabolic pathways such as GH-IGF-1 activities and androgens; and aid in inducing LBM wasting [43, 47].
Glucocorticoids have been implicated in the pathogenesis of the obesity-associated MetS with a role in the development of hypertension, insulin resistance, glucose intolerance and dyslipidemia [43]. Evidence has demonstrated that cortisol levels and glucocorticoid activities are increased during obesity states and maybe due to increased hypothalamic-pituitary-adrenal activity (and sympathoadrenal stress) and adipose tissue-derived cortisol. In addition, cross-talk and receptor activation of the MR and GR by cortisol and aldosterone may also heighten activities [41]. Levels of corticosteroid binding globulin (CBG) may also be modified increasing active cortisol; and enzyme activities of the 11β-hydroxysteroid dehydrogenase isozymes (11β-HSD) 1 and 2 affecting ratios of active cortisol: inactive cortisone. As isoforms exist within tissues such as kidney, adipose and liver affecting activity/inactivity, the relationship between MetS and kidney disease pathogenesis requires investigation.
In respects to hypertension the glucocorticoids may promote hypertension through actions on kidney and endothelial cells and increasing production of angiotensinogen from adipose tissue (and concomitant rise in RAAS activation), and MR activation- although the precise mechanisms are yet to be elucidated [41, 43, 140]. This may play a role in kidney pathogenesis in chronic hypercortisolemic states. A recent review by Smets et al., 2010 provides convincing evidence for cortisol (or hypercortisolemia) to negatively impact upon kidney function [139]. Further, evidence is also present suggesting that in CKD clearance and excretion of cortisol is impaired (which may be expected), which can increase half-life and serum levels. These activities may be potentiated in CKD by co-activation of the RAAS system and in particular aldosterone having combined negative effects including promotion of cellular insulin resistance and muscle protein loss. The potential dysregulation in cortisol metabolism and effects on metabolic dysfunction, hypertension and pathogenesis in CKD warrants further attention and investigation. Pharmacological modification of these responses in disease also needs to be explored as for example with use of specific 11β-HSD 1 inhibitors to reduce systemic cortisol activities [43] and additional MR-blockade [88].

Summary
A number of perturbations in both traditional and novel hormonal and peptide pathways associated with metabolic-nutritional, inflammatory and cardiovascular function exist within CKD. Table 2 provides a summary of the potential and probable effects of these different factors in human CKD. Figure 2 provides a depiction of how these pathways may interact in muscle to induce protein breakdown and wasting.Table 2
                        Table to summarise the potential and probable effects of specific mediators on kidney function, the alterations observed in human CKD; and effects on the modulation of nutritional, metabolic and haemodynamic factors and outcome
                      


	Hormonal, inflammatory or nutritional mediator
	Effects of mediator on kidney function in normal state
	Altered during CKD (levels/activities)
	Potential or probable effects of alterations in mediators in human CKD on the following;

	W/CX
	AX
	IR
	HYP
	DYSL
	CVDR&M

	Proinflammatory Cytokines
	↓
	↑
	↑
	↑
	↑
	↑?
	↑
	↑

	GH-IGF-1
	↑
	↓
	↑
	?
	↑
	?
	↑?
	↑?

	Angiotensin II
	↑
	↑
	↑?
	?
	↑
	↑
	?
	↑

	Aldosterone
	↑
	↑
	↑?
	?
	↑
	↑
	?
	↑

	Leptin
	?
	↑
	↑?
	↑
	↑
	↑?
	↑
	↑

	Adiponectin
	↑?
	↑?
	?
	?
	↓↑?
	?
	↑?
	↑?

	Ghrelin
	?
	↑↓?
	↑?
	↑?
	?
	?
	?
	?

	Vitamin D
	↑
	↓
	↑?
	?
	↑?
	↑?
	↑?
	↑

	Glucocorticoids
	↑ short-term ↓chronic
	↑?
	↑
	↑?
	↑
	↑
	↑
	↑


Key: W/CX = wasting/cachexia; AX = anorexia; IR = insulin resistance; HYP = hypertension; DYSL = dyslipidemia; CVDR&M = cardiovascular disease risk & mortality.
Table 2 summarises the possible and potential effects of different mediators discussed in the CKD state. In humans and in vivo it is difficult to establish direct and indirect causal evidence for certain effects and many are by association only. The proinflammatory cytokines appear central within many chronic disease states by supporting inflammatory processes, increasing oxidative stress and antagonising normal anabolic pathways. In progressive CKD this inflammatory response may be damaging and relate to dysfunction of different systems and pathways described. Further, as has been discussed there are many complex ‘paradoxes’ that appear to function within CKD and probably only after many long term clinical studies will these factors become clearer. For example, the levels and activities of different mediators are difficult to interpret as renal clearance maybe reduced for some peptides and/or inactive forms being synthesised. There is also the possibility of resistance locally such as in GH-IGF-1 resistance. Further, differentiating between normal, deficient and supraphysiological levels such as in the example of GH therapy in CKD requires investigation. E.g. in the healthy physiological state normal GH-IGF-1 levels would likely promote an increase in kidney function by maintaining normal cell growth, turnover and homeostasis. However, supraphysiological levels may have adverse effects. In CKD the GH-IGF-1 axis becomes dysregulated with relative GH resistance and a drop in IGF-1. The drop in IGF-1 can be related to both GH resistance and progressive general malnutrition in CKD, e.g. anorexia, reduced caloric intake and reduced protein intake (both therapeutically and involuntarily). Angiotensin II, ANGII in the healthy state has the physiological role of maintaining blood pressure and potentially other pathways such as oxidative stress and cell cycle factors. In CKD over-activation of the RAAS system may take place, which is similarly related to possible hyperaldosteronism in CKD. Much of the human research in CKD has been using renin angiotension system, RAS blockade studies using angiotensin-receptor blockers, ARBs and angiotensin-converting enzyme inhibitors, ACEIs., and more recently mineralcorticoid receptor, MR blockers. Leptin in the normal state plays a major role in “switching off” appetite and increasing energy expenditure. In CKD, hyperleptinemia and hyperactivation of anorexigenic pathways may contribute to the development of the anorexia-cachexia syndrome. Other roles are suggestible, such as effects on inflammation and potential in-direct effects on hypertension via activation of the sympathetic nervous system. In human CKD data is scarce on other direct effects. Adiponectin may have a beneficial effect on different pathways and insulin sensitivity. In CKD, adiponectin levels increase systemically but the relevance of this effect is unknown. Different variants of the peptide and/or adiponectin resistance may be implicated in the dysfunctional state and effects on metabolism; e.g. dysregulation of oxidative stress/inflammatory and/or insulin sensitivity factors. Ghrelin levels rise in CKD, however, there has been some debate in the literature as to whether the peptide is a dysfunctional variant (i.e. des-acyl ghrelin) and/or there is some level of ghrelin resistance within tissues, e.g. centrally in the hypothalamus. Vitamin D; studies show that prevalence of vitamin D deficiency/insufficiency is high and correlates with CVD and outcome/survival. Other new research suggests it may have multiple functions within skeletal muscle and in immune function, for example. Glucocorticoids; are implicated in disease pathology and stress-mediated effects; the true implications of glucocorticoid function in CKD and metabolic dysfunction has not been fully evaluated.
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Figure 2Depiction of some of the different pathways that may potentially interact in muscle tissue in CKD affecting protein turnover. Using the example of muscle tissue it can be observed that CKD causes perturbations in a range of factors which are involved in muscle metabolism and protein turnover. Firstly, CKD and uremia causes a decrease in food intake, anorexia by multiple mechanisms including the possible reduction in active ghrelin. Further, therapeutic low protein diets reduce dietary protein intake further and potentially the amino acid pool within muscle. The reduction in dietary intake and amino acids is likely to have a detrimental effect on both direct protein synthetic pathways within muscle (and suppression of protein breakdown, e.g. branched-chain amino acids, BCAAs) but indirectly through insulin and the GH-IGF-1 axis. The GH-IGF-1 axis is further down-regulated in CKD possibly through direct feedback control at the hypothalamus-pituitary level (i.e. via increased corticosteroids and cytokines, and reduced ghrelin) and at a cellular level of GH resistance (potentially via effects of cytokines). GH-IGF-1 has potent effects on amino acid transport, protein synthesis and suppression of protein breakdown (via IGF-1). Insulin resistance is common in CKD and as with other chronic diseases which are characterised by a proinflammatory response. This usually has a general metabolic effect and a local effect in muscle with a reduction in nutrient transport (glucose and amino acids)/responsiveness of the cell and reduction in net protein synthetic rates (effects on breakdown and synthesis). ANG II, cortisol and aldosterone may all reduce insulin sensitivity. Other mediators which may be implicated in human CKD and muscle function include ANG II, aldosterone and vitamin D (and the vitamin D receptor), although their precise roles in muscle protein turnover have yet to be determined. Glucocorticoids which may be increased in levels/activities within CKD may have a typical effect on muscle with an effect on strengthening insulin resistance in particular and increasing protein breakdown. The proinflammatory cytokines which antagonise normal anabolic pathways may also have a direct impact upon protein turnover in muscle in human CKD although this is difficult to evaluate. The net effect may translate to net protein losses, a reduction in nutritional status and muscle wasting. N.b. this loss of protein may come from both skeletal muscle and visceral protein tissues. The significant reduction in nutritional status is associated with increased morbidity and mortality in CKD studies. N.B. Insulin also plays a role in protein synthesis activation within muscle (not shown in diagram, e.g. cross-signalling pathways with IGF-1); the adipocytokine alterations in CKD may affect insulin sensitivity and pathways involved; and androgens are implicated in muscle protein turnover and may also be reduced in CKD ( e.g. hypogonadism in males), although not discussed in detail within this article. Further, an upregulation of myostatin, and downregulation of myogenesis, and satellite cell activities is likely.





Future studies in human CKD
Further research will be needed to investigate exact mechanisms and pathways of action of different mediators, their effects and interactions in human CKD from both a causative and developmental perspective of disease; and the potential for pharmacological mediation. This will include acquiring robust clinical evidence for the beneficial effects of different pharmacological agents on metabolic health and patient outcome. Suggested pharmacological agents to be evaluated may include those which favourably impact upon insulin sensitivity, CVD risk, muscle function, ACS and tissue damage/fibrosis. ANG II blockade, anabolic therapies, GH-IGF-1, GH-secretagogues and ghelin mimetics; vit D receptor agonists, insulin sensitizers such as metformin; novel therapies acting on central hypothalamic neurons, leptin and ghrelin pathways; 11β-HSD 1 inhibitors reducing corticosteroid activity pathways and MR antagonism may be of potential benefit.
The management of dyslipidemia in CKD is important as lipid abnormalities are common and may increase CVD risk and kidney pathology [14, 16, 140]. Current treatment includes statins and fibrates but concerns over toxicity (e.g. in muscle) [141] may initiate the combined treatment with other medications and nutrients such as omega-3 fatty acids/fish oils- especially as omega-3 fatty acids for example have potential hypo-lipidemic, anti-inflammatory, anti-thrombic, anti-atherogenic and anti-arrthymic effects [141–143].
Leading on from dyslipidemia, the effects of insulin resistance and diabetes risk in CKD must be evaluated and treatment modalities investigated, as diabetes increases risk of dyslipidemia and morbidity [141]. With regards to this the role of the different hormones and mediators described, i.e. the adipocytokines, ANG II, IGF-1, glucocorticoids, aldosterone and vit D requires investigation especially with respects to pharmacological and nutritional intervention.
Nutritional treatment should continue to be investigated as clinical outcome is clearly associated with nutritional status, and is difficult to maintain in the CKD patient group due to reduced dietary intake and abnormalities in energy, protein and mineral metabolism (due to a range of factors including many of the systems perturbed discussed here) [28, 29]. A range of diagnostic criteria have been developed to assess nutritional status, presence of wasting and cachexia in CKD and these are evolving [59, 60]. The malnutrition-inflammation score (MIS) was developed to assess markers of the so-called ‘malnutrition-inflammation complex syndrome’ (MICS) in ESRD dialysis patients [144]. Studies will need to clarify the effects of nutritional protein-energy supplementation and pharmacological interventions on markers of outcome using different assessment tools. Further, the nutritional complications in dialysis needs to be continually looked at as dialysis itself is catabolic and with potential for glucotoxicity due to high D-glucose composition of PD solutions [145].
The interaction of individual genetic factors, polymorphisms and levels of active mediators, and outcome requires investigation in CKD. Gene expression and activity of the proinflammatory cytokines, IL-1, -6, TNF; GH-IGF-1, the MR, GR and VDR for example would be obvious candidates for study. For example, Stenvinkel et al., 2005 showed that lower fetuin levels were associated in inflamed and malnourished ESRD patients with worsening CVD mortality outcome [146]; and that a gene polymorphism of the fetuin gene (AHSG Thr256Ser) was linked to reduced circulating fetuin in patients with higher all-cause and CVD mortality rates. Other novel markers may include the FGF-23 protein from bone which has been found to act as a marker of CKD progression [147].
Finally, the role of other therapies such as exercise (aerobic and resistance training) is yet to be fully explored and evaluated; as CKD patients tend to have reduced physical activity patterns which may potentiate the insulin resistant and cachectic state [12, 13]. Physical activity may reduce morbidity and improve survival in ESRD patients [148]. Exercise is known to have potent beneficial effects on hemodynamic, endocrine (e.g. GH-IGF-1), metabolic (e.g. improve glucose disposal/control and blood lipid clearance) and skeletal muscle function and potentially reduce anemic symptoms and inflammation [12, 65–67, 134] and hence should be seriously considered as a form of therapy in CKD in conjunction with pharmacology and nutrition.

Conclusion
CKD is associated with high CVD risk and overall morbidity and mortality. A number of hormonal, inflammatory and nutritional factors and mediators have been implicated in the development of metabolic and hemodynamic dysfunction (e.g. insulin resistance, dyslipidemia and hypertension), malnutrition, anorexia-cachexia, CVD risk and patient outcome. These may include chronic inflammation and high proinflammatory cytokine production (and levels of IL-1β, IL-6 and TNF-α), altered hepatic acute phase protein levels such as reduced albumin and increased CRP; hyperactivation of the RAAS; disturbances of normal function and activities of the GH-IGF-1 axis (GH-IGF-1 resistance), the adipocytokines leptin and adiponectin, the gut-derived appetite hormone ghrelin; reduced vit D status/activities and increased glucocorticoid activity (and MR activity) may also be involved. In addition, clearly nutritional factors including protein (such as reduced protein intake) and amino acids (perturbed amino acid metabolism) are altered but have not been discussed in detail within this review. There may be real possibilities emerging for reducing risk of CKD development by focusing on reducing obesity and MetS prevalence and pharmacologically focusing on specific systems discussed within this review and their interactions with other therapies such as nutrition and exercise.

Author contribution
Dr Adrian D Slee is the sole author and contributor.

Acknowledgements
The author wishes to kindly thank the Editors of Nutrition and Metabolism and Biomed Central with supporting the manuscript processing charges.

References
1.
Levey AS, Coresh J, Balk E: National kidney foundation practice guidelines for chronic kidney disease: evaluation, classification and stratification. Ann Intern Med. 2003, 139: 137-147.

2.
Kopyt NP: Slowing progression along the renal disease continuum. JAOA. 2005, 105 (4): 207-215.

3.
aZoccali C, Kramer A, Jager KJ: Chronic kidney disease and end-stage renal disease—a review produced to contribute to the report ‘the status of health in the European union: towards a healthier Europe. NDT Plus. 2010, 3: 213-224. 10.1093/ndtplus/sfp127.

4.
bZoccali C, Kramer A, Jager KJ: Epidemiology of CKD in Europe: an uncertain scenario. Nephrol Dial Transplant. 2010, 25: 1731-1733. 10.1093/ndt/gfq250.

5.
Kundhal K, Lok CE: Clinical epidemiology of cardiovascular disease in chronic kidney disease. Nephron Clin Pract. 2005, 101: 47-52. 10.1159/000086221.

6.
Tonelli M, Wiebe N, Culleton B: Chronic kidney disease and mortality risk: a systematic review. J Am Soc Nephrol. 2006, 17: 2034-2047. 10.1681/ASN.2005101085.

7.
Nitsch D, Lawlor DA, Patel R, Carson C, Shah Ebrahim S: The association of renal impairment and all-cause and cardiovascular disease mortality. Nephrol Dial Transplant. 2010, 25: 1191-1199. 10.1093/ndt/gfp607.

8.
Hage FG, Venkataraman R, Zoghbi GJ, Perry GJ, DeMattos AM, Iskandrian AE: The scope of coronary heart disease in patients with chronic kidney disease. J Am Coll Cardiol. 2009, 53: 2129-2140. 10.1016/j.jacc.2009.02.047.

9.
Locatelli F, Pozzoni P, Tentori F, Del Vecchio L: Epidemiology of cardiovascular risk in patients with chronic kidney disease. Nephrol Dial Transplant. 2003, 18 (Suppl 7): vii2-vii9.

10.
Pelletier S, Chapurlat R: Optimizing bone health in chronic kidney disease. Maturitas. 2010, 65: 325-333. 10.1016/j.maturitas.2009.12.021.

11.
Moe S, Drüeke T, Cunningham J: Definition, evaluation, and classification of renal osteodystrophy: A position statement from kidney disease: improving global outcomes (KDIGO). Kidney Int. 2006, 69: 1945-1953. 10.1038/sj.ki.5000414.

12.
Mitch WE: Mechanisms causing loss of lean body mass in kidney disease. Am J Clin Nutr. 1998, 67: 359-366.

13.
Adams GR, Vaziri ND: Skeletal muscle dysfunction in chronic renal failure: effects of exercise. Am J Physiol Renal Physiol. 2006, 290: 753-761.

14.
Vaziri ND: Dyslipidemia of chronic renal failure: the nature, mechanisms, and potential consequences. Am J Physiol Renal Physiol. 2006, 290: 262-272. 10.1152/ajprenal.00099.2005.

15.
Siew ED, Ikizler TA: Insulin resistance and protein energy metabolism in patients with advanced chronic kidney disease. Semin Dial. 2010, 23 (4): 378-382. 10.1111/j.1525-139X.2010.00763.x.

16.
Prichard SS: Impact of dyslipidemia in end-stage renal disease. J Am Soc Nephrol. 2003, 14: 315-320. 10.1097/01.ASN.0000081698.10331.83.

17.
Kazory A, Ross EA: Anemia: The point of convergence or divergence for kidney disease and heart failure. J Am Coll Cardiol. 2009, 53: 639-647. 10.1016/j.jacc.2008.10.046.

18.
Levin A, Li YC: Vitamin D and its analogues: Do they protect against cardiovascular disease in patients with kidney disease?. Kidney Int. 2005, 68: 1973-1981. 10.1111/j.1523-1755.2005.00651.x.

19.
Mizobuchi M, Towler D, Slatopolsky E: Vascular calcification: the killer of patients with chronic kidney disease. J Am Soc Nephrol. 2009, 20: 1453-1464. 10.1681/ASN.2008070692.

20.
Workeneh BT, Mitch WE: Review of muscle wasting associated with chronic kidney disease. Am J Clin Nutr. 2010, 91: 1128S-1132S. 10.3945/ajcn.2010.28608B.

21.
Cheung WW, Paik KH, Mak RH: Inflammation and cachexia in chronic kidney disease. Pediatr Nephrol. 2010, 25: 711-724. 10.1007/s00467-009-1427-z.

22.
Anker SD, Coats AJS: Cardiac cachexia a syndrome with impaired survival and immune and neuroendocrine activation. Chest. 1999, 115: 836-847. 10.1378/chest.115.3.836.

23.
Kotler D: Cachexia. Ann Intern Med. 2000, 133: 622-634.

24.
Debigaré R, Côté CH, Maltais F: Peripheral muscle wasting in chronic obstructive pulmonary disease. Am J Respir Crit Care Med. 2001, 164: 1712-1717.

25.
Laviano A, Inui A, Marks DL: Neural control of the anorexia-cachexia syndrome. Am J Physiol Endocrinol Metab. 2008, 295: 1000-1008. 10.1152/ajpendo.90252.2008.

26.
Mak RH, Cheung W: Adipokines and gut hormones in end-stage renal disease. Perit Dial Int. 2007, 27 (Suppl.2): 298-S302.

27.
Mak RH, Cheung WW, Roberts CT: The growth hormone-insulin-like growth factor-I axis in chronic kidney disease. Growth Horm IGF Res. 2008, 18: 17-25. 10.1016/j.ghir.2007.07.009.

28.
aToigo G, Aparicio M, Attman P-O: Consensus report: expert working group report on nutrition in adult patients with renal insufficiency (part 1 of 2). Clin Nutr. 2000, 19 (3): 197-207. 10.1054/clnu.1999.0130.

29.
bToigo G, Aparicio M, Attman P-O: Consensus report: expert working group report on nutrition in adult patients with renal insufficiency (part 2 of 2). Clin Nutr. 2000, 19( (4): 281-291.

30.
Thomas C, Thomas L: Renal failure-measuring the glomerular filtration rate. Dtsch Arztebl Int. 2009, 106 (51–52): 849-854.

31.
Salgado JV, Neves FA, Bastos MG: Monitoring renal function: measured and estimated glomerular filtration rates-a review. Brax J Med Biol Res. 2010, 43 (6): 528-536. 10.1590/S0100-879X2010007500040.

32.
aStevens LA, Schmid CH, Greene T: Comparative performance of the CKD epidemiology collaboration (CKD-EPI) and the modification of diet in renal disease (MDRD) study equations for estimating GFR levels above 60mL/min/1.73m2. Am J Kidney Dis. 2010, 56 (3): 486-495. 10.1053/j.ajkd.2010.03.026.

33.
bStevens LA, Padala S, Levey AS: Advance in glomerular filtration rate estimating equations. Curr Opin Nephrol Hypertens. 201, 19 (3): 298-307.

34.
Chang A, Kramer H: Should eGFR and albuminuria be added to the framingham risk score? chronic kidney disease and cardiovascular disease risk prediction. Nephron Clin Pract. 2011, 119 (2): c171-c177. 10.1159/000325669.

35.
Clase CM, Gao P, Tobe SW: Estimated glomerular filtration rate and albuminuria as predictors of outcomes in patients with high cardiovascular risk-a cohort study. Ann Intern Med. 2011, 154: 310-318.

36.
Roderick PJ: Chronic kidney disease in older people: a cause for concern?. Nephrol Dial Transplant. 2011, 26: 3083-3086. 10.1093/ndt/gfr515.

37.
Hallan SI, Orth SR: The conundrum of chronic kidney disease classification and end-stage renal risk prediction in the elderly – what is the right approach?. Nephron Clin Pract. 2010, 116: c307-c316. 10.1159/000319166.

38.
Thomas G, Sehgal AR, Kashyap SR: Metabolic syndrome and kidney disease: a systematic review and meta-analysis. CJASN. 2011, 6 (10): 2364-2373.

39.
Locatelli F, Pozzoni P, Del Vecchio L: Renal manifestations in the metabolic syndrome. J Ann Soc Nephrol. 2006, 17: 81-85. 10.1681/ASN.2005121332.

40.
Masuo K, Lambert GW, Esler MD: The role of sympathetic nervous system activity in renal injury and end-stage renal disease. Hypertens Res. 2010, 33: 521-528. 10.1038/hr.2010.35.

41.
Sowers JR, Whaley-Connell A, Epstein M: The emerging clinical implication of the role of aldosterone in the metabolic syndrome and resistant hypertension. Ann Intern Med. 2009, 150: 776-783.

42.
Iglesias P, Diez JJ: Adipose tissue in renal disease: clinical significance and prognostic implications. Nephrol Dial Transplant. 2010, 25 (7): 2066-2077. 10.1093/ndt/gfq246.

43.
Wang M: The role of glucocorticoid action in the pathophysiology of the metabolic syndrome. Nutr Metab. 2005, 2: 3-10.1186/1743-7075-2-3.

44.
Malyszko J: Mechanisms of endothelial dysfunction in chronic kidney disease. Clinica Chimica Acta. 2010, 411: 1412-1420. 10.1016/j.cca.2010.06.019.

45.
Bammens B, Evenepoel P, Verberke K, Vanrenterghem Y: Impairment of small intestinal protein assimilation in patients with end-stage renal disease: extending the malnutrition-inflammation-atherosclerosis concept. Am J Clin Nutr. 2004, 80: 1536-1543.

46.
Kobayashi S, Maejima S, Ikeda T, Nagase M: Impact of dialysis therapy on insulin resistance in end-stage renal disease: comparison of haemodialysis and continuous ambulatory peritoneal dialysis. Nephrol Dial Transplant. 2000, 15: 65-70.

47.
Ingenbleek Y, Bernstein L: The stressful condition as a nutritionally dependent adaptive dichotomy. Nutrition. 1999, 15: 305-320. 10.1016/S0899-9007(99)00009-X.

48.
Gruys E, Toussaint MJM, Niewold TA, Koopmans SJ: Acute phase reaction and acute phase proteins. J Zheijang Univ Sci. 2005, 6B (11): 1045-1056. 10.1631/jzus.2005.B1045.

49.
Mooradian AD, Morley JE: Endocrine dysfunction in chronic renal failure. Arch Intern Med. 1984, 144 (2): 351-353. 10.1001/archinte.1984.00350140175024.

50.
Macdonald J, Galley HF, Webster NR: Oxidative stress and gene expression in sepsis. Br J Anaesth. 2003, 90 (2): 221-232. 10.1093/bja/aeg034.

51.
Sakkinen P, Abbott RD, Curb JD, Rodriguez BL, Yano K, Tracy RP: C-reactive protein and myocardial infarction. J Clin Epidemiol. 2002, 55: 445-451. 10.1016/S0895-4356(01)00502-9.

52.
Koenig W: Predicting risk and treatment benefit in atherosclerosis: the role of C-reactive protein. Int J Cardiol. 2005, 98: 199-206. 10.1016/j.ijcard.2004.05.019.

53.
Wilson AM, Ryan MC, Boyle AJ: The novel role of C-reactive protein in cardiovascular disease: risk marker or pathogen. Int J Cardiol. 2006, 106: 291-297. 10.1016/j.ijcard.2005.01.068.

54.
Akdag I, Yilmaz Y, Kahvecioglu S: Clinical value of the malnutrition-inflammation-atherosclerosis syndrome for long-term prediction of cardiovascular mortality in patients with end-stage renal disease: a 5-year prospective study. Nephron Clin Pract. 2008, 108 (2): 99-105. 10.1159/000113526.

55.
Stenvinkel P, Lindholm B: C-reactive protein in end-stage renal disease: are there reasons to measure it?. Blood Purif. 2005, 23: 72-78. 10.1159/000082014.

56.
Honda H, Qureshi AR, Heimbürger O: Serum albumin, c-reactive protein, interleukin 6 and fetuin A as predictors of malnutrition, cardiovascular disease, and mortality in patients with ESRD. Am J Kidney Dis. 2006, 47 (1): 139-148. 10.1053/j.ajkd.2005.09.014.

57.
Fisman EZ, Tenenbaum A: The ubiquitous interleukin-6: a time for reappraisal. Cardiovasc Diabetol. 2010, 9: 62-10.1186/1475-2840-9-62.

58.
Thayer JF, Yamamoto SS, Brosschot JF: The relationship of autonomic imbalance, heart rate variability and cardiovascular disease risk factors. Int J Cardiol. 2010, 141: 122-131. 10.1016/j.ijcard.2009.09.543.

59.
Morley JE, Thomas DR, Wilson MMG: Cachexia: pathophysiology and clinical relevance. Am J Clin Nutr. 2006, 83: 735-743.

60.
Mak RH, Ikizler AT, Kovesdy CP: Wasting in chronic kidney disease. J Cachexia Sarcopenia Muscle. 2011, 2: 9-25.

61.
Cheung WW, Mak RH: Ghrelin in chronic kidney disease. Int J Pept. 2010

62.
Carrero JJ, Qureshi AR, Axelsson J: Comparison of nutritional and inflammatory markers in dialysis patients with reduced appetite. Am J Clin Nutr. 2007, 85 (3): 695-701.

63.
Avesani CM, Draibe SA, Kamimura MA, Basile FA, Colugnati MS, Cuppari L: Resting energy expenditure of chronic kidney disease patients: influence of renal function and subclinical inflammation. Am J Kid Dis. 2004, 44 (6): 1008-1016. 10.1053/j.ajkd.2004.08.023.

64.
Yen T-H, Lin J-L, Lin-Tan D-T, Hsu C-W: Association between body mass and mortality in maintenance hemodialysis patients. Ther Aphre Dial. 2010, 14 (4): 400-408. 10.1111/j.1744-9987.2010.00818.x.

65.
Gibney J, Healy M-L, Sönksen PH: The growth hormone/insulin-like growth factor-I axis in exercise and sport. Endocr Revs. 2007, 28 (6): 603-624. 10.1210/er.2006-0052.

66.
Velloso CP: Regulation of muscle mass by growth hormone and IGF-1. Br J Pharmacol. 2008, 154: 557-568. 10.1038/bjp.2008.153.

67.
Adams GR: Exercise effects on muscle insulin signaling and action, invited review: autocrine/paracrine IGF-1 and skeletal muscle adaptation. J Appl Physiol. 2002, 93: 1159-1167.

68.
Donahue SP, Phillips LS: Response of IGF-1 to nutritional support in malnourished hospital patients: a possible indicator of short-term changes in nutritional status. Am J Clin Nutr. 1989, 50: 962-969.

69.
Rabkin R, Schaefer F: New concepts: growth hormone, insulin-like growth factor-I and the kidney. Growth Horm IGF Res. 2004, 14 (4): 270-276. 10.1016/j.ghir.2004.02.001.

70.
Mahesh S, Kaskel F: Growth hormone axis in chronic kidney disease. Paediatr Nephrol. 2008, 23: 41-48.

71.
Tsigos C, Chrousos GP: Hypothalamic-pituitary-adrenal axis, neuro-endocrine factors and stress. J Psychosom Res. 2002, 53: 865-871. 10.1016/S0022-3999(02)00429-4.

72.
Sun DF, Zheng Z, Tummala P, Oh J, Schaefer F, Rabkin R: Chronic uremia attenuates growth hormone-induced signal transduction in skeletal muscle. J Am Soc Nephrol. 2004, 15: 2630-2636. 10.1097/01.ASN.0000139492.36400.6C.

73.
Frost RA, Lang CH: Alteration of somatotropic function by proinflammatory cytokines. J Anim Sci. 2004, 82: 100-109.

74.
Basi S, Pupim LB, Simmons EM: Insulin resistance in critically ill patients with acute renal failure. Am J Physiol Renal Physiol. 2005, 289: 259-264. 10.1152/ajprenal.00002.2005.

75.
Lee SW, Park GH, Lee SW, Song JH, Hong KC, Kim MJ: Insulin resistance and muscle wasting in non-diabetic end-stage renal disease patients. Nephrol Dial Transplant. 2007, 22 (9): 2554-2562. 10.1093/ndt/gfm204.

76.
Abdulle AM, Gillett MP, Abouchacra S: Low IGF-1 levels are associated with cardiovascular risk factors in haemodialysis patients. Mol Cell Biochem. 2007, 302 (1–2): 195-201.

77.
Niemczyk S, Sikorska H, Wiecek A: A super-agonist of growth hormone-releasing hormone causes rapid improvement of nutritional status in patients with chronic kidney disease. Kidney Int. 2010, 77 (5): 450-458. 10.1038/ki.2009.480.

78.
Kim S, Iwao H: Molecular and cellular mechanisms of angiotensin II-mediated cardiovascular and renal diseases. Pharmacol Rev. 2000, 52 (1): 11-34.

79.
Carey RM, Siragy HM: Role of the angiotensin type 2 receptor in the regulation of blood pressure and renal function. Hypertension. 2000, 35 (part): 155-163.

80.
Carey RM, Siragy HM: Newly recognised components of the renin-angiotensin system: potential roles in cardiovascular and renal regulation. Endocr Rev. 2003, 24 (3): 261-271. 10.1210/er.2003-0001.

81.
Lastra G, Dhuper S, Johnson MS, Sowers JR: Salt, aldosterone, and insulin resistance: impact on the cardiovascular system. Nat Rev Cardiol. 2010, 7: 577-584. 10.1038/nrcardio.2010.123.

82.
Jain G, Campbell RD, Warnock DG: Mineralocorticoid Receptor Blockers and Chronic Kidney Disease. Clin J Am Soc Nephrol. 2009, 4: 1685-1691. 10.2215/CJN.01340209.

83.
De Caterina R, Manes C: Inflammation in early atherogenesis: impact of ACE inhibition. Eur Heart J Suppl. 2003, 5 (Suppl. A): 15-A24.

84.
Zhao W, Swanson SA, Ye J: Reactive oxygen species impair sympathetic vasoregulation in skeletal muscle in angiotensin II–dependent hypertension. Hypertension. 2006, 48: 637-643. 10.1161/01.HYP.0000240347.51386.ea.

85.
Casas JP, Chua W, Loukogeorgakis S: Effect of inhibitors of the renin-angiotensin system and other antihypertensive drugs on renal outcomes: systematic review and meta-analysis. Lancet. 2005, 366 (9502): 2026-2033. 10.1016/S0140-6736(05)67814-2.

86.
Vejakama P, Thakkinstian A, Lertrattananon D: Reno-protective effects of renin–angiotensin system blockade in type 2 diabetic patients: a systematic review and network meta-analysis. Diabetologia. 2012, 55: 566-578. 10.1007/s00125-011-2398-8.

87.
Pichler RH, de Boer IH: Dual renin-angiotensin-aldosterone system blockade for diabetic kidney disease. Curr Diab Rep. 2010, 10 (4): 297-305. 10.1007/s11892-010-0126-2.

88.
Burton LA, McMurdo MET, Struthers AD: Mineralocorticoid antagonism: a novel way to treat sarcopenia and physical impairment in older people?. Clin Endocrinol. 2011, 75: 725-729. 10.1111/j.1365-2265.2011.04148.x.

89.
Henriksen EJ, Jacob S, Kinnick TR, Teachey MK, Krekler M: Selective angiotensin II receptor antagonism reduces insulin resistance in obese zucker rats. Hypertension. 2001, 38: 884-890. 10.1161/hy1101.092970.

90.
Marrero MB, Fulton D, Stepp D, Stern DM: Angiotensin II-induced insulin resistance and protein tyrosine phosphatases. Arterioscler Thromb Vasc Biol. 2004, 24: 2009-2013. 10.1161/01.ATV.0000140059.04717.f3.

91.
Wei Y, Sowers JR, Nistala R: Angiotensin II-induced NADPH oxidase activation impairs insulin signaling in skeletal muscle cells. J Biol Chem. 2006, 281 (46): 35137-35146. 10.1074/jbc.M601320200.

92.
Ran J, Hirano T, Adachi M: Chronic ANG II infusion increases plasma triglyceride level by stimulating hepatic triglyceride production in rats. Am J Physiol Endocrinol Metab. 2004, 287: 955-961. 10.1152/ajpendo.00199.2004.

93.
Kouyama R, Suganami T, Nishida J: Attenuation of diet-induced weight gain and adiposity through increased energy expenditure in mice lacking angiotensin II type 1a receptor. Endocrinology. 2005, 146: 3481-3489. 10.1210/en.2005-0003.

94.
Prasad A, Quyyumi AA: Renin-angiotensin system and angiotensin receptor blockers in the metabolic syndrome. Circulation. 2004, 110: 1507-1512. 10.1161/01.CIR.0000141736.76561.78.

95.
Zandbergen AMZ, Lamberts SW, Janssen JAMJL, Bootsma AH: Short-term administration of an angiotensin-receptor antagonist in patients with impaired fasting glucose improves insulin sensitivity and increases free IGF-1. Eur J Endocrinol. 2006, 155: 293-296. 10.1530/eje.1.02219.

96.
De Vinuesa SG, Goicoechea M, Kanter J: Insulin resistance, inflammatory biomarkers, and adipokines in patients with chronic kidney disease: effects of angiotensin II blockade. J Am Soc Nephrol. 2006, 17: 206-212. 10.1681/ASN.2006080916.

97.
Brink M, Price SR, Chrast J, Bailey JL, Anwar A, Mitch WE, Delafontaine P: Angiotensin II induces skeletal muscle wasting through enhanced protein degradation and down-regulates autocrine insulin-like growth factor I. Endocrinology. 2001, 142 (4): 1489-1496. 10.1210/en.142.4.1489.

98.
Song Y-H, Li Y, Du J, Mitch WE, Rosenthal N, Delafontaine P: Muscle-specific expression of IGF-1 blocks angiotensin II–induced skeletal muscle wasting. J Clin Invest. 2005, 115: 451-458.

99.
Burniston JG, Saini A, Tan L-B, Goldspink DF: Angiotensin II induces apoptosis in vivo in skeletal, as well as cardiac, muscle of the rat. Exp Physiol. 2005, 90 (5): 755-761. 10.1113/expphysiol.2005.030908.

100.
Rajala MW, Scherer PE: Minireview: the adipocyte-at the crossroads of energy homeostasis, inflammation, and atherosclerosis. Endocrinology. 2003, 144 (9): 3765-3773. 10.1210/en.2003-0580.

101.
Unger RH: Minireview: weapons of lean body mass destruction: the role of ectopic lipids in the metabolic syndrome. Endocrinology. 2003, 144 (12): 5159-5165. 10.1210/en.2003-0870.

102.
Meier U, Gressner AM: Endocrine regulation of energy metabolism: review of pathobiochemical and clinical chemical aspects of leptin, ghrelin, adiponectin, and resistin. Clin Chem. 2004, 50 (9): 1511-1525. 10.1373/clinchem.2004.032482.

103.
Schäffler A, Müller-Ladner U, Schölmerich J, Büchler C: Role of adipose tissue as an inflammatory organ in human diseases. Endocr Rev. 2006, 27 (5): 449-467. 10.1210/er.2005-0022.

104.
Katagiri H, Yamada T, Oka Y: Adiposity and cardiovascular disorders. Circ Res. 2007, 101: 27-39. 10.1161/CIRCRESAHA.107.151621.

105.
Musso C, Javor E, Cochran E, Balow JE, Gorden P: Spectrum of renal diseases associated with extreme forms of insulin resistance. Clin J Am Soc Nephrol. 2006, 1: 616-622. 10.2215/CJN.01271005.

106.
Maachi M, Piéroni L, Bruckert E: Systemic low-grade inflammation is related to both circulating and adipose tissue TNFα and adipose tissue TNFα, leptin and IL-6 levels in obese women. Int J Ob. 2004, 29: 993-997.

107.
Tataranni PA, Ortega E: Does an adipokine-induced activation of the immune system mediate the effect of overnutrition on type 2 diabetes. Diabetes. 2005, 54: 917-927. 10.2337/diabetes.54.4.917.

108.
Sell H, Dietze-Schroeder D, Eckel J: The adipocyte-myocyte axis in insulin resistance. Trends Endocrinol Metab. 2006, 17 (10): 416-422. 10.1016/j.tem.2006.10.010.

109.
Axelsson J, Qureshi AR, Suliman ME: Truncal fat mass as a contributor to inflammation in end-stage renal disease. Am J Clin Nutr. 2004, 80: 1222-1229.

110.
Fernández-Riejos P, Najib S, Santos-Alvarez J: Role of leptin in the activation of immune cells. Mediators Inflamm. 2010, 2010: 568343-

111.
Kadowaki T, Yamauchi T, Kubota N, Hara K, Ueki K, Tobe K: Adiponectin and adiponectin receptors in insulin resistance, diabetes, and the metabolic syndrome. J Clin Invest. 2006, 116 (7): 1784-1792. 10.1172/JCI29126.

112.
Looker HC, Krakoff J, Funahashi T: Adiponectin concentration are influenced by renal function and diabetes duration in pima indians with type 2 diabetes. J Clin Endocrinol Metab. 2004, 89: 4010-4017. 10.1210/jc.2003-031916.

113.
Guebre-Egziabher F, Bernhard J, Funahashi T, Hadj-Aissa A, Fouque D: Adiponectin in chronic kidney disease is related more to metabolic disturbances than to decline in renal function. Nephrol Dial Transplant. 2005, 20: 129-134. 10.1093/ndt/gfh568.

114.
Isobe T, Saitoh S, Takagi S, Takeuchi H, Chiba Y, Katoh N, Shimamoto K: Influence of gender, age and renal function on plasma adiponectin level: the Tanno and Sobetsu study. Eur J Endocrinol. 2005, 153: 91-98. 10.1530/eje.1.01930.

115.
Shen YY, Charlesworth JA, Kelly JJ, Loi KW, Peake PW: Up-regulation of adiponectin, its isoforms and receptors in end-stage kidney disease. Nephrol Dial Transplant. 2007, 22 (1): 171-178.

116.
Więcek A, Adamczak M, Chudek J: Adiponectin-an adipokine with unique metabolic properties. Nephrol Dial Transplant. 2007, 22: 981-988. 10.1093/ndt/gfl814.

117.
Lin J, Hu FB, Curhan G: Serum adiponectin and renal dysfunction in men with type 2 diabetes. Diabetes Care. 2007, 30: 239-244. 10.2337/dc06-1296.

118.
Guan Y: Peroxisome proliferator-activated receptor family and its relationship to renal complications of the metabolic syndrome. J Am Soc Nephrol. 2004, 15: 2801-2815. 10.1097/01.ASN.0000139067.83419.46.

119.
Kubota N, Terauchi Y, Kubota T: Pioglitazone ameliorates insulin resistance and diabetes by both adiponectin-dependent and –independent pathways. J Biol Chem. 2006, 281 (13): 8748-8755. 10.1074/jbc.M505649200.

120.
Schneider CA, Ferrannini E, DeFronzo R, Schernthaner G, Yates J, Erdmann Erland: Effect of pioglitazone on cardiovascular outcome in diabetes and chronic kidney disease. J Am Soc Nephrol. 2008, 19: 182-187. 10.1681/ASN.2007060678.

121.
Clasen R, Schupp M, Foryst-Ludwig A: PPARγ–activating angiotensin type-1 receptor blockers induce adiponectin. Hypertension. 2005, 46: 137-143. 10.1161/01.HYP.0000168046.19884.6a.

122.
Diep QN, Mabrouk ME, Cohn JS, Endemann D, Amiri F, Virdis A, Neves MF, Schiffrin EL: Structure, Endothelial Function, Cell Growth, and Inflammation in Blood Vessels of Angiotensin II-Infused Rats. Circulation. 2002, 105: 2296-2302. 10.1161/01.CIR.0000016049.86468.23.

123.
Furuhashi M, Nobuyuki Ura, Higashiura K, Murukami H, Tanaka W, Moniwa N, Yoshida D, Shiamoto K: Blockade of the renin-angiotensin system increases adiponectin concentrations in patients with essential hypertension. Hypertension. 2003, 42: 76-81. 10.1161/01.HYP.0000078490.59735.6E.

124.
Guo LL, Pan Y, Jin HM: Adiponectin is positively associated with insulin resistance in subjects with type 2 diabetic nephropathy and effects of angiotensin II type 1 receptor blocker losartan. Nephrol Dial Transpant. 2009, 24: 1876-1883. 10.1093/ndt/gfn770.

125.
Hosada H, Kojima M, Kangawa K: Ghrelin and the regulation of food intake and energy balance. Mol Interv. 2002, 2 (8): 494-503. 10.1124/mi.2.8.494.

126.
Kojima M, Kangawa K: Ghrelin: structure and function. Physiol Rev. 2005, 85: 495-522. 10.1152/physrev.00012.2004.

127.
Ayala ER, Pecoits-Filho R, Heimbϋrger O, Lindholm B, Nordfors L, Stenvinkel P: Associations between plasma ghrelin and body composition in end-stage renal disease: a longitudinal study. Nephrol Dial Transplant. 2004, 19: 421-426. 10.1093/ndt/gfg559.

128.
Pérez-Fontán M, Cordido F, Rodriguez-Carmona A, Peteiro J, Garcia-Naveiro R, Garcia-Buela J: Plasma ghrelin levels in patients undergoing haemodialysis and peritoneal dialysis. Nephrol Dial Transplant. 2004, 19: 2095-2100. 10.1093/ndt/gfh313.

129.
Wynne K, Giannitsopoulou K, Small CJ, Patterson M, Frost G, Ghatei MA, Brown EA, Bloom SR, Choi P: Subcutaneous ghrelin enhances acute food intake in malnourished patients who receive maintenance peritoneal dialysis: a randomized, placebo-controlled trial. J Am Soc Nephrol. 2005, 16: 2111-2118. 10.1681/ASN.2005010039.

130.
DeBoer MD, Zhu X, Levasseur PR: Ghrelin treatment of chronic kidney disease: improvements in lean body mass and cytokine profile. Endocrinology. 2008, 149: 827-835.

131.
Lips P: Vitamin D physiology. Prog Biophys Mol Biol. 2006, 92: 4-8. 10.1016/j.pbiomolbio.2006.02.016.

132.
Zitterman A, Gummert JF: Sun, vitamin D and cardiovascular disease. J Photochem Photobiol B. 2010, 101 (2): 124129-

133.
Hewison M, Burke F, Evans KN: Extra-renal 25-hydroxyvitamin D3-1α-hydroxylase in human health and disease. J Steroid Biochem Mol Biol. 2007, 103 (3–5): 316-321.

134.
Pelletier S, Chapurlat R: Optimizing bone health in chronic kidney disease. Maturitas. 2010, 65: 325-333. 10.1016/j.maturitas.2009.12.021.

135.
Barreto DV, Barreto FC, Liabeuf S: Vitamin D affects survival independently of vascular calcification in chronic kidney disease. Clin J Am Soc Nephrol. 2009, 4 (6): 1128-1135. 10.2215/CJN.00260109.

136.
Bouillon R, Verstuyf A, Mathieu C, Van Cromphaut S, Masuyama R, Dehaes P, Carmeliet G: Vitamin D resistance. Best Prac Res Clin Endocrinol Metab. 2006, 20 (4): 627-645. 10.1016/j.beem.2006.09.008.

137.
Ceglia L: Vitamin D and skeletal muscle tissue and function. Mol Aspects Med. 2008, 29 (6): 407-414. 10.1016/j.mam.2008.07.002.

138.
Meerza D, Naseem I, Ahmed J: Can Vitamin D be a potential treatment for Type 2 diabetes mellitus. Diabetes & Metabolic Syndrome: Clinical Research & Reviews. 2010, 4 (4): 245-248. 10.1016/j.dsx.2010.09.001.

139.
Smets P, Meyer E, Maddens B, Daminet S: Cushing’s syndrome, glucocorticoids and the kidney. Gen Comp Endocrinol. 2010, 169: 1-10. 10.1016/j.ygcen.2010.07.004.

140.
Harper CR, Jacobson TA: Managing dyslipidemia in chronic kidney disease. J Am Coll Cardiol. 2008, 51: 2375-2384. 10.1016/j.jacc.2008.03.025.

141.
Nestel P: Fish oil and cardiovascular disease: lipids and arterial function. Am J Clin Nutr. 2000, 71 (suppl): 228S-231S.

142.
Friedman A, Moe S: Review of the effects of omega-3 supplementation in dialysis patients. Clin J Am Soc Nephrol. 2006, 1: 182-192. 10.2215/CJN.00740805.

143.
Sijben JWC, Calder PC: Differential immunomodulation with long-chain n-3 PUFA in health and chronic disease. Proc Nutr Soc. 2007, 66: 237-259. 10.1017/S0029665107005472.

144.
Kalantar-Zadeh K, Kopple JD, Block G, Humphreys MH: A malnutrition-inflammation score is correlated with morbidity and mortality in maintenance hemodialysis patients. Am J Kidney Dis. 2001, 38 (6): 1251-1263. 10.1053/ajkd.2001.29222.

145.
Holmes CJ: Reducing cardiometabolic risk in peritoneal dialysis patients: role of the dialysis solution. J Diabetes Sci Technol. 2009, 3 (6): 1472-1480.

146.
Stenvinkel P, Wang K, Qureshi AR: Low fetuin-A levels are associated with cardiovascular death: Impact of variations in the gene encoding fetuin. Kidney Int. 2005, 67: 2383-2392. 10.1111/j.1523-1755.2005.00345.x.

147.
Wahl P, Wolf M: FGF23 in chronic kidney disease. Adv Exp Med Biol. 2012, 728: 107-125. 10.1007/978-1-4614-0887-1_8.

148.
Johansen KL: Exercise in the end-stage renal disease population. J Am Soc Nephrol. 2007, 18: 1845-1854. 10.1681/ASN.2007010009.



Competing interests
The author declares that there are no competing interests.


OEBPS/A12986_2011_Article_429_Fig2_HTML.jpg
o Muscle Cell / | \ vltaml'r'{'ﬁ""""""""“
Reduced diet v eceptor ?
educed dietary Protein Synthesls\\\

amino acid \

intake
IGF-1 ‘

Amino
Acids

Protein

....... A
footiso =——>QULH || i '
- Protein Breakdown 4
\ A, : Inflammatory
i = v
-\ [ [ > ‘ Insulin Sensitivity <" Cytokines

Key: "‘Arrows indicate relative levels and activities in human CKD; — arrows indicate
stimulatory effects; ---» dashed arrows indicate inhibitory effects in normal state. ANG II,
angiotensin-II; GH, growth hormone; IGF-1, insulin-like growth factor-I; MR,
mineralcorticoid receptor.





OEBPS/sidebar.gif





OEBPS/contact.gif





OEBPS/A12986_2011_Article_429_Fig1_HTML.jpg
Obesity & Obesity-Related Factors

Insulin Resistance

& hyperglycemia
Adipocytokine I FFAs/
Dysfunction? Dyslipidemia
Leptin/adiponectin/
resistin dysfunctlbn?\ FA/TG accumulation &
Proinflammatory R

Kines Chronic

cyto
Oxidative Kidney I _
Stross D Diceace @ || Hypertension

RAAS activity
I Cortisol? I

Hypovitamin D?

Other factors.
Nutritional, Hormonal,
Neural, Genetic?





