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Chronic kidney disease (CKD) is a global 
health problem with a prevalence of ~10%. 
Cardiovascular disease is the leading 
cause of death in patients with CKD. 
This thesis explores how exercise training 
effects muscle wasting, inflammation and 
arteriosclerosis, which are three clinical 
entities associated with higher risk of 
cardiovascular events.
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(CKD) and associated with increased cardiovascular morbidity and mortality. 
Aims: Firstly, to investigate the relationships between muscle mass, physical function, plasma myostatin and GFR 
and the effects of exercise training in non-dialysis dependent patients with CKD stages 3-5. Secondly, to investigate 
the relationships between vascular calcification, plasma markers of arteriosclerosis and some cardiac indices and 
GFR and the effects of exercise training in these patients.  
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on muscle mass and physical performance in patients with CKD. AAC was negatively related to GFR and positively 
related to plasma phosphate, but no casual relationships were found. Although exercise training could not stop the 
progression of AAC, it might have contributed to the reduced levels of lipoprotein (a) and unchanged levels of calcific- 
and anti-inflammatory markers. Hypertriglyceridemia and aging emerged as longitudinal predictors of vascular 
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Abbreviations 
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Background 

There are two kidneys in our body located in the retroperitoneal space. The 
kidneys participate in the regulation of body fluid, fluid osmolality, acid-base 
balance, electrolyte concentrations, and removal of toxins. They also have 
endocrine functions, like production of renin, erythropoietin and activation of 
vitamin D. The nephron is the structural and functional unit of the kidney. Each 
human adult kidney contains around one million nephrons. Glomerular filtration 
rate (GFR) is a measure used to evaluate renal function. GFR is the volume of 
fluid filtered from the renal glomerular capillaries into Bowman's capsule per 
minute. It is usually normalized to a body surface area of 1.73 m2.  

Chronic kidney disease (CKD) 

CKD is defined as abnormalities of kidney structure or function, present for at 
least 3 months, with implications for health 1. The main causes of CKD include 
hypertensive kidney disease, diabetes nephropathy, chronic glomerulonephritis, 
interstitial nephritis and polycystic kidney disease. According to the level of 
estimated GFR (eGFR), CKD is staged from 1 to 5 (Table 1) 1.  

Table 1. GFR Categories in CKD 1 
GFR Category (CKD stage) eGFR (mL/mim/1.73m2) Terms  

G1 ≥90 Normal or high  

G2 60-89 Mildly decreased  

G3a 45-59 Mildly to moderately decreased 

G3b 30-44 Moderately to severely decreased 

G4 15-29 Severely decreased 

G5 <15 Kidney failure 

Measured GFR (mGFR) 

Measured GFR is determined by the clearance of an exogenous substance which is 
neither reabsorbed nor secreted by the kidneys after glomerular filtration. The 
exogenous substance is given as an intravenous injection. The rate of excretion is 
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directly proportional to the rate of filtration of water and solutes across the 
glomerular filter. The classic inulin clearance method is considered to be the 
golden standard method and a reference for GFR measurement 2. But it is a 
cumbersome method and not practical in clinical routine. Other tracer substances, 
like iohexol, 51Cr-EDTA and 131I-iothalamate are more widely used 3. In our 
hospital iohexol clearance is used in clinical routine. Iohexol is a non-ionic 
contrast medium, which is water soluble and non-protein bound, and is freely 
filtered through the glomeruli. Iohexol clearance has a good correlation with inulin 
clearance and is easily performed 4,5.  

Estimated GFR (eGFR) 
Although mGFR provides the most accurate evaluation of renal function, the 
methods of measuring mGFR are invasive and labour intensive. Therefore some 
endogenous substances, like creatinine and cystatin C are used to estimate GFR. 
Most well-founded, generally used and recommended creatinine-based GFR 
prediction equations are the Modification of Diet in Renal Disease (MDRD) and 
Chronic Kidney Disease Epidemiology Collaboration (CKD-EPI) equations. Both 
equations use the same variables (age, sex, race, and serum creatinine level) but 
with different coefficients 6. Creatinine is a metabolic end product of muscle 
activity and metabolism, so it is highly related to muscle mass. Therefore, the 
mean muscle mass of a specified age, sex and ethnic origin in the population is 
employed to derive the equations to compensate for the influence of muscle mass 
on the creatinine-level used for estimating GFR. However, the MDRD-equation 
was found to underestimate GFR 7,8.  

Cystatin C is a protein produced by all nuclear cells. Cystatin C is removed from 
the bloodstream by glomerular filtration and neither reabsorbed nor secreted by the 
kidney. Cystatin C is not influenced by muscle mass, so GFR estimation based on 
cystatin C is more accurate than that based on creatinine 9,10.  

In our hospital, the Lund model is used to estimate GFR. This comprises 
simultaneous use of a cystatin C- and a creatinine-based GFR prediction equation. 
If the GFRs predicted agree, the mean value is used and is regarded as a reliable 
GFR-estimate. If the GFRs predicted do not agree, the clinical situation must be 
considered e.g. concerning the presence of an abnormal muscle mass or use of 
high doses of glucocorticoids, and preferably one of the estimates should be used. 
If no reasons for the difference in predicted GFRs are found, GFR should be 
measured 11. 
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In our studies, we chose mGFR rather than eGFR as the measure of kidney 
function, as mGFR would not be affected by muscle mass and is more accurate 
than eGFR. 

Cardiovascular disease and Malnutrition - inflammation 
- arteriosclerosis  

Cardiovascular disease is the leading cause of mortality and morbidity in patients 
with CKD, especially in those with eGFR <60 mL/min/1.73 m2 12. More than half 
of the deaths in patients on dialysis are related to cardiovascular disease 13. A large 
study including 1,120,295 subjects showed that a reduced eGFR was 
independently associated with increased risks of cardiovascular events and death 
even in people with non-dialysis dependent CKD 13.  

Many studies have reported that protein energy malnutrition and inflammation are 
two strong factors associated with cardiovascular events, decreased quality of life 
and increased hospitalization in patients with CKD 14-16. One study has shown that 
malnutrition may aggravate heart failure by inducing morphologic and functional 
deterioration of the myocardium 17.  

Some inflammatory markers, such as interleukin 6 (IL6) and C-reactive protein 
(CRP), have also been reported to be strong predictors of cardiovascular events 
18,19. These pro-inflammatory cytokines not only contribute to malnutrition by 
inducing proteolysis in muscle 20, but are also involved in vascular calcification 21. 
Unlike the arterial plaques in non-CKD patients, autopsy studies have shown that 
the plaques in CKD not only involved the intimal, but also the medial layer of the 
artery 22. The changes to the intimal layer were mainly caused by atherosclerosis 
and lipids, and the changes to the media were associated with the disorder of 
mineral metabolism in CKD 23.  

In a cross-sectional study in 1999, Stenvinkel et al found a high prevalence of 
malnutrition, inflammation and carotid plaques in pre-dialysis patients that these 
three conditions frequently coincided and were strongly associated with each other 
24. Malnutrition - inflammation - atherosclerosis (MIA) syndrome was used to 
describe the status where the three clinical entities, malnutrition, inflammation and 
atherosclerosis, coexist and interact with each other in CKD 25.  

Since atherosclerosis is a category of arteriosclerosis, and the vascular disease in 
CKD not only involves atherosclerosis, which affects the intimal layer, but also 
calcification in the medial layer, we use the term arteriosclerosis instead of the 
atherosclerosis in MIA to include both types of vascular lesions in CKD. This will 
be elucidated further in the “Arteriosclerosis in CKD” section below.  
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Malnutrition in CKD 

Protein energy malnutrition and muscle wasting 

Muscle plays a key role not only in physical performance but also in whole body 
protein metabolism. In states of starvation, stress, under nutrition or disease, 
muscle supplies abundant amino acids to meet the increased demands of protein 26. 
Consequently, patients with limited reserves of muscle mass respond poorly to 
disease 27,28.  

Protein energy malnutrition is a state of decreased body pools of protein with or 
without fat depletion or a state of diminished functional capacity 29. Protein energy 
malnutrition with muscle wasting is present in a large proportion of patients with 
CKD. In CKD, both consequences of uraemia, such as inflammation, metabolic 
acidosis, insulin resistance, loss of appetite and its treatment, comprising 
restriction of protein intake and dialysis, contribute to loss of muscle mass 30,31. 
Studies have shown that loss of muscle mass is associated with a decline in kidney 
function 32,33. It is also an important predictor of muscle strength, physical 
performance and even survival in patients with CKD 33-35.  

Sarcopenia 

Sarcopenia is a word with Greek roots, sarx for flesh and penia for loss. It 
describes not only the degenerative loss of skeletal muscle mass, but also the loss 
of muscle quality and function associated with aging. Although sarcopenia was 
originally known as a condition related to aging, it is also prevalent and 
independent of age, in the CKD population because of protein energy malnutrition 
36. Decreased muscle mass and muscle function are two dominant conditions of the
diagnosis of sarcopenia. In 2010 the European Working Group for Sarcopenia in
Older People defined sarcopenia as low muscle mass plus either low muscle
strength or low physical performance 37.

The prevalence of sarcopenia varies depending on the populations studied and the 
methods applied. In 60-70 years old it was reported to be 5 to 13% 37; in people 
>80 years it was 11 to 50% 37. In patients with non-dialysis dependent CKD,
sarcopenia ranged from 6 to 16% 33,36 and could reach up to 37% in patients on
dialysis 38. Sarcopenia has been shown to be associated with multiple adverse
clinical outcomes and has been reported be an independent predictor of mortality
in patients with CKD 36,39.

As it is increasingly recognized that muscle strength is better than muscle mass in 
predicting adverse outcomes 40-42. The new guidelines from 2018, issued by the 
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European Working Group for Sarcopenia in Older People, proposed that decreased 
muscle strength should come to the forefront. Probable sarcopenia is diagnosed by 
low muscle strength; sarcopenia is confirmed by additional low muscle quantity or 
quality; and sarcopenia is considered severe if low muscle strength, low muscle 
quantity or quality and low physical performance are all met 42.  

Body composition measurement 

Dual-energy X-ray absorptiometry (DEXA) and bioimpedance are two commonly 
used methods for body composition measurement in CKD. DEXA is regarded as 
the gold standard method in the general population 43. However, it cannot measure 
body water, so may not be an optimal method in patients with CKD 44. 
Bioimpedance comprises bioimpedance analysis and bioimpedance spectroscopy. 
It has more measurement compartments than DEXA and can also provide 
information on body water. In a previous study, we showed that changes in body 
composition might affect the measurement differences of DEXA and 
bioimpedance 45. Most importantly, because of the limited agreement between 
DEXA and bioimpedance, the same measurement should be used for one patient 
over time.  

DEXA 

DEXA is a means of measuring body composition. Two X-ray beams, with 
different energy levels, are aimed at the subject’s bones. DEXA is regarded as a 
gold standard measurement especially for bone and fat mass 43. The differential 
attenuation of two energies by the subject is used to estimate the bone mineral 
content and soft tissue composition. Then fat mass and lean mass are separated by 
the ratio of attenuations of body mass 46. Since the ratio of additional body fluid is 
similar to lean mass, DEXA usually measures additional body fluid as lean mass 
44. 

Body composition monitor (BCM) 

In contrast to DEXA, bioimpedance can detect total body water, extracellular 
water, intracellular water, and overhydration. BCM is a portable bioimpedance 
monitor, which is cheaper and easier to perform than DEXA. In BCM, lean mass 
measurement is calculated by an equation after taking body water into account 47. 
However, fat mass is calculated simply by subtracting fat free mass from total 
body weight, which means that the measurement of fat mass in BCM might be less 
accurate than in DEXA 47. 
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Subjective global assessment (SGA) 

SGA is a nutritional assessment tool widely used in clinical practice. SGA was 
standardized in 1987 by Detsky et al. 48. It is based on features of the patient’s 
history and physical examination 48. According to the subjective evaluation of the 
observer, the nutritional diagnosis is defined and the patient is classified as: A, 
well-nourished, B, moderately (or suspected of being) malnourished, or C, 
severely malnourished. SGA is widely used because it is simple, non-invasive, 
inexpensive, and is capable of identifying patients at higher nutritional risk 49. 
However it is hard to detect low grade nutritional changes with SGA, and its 
subjectivity may also limit the accuracy in routine care 49. 

Normalized protein catabolic rate (nPCR) 

nPCR is expressed in grams of protein degraded daily divided by body weight. It 
has been proposed as a measure of dietary protein intake and ultimately nutrition. 
However nPCR only reflects the protein intake of the day of the analysis and does 
not represent the long term nutritional status. 

Myostatin 

Myostatin, also known as growth differentiation factor 8 (GDF-8), is a 25 kDa 
myokine produced and released by myocytes. Myostatin acts on muscle cells’ 
autocrine function to inhibit muscle cell growth and differentiation 50. The gene 
encoding myostatin was discovered in 1997 by Alexandra McPherron et al. They 
produced a knockout strain of mice that lacked the gene, and found that these mice 
had approximately twice as much muscle as normal mice 50.  

Myostatin is predominantly expressed in skeletal muscle 50 and has been found to 
be overexpressed in uremic sarcopenia 31,51. Consequently, inhibition of myostatin 
expression has been suggested as a strategy to treat muscle wasting in CKD 51,52. 
However, the literature presents conflicting evidence on the relationship between 
myostatin and muscle mass both in patients on dialysis and in people in general 52-

55. Moreover, myostatin levels have been shown to decrease after exercise training 
in the general population and in patients on dialysis 56,57, but the results concerning 
the expression of myostatin in response to exercise are not consistent 58,59. 

Myostatin has also been implicated to be involved in vascular damage by 
activating transforming growth factor beta (TGF-β) signalling and increasing 
expression of proatherogenic adhesion molecules 60. An increased expression was 
found both in the medial and intimal layers of arteries with progressive 
atherosclerotic lesions 60. Additionally, myostatin was also upregulated in an 
inflammation environment and its expression was directly associated with IL6 61. 
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In consequence, the activation of myostatin has been proposed to be a link 
between malnutrition, inflammation and arteriosclerosis 60.  

We decided that measuring body composition was the most straightforward way to 
examine protein energy malnutrition. As our patients were non-dialysis dependent 
and without severe overhydration (1.2±1.0 L) 45, we chose DEXA to measure body 
composition and sarcopenia in studies 1 and 2. Myostatin was chosen as a marker 
of muscle growth in study 2.  

Inflammation in CKD 

It is well established that low-grade systemic inflammation, characterized by 
hypoalbuminemia and elevated levels of circulating inflammatory markers like 
CRP and IL6, is frequently observed in patients with CKD 62,63. This is due to 
reduced cytokine clearance, oxidative stress, malnutrition, muscle wasting, 
metabolic acidosis, disorders in bone mineral metabolism, accumulation of 
advanced glycation end-products and toxins absorbed in the gut 63.  

Earlier studies have indicated that these inflammatory processes could induce 
vascular calcification by promoting proliferation and infiltration of inflammatory 
cells into both the intimal and medial layers of arteries 19,23,29. Inflammation-
induced oxidative stress is a strong inducer of vascular smooth muscle cell 
(VSMC) damage 21. Inflammation is not only a stimulus but also a result of 
calcification. The calcium and phosphate deposits can stimulate the production of 
some pro-inflammatory cytokines by residing in macrophages 64.  

Albumin  

Albumin is a 65 kDa protein that is synthesized in the liver. In CKD, conditions 
such as chronic metabolic acidosis and inflammation profoundly interfere with 
albumin synthesis 65. In the clinical setting, albumin is widely used as a marker of 
nutritional status 65,66. However, it has been proposed that albumin predominately 
should be considered as a marker of inflammation and illness because of its poor 
correlation with other nutritional markers, like DEXA and SGA 65-67. Moreover, 
low levels of serum albumin have been shown to be strongly associated with 
systemic inflammation in patients on hemodialysis 67. It is of consequence that the 
relationship between hypoalbuminemia and inflammation is strongly associated 
with mortality in patients with CKD 68,69. 
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CRP 

Of all the acute phase proteins and plasma inflammatory markers, CRP is the one 
most widely used. CRP rises rapidly following an inflammatory stimulus and 
mainly responds to an elevation in IL6. It is also associated with all-cause and 
cardiovascular mortality in patients with CKD 70-72. 

Interleukin 6 (IL6) 

IL6 (22 to 27 kDa) is produced by numerous types of immune cells, and can be 
stimulated by bacterial endotoxins, oxidative stress and physical exercise 73. In 
CKD, the IL6 levels can be elevated before the initiation of dialysis due to 
multiple factors as mentioned above 73. Its activation mainly depends on the 
tumour necrosis factor α (TNF-α), which is also elevated in CKD 74. IL6 can 
promote osteogenic transition and calcification directly in VSMCs. Additionally, 
IL6 can also contribute to vascular calcification by decreasing fetuin-A (a 
calcification inhibitor, will be elucidated below) expression in the liver and klotho 
expression in the kidney 21. The levels of both IL6 and TNF-α have been shown to 
be associated with vascular calcification and cardiovascular mortality 75,76.  

Plasma IL6 has also been shown to increase in direct response to exercise albeit 
without an increase in TNF-α 77. The production of IL6 is associated with 
contracting muscle and myocytes could be the origin of IL6 77. IL6 is the first 
detectable cytokine released into the blood, and its response is sensitive to the 
exercise duration and intensity 78. The levels of IL6 reach a peak at the end of 
exercise or shortly after, which is followed by a rapid decrease to pre-exercise 
levels 79. 

Although there are a number of inflammatory markers, CRP and IL6 are most 
commonly used to demonstrate low-grade inflammation in patients with CKD. 
Additionally, CRP and albumin are laboratory analyses in clinical routine. In our 
studies, we chose these three markers to represent inflammatory status in studies 3 
and 4. 

Arteriosclerosis in CKD 

The current classification of arteriosclerosis comprises three lesions: 
atherosclerosis, Mönckeberg's medial calcific sclerosis, and arteriolosclerosis 80.  

Atherosclerosis is a disease of elastic and large arteries in which the atheroma is 
the characteristic lesion. It is considered to be a result of hyperlipidemia, lipid 
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oxidation and impairment of endothelial function, and is characterized by vascular 
intimal plaques 81,82.  

The so-called Mönckeberg's medial calcific sclerosis is not purely a medial lesion 
with mineral deposits, but also involves the intimal layer 82,83. This type of 
sclerosis is associated with disorders of calcium-phosphate metabolism and 
abnormal levels of bone-related proteins, such as fetuin-A and matrix-Gla protein 
in chronic kidney disease 23,81. Medial calcification also results in vascular 
stiffness 23,81.  

Arteriolosclerosis is a hardening of the wall of very small arteries by intimal 
fibromuscular tissue or hyaline deposition, typically it is associated with 
hypertension and diabetes 82.  

The first two categories, atherosclerosis and Mönckeberg's medial calcific 
sclerosis, are very common in patients with CKD, and both are regarded to be 
promoted by inflammation, uremic toxins and oxidative stress 23,81,84. 

A causal relationship between arterial calcification and cardiovascular events is 
well known 85,86. Therefore, the presence of calcified lesions in arteries has been 
widely used as a measurement to evaluate arteriosclerosis also in patients with 
CKD. 

Abdominal aortic calcification (AAC) score  

In order to examine the relationship between the degree of vascular calcification 
and patient outcomes, some quantification approaches have been developed. 
Kauppila’s AAC score is a grading system to assess the location and progression 
of calcification in the abdominal aorta from a lumbar radiograph 87. Another 
commonly used approach is Agatston coronary artery calcification (CAC) score, 
which is measured by computed tomography (CT) 88. Compared to CAC, AAC is 
more feasible and less costly. Additionally, the AAC score has been shown to 
correlate well with the CAC score 89,90 and has been shown to be reliable predictor 
of cardiovascular risk in patients with CKD 91,92.  

The AAC score was suggested as a useful tool for assessment of vascular 
calcification in patients with CKD in the 2009 KDIGO clinical practice guideline 
on CKD mineral and bone disorder 93.  

Lipids and lipoproteins 

Atherosclerosis is initiated by low-density lipoprotein (LDL) entering the arterial 
wall and followed by oxidative stress and inflammation 94. Dyslipidemia is 
common in patients with CKD 95, which is characterized as a decreasing high-
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density lipoprotein cholesterol (HDL-C), while triglycerides and low-density 
lipoprotein cholesterol (LDL-C) increase with the decline in GFR 95. It has been 
well established that the levels blood cholesterol and triglycerides are strongly 
associated with coronary events 96,97. The high levels of LDL-C and low levels of 
HDL-C are both associated with an increased risk of cardiovascular morbidity and 
mortality 96,98. Lipoprotein (a) is a lipoprotein variant which consists of an LDL-
like particle and the specific apolipoprotein (a). Genetic evidence has confirmed 
that lipoprotein (a) is a direct cause of cardiovascular disease 99.  

Fibroblast growth factor 23 (FGF23) - klotho endocrine axis 

FGF23 is a 32kDa protein secreted by osteocytes and osteoblasts from bone and 
plays a key role in the regulation of mineral metabolism 100. The action of FGF23 
is dependent on the presence of its co-receptor klotho. As klotho is mainly 
expressed in kidney, parathyroid gland and brain, the function of FGF23 is 
considered to be restricted to these organs 101.  

In healthy individuals, FGF23 levels fall and rise in parallel with the amount of 
phosphate intake to maintain the plasma phosphate within a normal range. When 
the phosphate intake is high, FGF23 levels increase to induce greater phosphaturia 
and, by lowering 1,25(OH)2D3 (calcitriol) levels to reduce the absorption of 
phosphate in the gut 102. When acting on the parathyroid gland, FGF23 suppresses 
the secretion and synthesis of parathyroid hormone (PTH) 103. 

In CKD, klotho levels start declining during stage 1 due to albuminuria. 
Throughout the course of CKD there is a continued decrease in klotho, which in 
turn results in an increase in FGF23, which is followed by a decrease in 
1,25(OH)2D3, an increase in PTH and finally an increase in phosphate during CKD 
stage 5 104. 

Although several studies have suggested that the dysregulation of the FGF23 -
klotho axis is associated with higher risks of morbidity and mortality in CKD 105-

107, the effects of FGF23 on vascular calcification still remain controversial 108.  

Fetuin-A 

Fetuin-A is a 64 kDa glycoprotein which is mainly expressed and secreted from 
the liver and adipose tissue 109. Fetuin-A is associated with many factors, such as 
insulin sensitivity 110, lipid levels 111, and inflammatory markers 112. It is also an 
important inhibitor of calcification by binding calcium phosphate and calcium 
carbonate, especially in CKD 23,113.  
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The low-grade systemic inflammation in CKD could cause a decrease in fetuin-A 
secretion 21. Cross-sectional studies have suggested that fetuin-A is independently 
associated with eGFR 114,115. A lower level of fetuin-A was associated with a 
higher risk of cardiovascular and all-cause mortality in patients with CKD 115,116, 
suggesting that fetuin-A may be a protective factor of vascular calcification in 
CKD. Although the majority studies have shown that low fetuin-A serum levels 
are related to vascular calcification and increased mortality in patients with CKD, 
its exact role on vascular calcification is still controversial. 

In our studies, we chose the AAC score as the index of arteriosclerosis in studies 3 
and 4, because it is feasible in routine clinical, practice and inexpensive. Moreover 
AAC shows the actual calcific plaque in the aorta instead of the degree of arterial 
stiffness such as measured by pulse wave velocity. We chose the following 
markers of arteriosclerosis in study 4: lipids and lipoproteins as they contribute to 
atherosclerosis on the intimal arterial layers, FGF23 as dysregulation of the FGF23 
- klotho axis is one of the underlying mechanisms of vascular calcification and 
fetuin-A as it is considered to be a powerful calcification inhibitor. 

Exercise training in CKD 

Exercise training in patients with CKD is generally accepted to have positive 
effects on physical capacity and cardiovascular disease with the earliest studies 
performed over 30 years ago 117,118. The KDIGO guidelines from 2012 recommend 
that people with CKD undertake physical activity compatible with cardiovascular 
health and tolerance, i.e. aiming for at least 30 minutes 5 times per week 1. In a 
systematic review and meta-analysis of 41 randomized clinical trials (928 
participants) of exercise training in adult patients with CKD, Heiwe et al showed 
that regular exercise for at least 30 minutes per session 3 times a week would 
improve aerobic capacity, blood pressure, survival, muscular strength, and health-
related quality of life in patients with CKD with or without renal replacement 
therapy 119. However, most of the exercise trials were in patients on dialysis.  

In previous studies from the Renal Exercise (RENEXC) trial, we have shown that 
exercise training was effective in improving physical performance in patients with 
non-dialysis dependent CKD stages 3 - 5 120,121.  

Effects of exercise training on muscle wasting 

Augmented muscle degradation is common in patients with CKD and can lead to 
muscle wasting and impaired physical activity 122. The activation of the ubiquitin - 
proteasome system and caspase-3 have been demonstrated to be key events in 
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inducing muscle catabolism in CKD 123,124. Ubiquitin - proteasome system 
degrades actin and myosin in all cells and caspase-3 breakdowns the structure of 
muscle.  

Exercise training may slow down the wasting of muscle by reducing the levels of 
oxidative stress and by limiting the protein degradation activation 125. 
Experimental studies have shown that exercise could also promote anabolism in 
CKD 126,127. Exercise was reported to activate protein synthesis through increasing 
the expression of the mammalian target of rapamycin (mTOR) gene 126, which 
regulates cell metabolism and organism lifespan 128. Protein turnover is increased 
due to an acceleration of synthesis and degradation after exercise 127. A post 
exercise acceleration of amino acid transport may also contribute to the relatively 
greater stimulation of protein synthesis 127.  

In healthy people it is well established that exercise not only increases muscle 
strength but also can increase muscle mass. However, in patients with CKD 129-133 
the evidence is scant and the results are inconsistent 134. There are some 
randomized controlled trials on the effects of exercise training on muscle mass, but 
they were performed in relatively small groups of patients (10 to 20 patients in 
each group) and with short intervention periods (12 weeks) 131-133,135. 

Effects of exercise training on inflammation 

The anti-inflammatory effect of exercise training has been suggested to be mainly 
mediated by IL6 79. During acute exercise, IL6 is the first detectable cytokine 
released from the contracting muscle cells into the blood 79. The increase in IL6 
levels stimulates the synthesis of anti-inflammatory cytokines through inducing 
the production of IL1 receptor antagonist and IL10, one of the most important 
anti-inflammatory cytokines 136,137. IL10 can inhibit the synthesis of pro-
inflammatory cytokines, like TNF-α 138. 

In one study, the levels of IL6 were reported to be reduced after 6 months of 
regular exercise, whereas the levels of IL10 tended to be increased, indicating an 
anti-inflammatory effect of exercise adaptation 139. Moreover, these investigators 
reported that the activation of T-lymphocytes and monocytes were downregulated 
after regular exercise 139.  

Regular exercise training has also been suggested to prevent the accumulation of 
abdominal fat, which is associated with low-grade inflammation, partly mediated 
by the upregulation of myokine IL15, an anabolic cytokine 140. IL15 not only 
induces protein accumulation but also reduces adipose tissue mass 141,142. IL15 
may also be involved in decreasing or even inhibiting TNF-α in a state of low-
grade inflammation143.  
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Large observational studies have shown that higher levels of physical activity were 
associated with lower levels of inflammatory markers in healthy people, of which 
CRP and IL6 were the most commonly used inflammatory markers 144-146.  

However, data from interventional studies in patients with CKD are less 
consistent, this might be due to different exercise regimes, different baseline 
inflammatory status, or underpowered study designs 147-149. The effects of exercise 
training on systemic inflammation in patients with CKD are far from clear.  

Effects of exercise training on arteriosclerosis  

Nitric oxide (NO) is an important endothelium-derived vasoactive factor that 
relaxes VSMCs 150. NO also inhibits leukocyte adhesion and platelet aggregation 
in the vascular endothelium 150. In CKD, NO bioavailability was decreased 
because of the increased expression of the endothelial NO synthase (eNOS) 
inhibitors, such as caveolin-1 and asymmetric dimethylarginine (ADMA), as well 
as the decrease in eNOS promoters, like protein kinase B 81. The decreased NO 
bioavailability is one of the most important factors involved in endothelial 
dysfunction.  

Exercise training has been suggested to increase NO bioavailability through both 
enhancing eNOS activity and preventing eNOS uncoupling 81. Moreover, exercise 
can increase the number and functionality of endothelial progenitor cells, which 
contributes to the repair of endothelial cell layer 151. 

Oxidative stress increases with declining renal function due to various uremic 
toxins and inflammation 152. Oxidative stress is associated with both 
atherosclerosis and arterial calcification 153. Exercise training can reduce oxidative 
stress by increasing various anti-oxidative enzymes 154. Additionally, the anti-
inflammatory effects of exercise could also be beneficial for vascular disease in 
patients with CKD. 

In subjects without CKD, clinical studies have shown that exercise training has a 
protective effect on cardiovascular disease, with a reduction in coronary 
atherosclerotic lesions 155,156. In patients with CKD on dialysis, an improved 
vascular endothelial function and arterial stiffness/compliance has been reported 
after exercise training 157,158. However, this was not confirmed in non-dialysis 
dependent patients with CKD 159. Moreover, to our knowledge and to date, no 
study has investigated the effects of exercise training on medial layer calcification. 
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Aims 

Study 1  

 To investigate the prevalence of sarcopenia, the relationship between 
muscle mass and GFR and physical performance in non-dialysis 
dependent patients with CKD stages 3 to 5. 

Study 2 

 To investigate the effects of 12 months of exercise training on sarcopenia, 
muscle mass and plasma myostatin in non-dialysis dependent patients with 
CKD stages 3 to 5; 

 To investigate the relationships between plasma myostatin and physical 
performance and muscle mass, respectively. 

Study 3 

 To investigate the relationship between abdominal aortic calcification 
score (AAC) and GFR in non-dialysis dependent patients with CKD 
stages 3 to 5; 

 To investigate the relationship between AAC and pulse pressure, some 
calcific- and inflammatory markers and cardiac structure, respectively. 

Study 4 

 To investigate the effects of 12 months of exercise training on AAC and 
some markers of arteriosclerosis, respectively, in non-dialysis dependent 
patients with CKD stages 3 to 5; 

 To investigate the relationships between AAC and GFR and these 
markers. 
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Methods and patients 

Study design 

These four studies are all pre-specified sub-studies of the RENEXC trial (Table 2). 

RENEXC (www.ClinicalTrials.gov NCT02041156) is a single centre, consecutive, 
prospective, randomized controlled and interventional exercise training study in 
patients with CKD not on renal replacement therapy. The study was approved by 
the Regional Ethical Review Board in Lund (registration number 2011/369) and 
adhered to the Helsinki Declaration.  

The inclusion criteria were: prevalent and incident patients at the Department of 
Nephrology in Lund, Skåne University Hospital, with an eGFR <30 
mL/min/1.73m2, age ≥18 years, all renal diagnoses, any number of comorbidities. 
The exclusion criteria were: orthopaedic impediment, severe neurological 
dysfunction, inability to understand patient information, renal replacement 
therapy, clinical signs and symptoms of heart failure (NYHA class ≥III) and 
estimated start of dialysis within 12 months of study start. All participants gave 
informed consent prior to inclusion after having received written and oral 
information. 

Table 2. Study type  
Study Type  Number of patients 

1 Cross-sectional baseline analysis 151 

2 Pre-specified sub-study, randomized controlled trial 112. Balance group, 59; Strength group, 53 

3 Cross-sectional baseline analysis  151 

4 Pre-specified sub-study, longitudinal analysis 112 

Intervention 

151 patients irrespective of age or comorbidity were randomly assigned to either 
strength or balance training both in combination with endurance training. Both 
groups were prescribed 150 minutes per week of self-administered exercise 
training for an intervention period of 12 months. 60 minutes per week of 
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endurance training was part of the prescription in both groups and was combined 
with 90 minutes per week of either strength training or balance training. 

Randomization and blinding 

Random allocation was generated by program SAS ProcPlan. Patients were 
included and allocated sequential treatment according to a list which only the 
research physiotherapist had access to. The random allocation sequence was 
generated by one investigator (Peter Höglund). Then the nephrologists enrolled the 
patients and the research physiotherapist assigned them intervention. All the 
recruitment staff except the research physiotherapist were blinded to the 
randomization.  

Comorbidity  

The comorbidity of each patient was evaluated by the same clinician (Matthias 
Hellberg) using the Davies Comorbidity Score with seven different domains: 
malignancy, ischemic heart disease, peripheral vascular disease, left ventricular 
dysfunction, diabetes mellitus, systemic collagen vascular disease or other 
significant pathology (a condition severe enough to have an impact on survival in 
the general population) 160. We defined the following comorbidities as 
cardiovascular comorbidities (CVC): ischemic heart disease, peripheral vascular 
disease, left ventricular dysfunction, and diabetes mellitus. Patients with at least 
one of those comorbidities were defined as having CVC. 

GFR 

Measured GFR  

Iohexol clearance was used to assess the mGFR 161. It was performed at the 
Department of Clinical Chemistry, Laboratory Medicine Skåne, which is 
accredited by the Swedish Board for Accreditation and Conformity Assessment 
(SWEDAC) according to international standards of ISO 15189:2012. First an 
intravenous injection of 5ml iohexol is given. Then the sample is taken either after 
7 hours (eGFR 20-50 mL/min/1.73m2) or 24 hours (eGFR <20 mL/min/1.73m2). 
The serum iohexol concentration is analyzed with high performance liquid 
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chromatography. Then GFR is calculated using age, sex, weight, height, iohexol 
dose, time from injection to sample taken and iohexol concentration 162. 

Estimated GFR 

The eGFR was estimated using cystatin C- and creatinine-based equations, Lund 
model, created by Grubb A 11.  

Nutritional assessments 

Each patient was prescribed continued normal protein intake or a restricted protein 
diet consisting of 0.8 or 0.6 g/kg body weight/day by their physician. All patients 
were referred to a specialized renal dietician for dietary counselling at the start of 
the trial and were followed according to the department’s standard procedure 
throughout the study period. SGA 48 and nPCR were used to describe the patients’ 
nutritional status. SGA is classified as A, well-nourished, B, moderately (or 
suspected of being) malnourished, or C, severely malnourished. nPCR was 
calculated using the equation: 6.25× [(0.028×urine urea×24-h urine volume) + 
(0.031×weight)]/body weight. 

Physical performance 

Handgrip strength  

Handgrip strength was measured in kilograms by a Jamar dynamometer, in a 
sitting position without back support with the elbow at a 90 degrees angle and the 
arm close to the body. For each hand, the scores of 3 successive trials were 
recorded and the mean registered 163. 

Isometric quadriceps strength  

Isometric quadriceps strength was tested by knee extension against resistance and 
evaluated in kilograms multiplied by the distance from the knee to the ankle. For 
each leg the scores of 3 successive trials were recorded and the mean registered 
163. 
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Functional reach  

The patient stood positioned next to a wall but not touching, the arm was extended 
at a 90 degrees angle from the shoulder, fist closed, and then asked to reach 
forward as far as possible without losing balance. The distance between the 
starting point and end point of three successive trials was recorded and the mean 
registered 163. 

Berg’s balance test 

The test comprises a set of 14 simple balance related tasks with a full score of 56, 
ranging from being able to sit on a chair without back support, to standing on one 
foot. The degree of success in achieving each task was given a score of zero 
(unable) to four (independent), and the final measure was the sum of all the scores 
164. 

Six-minute walking test  

The patient walked as fast as possible along a marked indoor corridor. The 
walking distance during 6 minutes was recorded 165.  

Laboratory measurements 

Clinical laboratory analyses and plasma 1,25(OH)2D3 

Routine clinical laboratory analyses and plasma 1,25(OH)2D3 were measured at 
the Department of Clinical Chemistry, Laboratory Medicine Skåne, which is 
accredited by SWEDAC according to international standards of ISO 15189:2012. 

ELISA measurements 

Plasma myostatin, fetuin-A, IL6 and FGF23 were all measured using ELISA kits 
(R&D systems, Inc, Minneapolis, USA) at the Nephrology Laboratory, 
Biomedicine Centre at Lund University. The plasma was collected fasting and 
stored at -80°C. Since there are no standard reference ranges for these variables, 
the values from healthy subjects presented in previous studies were used 
102,115,166,167.  
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Definition of sarcopenia  

During this project, the European Working Group on Sarcopenia in Older People 
revised the guideline for sarcopenia in 2018. In study 1, sarcopenia was defined as 
low muscle mass 168 or low muscle strength 169 or both 40. Appendicular skeletal 
muscle index (ASMI) <7.3 kg/m2 for men and <5.5 kg/m2 for women were defined 
as low muscle mass 168. Handgrip strength <30 kg for men and <20 kg for women 
were defined as low muscle strength 169. In study 2, sarcopenia was defined as a 
combination of low muscle strength and low muscle mass according to the latest 
guideline 2018 with new cut-offs to increase harmonisation with sarcopenia 
studies 42. Handgrip strength <27 kg for men and <16 kg for women were defined 
as low muscle strength 42. ASMI <7 kg/m2 for men and <6 kg/m2 for women were 
defined as low muscle mass 42.  

Dual energy X-ray absorptiometry (DEXA) 

Body composition was measured by DEXA at baseline and after 12 months. 
DEXA scanning was conducted in a standardized manner according to the 
procedures recommended by the manufacturer, at the Department of Diagnostic 
Radiology, Skåne University Hospital, which is accredited by SWEDAC 
according to ISO 15189:2012. The hospital changed from Lunar Prodigy to Lunar 
iDEXA during the study period. Lunar iDEXA is an upgrade from Lunar Prodigy 
and has a superior camera and gives a more precise measurement. The analysis 
software is the same as Lunar Prodigy.  

Assessment of abdominal aortic calcification (AAC) 
score  

AAC was evaluated by lateral lumbar X-ray, at the Department of Diagnostic 
Radiology, Skåne University Hospital, which is accredited by SWEDAC 
according to ISO 15189:2012. The scoring system described by Kauppila was 
used to calculate the AAC score 87. Calcific deposits were graded on a scale of 0-3 
on both posterior and anterior sides of each segment: 0= no calcific deposits, 1= 
calcific deposits filling less than 1/3 of the aortic wall, 2= 1/3 to 2/3 of the aortic 
wall calcified, 3= more than 2/3 of the aortic wall calcified. The grades of four 
segments (Lumbar 1 - Lumbar 4) were added up, giving a range between 0-24. 0 
score is normal, 1-6 score is moderate calcification, 7 and above is severe 
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calcification 87. The grading was performed by one investigator who was blinded 
to the randomization of each patient (Yunan Zhou). 

24-hour blood pressure measurement 

24-hour-blood pressure was measured at the Department of Clinical Physiology 
and Nuclear Medicine, Skåne University Hospital, which is accredited by 
SWEDAC according to ISO 15189:2012. All patients underwent monitoring with 
SpaceLabs Medical ABP-monitor model 90207 or 90217. The size of the blood 
pressure cuff was selected according to each patient’s arm circumference. The 
blood pressure was measured using a completely automatic oscillometric device, 
which measured blood pressure every 20 minutes during the day and every 30 
minutes during the night. The collected information was transferred to SpaceLabs 
computerized reporting system 90121-1 for Windows. 24-hour pulse pressure was 
calculated using the average value of 24-hour systolic blood pressure minus the 
average value of 24-hour diastolic blood pressure. 

Echocardiographic measurements  

The ultrasound machine used was Philips iE33 or Epic from Philips Healthcare, 
Eindhoven, Netherlands. Echocardiographic examinations of the patients were 
performed by different experienced sonographers using the same 
echocardiographic protocol at the Echo Laboratory, Department of Clinical 
Physiology and Nuclear Medicine, Skåne University Hospital, which is accredited 
by SWEDAC according to ISO 15189:2012. All measurements and calculations 
are according to ASE guidelines from 2015 170. 

In routine clinical practice at our hospital left ventricular ejection fraction (LVEF) 
is reported as: normal (LVEF ≥55%) or reduced (LVEF <55%). Mitral E/A ratio 
was assessed as a marker of LV diastolic function. E/A is the ratio of E (peak early 
transmitral filling wave velocity) to A (peak late transmitral filling wave velocity). 
The measurements were then indexed to body surface area (BSA), when 
appropriate. Thus, left ventricular mass index (LVMI) was calculated as left 
ventricular mass (LVM)/BSA and left atrial volume index (LAVI) as left atrial 
volume (LAV)/BSA 171. 
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Statistical analysis 

To detect 60% differences at 5% significance level and 80% of power, we 
calculated that we needed to include 75 patients in each group in order to achieve 
complete data for 50 patients at the end of the intervention. Continuous variables 
are presented as mean±SD or median (25th-75th percentile). Categorical variables 
are given as frequencies and percentages. T-test was used to compare parametric 
variables, Wilcoxon signed rank test was used to compare nonparametric variables 
and Fisher test was used to compare binary variables. Linear regression analysis 
was used to analyze the relationships between variables. In our previous study, in 
which we reported the primary outcomes of the RENEXC trial, mixed model 
analyses showed that there were no significant differences between groups for 
changes in any of the measures of physical performance after 12 months of 
exercise training for the 151 patients who were randomized 121. This is why we 
pooled the patients from the two groups in the linear regression analyses in study 2 
and in all the analyses in study 4 in order to increase the power of the linear 
regression. A p-value <0.05 was considered statistically significant. Data were 
analyzed using R software (R foundation for Statistical Computing, Vienna, 
Austria).  
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Results 

Patients 

After 217 patients had been screened, 151 patients (98 men and 53 women) were 
randomized. These 151 patients were included in studies 1 and 3. After 12 months 
of exercise training, 112 patients (76 men and 36 women) had completed 
RENEXC. These 112 patients were included in studies 2 and 4. The CONSORT 
Flow Diagram is presented in Figure 1. The clinical characteristics are presented in 
Table 3.  

 

Figure 1. CONSORT Flow Diagram 
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Table 3. Clinical characteristics at baseline 
Characteristics Units 151 patients 112 patients 

Age year 66±14 67±13 

Male/Female n(%) 98(65)/53(35) 76(68)/36(32) 

Weight kg 82±18 81±17 

Height m 1.72±0.09 1.72±0.09 

BMI kg/m2 28±5 27±5 

SGA score(A/B/C) 132A, 13B, 0C 102A, 10B, 0C 

nPCR g/kg body weight/day 0.97±0.44 0.99±0.47 

mGFR mL/min/1.73m2 22.5±8.2 22.6±8.0 

eGFR mL/min/1.73m2 19.7±7.4 20.4±7.3 

P-creatinine µmol/L 254±104 247±91 

P-urea mmol/L 16±5 15±5 

P-PTH pmol/L 12 (9-18) 11 (8-17) 

P-Albumin g/L 37±4 37±3 

B-Hemoglobin g/L 127±14 128±14 

P-Triglyceride mmol/L 1.8±1.0 1.8±1.0 

P-Tatal cholesterol mmol/L 4.8±1.3 4.8±1.2 

P-HDL-C mmol/L 1.3±0.4 1.3±0.4 

P-LDL-C mmol/L 3.0±1.1 2.9±1.0 

P-Potassium mmol/L 4.2±0.5 4.2±0.5 

P-Calcium mmol/L 2.3±0.1 2.3±0.1 

P-Ca×P mmol2/L2 2.7±0.7 2.6±0.6 

P-Phosphate mmol/L 1.2±0.3 1.1±0.2 

Base excess mmol /L -1.2 (-3.2-0.1) -1.2 (-2.8-0.1) 

P-CRP mg/L 3 (1.5-6.1) 3.1 (1.3-6.1) 

Medication, n(%) 

Antihypertensive medication 143(95) 105(94) 

Calcium channel blocker 86(57) 65(58) 

Beta blocker 101(67) 73(65) 

RAAS-blocker 91(61) 71(63) 

Central antiadrenergic medication   16(11) 13(12) 

Diuretic   108(72) 79(71) 

Active vitamin D  95(63) 70(62) 

Phosphate binder 67(44) 42(38) 

Calcimimetic  2(1) 2(2) 

Statin 79(52) 61(54) 

Causes of CKD, n(%) 

Hypertensive kidney disease  62(41) 47(42) 

Diabetes nephropathy  24(16) 21(19) 

Interstitial nephritis  22(15) 18(17) 

Chronic glomerulonephritis  23(15) 12(11) 

Polycystic kidney disease  9(6) 6(5) 

Others  11(7) 8(6) 

Comorbidity, n(%) 

Malignancy 21(14) 16(14) 

Ischemic heart disease 30(20) 22(20)  

Peripheral vascular disease 32(21) 23(21)  

Left ventricular dysfunction 17(11) 11(10)  

Diabetes mellitus 49(32) 30(27) 

Systemic collagen vascular disease 16(11) 10(9) 

Others  116(77) 83(74) 
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Note: Data presented as mean±SD or median (25th-75th percentile) or n(%) 

BMI= body mass index; SGA= subjective global assessment; nPCR= normalized protein catabolic rate; mGFR= 
measured glomerular filtration rate; eGFR= estimated glomerular filtration rate; P= plasma; B= blood; PTH= 
parathyroid hormone; HDL-C= high-density lipoprotein cholesterol; LDL-C= low-density lipoprotein cholesterol; Ca×P= 
calcium phosphate product; CRP= C-reactive protein; RAAS= renin–angiotensin–aldosterone system; CKD= chronic 
kidney disease. 

Physical performance 

Some measures of physical performance of the 151 included patients at baseline 
and the 112 completers at baseline and after 12 months of exercise training are 
presented in Table 4. There were no significant differences between groups for 
changes in any measures of physical performance. All measures increased with the 
exception of handgrip strength, which was unchanged. 

Table 4. Physical performance  
Physical performance Baseline 

(n=151) 
Baseline 
(n=112) 

12 month 
(n=112) 

P 95%CI 

Handgrip strength right (kg) 32±11 32.4±10.8 32.8±11.3 0.3 -1.1 to 0.3 

Handgrip strength left (kg) 29±11 29.9±11.0 30.1±11.0 0.6 -1.0 to 0.6 

IQS right (kg×cm) 1144±409 1160±390 1269±433 <0.001 -134 to -53 

IQS left (kg×cm) 1132±421 1143±423 1246±467 <0.001 -135 to -49 

Functional reach (cm) 33±9 33.2±8.1 35.8±7.5 <0.001 -3.1 to -1.1 

Six-minute walking test (m) 402±136 417±125 460±130 <0.001 -40 to -21 

Berg’s balance test (score) 54 (50-56) 55 (51-56) 56 (53-56) 0.04 -2.0 to -0.00004 

Note: Data presented as mean±SD or median (25th-75th percentile)  

IQS= isometric quadriceps strength, 95%CI= 95% confidence interval.  

Study 1 - Body composition and mGFR in CKD 

Prevalence of sarcopenia 

When we used low muscle mass only, 54 (36%) patients were defined as having 
sarcopenia, 43 (44%) men and 11 (22%) women. When using low handgrip 
strength only, 43 (29%) patients were defined as having sarcopenia, 25 (26%) men 
and 18 (36%) women. If both low muscle mass and low muscle strength were 
used, 20 (14%) patients were defined as having sarcopenia, 16 (16%) men and 4 
(8%) women. 
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Relationship between body composition and mGFR  

After adjusting for sex, age and comorbidity, lean mass (p=0.04), fat mass 
(p=0.04), appendicular skeletal muscle (ASM) (p<0.0001), ASMI (p=0.002) and 
body mass index (BMI) (p=0.04) all showed significant positive relationships with 
mGFR, respectively.  

Relationship between physical performance and muscle mass  

After adjusting for sex, age and comorbidity, functional reach showed a significant 
positive relationship with lean mass in the legs (p=0.01). The Berg balance test 
score showed a significant positive relationship with lean mass in the trunk 
(p=0.04). Handgrip strength in the right and left hand, respectively, was 
significantly and positively related to arm lean mass (p<0.001). Isometric 
quadriceps strength in the right and left leg, respectively, was significantly 
positively related to leg lean mass (p<0.001). 

Study 2 - Muscle mass and myostatin after exercise in 
CKD  

mGFR and prevalence of sarcopenia after 12 months 

There was a modest yet significant decrease in mGFR in both groups (1.0 
mL/min/1.73m2) after 12 months of exercise training. The prevalence of 
sarcopenia was unchanged after 12 months in both groups. There were no 
significant differences between groups for change in mGFR or in sarcopenia. 

Body composition 

DEXA measures of body composition in both groups at baseline and after 12 
months are presented in Figure 2. In the balance group whole-body fat mass 
decreased by 1.3 kg (p=0.04), leg lean mass and whole-body lean mass increased 
by 0.3 kg and 0.9 kg, respectively (p=0.02, p=0.006). In the strength group, whole-
body fat mass decreased by 1 kg (p=0.03) after 12 months of exercise training. In 
the whole group, leg lean mass and whole-body lean mass increased by 0.2 kg 
(p=0.01), and 0.6 kg (p=0.02), respectively. Whole-body fat mass decreased by 1.2 
kg (p=0.003). There were no significant differences between groups for changes in 
any measures of body composition. 
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Figure 2. Body composition of strength group, balance group and whole group (112 patients) at baseline and 
after 12 months. * = p<0.05, ** = p<0.01. 

Plasma myostatin 

Plasma myostatin levels at baseline and after 12 months are presented in Figure 3. 
After 12 months of exercise training plasma myostatin increased by 1.42 ng/mL 
(p<0.0001) in the strength group, 0.81 ng/mL (p<0.0001) in the balance group and 
1.1 ng/mL (p<0.0001) in the whole group. There was a significant between group 
difference in favour of the strength group (p<0.03). 

 

Figure 3. Plasma myostatin in the strength group, balance group and whole group (112 patients) at baseline 
and after 12 months. *=p<0.05, **** = p<0.0001. 
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Relationships between mGFR, physical performance, body 
composition and plasma myostatin  

Plasma myostatin did not show any significant relationship with mGFR at baseline 
nor after 12 months. There were no significant relationships between delta 
myostatin and baseline mGFR.  

Plasma myostatin showed a significant positive relationship with all measures of 
physical performance at baseline (p<0.001). After 12 months it only showed 
significant positive relationships with handgrip strength (p=0.008) and isometric 
quadriceps strength (p<0.001). There were no significant relationships between 
delta myostatin and any of the measures of physical performance at baseline.  

At baseline, plasma myostatin showed a significant positive relationship with arm 
lean mass (p<0.001), leg lean mass (p<0.001) and trunk lean mass (p=0.001), 
respectively. After 12 months the only significant positive relationship was with 
arm lean mass (p=0.01). There were no significant relationships between delta 
myostatin and any of the measures of lean muscle mass at baseline. 

Study 3 - Abdominal aortic calcification, GFR, and 
cardiovascular risk factors in CKD 

AAC score, 24-hour blood pressure, pulse pressure and 
echocardiographic measures 

Thirty-seven (27%) patients had an AAC score= 0 (normal), 36 (26%) patients had 
an AAC score 1-6 (moderate), and 66 (47%) patients had an AAC score ≥7 
(severe). 69 (76%) men and 33 (69%) women had an AAC score >0.  

Thirty (21%) patients had a LVEF <55%. Forty (28%) patients had a LAVI ≥34 
mL/m2. Of these patients 6 had an E/A ratio <0.8 (grade 1 diastolic dysfunction), 
15 (14%) patients had an E/A ratio 0.8-1.5 (grade 2 diastolic dysfunction), and 5 
patients had an E/A ratio ≥2 (grade 3 diastolic dysfunction) 171. 

The results of AAC score, 24-hour blood pressure, pulse pressure and 
echocardiographic data are presented in Table 5.  
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Table 5. AAC score, 24-hour blood pressure, pulse pressure and echocardiographic measures 
Measurements Units Completed 

number 
Mean±SD or 

Median (25th-75th percentile) 
or n(%) 

Reference range 

AAC score 139 6 (0~13) 0 

Blood 
pressure 

mmHg 133 130±15 / 75±10 ≤130/80 172 

Pulse 
pressure 

mmHg 133 55±14 40 

LVEF ≥55% % 142 112(79%) ≥55% 173 

LAV mL 92 Women: 53±21 
Men:      73±32 

Women: 22-52 
Men:      18-58 174 

LAVI mL/m2 70 35±15 16-28 174 

E/A ratio 110 Age 18-40: 1.70±0.54 
Age 41-60: 0.99±0.26 
Age >60:    0.97±0.50 

Age 18-40: 1.53±0.40 
Age 41-60: 1.28±0.25 
Age >60:    0.96±0.18 173 

LVM g 107 Women: 158±55 
Men:       213±58 

Women: 67-162 
Men:      88-224 173 

LVMI g/m2 94 Women: 89±29 
Men:      106±27 

Women: 43-95 
Men:      46-115 173 

AAC= abdominal aortic calcification; LVEF= left ventricular ejection fraction; LAV= left atrial volume; LAVI= left atrial 
volume index; E/A: E/A ratio, it represents the ratio of peak velocity blood flow from gravity in early diastole (the E 
wave) to peak velocity flow in late diastole caused by atrial contraction (the A wave); LVM= left ventricular mass; 
LVMI= left ventricular mass index. The reference ranges are given with appropriate references. 

Relationship between AAC score and GFR 

After adjustment for sex, age, CVC and hypertension, the AAC score showed a 
significant inverse relationship with both mGFR (p=0.03) and eGFR (p=0.006).  

Relationship between AAC score and some calcific- and inflammatory 
markers and pulse pressure 

After adjustment for sex, age, CVC and hypertension, the AAC score showed a 
significant inverse relationship with plasma albumin (p=0.006), a significant 
positive relationship with plasma phosphate (p=0.01) and a significant positive 
relationship with 24-hour pulse pressure (p=0.004). 

Relationship between AAC score and some echocardiographic 
measures 

After adjustment for sex, age and hypertension, the AAC score showed a 
significant positive relationship with LVM (p=0.02), LAV (p<0.001) and LAVI 
(p=0.001), respectively. 
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Study 4 - Abdominal aortic calcification, some markers 
of arteriosclerosis after exercise in CKD  

AAC score, mGFR, and some markers of arteriosclerosis  

AAC score, mGFR, and some markers of arteriosclerosis at baseline and after 12 
months are presented in Table 6. After 12 months of exercise training, the AAC 
score increased by 2 points (p<0.001), mGFR decreased by 1.0 mL/min/1.73m2 
(p<0.001), plasma lipoprotein (a) decreased by 49 nmol/L (p<0.001), plasma PTH 
increased by 2 pmol/L (p=0.01), and plasma 1,25(OH)2D3 increased by 6 nmol/L 
(p=0.04). 

Table 6. AAC score and some markers of arteriosclerosis at baseline and after 12 months  
Variables Baseline 12 months p 95%CI 

AAC (score) 5 (0-12.5) 7 (2-14) <0.001 -2 to -1 

mGFR (mL/min/1.73m2) 22.6±8.0 21.6±8.8 <0.001 1.0 to 3.0 

Lipids and lipoproteins 

P-Total cholesterol (mmol/L) 4.8±1.2 4.7±1.2 0.5 -0.1 to 0.3 

P-Triglyceride (mmol/L) 1.8±1.0 1.8±1.0 0.2 -0.05 to 0.2 

P-HDL-C (mmol/L) 1.3±0.4 1.3±0.4 0.2 -0.01 to 0.06 

P-LDL-C(mmol/L)  2.9±1.0 3.1±1.9 0.7 -0.1 to 0.2 

P-Lipoprotein (a) (nmol/L) 96 (31-238) 47 (19-188) <0.001 13.5 to 49.5 

Pro-calcific markers 

P-FGF23 (ng/mL) 1.8 (0.5-9.2) 3.1 (0.7-14.1) 0.2 -1.5 to 0.3 

P-Phosphate (mmol/L) 1.1±0.2 1.2±0.2 0.1 -0.01 to 0.0001 

P-Calcium (mmol/L) 2.3±0.1 2.3±0.1 0.9 -0.03 to 0.02 

P-PTH (pmol/L) 11 (8.1-17) 13 (7.9-20) 0.01 -2.8 to -0.4 

Anti-calcific markers 

P-1.25(OH)₂D₃ (nmol/L) 64±27 70±29 0.04 -10.3 to -0.1 

P-Fetuin-A (g/L) 1.0±0.3 1.0±0.2 0.1 -0.1 to 0.01 

Inflammatory markers 

P-IL6 (pg/mL) 2.0 (1.2-3.3) 2.1 (1.3-3.3) 0.2 -0.6 to 0.1 

P-CRP(mg/L) 3.1 (1.4-6.2) 3 (1.4-6.0) 0.8 -0.5 to 0.4 

P-Albumin (g/L) 37.3±3.2 36.4±4.5 0.05 -0.01 to 1.7 

Note: Data presented as mean±SD or median (25th-75th percentile).  

AAC= abdominal aortic calcification; mGFR= measured glomerular filtration rate; P= plasma; HDL-C= high-density 
lipoprotein cholesterol; LDL-C= low-density lipoprotein cholesterol; FGF23= fibroblast growth factor 23; PTH= 
parathyroid hormone;  IL6= interleukin 6; CRP= C-reactive protein; 95%CI= 95% confidence interval. 

Relationships between delta AAC score and baseline triglycerides  

Delta AAC score showed a positive significant relationship with baseline 
levels of plasma triglycerides (p=0.01). 
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Discussion  

Muscle mass and myostatin in CKD  

At baseline, the prevalence of sarcopenia was 14%. We showed that muscle mass 
was positively related to mGFR and physical function was positively related to 
muscle mass. Myostatin showed a strong positive relationship to both muscle mass 
and physical performance.  

The relationship between body composition and kidney function has been studied 
before, but eGFR was used to represent kidney function in these studies 175-177. 
Since the estimation of eGFR is dependent on muscle mass, as it is based on 
plasma creatinine, both changes in muscle mass and in kidney function could 
affect eGFR. Thus the use of eGFR could lead to an inaccurate relationship 
between body composition and kidney function. We are the first, to our 
knowledge, to show a significant relationship between muscle mass and kidney 
function using DEXA and mGFR.  

The upregulation of muscle myostatin has been suggested to be a major reason for 
muscle wasting in patients with CKD and inflammation, and the upregulation has 
been reported to depend on a pathway from the activation of signal transducer and 
activator of transcription 3 (Stat3) to CCAAT/enhancer-binding protein δ 178. 
Although myostatin is a myokine that negatively regulates muscle growth 50, we 
found that myostatin was positively related to muscle mass and physical 
performance in these non-dialysis patients with CKD. However, in this study both 
plasma myostatin and the inflammatory status of our patients were within the 
ranges found in healthy subjects 179. In fact, myostatin has been described to be 
normally regulated in a non-inflamed environment 180. This could explain why we 
did not find a negative relationship between myostatin and muscle mass. The 
relationships between myostatin, muscle mass and muscle strength have been 
studied previously. However, the results have varied depending on the subjects 
studied 53,181,182. It is fair to state that the relationships hitherto described between 
plasma myostatin and muscle mass or physical performance are not robust or 
clear.  



41 

Effects of exercise training on muscle mass and plasma myostatin  

Firstly, after 12 months of exercise training, we found that muscle mass increased 
in the balance group and was maintained in the strength group. Fat mass decreased 
in both groups and the prevalence of sarcopenia was maintained in both groups. 
These results indicated that exercise training could stop muscle wasting and could 
even promote anabolism in these patients. Simultaneously, exercise training also 
reduced fat mass. In a previous study, 4 months of aerobic exercise alone did not 
significantly decrease fat mass in patients with moderate to severe CKD, 149. With 
a longer intervention period of 12 months, we showed that exercise alone could 
lead to a decrease in fat mass. This is interesting and of potential clinical 
importance as previous investigators reported an association between adiposity 
and pro-inflammatory cytokines 183. Thus, exercise training might affect 
inflammation and oxidative stress, although this was not apparent in the present 
study in which CRP and IL6 were analyzed and were unchanged. 

Secondly, we found that the levels of plasma myostatin increased significantly in 
both groups. Despite the significant increase after 12 months, the levels of plasma 
myostatin remained within the normal range 179, as did the inflammatory status as 
measured with CRP, IL6 and plasma albumin. Consequently, plasma myostatin 
can still be regarded to be normally regulated 61,178 with the increase in myostatin 
due to the increase in muscle mass, since myostatin is mainly expressed in skeletal 
muscle 50. These results could also be explained by the “accelerator-brake” model, 
in which myostatin and insulin-like growth factor-I (IGF-1) act as counter-
regulatory molecules for muscle hypertrophy 184. Thus, exercise training leads to 
muscle growth partly due to increased levels of IGF-1, the accelerator, that in turn 
increase the “brake” function of myostatin. In strength training muscle is stretched 
more intensively than during balance training, which could have triggered a 
greater “brake” response, explaining the greater increase in the levels of plasma 
myostatin in the strength group. 

AAC and GFR  

At baseline, we showed that the AAC score was negatively related to GFR.  

The relationship between kidney function and AAC score has been studied 
previously, but the results were not in agreement. These contradictory results 
mainly depended on different methods employed to assess the AAC score: 
computer tomography 185,186 and X-ray 92,187. Additionally, all these studies used 
AAC score as a categorical variable. In our study, we treated AAC score as a 
continuous variable instead of dichotomizing it, and used both mGFR and eGFR. 
However, we did not find a significant relationship between delta AAC score and 
baseline GFR so we have no evidence of a causal effect of GFR on AAC.  
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AAC and cardiac structure 

In study 3 we showed that the AAC score was positively related to LVM, which 
has also been reported previously in patients with CKD stage 3 187. Left ventricular 
hypertrophy has been shown to be a clinical manifestations of medial layer 
calcification in CKD 81. We also found that the AAC score was positively related 
to LAV and LAV index, which are measures of left atrial dilation and also 
predictors of mortality in patients with CKD 188. Thus, the relationships between 
AAC and left atrium size provides interesting information about the 
pathophysiology of arterial vessels’ calcification in CKD. 

AAC and markers of arteriosclerosis 

At baseline, among the calcific- and inflammatory markers we have investigated, 
AAC score was only significantly related to phosphate. Higher serum phosphate, 
even within the normal range, has been suggested to be associated with more 
plaques and greater risk of all-cause mortality, both in patients with CKD 189 and 
subjects with normal kidney function 190. However, we did not find a causal 
relationship between plasma phosphate and the AAC score.  

After 12 months of exercise training, the increase in AAC score was positively 
related to baseline levels of triglycerides, indicating that hypertriglyceridemia 
might contribute to arteriosclerosis in these non-dialysis dependent patients with 
CKD. 

The dysregulation of the FGF23 - klotho endocrine axis is suggested to be one of 
the underlying mechanisms leading to vascular calcification in CKD 84. However, 
the relationship between FGF23 and vascular calcification remains controversial 
191-193.

Effects of exercise training on AAC and markers of arteriosclerosis 

The effects of 12 months of exercise training on arteriosclerosis and inflammation 
were not as beneficial as those on muscle mass. After 12 months, the levels of 
lipoprotein (a) decreased by 51%. However, the AAC score increased, and the 
calcific- (FGF23, phosphate, calcium, and fetuin-A) and inflammatory markers 
(IL6, CRP and albumin) were all unchanged.  

The increase of AAC score indicated that 12 months of regular low to moderate 
intensity exercise training could not stop the progression of vascular calcification 
in these patients with non-dialysis dependent CKD stages 3 - 5. Of special note, 
however, is the finding that age had the strongest relationship to the progression of 
AAC, a circumstance which cannot be affected. An important weakness of this 
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study is the lack of a sedentary control group. Another problem is that there are no 
studies reporting on the natural course of AAC in this group of patients. Thus, we 
do not know whether the progression of AAC was attenuated by the exercise 
training compared with the natural course. Moreover, it is also possible that an 
attenuation of vascular calcification requires a longer period of exercise training or 
that low to moderate intensity exercise training is an insufficient stimulus.  

Exercise training has previously been shown to be effective in reducing levels of 
plasma triglycerides, LDL-C, while simultaneously increasing levels of plasma 
HDL-C 194,195. However, few studies have shown that exercise training could 
reduce lipoprotein (a) 196,197. Our study showed a 51% decrease in lipoprotein (a), 
albeit within the normal range, after 12 months of exercise. This result could well 
convey a positive effect of exercise training on the intimal vascular layer 81.  

We also investigated the effects of exercise training on some pro-calcific and anti-
calcific markers. The levels of plasma FGF23 were elevated around 100-fold 
above normal at baseline 102 and remained stable after 12 months despite a 
decrease in GFR. Unfortunately, due to methodological difficulties, we were not 
able to assay plasma klotho so that we could not follow the changes in the whole 
FGF23 - Klotho axis after exercise training. Plasma phosphate and calcium were 
maintained within the normal range both at baseline and after 12 months. Fetuin-
A, an inhibitor of vascular calcification, was also unchanged after exercise 
training. During the natural course of CKD, FGF23 and other pro-calcific markers 
increase 102,198 and anti-calcific markers, like fetuin-A, decrease as GFR declines 
107,115. All these changes are associated with higher risks of morbidity and 
mortality 23,105,107,115. Therefore, although exercise training did not reduce FGF23 
or increase fetuin-A, it might have been effective in maintaining levels of these 
markers, which might also have a beneficial effect for these patients.  

Although exercise training has been shown to be effective in reducing CRP and 
IL6 in previous studies 147,149, these results were not corroborated in our study, 
which had a longer period of intervention and a larger sample size. 
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Conclusions 

General conclusion 

To summarize, 12 months of self-administrated exercise training, either strength or 
balance training both in combination with endurance training, could prevent 
sarcopenia, maintain and even increase muscle mass in patients with non-dialysis 
dependent CKD. Although exercise training did not stop the progression of 
arteriosclerosis, it greatly reduced the levels of lipoprotein (a) and might have 
contributed to maintain the levels of calcific- and inflammatory markers. 
Hypertriglyceridemia and aging emerged as longitudinal predictors of 
arteriosclerosis in these patients. Further studies on the role of myostatin in 
patients with CKD and the progression of AAC during the natural course of CKD 
are required. 
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Specific conclusions 

Study 1  

 The prevalence of sarcopenia was 14%. Lower muscle mass, especially 
appendicular skeletal muscle, was significantly related to lower GFR, and 
physical performance was positively related to muscle mass in non-
dialysis dependent patients with CKD stages 3 to 5.  

Study 2 

 12 months of either strength or balance training both in combination with 
endurance training exercise training seemed to be effective in preventing 
sarcopenia and maintaining muscle mass, there was also an increase in 
plasma myostatin in non-dialysis dependent patients with CKD stages 3 to 
5; 

 Higher levels of plasma myostatin, albeit still within the normal range, 
were related to more muscle mass and better physical performance, but 
these relationships were attenuated after 12 months of exercise training. 

Study 3 

 AAC score was negatively related to GFR in non-dialysis dependent 
patients with CKD stages 3 to 5;  

 AAC score was positively related to pulse pressure, plasma phosphate, 
and LVM, LAV, and LAVI; and was negatively related to plasma albumin. 

Study 4 

 Exercise training did not prevent the progression of AAC, but reduced the 
levels of lipoprotein (a) and might have contributed to unchanged levels of 
calcific- and anti-inflammatory markers in patients with non-dialysis 
dependent CKD stages 3 to 5; 

 Hypertriglyceridemia and aging emerged as longitudinal predictors of 
arteriosclerosis in these patients. 
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Future Perspectives 

 To investigate the effects of exercise training on bone density and some
markers of bone metabolism.

 To measure some myostatin signalling pathway related markers, like
activin A, GDF 11 and follistatin, in the RENEXC patients to investigate
the comprehensive response of the myostatin signalling pathway after
exercise training.

 To perform some survival analyses in the RENEXC cohort to investigate:

o the relationship between survival and baseline body composition
(muscle mass, fat mass and sarcopenia);

o the relationship between survival and the studied calcific- and
inflammatory markers.
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Popular summary  

The ability of the kidneys to eliminate waste products decreases in chronic kidney 
disease (CKD). When kidney function deteriorates, waste products accumulate. 
Patients with CKD usually develop symptoms like high blood pressure, anaemia 
(low blood count), loss of appetite and skeletal muscle mass, muscle weakness, 
fatigue and reduced physical working capacity. Also, CKD increases the risk of 
heart and blood vessel disease. These problems may happen slowly over a long 
period of time. CKD can be caused by diabetes, high blood pressure, autoimmune 
disease, etc. Early detection and treatment can often keep CKD from getting 
worse. However, CKD is usually progressive and eventually leads to kidney 
failure, which requires dialysis or a kidney transplant to maintain life.  

Heart and blood vessel disease in CKD 

Heart and blood vessel disease is the leading cause of death in CKD. Malnutrition 
due to low intake of both calories and protein, described as protein energy 
malnutrition, and inflammation are two important factors causing heart and blood 
vessel disease in CKD. These two factors interact with each other and both are 
involved in the process of vascular disease. Therefore, the syndrome, Malnutrition 
- inflammation - atherosclerosis (MIA) has been used to describe this situation. 
MIA syndrome is highly prevalent in patients on dialysis. But few studies have 
been done in patients who are not dialysis dependent and have less than about 50% 
of their kidney function left.  

Exercise training in CKD 

Exercise training has cardiovascular benefits for patients with CKD, like 
improving overall endurance, muscular strength and health-related quality of life. 
It is generally recommended as a regular treatment in international nephrological 
guidelines, aiming for at least 30 minutes of exercise 5 times per week. However, 
most clinical trials with exercise training were performed in patients on dialysis 
and with relatively small numbers of patients and a short exercise period. There is 
a sparsely of data in non-dialysis dependent patients.  
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Muscle wasting in CKD (Study 1) 

Protein energy malnutrition with muscle wasting is present in a large proportion of 
patients with CKD. We showed that a lower muscle mass was related to worse 
kidney function in patients with a kidney function lower than 50% of the expected 
norm. This suggested that muscle wasting started well before end-stage renal 
failure requiring dialysis. Additionally, we also showed that a greater muscle mass 
was related to a higher physical performance in these patients. This meant that loss 
of muscle also leads to lower physical function. Therefore, an intervention 
preventing muscle wasting should be initialized in the early stages of CKD.  

The effects of exercise training on muscle mass in CKD (Study 2) 

Twelve months of self-administered exercise training, either strength or balance 
training both in combination with endurance training, resulted in maintained 
muscle mass in the strength group and an increased muscle mass in the balance 
group. Simultaneously, the fat mass decreased in both groups. Plasma myostatin, a 
myokine which is a negative regulator of muscle growth, increased in both groups 
after exercise training, but remained within the normal range. This might be due to 
the fact that myostatin is normally regulated in the non-inflamed state, like in our 
well-treated patients. Therefore the observed increase in myostatin might be 
caused by the increase in muscle mass, which is where myostatin is synthesized. 
Moreover, higher levels of plasma myostatin were related to greater muscle mass 
and better physical performance, but these relationships were attenuated after 
exercise training. So the role of myostatin on muscle mass and physical 
performance in patients with CKD needs further study.  

Vascular calcification and markers of arteriosclerosis in CKD (Studies 
3 and 4) 

Abdominal aortic calcification (AAC) score, is an easy way to measure vascular 
calcification using lateral lumbar X-ray. AAC is an important predictor of heart 
disease and a useful measure to detect arteriosclerosis. 

In study 3, we found that a greater degree of calcification in the abdominal aorta 
was strongly related to worse kidney function and higher levels of plasma 
phosphate. Besides, the AAC score was also related to an enlargement of the left 
ventricle and the left atrium in the heart.  

In study 4, we found that the increase of AAC score was positively related to 
baseline levels of plasma triglycerides. This suggested a causal relationship 
between AAC and triglycerides. However, the AAC score was not found to be 
related to any of the measured calcific- and inflammatory markers.  
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The effects of exercise training on arteriosclerosis in CKD (Study 4) 

Although exercise training did not stop the progression of vascular calcification, it 
reduced the levels of lipoprotein (a), which is a lipoprotein contributing to 
atherosclerosis. Additionally, the levels of cholesterol and triglycerides were 
unchanged after exercise. Normally, during the natural course of CKD, “the bad 
cholesterol” LDL-C and triglycerides increase as kidney function declines, 
simultaneously “the good cholesterol” HDL-C decreases. Therefore, our results 
suggested that exercise could be beneficial in preventing atherosclerosis, which is 
one type of arteriosclerosis. 

Some calcific- and inflammatory markers were also unchanged after exercise. 
“The bad markers” which promote inflammation and calcification, like interleukin 
6, C-reactive protein (CRP) and fibroblast growth factor 23 (FGF23), would 
increase as kidney function declines. Contrarily, “the good markers” which inhibit 
inflammation and calcification, like albumin, fetuin-A, and vitamin D, would 
decrease as kidney function declines. However, the levels of both the “bad and the 
good ones” were maintained after exercise training, which could indicate that 
exercise might have long-term benefits on inflammation and vascular calcification 
in these patients.  

Conclusion 

In these four studies, we showed that muscle mass and vascular calcification were 
both strongly related to kidney function, even though we did not see causal 
relationships. Plasma triglycerides had a causal relationship with AAC. Twelve 
months of self-administered exercise training could maintain and even increase the 
muscle mass in these patients. Although exercise training was not able to attenuate 
vascular calcification, it might be effective in reducing the levels of lipoprotein (a) 
and maintaining the levels of some related calcific- and inflammatory markers. 
Future studies with a sedentary control group are needed to evaluate the exact 
effects of exercise training.  



50 

Acknowledgements  

I would like to thank all the people who have ever helped me during my PhD 
study.  

Naomi Clyne, my main supervisor. You provided me this opportunity to 
participate in this project. And you spent days and nights to discuss every detail of 
the studies and revise my manuscripts so carefully. You are so kind and always 
encourage me during the whole study. You helped me not only in academic but 
also in daily life.  

Peter Höglund, my co-supervisor. I am very impressed by your crazy good 
statistical knowledge. You helped me a lot in statistics and R programme, which 
was very important in my PhD study. You were also very patient and kind to 
answer my questions and could always come up with solutions in any difficulties. 
We all miss you so much! 

Thomas Hellmark, the head of the Nephrology laboratory and our co-author. I 
appreciated it so much that you helped me with both the ELISA experiments and 
our articles, especially the “accelerator-brake” model of myostatin. And also thank 
you for making very nice figures for my article 3.  

Lena Gunnarsson, the biomedical technician. Thank you so much for spending a 
lot of time to help me with all the details of the ELISA experiments. I would never 
get any results from those kits without your help and your patience.  

Philippa Svensson, the physiotherapist and our RENEXC group member. The 
first friend I met in Sweden. You led me to meet some RENEXC patients and to 
see how they did exercise. You also helped me with a lot of practical things in the 
hospital. I really miss the days we shared one office and worked together.  

Matthias Hellberg, the nephrologist and the project manager of RENEXC. Thank 
you for spending hours to discuss my studies together with Naomi and Peter, and 
many invaluable inputs. Your papers also helped me a lot in writing this thesis.  

Pia Myllenberg, the medical secretary. Thank you for fixing many practical 
things for me. From ordering the card to helping me move from Staffanstorp to 
Lund. I also enjoyed talking with you in the hospital. You helped me with 
Swedish.  



51 

Anita Borgmästars, the dietician. Thank you for spending time to explain the 
dietary counselling of the patients at the beginning of my project. It was also nice 
to talk with you every time we met in the late afternoon. 

I also would like to thank, renal nurses Carina Holmesson, Marianne Liljenborg, 
and medical secretary Ann-Charlotte Malmberg for invaluable practical assistance.  

Finally, I would like to thank my families. My parents, who always support every 
decision I made and encourage me to pursue what I want in my life. My boyfriend, 
Guangqi Qin, who always takes care of our life and me, also gave me a lot of 
support and love during my PhD study. Without you I would still end up with this 
thesis but definitely with much less happiness. Of course I have to thank my two 
lovely cats, Dana and Wilma, you two give me so much joy every day. I love you 
two so much! 



52 

References 

1. Levin. A, Stevens. PE, Bilous. RW, al. e. Kidney disease: Improving 
global outcomes (KDIGO) CKD work group. KDIGO 2012 clinical 
practice guideline for the evaluation and management of chronic kidney 
disease. Kidney International Supplements. 2013;3(1):1-150. 

2. WH S. Measurement of the filtration rate. In: The Kidney: Structure and 
Function in Health and Disease. Oxford, NY: Oxford University Press. 
1951;Vol Dec 31:39-62. 

3. Soveri I, Berg UB, Bjork J, et al. Measuring GFR: a systematic review. 
Am J Kidney Dis. 2014;64(3):411-424. 

4. Brown SC, O'Reilly PH. Iohexol clearance for the determination of 
glomerular filtration rate in clinical practice: evidence for a new gold 
standard. J Urol. 1991;146(3):675-679. 

5. Sterner G, Frennby B, Mansson S, Nyman U, Van Westen D, Almen T. 
Determining 'true' glomerular filtration rate in healthy adults using 
infusion of inulin and comparing it with values obtained using other 
clearance techniques or prediction equations. Scand J Urol Nephrol. 
2008;42(3):278-285. 

6. Levey AS, Stevens LA, Schmid CH, et al. A new equation to estimate 
glomerular filtration rate. Ann Intern Med. 2009;150(9):604-612. 

7. Rule AD, Larson TS, Bergstralh EJ, Slezak JM, Jacobsen SJ, Cosio FG. 
Using serum creatinine to estimate glomerular filtration rate: accuracy in 
good health and in chronic kidney disease. Ann Intern Med. 
2004;141(12):929-937. 

8. Drion I, Joosten H, Groenier KH, et al. Equations estimating renal 
function in patients with diabetes. Neth J Med. 2011;69(10):455-460. 

9. Roos JF, Doust J, Tett SE, Kirkpatrick CM. Diagnostic accuracy of 
cystatin C compared to serum creatinine for the estimation of renal 
dysfunction in adults and children--a meta-analysis. Clin Biochem. 
2007;40(5-6):383-391. 

10. Dharnidharka VR, Kwon C, Stevens G. Serum cystatin C is superior to 
serum creatinine as a marker of kidney function: a meta-analysis. Am J 
Kidney Dis. 2002;40(2):221-226. 

11. Grubb A. Non-invasive estimation of glomerular filtration rate (GFR). The 
Lund model: Simultaneous use of cystatin C- and creatinine-based GFR-



53 

prediction equations, clinical data and an internal quality check. Scand J 
Clin Lab Invest. 2010;70(2):65-70. 

12. Thompson S, James M, Wiebe N, et al. Cause of Death in Patients with 
Reduced Kidney Function. J Am Soc Nephrol. 2015;26(10):2504-2511. 

13. Go AS, Chertow GM, Fan D, McCulloch CE, Hsu CY. Chronic kidney 
disease and the risks of death, cardiovascular events, and hospitalization. 
N Engl J Med. 2004;351(13):1296-1305. 

14. Kalantar-Zadeh K, Kopple JD. Relative contributions of nutrition and 
inflammation to clinical outcome in dialysis patients. Am J Kidney Dis. 
2001;38(6):1343-1350. 

15. Fung F, Sherrard DJ, Gillen DL, et al. Increased risk for cardiovascular 
mortality among malnourished end-stage renal disease patients. Am J 
Kidney Dis. 2002;40(2):307-314. 

16. Qureshi AR, Alvestrand A, Divino-Filho JC, et al. Inflammation, 
malnutrition, and cardiac disease as predictors of mortality in 
hemodialysis patients. J Am Soc Nephrol. 2002;13 Suppl 1:S28-36. 

17. Sjostrom M, Wretling ML, Karlberg I, Eden E, Lundholm K. 
Ultrastructural changes and enzyme activities for energy production in 
hearts concomitant with tumor-associated malnutrition. J Surg Res. 
1987;42(3):304-313. 

18. Ridker PM, Rifai N, Rose L, Buring JE, Cook NR. Comparison of C-
reactive protein and low-density lipoprotein cholesterol levels in the 
prediction of first cardiovascular events. N Engl J Med. 
2002;347(20):1557-1565. 

19. Becker AE, de Boer OJ, van Der Wal AC. The role of inflammation and 
infection in coronary artery disease. Annu Rev Med. 2001;52:289-297. 

20. Chang HR, Bistrian B. The role of cytokines in the catabolic consequences 
of infection and injury. JPEN J Parenter Enteral Nutr. 1998;22(3):156-
166. 

21. Henaut L, Massy ZA. New insights into the key role of interleukin 6 in 
vascular calcification of chronic kidney disease. Nephrol Dial Transplant. 
2018;33(4):543-548. 

22. Gross ML, Meyer HP, Ziebart H, et al. Calcification of coronary intima 
and media: immunohistochemistry, backscatter imaging, and x-ray 
analysis in renal and nonrenal patients. Clin J Am Soc Nephrol. 
2007;2(1):121-134. 

23. Vervloet M, Cozzolino M. Vascular calcification in chronic kidney 
disease: different bricks in the wall? Kidney Int. 2017;91(4):808-817. 

24. Stenvinkel P, Heimburger O, Paultre F, et al. Strong association between 
malnutrition, inflammation, and atherosclerosis in chronic renal failure. 
Kidney Int. 1999;55(5):1899-1911. 



54 

25. Pecoits-Filho R, Lindholm B, Stenvinkel P. The malnutrition,
inflammation, and atherosclerosis (MIA) syndrome -- the heart of the
matter. Nephrol Dial Transplant. 2002;17 Suppl 11:28-31.

26. Wolfe RR. The underappreciated role of muscle in health and disease. Am
J Clin Nutr. 2006;84(3):475-482.

27. Kadar L, Albertsson M, Areberg J, Landberg T, Mattsson S. The
prognostic value of body protein in patients with lung cancer. Ann N Y
Acad Sci. 2000;904:584-591.

28. Anker SD, Steinborn W, Strassburg S. Cardiac cachexia. Ann Med.
2004;36(7):518-529.

29. Kalantar-Zadeh K, Ikizler TA, Block G, Avram MM, Kopple JD.
Malnutrition-inflammation complex syndrome in dialysis patients: causes
and consequences. Am J Kidney Dis. 2003;42(5):864-881.

30. Stenvinkel P, Carrero JJ, von Walden F, Ikizler TA, Nader GA. Muscle
wasting in end-stage renal disease promulgates premature death:
established, emerging and potential novel treatment strategies. Nephrol
Dial Transplant. 2016;31(7):1070-1077.

31. Wang XH, Mitch WE. Mechanisms of muscle wasting in chronic kidney
disease. Nat Rev Nephrol. 2014;10(9):504-516.

32. Foley RN, Wang C, Ishani A, Collins AJ, Murray AM. Kidney function
and sarcopenia in the United States general population: NHANES III. Am
J Nephrol. 2007;27(3):279-286.

33. Zhou Y, Hellberg M, Svensson P, Hoglund P, Clyne N. Sarcopenia and
relationships between muscle mass, measured glomerular filtration rate
and physical function in patients with chronic kidney disease stages 3-5.
Nephrol Dial Transplant. 2018;33(2):342-348.

34. Carrero JJ, Chmielewski M, Axelsson J, et al. Muscle atrophy,
inflammation and clinical outcome in incident and prevalent dialysis
patients. Clin Nutr. 2008;27(4):557-564.

35. Beddhu S, Pappas LM, Ramkumar N, Samore M. Effects of body size and
body composition on survival in hemodialysis patients. J Am Soc Nephrol.
2003;14(9):2366-2372.

36. Pereira RA, Cordeiro AC, Avesani CM, et al. Sarcopenia in chronic
kidney disease on conservative therapy: prevalence and association with
mortality. Nephrol Dial Transplant. 2015;30(10):1718-1725.

37. Cruz-Jentoft AJ, Baeyens JP, Bauer JM, et al. Sarcopenia: European
consensus on definition and diagnosis: Report of the European Working
Group on Sarcopenia in Older People. Age Ageing. 2010;39(4):412-423.

38. Kim JK, Choi SR, Choi MJ, et al. Prevalence of and factors associated
with sarcopenia in elderly patients with end-stage renal disease. Clin Nutr.
2014;33(1):64-68.

39. Moorthi RN, Avin KG. Clinical relevance of sarcopenia in chronic kidney
disease. Curr Opin Nephrol Hypertens. 2017;26(3):219-228.



55 

40. Isoyama N, Qureshi AR, Avesani CM, et al. Comparative associations of 
muscle mass and muscle strength with mortality in dialysis patients. Clin J 
Am Soc Nephrol. 2014;9(10):1720-1728. 

41. Giglio J, Kamimura MA, Lamarca F, Rodrigues J, Santin F, Avesani CM. 
Association of Sarcopenia With Nutritional Parameters, Quality of Life, 
Hospitalization, and Mortality Rates of Elderly Patients on Hemodialysis. 
J Ren Nutr. 2018;28(3):197-207. 

42. Cruz-Jentoft AJ, Bahat G, Bauer J, et al. Sarcopenia: revised European 
consensus on definition and diagnosis. Age Ageing. 2019;48(1):16-31. 

43. Jebb SA, Goldberg GR, Elia M. DXA measurements of fat and bone 
mineral density in relation to depth and adiposity. Basic Life Sci. 
1993;60:115-119. 

44. Pietrobelli A, Wang Z, Formica C, Heymsfield SB. Dual-energy X-ray 
absorptiometry: fat estimation errors due to variation in soft tissue 
hydration. Am J Physiol. 1998;274(5 Pt 1):E808-816. 

45. Zhou Y, Hoglund P, Clyne N. Comparison of DEXA and Bioimpedance 
for Body Composition Measurements in Nondialysis Patients With CKD. 
J Ren Nutr. 2019;29(1):33-38. 

46. Laskey MA. Dual-energy X-ray absorptiometry and body composition. 
Nutrition. 1996;12(1):45-51. 

47. Kang SH, Cho KH, Park JW, Yoon KW, Do JY. Comparison of 
bioimpedance analysis and dual-energy X-ray absorptiometry body 
composition measurements in peritoneal dialysis patients according to 
edema. Clin Nephrol. 2013;79(4):261-268. 

48. Detsky AS, McLaughlin JR, Baker JP, et al. What is subjective global 
assessment of nutritional status? JPEN J Parenter Enteral Nutr. 
1987;11(1):8-13. 

49. Barbosa-Silva MC, Barros AJ. Indications and limitations of the use of 
subjective global assessment in clinical practice: an update. Curr Opin 
Clin Nutr Metab Care. 2006;9(3):263-269. 

50. McPherron AC, Lawler AM, Lee SJ. Regulation of skeletal muscle mass 
in mice by a new TGF-beta superfamily member. Nature. 
1997;387(6628):83-90. 

51. Cheung WW, Rosengren S, Boyle DL, Mak RH. Modulation of 
melanocortin signaling ameliorates uremic cachexia. Kidney Int. 
2008;74(2):180-186. 

52. Yamada S, Tsuruya K, Yoshida H, et al. Factors Associated with the 
Serum Myostatin Level in Patients Undergoing Peritoneal Dialysis: 
Potential Effects of Skeletal Muscle Mass and Vitamin D Receptor 
Activator Use. Calcif Tissue Int. 2016;99(1):13-22. 

53. Peng LN, Lee WJ, Liu LK, Lin MH, Chen LK. Healthy community-living 
older men differ from women in associations between myostatin levels 



56 

and skeletal muscle mass. J Cachexia Sarcopenia Muscle. 2018;9(4):635-
642. 

54. Koyun D, Nergizoglu G, Kir KM. Evaluation of the relationship between 
muscle mass and serum myostatin levels in chronic hemodialysis patients. 
Saudi J Kidney Dis Transpl. 2018;29(4):809-815. 

55. Yarasheski KE, Bhasin S, Sinha-Hikim I, Pak-Loduca J, Gonzalez-
Cadavid NF. Serum myostatin-immunoreactive protein is increased in 60-
92 year old women and men with muscle wasting. J Nutr Health Aging. 
2002;6(5):343-348. 

56. Kopple JD, Cohen AH, Wang H, et al. Effect of exercise on mRNA levels 
for growth factors in skeletal muscle of hemodialysis patients. J Ren Nutr. 
2006;16(4):312-324. 

57. Konopka AR, Douglass MD, Kaminsky LA, et al. Molecular adaptations 
to aerobic exercise training in skeletal muscle of older women. J Gerontol 
A Biol Sci Med Sci. 2010;65(11):1201-1207. 

58. Han DS, Hsiao MY, Wang TG, Chen SY, Yang WS. Association of serum 
myokines and aerobic exercise training in patients with spinal cord injury: 
an observational study. BMC Neurol. 2016;16(1):142. 

59. Willoughby DS. Effects of heavy resistance training on myostatin mRNA 
and protein expression. Med Sci Sports Exerc. 2004;36(4):574-582. 

60. Verzola D, Barisione C, Picciotto D, Garibotto G, Koppe L. Emerging 
role of myostatin and its inhibition in the setting of chronic kidney disease. 
Kidney Int. 2019;95(3):506-517. 

61. Verzola D, Procopio V, Sofia A, et al. Apoptosis and myostatin mRNA 
are upregulated in the skeletal muscle of patients with chronic kidney 
disease. Kidney Int. 2011;79(7):773-782. 

62. Suliman ME, Stenvinkel P. Contribution of inflammation to vascular 
disease in chronic kidney disease patients. Saudi J Kidney Dis Transpl. 
2008;19(3):329-345. 

63. Zoccali C, Vanholder R, Massy ZA, et al. The systemic nature of CKD. 
Nat Rev Nephrol. 2017;13(6):344-358. 

64. Li C, Ding XY, Xiang DM, et al. Enhanced M1 and Impaired M2 
Macrophage Polarization and Reduced Mitochondrial Biogenesis via 
Inhibition of AMP Kinase in Chronic Kidney Disease. Cell Physiol 
Biochem. 2015;36(1):358-372. 

65. Friedman AN, Fadem SZ. Reassessment of albumin as a nutritional 
marker in kidney disease. J Am Soc Nephrol. 2010;21(2):223-230. 

66. Gama-Axelsson T, Heimburger O, Stenvinkel P, Barany P, Lindholm B, 
Qureshi AR. Serum albumin as predictor of nutritional status in patients 
with ESRD. Clin J Am Soc Nephrol. 2012;7(9):1446-1453. 

67. Kaysen GA, Dubin JA, Muller HG, Rosales L, Levin NW, Mitch WE. 
Inflammation and reduced albumin synthesis associated with stable 



57 

decline in serum albumin in hemodialysis patients. Kidney Int. 
2004;65(4):1408-1415. 

68. Alves FC, Sun J, Qureshi AR, et al. The higher mortality associated with 
low serum albumin is dependent on systemic inflammation in end-stage 
kidney disease. PLoS One. 2018;13(1):e0190410. 

69. Eustace JA, Astor B, Muntner PM, Ikizler TA, Coresh J. Prevalence of 
acidosis and inflammation and their association with low serum albumin 
in chronic kidney disease. Kidney Int. 2004;65(3):1031-1040. 

70. Iseki K, Tozawa M, Yoshi S, Fukiyama K. Serum C-reactive protein 
(CRP) and risk of death in chronic dialysis patients. Nephrol Dial 
Transplant. 1999;14(8):1956-1960. 

71. Lee BT, Ahmed FA, Hamm LL, et al. Association of C-reactive protein, 
tumor necrosis factor-alpha, and interleukin-6 with chronic kidney 
disease. BMC Nephrol. 2015;16:77. 

72. Yeun JY, Levine RA, Mantadilok V, Kaysen GA. C-Reactive protein 
predicts all-cause and cardiovascular mortality in hemodialysis patients. 
Am J Kidney Dis. 2000;35(3):469-476. 

73. Stenvinkel P, Ketteler M, Johnson RJ, et al. IL-10, IL-6, and TNF-alpha: 
central factors in the altered cytokine network of uremia--the good, the 
bad, and the ugly. Kidney Int. 2005;67(4):1216-1233. 

74. Zickler D, Luecht C, Willy K, et al. Tumour necrosis factor-alpha in 
uraemic serum promotes osteoblastic transition and calcification of 
vascular smooth muscle cells via extracellular signal-regulated kinases 
and activator protein 1/c-FOS-mediated induction of interleukin 6 
expression. Nephrol Dial Transplant. 2018;33(4):574-585. 

75. Lee CT, Chua S, Hsu CY, et al. Biomarkers associated with vascular and 
valvular calcification in chronic hemodialysis patients. Dis Markers. 
2013;34(4):229-235. 

76. Pecoits-Filho R, Barany P, Lindholm B, Heimburger O, Stenvinkel P. 
Interleukin-6 is an independent predictor of mortality in patients starting 
dialysis treatment. Nephrol Dial Transplant. 2002;17(9):1684-1688. 

77. Pedersen BK, Steensberg A, Fischer C, et al. The metabolic role of IL-6 
produced during exercise: is IL-6 an exercise factor? Proc Nutr Soc. 
2004;63(2):263-267. 

78. Ostrowski K, Schjerling P, Pedersen BK. Physical activity and plasma 
interleukin-6 in humans--effect of intensity of exercise. Eur J Appl 
Physiol. 2000;83(6):512-515. 

79. Pedersen BK. Anti-inflammatory effects of exercise: role in diabetes and 
cardiovascular disease. Eur J Clin Invest. 2017;47(8):600-611. 

80. Kumar V AA, Aster J. Robbins & Cotran Pathologic Basis of Disease. 9th 
ed. 2014. 

81. Van Craenenbroeck AH, Van Craenenbroeck EM, Kouidi E, Vrints CJ, 
Couttenye MM, Conraads VM. Vascular effects of exercise training in 



58 

CKD: current evidence and pathophysiological mechanisms. Clin J Am 
Soc Nephrol. 2014;9(7):1305-1318. 

82. Fishbein MC, Fishbein GA. Arteriosclerosis: facts and fancy. Cardiovasc 
Pathol. 2015;24(6):335-342. 

83. Micheletti RG, Fishbein GA, Currier JS, Fishbein MC. Monckeberg 
sclerosis revisited: a clarification of the histologic definition of 
Monckeberg sclerosis. Arch Pathol Lab Med. 2008;132(1):43-47. 

84. Shroff R, Long DA, Shanahan C. Mechanistic insights into vascular 
calcification in CKD. J Am Soc Nephrol. 2013;24(2):179-189. 

85. London GM, Guerin AP, Marchais SJ, Metivier F, Pannier B, Adda H. 
Arterial media calcification in end-stage renal disease: impact on all-cause 
and cardiovascular mortality. Nephrol Dial Transplant. 2003;18(9):1731-
1740. 

86. Block GA, Raggi P, Bellasi A, Kooienga L, Spiegel DM. Mortality effect 
of coronary calcification and phosphate binder choice in incident 
hemodialysis patients. Kidney Int. 2007;71(5):438-441. 

87. Kauppila LI, Polak JF, Cupples LA, Hannan MT, Kiel DP, Wilson PW. 
New indices to classify location, severity and progression of calcific 
lesions in the abdominal aorta: a 25-year follow-up study. Atherosclerosis. 
1997;132(2):245-250. 

88. Agatston AS, Janowitz WR, Hildner FJ, Zusmer NR, Viamonte M, Jr., 
Detrano R. Quantification of coronary artery calcium using ultrafast 
computed tomography. J Am Coll Cardiol. 1990;15(4):827-832. 

89. Bellasi A, Ferramosca E, Muntner P, et al. Correlation of simple imaging 
tests and coronary artery calcium measured by computed tomography in 
hemodialysis patients. Kidney Int. 2006;70(9):1623-1628. 

90. Reaven PD, Sacks J. Coronary artery and abdominal aortic calcification 
are associated with cardiovascular disease in type 2 diabetes. 
Diabetologia. 2005;48(2):379-385. 

91. Okuno S, Ishimura E, Kitatani K, et al. Presence of abdominal aortic 
calcification is significantly associated with all-cause and cardiovascular 
mortality in maintenance hemodialysis patients. Am J Kidney Dis. 
2007;49(3):417-425. 

92. Peeters MJ, van den Brand JA, van Zuilen AD, et al. Abdominal aortic 
calcification in patients with CKD. J Nephrol. 2017;30(1):109-118. 

93. KDIGO clinical practice guideline for the diagnosis, evaluation, 
prevention, and treatment of Chronic Kidney Disease-Mineral and Bone 
Disorder (CKD-MBD). Kidney Int Suppl. 2009(113):S1-130. 

94. Buja LM. Nikolai N. Anitschkow and the lipid hypothesis of 
atherosclerosis. Cardiovasc Pathol. 2014;23(3):183-184. 

95. Hager MR, Narla AD, Tannock LR. Dyslipidemia in patients with chronic 
kidney disease. Rev Endocr Metab Disord. 2017;18(1):29-40. 



59 

96. Lewington S, Whitlock G, Clarke R, et al. Blood cholesterol and vascular 
mortality by age, sex, and blood pressure: a meta-analysis of individual 
data from 61 prospective studies with 55,000 vascular deaths. Lancet. 
2007;370(9602):1829-1839. 

97. Freiberg JJ, Tybjaerg-Hansen A, Jensen JS, Nordestgaard BG. Nonfasting 
triglycerides and risk of ischemic stroke in the general population. Jama. 
2008;300(18):2142-2152. 

98. Toth PP, Barter PJ, Rosenson RS, et al. High-density lipoproteins: a 
consensus statement from the National Lipid Association. J Clin Lipidol. 
2013;7(5):484-525. 

99. Nordestgaard BG, Langsted A. Lipoprotein (a) as a cause of 
cardiovascular disease: insights from epidemiology, genetics, and biology. 
J Lipid Res. 2016;57(11):1953-1975. 

100. Martin A, David V, Quarles LD. Regulation and function of the 
FGF23/klotho endocrine pathways. Physiol Rev. 2012;92(1):131-155. 

101. Li SA, Watanabe M, Yamada H, Nagai A, Kinuta M, Takei K. 
Immunohistochemical localization of Klotho protein in brain, kidney, and 
reproductive organs of mice. Cell Struct Funct. 2004;29(4):91-99. 

102. Wolf M. Update on fibroblast growth factor 23 in chronic kidney disease. 
Kidney Int. 2012;82(7):737-747. 

103. Ben-Dov IZ, Galitzer H, Lavi-Moshayoff V, et al. The parathyroid is a 
target organ for FGF23 in rats. J Clin Invest. 2007;117(12):4003-4008. 

104. Kuro OM. Klotho and endocrine fibroblast growth factors: markers of 
chronic kidney disease progression and cardiovascular complications? 
Nephrol Dial Transplant. 2019;34(1):15-21. 

105. Gutierrez OM, Mannstadt M, Isakova T, et al. Fibroblast growth factor 23 
and mortality among patients undergoing hemodialysis. N Engl J Med. 
2008;359(6):584-592. 

106. Marcais C, Maucort-Boulch D, Drai J, et al. Circulating Klotho Associates 
With Cardiovascular Morbidity and Mortality During Hemodialysis. J 
Clin Endocrinol Metab. 2017;102(9):3154-3161. 

107. London GM, Guerin AP, Verbeke FH, et al. Mineral metabolism and 
arterial functions in end-stage renal disease: potential role of 25-
hydroxyvitamin D deficiency. J Am Soc Nephrol. 2007;18(2):613-620. 

108. Yamada S, Giachelli CM. Vascular calcification in CKD-MBD: Roles for 
phosphate, FGF23, and Klotho. Bone. 2017;100:87-93. 

109. Trepanowski JF, Mey J, Varady KA. Fetuin-A: a novel link between 
obesity and related complications. Int J Obes (Lond). 2015;39(5):734-741. 

110. Stefan N, Hennige AM, Staiger H, et al. Alpha2-Heremans-Schmid 
glycoprotein/fetuin-A is associated with insulin resistance and fat 
accumulation in the liver in humans. Diabetes Care. 2006;29(4):853-857. 



60 

111. Ix JH, Shlipak MG, Brandenburg VM, Ali S, Ketteler M, Whooley MA. 
Association between human fetuin-A and the metabolic syndrome: data 
from the Heart and Soul Study. Circulation. 2006;113(14):1760-1767. 

112. Hennige AM, Staiger H, Wicke C, et al. Fetuin-A induces cytokine 
expression and suppresses adiponectin production. PLoS One. 
2008;3(3):e1765. 

113. Hamano T, Matsui I, Mikami S, et al. Fetuin-mineral complex reflects 
extraosseous calcification stress in CKD. J Am Soc Nephrol. 
2010;21(11):1998-2007. 

114. Cottone S, Palermo A, Arsena R, et al. Relationship of fetuin-A with 
glomerular filtration rate and endothelial dysfunction in moderate-severe 
chronic kidney disease. J Nephrol. 2010;23(1):62-69. 

115. Ketteler M, Bongartz P, Westenfeld R, et al. Association of low fetuin-A 
(AHSG) concentrations in serum with cardiovascular mortality in patients 
on dialysis: a cross-sectional study. Lancet. 2003;361(9360):827-833. 

116. Smith ER, Ford ML, Tomlinson LA, et al. Serum calcification propensity 
predicts all-cause mortality in predialysis CKD. J Am Soc Nephrol. 
2014;25(2):339-348. 

117. Clyne N, Jogestrand T, Lins LE, Pehrsson SK. Factors influencing 
physical working capacity in renal transplant patients. Scand J Urol 
Nephrol. 1989;23(2):145-150. 

118. Goldberg AP, Hagberg JM, Delmez JA, Florman RW, Harter HR. Effects 
of exercise training on coronary risk factors in hemodialysis patients. Proc 
Clin Dial Transplant Forum. 1979;9:39-43. 

119. Heiwe S, Jacobson SH. Exercise training in adults with CKD: a systematic 
review and meta-analysis. Am J Kidney Dis. 2014;64(3):383-393. 

120. Hellberg M, Hoglund P, Svensson P, Clyne N. Comparing effects of 4 
months of two self-administered exercise training programs on physical 
performance in patients with chronic kidney disease: RENEXC - A 
randomized controlled trial. PLoS One. 2018;13(12):e0207349. 

121. Hellberg M, Hoglund P, Svensson P, Clyne N. Randomized Controlled 
Trial of Exercise in CKD-The RENEXC Study. Kidney Int Rep. 
2019;4(7):963-976. 

122. Johansen KL, Shubert T, Doyle J, Soher B, Sakkas GK, Kent-Braun JA. 
Muscle atrophy in patients receiving hemodialysis: effects on muscle 
strength, muscle quality, and physical function. Kidney Int. 
2003;63(1):291-297. 

123. Du J, Hu Z, Mitch WE. Molecular mechanisms activating muscle protein 
degradation in chronic kidney disease and other catabolic conditions. Eur 
J Clin Invest. 2005;35(3):157-163. 

124. Tamaki M, Miyashita K, Wakino S, Mitsuishi M, Hayashi K, Itoh H. 
Chronic kidney disease reduces muscle mitochondria and exercise 



61 

endurance and its exacerbation by dietary protein through inactivation of 
pyruvate dehydrogenase. Kidney Int. 2014;85(6):1330-1339. 

125. Li YP, Chen Y, Li AS, Reid MB. Hydrogen peroxide stimulates ubiquitin-
conjugating activity and expression of genes for specific E2 and E3 
proteins in skeletal muscle myotubes. Am J Physiol Cell Physiol. 
2003;285(4):C806-812. 

126. Pasini E, Le Douairon Lahaye S, Flati V, et al. Effects of treadmill 
exercise and training frequency on anabolic signaling pathways in the 
skeletal muscle of aged rats. Exp Gerontol. 2012;47(1):23-28. 

127. Biolo G, Maggi SP, Williams BD, Tipton KD, Wolfe RR. Increased rates 
of muscle protein turnover and amino acid transport after resistance 
exercise in humans. Am J Physiol. 1995;268(3 Pt 1):E514-520. 

128. Zoncu R, Efeyan A, Sabatini DM. mTOR: from growth signal integration 
to cancer, diabetes and ageing. Nat Rev Mol Cell Biol. 2011;12(1):21-35. 

129. Hakkinen K, Newton RU, Gordon SE, et al. Changes in muscle 
morphology, electromyographic activity, and force production 
characteristics during progressive strength training in young and older 
men. J Gerontol A Biol Sci Med Sci. 1998;53(6):B415-423. 

130. Pyka G, Lindenberger E, Charette S, Marcus R. Muscle strength and fiber 
adaptations to a year-long resistance training program in elderly men and 
women. J Gerontol. 1994;49(1):M22-27. 

131. Watson EL, Gould DW, Wilkinson TJ, et al. Twelve-week combined 
resistance and aerobic training confers greater benefits than aerobic 
training alone in nondialysis CKD. Am J Physiol Renal Physiol. 
2018;314(6):F1188-f1196. 

132. Baria F, Kamimura MA, Aoike DT, et al. Randomized controlled trial to 
evaluate the impact of aerobic exercise on visceral fat in overweight 
chronic kidney disease patients. Nephrol Dial Transplant. 2014;29(4):857-
864. 

133. Castaneda C, Gordon PL, Uhlin KL, et al. Resistance training to 
counteract the catabolism of a low-protein diet in patients with chronic 
renal insufficiency. A randomized, controlled trial. Ann Intern Med. 
2001;135(11):965-976. 

134. Molsted S, Bjorkman ASD, Lundstrom LH. Effects of strength training to 
patients undergoing dialysis: a systematic review. Dan Med J. 2019;66(1). 

135. Johansen KL, Painter PL, Sakkas GK, Gordon P, Doyle J, Shubert T. 
Effects of resistance exercise training and nandrolone decanoate on body 
composition and muscle function among patients who receive 
hemodialysis: A randomized, controlled trial. J Am Soc Nephrol. 
2006;17(8):2307-2314. 

136. Opp MR, Smith EM, Hughes TK, Jr. Interleukin-10 (cytokine synthesis 
inhibitory factor) acts in the central nervous system of rats to reduce sleep. 
J Neuroimmunol. 1995;60(1-2):165-168. 



62 

137. Steensberg A, Fischer CP, Keller C, Moller K, Pedersen BK. IL-6
enhances plasma IL-1ra, IL-10, and cortisol in humans. Am J Physiol
Endocrinol Metab. 2003;285(2):E433-437.

138. Pedersen BK, Febbraio MA. Muscle as an endocrine organ: focus on
muscle-derived interleukin-6. Physiol Rev. 2008;88(4):1379-1406.

139. Viana JL, Kosmadakis GC, Watson EL, et al. Evidence for anti-
inflammatory effects of exercise in CKD. J Am Soc Nephrol.
2014;25(9):2121-2130.

140. Rinnov A, Yfanti C, Nielsen S, et al. Endurance training enhances skeletal
muscle interleukin-15 in human male subjects. Endocrine.
2014;45(2):271-278.

141. Quinn LS, Haugk KL, Grabstein KH. Interleukin-15: a novel anabolic
cytokine for skeletal muscle. Endocrinology. 1995;136(8):3669-3672.

142. Nielsen AR, Hojman P, Erikstrup C, et al. Association between
interleukin-15 and obesity: interleukin-15 as a potential regulator of fat
mass. J Clin Endocrinol Metab. 2008;93(11):4486-4493.

143. Sanchez-Jimenez R, Alvarado-Vasquez N. IL-15 that a regulator of TNF-
alpha in patients with diabetes mellitus type 2. Med Hypotheses.
2013;80(6):776-777.

144. Geffken DF, Cushman M, Burke GL, Polak JF, Sakkinen PA, Tracy RP.
Association between physical activity and markers of inflammation in a
healthy elderly population. Am J Epidemiol. 2001;153(3):242-250.

145. Ford ES. Does exercise reduce inflammation? Physical activity and C-
reactive protein among U.S. adults. Epidemiology. 2002;13(5):561-568.

146. Abramson JL, Vaccarino V. Relationship between physical activity and
inflammation among apparently healthy middle-aged and older US adults.
Arch Intern Med. 2002;162(11):1286-1292.

147. Castaneda C, Gordon PL, Parker RC, Uhlin KL, Roubenoff R, Levey AS.
Resistance training to reduce the malnutrition-inflammation complex
syndrome of chronic kidney disease. Am J Kidney Dis. 2004;43(4):607-
616.

148. Wilund KR, Tomayko EJ, Wu PT, et al. Intradialytic exercise training
reduces oxidative stress and epicardial fat: a pilot study. Nephrol Dial
Transplant. 2010;25(8):2695-2701.

149. Ikizler TA, Robinson-Cohen C, Ellis C, et al. Metabolic Effects of Diet
and Exercise in Patients with Moderate to Severe CKD: A Randomized
Clinical Trial. J Am Soc Nephrol. 2018;29(1):250-259.

150. Vane JR, Anggard EE, Botting RM. Regulatory functions of the vascular
endothelium. N Engl J Med. 1990;323(1):27-36.

151. Volaklis KA, Tokmakidis SP, Halle M. Acute and chronic effects of
exercise on circulating endothelial progenitor cells in healthy and diseased
patients. Clin Res Cardiol. 2013;102(4):249-257.



63 

152. Jourde-Chiche N, Dou L, Cerini C, Dignat-George F, Brunet P. Vascular 
incompetence in dialysis patients--protein-bound uremic toxins and 
endothelial dysfunction. Semin Dial. 2011;24(3):327-337. 

153. Himmelfarb J, Stenvinkel P, Ikizler TA, Hakim RM. The elephant in 
uremia: oxidant stress as a unifying concept of cardiovascular disease in 
uremia. Kidney Int. 2002;62(5):1524-1538. 

154. Gielen S, Schuler G, Adams V. Cardiovascular effects of exercise 
training: molecular mechanisms. Circulation. 2010;122(12):1221-1238. 

155. Hambrecht R, Niebauer J, Marburger C, et al. Various intensities of 
leisure time physical activity in patients with coronary artery disease: 
effects on cardiorespiratory fitness and progression of coronary 
atherosclerotic lesions. J Am Coll Cardiol. 1993;22(2):468-477. 

156. Schuler G, Hambrecht R, Schlierf G, et al. Myocardial perfusion and 
regression of coronary artery disease in patients on a regimen of intensive 
physical exercise and low fat diet. J Am Coll Cardiol. 1992;19(1):34-42. 

157. Toussaint ND, Polkinghorne KR, Kerr PG. Impact of intradialytic exercise 
on arterial compliance and B-type natriuretic peptide levels in 
hemodialysis patients. Hemodial Int. 2008;12(2):254-263. 

158. Manfredini F, Rigolin GM, Malagoni AM, et al. Exercise capacity and 
circulating endothelial progenitor cells in hemodialysis patients. Int J 
Sports Med. 2007;28(5):368-373. 

159. Van Craenenbroeck AH, Van Craenenbroeck EM, Van Ackeren K, et al. 
Effect of Moderate Aerobic Exercise Training on Endothelial Function 
and Arterial Stiffness in CKD Stages 3-4: A Randomized Controlled Trial. 
Am J Kidney Dis. 2015;66(2):285-296. 

160. Davies SJ, Phillips L, Naish PF, Russell GI. Quantifying comorbidity in 
peritoneal dialysis patients and its relationship to other predictors of 
survival. Nephrol Dial Transplant. 2002;17(6):1085-1092. 

161. Krutzen E, Back SE, Nilsson-Ehle I, Nilsson-Ehle P. Plasma clearance of 
a new contrast agent, iohexol: a method for the assessment of glomerular 
filtration rate. J Lab Clin Med. 1984;104(6):955-961. 

162. Clyne N, Hellberg M, Kouidi E, Deligiannis A, Hoglund P. Relationship 
between declining glomerular filtration rate and measures of cardiac and 
vascular autonomic neuropathy. Nephrology (Carlton). 2016;21(12):1047-
1055. 

163. Hellberg M, Hoglund P, Svensson P, Abdulahi H, Clyne N. Decline in 
measured glomerular filtration rate is associated with a decrease in 
endurance, strength, balance and fine motor skills. Nephrology (Carlton). 
2017;22(7):513-519. 

164. Berg K, Wood-Dauphinee S, Williams JI. The Balance Scale: reliability 
assessment with elderly residents and patients with an acute stroke. Scand 
J Rehabil Med. 1995;27(1):27-36. 



64 

165. Enright PL, Sherrill DL. Reference equations for the six-minute walk in
healthy adults. Am J Respir Crit Care Med. 1998;158(5 Pt 1):1384-1387.

166. Paul RG, McMahon CD, Elston MS, Conaglen JV. GH replacement
titrated to serum IGF-1 does not reduce concentrations of myostatin in
blood or skeletal muscle. Growth Horm IGF Res. 2019;44:11-16.

167. Fernandez-Real JM, Vayreda M, Richart C, et al. Circulating interleukin 6
levels, blood pressure, and insulin sensitivity in apparently healthy men
and women. J Clin Endocrinol Metab. 2001;86(3):1154-1159.

168. Baumgartner RN, Koehler KM, Gallagher D, et al. Epidemiology of
sarcopenia among the elderly in New Mexico. Am J Epidemiol.
1998;147(8):755-763.

169. Lauretani F, Russo CR, Bandinelli S, et al. Age-associated changes in
skeletal muscles and their effect on mobility: an operational diagnosis of
sarcopenia. J Appl Physiol (1985). 2003;95(5):1851-1860.

170. Lang RM, Badano LP, Mor-Avi V, et al. Recommendations for cardiac
chamber quantification by echocardiography in adults: an update from the
American Society of Echocardiography and the European Association of
Cardiovascular Imaging. Eur Heart J Cardiovasc Imaging.
2015;16(3):233-270.

171. Nagueh SF, Appleton CP, Gillebert TC, et al. Recommendations for the
evaluation of left ventricular diastolic function by echocardiography. Eur
J Echocardiogr. 2009;10(2):165-193.

172. Taler SJ, Agarwal R, Bakris GL, et al. KDOQI US commentary on the
2012 KDIGO clinical practice guideline for management of blood
pressure in CKD. Am J Kidney Dis. 2013;62(2):201-213.

173. Lang RM, Bierig M, Devereux RB, et al. Recommendations for chamber
quantification. Eur J Echocardiogr. 2006;7(2):79-108.

174. Maceira AM, Prasad SK, Khan M, Pennell DJ. Normalized left ventricular
systolic and diastolic function by steady state free precession
cardiovascular magnetic resonance. J Cardiovasc Magn Reson.
2006;8(3):417-426.

175. Gunnarsson SI, Palsson R, Sigurdsson G, Indridason OS. Relationship
between body composition and glomerular filtration rate estimates in the
general population. Nephron Clin Pract. 2013;123(1-2):22-27.

176. Tsai YW, Ho CI, Chen JY, et al. Impact of body composition on estimated
glomerular filtration rate in relatively healthy adults in Taiwan. Eur J Clin
Nutr. 2015;69(1):34-39.

177. Chew-Harris JS, Florkowski CM, George PM, Elmslie JL, Endre ZH. The
relative effects of fat versus muscle mass on cystatin C and estimates of
renal function in healthy young men. Ann Clin Biochem. 2013;50(Pt
1):39-46.



65 

178. Zhang L, Pan J, Dong Y, et al. Stat3 activation links a C/EBPdelta to 
myostatin pathway to stimulate loss of muscle mass. Cell Metab. 
2013;18(3):368-379. 

179. Wang H, Casaburi R, Taylor WE, Aboellail H, Storer TW, Kopple JD. 
Skeletal muscle mRNA for IGF-IEa, IGF-II, and IGF-I receptor is 
decreased in sedentary chronic hemodialysis patients. Kidney Int. 
2005;68(1):352-361. 

180. !!! INVALID CITATION !!! [155]. 
181. Furihata T, Kinugawa S, Fukushima A, et al. Serum myostatin levels are 

independently associated with skeletal muscle wasting in patients with 
heart failure. Int J Cardiol. 2016;220:483-487. 

182. Fife E, Kostka J, Kroc L, et al. Relationship of muscle function to 
circulating myostatin, follistatin and GDF11 in older women and men. 
BMC Geriatr. 2018;18(1):200. 

183. Ramos LF, Shintani A, Ikizler TA, Himmelfarb J. Oxidative stress and 
inflammation are associated with adiposity in moderate to severe CKD. J 
Am Soc Nephrol. 2008;19(3):593-599. 

184. Mak RH, Rotwein P. Myostatin and insulin-like growth factors in uremic 
sarcopenia: the yin and yang in muscle mass regulation. Kidney Int. 
2006;70(3):410-412. 

185. Hanada S, Ando R, Naito S, et al. Assessment and significance of 
abdominal aortic calcification in chronic kidney disease. Nephrol Dial 
Transplant. 2010;25(6):1888-1895. 

186. Ichii M, Ishimura E, Shima H, et al. Quantitative analysis of abdominal 
aortic calcification in CKD patients without dialysis therapy by use of the 
Agatston score. Kidney Blood Press Res. 2013;38(2-3):196-204. 

187. Chue CD, Wall NA, Crabtree NJ, et al. Aortic calcification and femoral 
bone density are independently associated with left ventricular mass in 
patients with chronic kidney disease. PLoS One. 2012;7(6):e39241. 

188. Tripepi G, Benedetto FA, Mallamaci F, Tripepi R, Malatino L, Zoccali C. 
Left atrial volume in end-stage renal disease: a prospective cohort study. J 
Hypertens. 2006;24(6):1173-1180. 

189. Adeney KL, Siscovick DS, Ix JH, et al. Association of serum phosphate 
with vascular and valvular calcification in moderate CKD. J Am Soc 
Nephrol. 2009;20(2):381-387. 

190. Dhingra R, Sullivan LM, Fox CS, et al. Relations of serum phosphorus 
and calcium levels to the incidence of cardiovascular disease in the 
community. Arch Intern Med. 2007;167(9):879-885. 

191. Desjardins L, Liabeuf S, Renard C, et al. FGF23 is independently 
associated with vascular calcification but not bone mineral density in 
patients at various CKD stages. Osteoporos Int. 2012;23(7):2017-2025. 



66 

192. Scialla JJ, Lau WL, Reilly MP, et al. Fibroblast growth factor 23 is not
associated with and does not induce arterial calcification. Kidney Int.
2013;83(6):1159-1168.

193. Hyun YY, Kim H, Oh YK, et al. High fibroblast growth factor 23 is
associated with coronary calcification in patients with high adiponectin:
analysis from the KoreaN cohort study for Outcome in patients With
Chronic Kidney Disease (KNOW-CKD) study. Nephrol Dial Transplant.
2019;34(1):123-129.

194. LeMura LM, von Duvillard SP, Andreacci J, Klebez JM, Chelland SA,
Russo J. Lipid and lipoprotein profiles, cardiovascular fitness, body
composition, and diet during and after resistance, aerobic and combination
training in young women. Eur J Appl Physiol. 2000;82(5-6):451-458.

195. Kraus WE, Houmard JA, Duscha BD, et al. Effects of the amount and
intensity of exercise on plasma lipoproteins. N Engl J Med.
2002;347(19):1483-1492.

196. Mackinnon LT, Hubinger LM. Effects of exercise on lipoprotein(a).
Sports Med. 1999;28(1):11-24.

197. Kadoglou NP, Fotiadis G, Athanasiadou Z, Vitta I, Lampropoulos S,
Vrabas IS. The effects of resistance training on ApoB/ApoA-I ratio, Lp(a)
and inflammatory markers in patients with type 2 diabetes. Endocrine.
2012;42(3):561-569.

198. Shigematsu T, Kazama JJ, Yamashita T, et al. Possible involvement of
circulating fibroblast growth factor 23 in the development of secondary
hyperparathyroidism associated with renal insufficiency. Am J Kidney Dis.
2004;44(2):250-256.


	Study 1 G5.pdf
	gfw466-TF1
	gfw466-TF511
	gfw466-TF2
	gfw466-TF3
	gfw466-TF4
	gfw466-TF5

	Tom sida


<<
  /ASCII85EncodePages false
  /AllowTransparency true
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 25%)
  /CalRGBProfile (Adobe RGB \0501998\051)
  /CalCMYKProfile (None)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /UseDeviceIndependentColor
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 10
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 250
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.33333
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 250
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.33333
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 800
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.25000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly true
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (Coated FOGRA39 \050ISO 12647-2:2004\051)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU <FFFE4600F6007200200074007200790063006B00200068006F00730020004D0065006400690061002D0054007200790063006B00>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides true
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        14.173230
        14.173230
        14.173230
        14.173230
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName (Coated FOGRA39 \(ISO 12647-2:2004\))
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /HighResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 8.503940
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




