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ABSTRACT

Cardiomyopathies are diagnosed based on medical history of patient (symptoms and family history), physical examination,
results of echocardiogram and in some situations additionally  ECG or chest‐X‐ray results. Currently used non‐invasive diagnostic
methods, could be complemented by biochemical tests. In this review some emerging potential biomarkers such as: osteopontin,
ST‐2 receptor, osteoprotegerin, neopterin, urocortins, growth differentiation factor 15 and urotensin II are described. In current
article human and non human investigations have been reviewed, since rat is most commonly used model in experimental
cardiology and gives important foundations to clinical knowledge.  

KEY‐WORDS

Cardiomyopathy, biomarkers  of cardiac remodeling, heart failure, osteopontin,  ST‐2 receptor, osteoprotegerin, neopterin,
urocortins, growth differentiation factor 15,  urotensin II.

BACKGROUND

In the recent few years, due to epidemiological and clinical studies, new risk factors in pathogenesis of atherosclerosis and
cardiovascular disease  have been found. Special attention has been paid to inflammation and immunological responses. Number
of markers of inflammatory processes involved in cardiovascular diseases keep growing.   
Cardiac remodeling is an adaptive response to the myocardial infarction heart damage and attempt to work in the “new”
hemodynamic conditions.  Postinfarction cardiac remodeling was defined as a complex of pathological lesions, which take the
place at the cellular, tissue and organ level, lead to an increase of left ventricular volume, shape and the mass of the heart
muscle (1, 2). 
There are many initiation factors involved in the process of cardiac remodeling, such as mechanical load, inflammation,
neuroendocrine system stimulation (especially renin‐angiotensin‐aldosterone) (2,3). Interactions between these factors, through
the receptor pathways, lead genes expression in cardiomyocyte. 
Also age, gender and race play an important role in the pathogenesis of cardiac hypertrophy. In Framingham Study the
relationship between cardiac hypertrophy and age, gender, hypertension has been showed. Electrocardiographic features
characteristic for hypertrophy were found in approximately 1% of younger persons (<30 years) and around 12% in older subjects
(> 70 years). Left ventricular hypertrophy was diagnosed in 1,3% of younger males (29‐44 years of age) with systolic pressure
120 mmHg and in 5,9% in the older ones (55‐62 years of age). However,  a group of males in the same age ranges but with
systolic blood pressure >200 mmHg demonstrated cardiac hypertrophy,  accordingly in 33,3 % and 47,1% (2).   
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Cardiac muscle hypertrophy accordingly to the Law of Laplace, means the  increase of ventrical volume that results in the
higher  tension of the heart’s wall. "Compensation" of this mechanism are cardiomyopathies (4). There are few types of
cardiomyopathies such as  hypertrophic cardiomyopathy, dilated cardiomyopathy (congestive), restrictive cardiomyopathy and
arrhythmogenic right ventricular cardiomyopathy (5).

Hypertrophic cardiomyopathy (HCM) is defined as left ventricular (LV) hypertrophy that is not associated with LV dilation and
that occurs in the absence of another systemic or cardiac disease capable of producing wall thickening (e.g., systemic
hypertension, aortic valve stenosis).  Clinical diagnosis is customarily made with 2‐dimensional echocardiography (or alternatively
with cardiac magnetic resonance imaging) by detection of otherwise unexplained LV wall thickening, usually in the presence of
a small LV cavity, after suspicion is raised by the clinical profile or as a part of family screening (5).

Dilated cardiomyopathy (congestive) is the most common type of cardiomyopathy, characterized by dilated lesions, enlargement
of the whole heart with hypertrophy of the heart muscle. Heart efficiency is significantly decreased with a small ejection fraction.
Etiology of this disorder is multifactorial.  Genetic causes are responsible for 30% of cases. There are many causes which lead to
dilated cardiomyopathy, such as viruses (COX, HIV, HSV), bacteria (Mycobacterium tuberculosis), neuromuscular diseases,
endocrine disorders (hypothyroidism, hyperthyroidism, hypoparathyroidism) (6).

Restrictive cardiomyopathy (RCM) is an uncommon heart disorder. Classical idiopathic form of RCM mainly occurs in Europe and
North America. In central Africa, the most common form of RCM is endomyocardial fibrosis caused by hypereosinophilic syndrome.
RCM is characterized by diastolic dysfunction due to impaired relaxation of left ventricular wall.    

Arrythmogenic right ventricular cardiomyopathy (ARVC) is an uncommon form of heart muscle disease (aproximately 1:5000).
ARVC involves predominantly the right ventricle with progressive loss of myocytes and fatty or fibrofatty tissue replacement,
resulting in segmental or global abnormalities. In addition, evidence of LV involvement with fibrofatty replacement, chamber
enlargement, and myocarditis is reported in up to 75% of patients.
ARVC/D has a broad clinical spectrum, usually presenting clinically with ventricular tachyarrhythmias (eg, monomorphic
ventricular tachycardia). A recognized cause of sudden cardiac death in the young. Diagnosis often requires a high index of
suspicion, frequently triggered by presentation with arrhythmias, syncope, or cardiac arrest, as well as global or segmental
chamber dilatation or wall motion abnormalities (7).

DIAGNOSIS OF CARDIOMYOPATHY

Cardiomyopathies are diagnosed based on medical history of patient (symptoms and family history), physical examination,
results of echocardiogram and in some situations additionally  ECG or chest‐X‐ray results. According  to ACCF/AHA guidelines,
there are two initial methods for cardiomyopathies diagnosis (8). 

Transthoracic echocardiography is recommended in initial evaluation of all patients with suspected cardiomyopathy.
Comprehensive TTE and Doppler studies should be performed in the initial evaluation of all patients with suspected HCM, as
well as during follow‐up, particularly when there is a change in cardiovascular symptoms or an event. Echocardiographic studies
are essential for establishing the diagnosis and the nature and extent of hypertrophy, defining prognosis, and guiding
management (2011 ACCF/AHA Guideline for the Diagnosis and Treatment of Hypertrophic Cardiomyopathy) (8).

Cardiac magnetic resonance (CMR) imaging is indicated in patients with suspected HCM when echocardiography is inconclusive
for diagnosis. There have been significant advances in CMR in recent years, and most centers now have access to this advanced
imaging technique. Compared with other noninvasive cardiac imaging modalities, CMR provides superior spatial resolution with
sharp contrast between blood and myocardium, as well as complete tomographic imaging of the entire LV myocardium and
therefore the opportunity to more accurately characterize the presence, distribution, and extent of LV hypertrophy in HCM.
Because of the technical complexity of CMR imaging, data from the published literature are only generalizable if imaging is
performed with high technical quality by experienced operators and interpreted by well‐trained and experienced readers (2011
ACCF/AHA Guideline for the Diagnosis and Treatment of Hypertrophic Cardiomyopathy) (8).
Currently used non‐invasive diagnostic methods, could be complemented by biochemical tests. Therefore, it would be good to
perform further analysis of new potential markers suggested by some researchers. 

EMERGING POTENTIAL BIOCHEMICAL MARKERS

Many molecular and cellular changes are involved in heart muscle disorders, such as: activation of different signaling pathways,
switch of fetal gene program of myocardium, apoptosis.
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All the mentioned events contribute in some way in a consequent change/alteration in the contraction,  ion homeostasis and
expression of growth factors, chemokines and hormones (9). Also the increase of the extracellular matrix components expression,
adhesion molecules, proteins, integrin receptors are important in the evolution of heart failure process (10, 11, 12).
One of such potential biomarkers is osteopontin (OP) that has been found for the first time in bone tissue (13).  It is synthesized
by a variety of tissues, as: fibroblasts, osteoblasts, some bone marrow cells, immune cells (macrophages, neutrophils, dendritic
cells, T and B cells) (14). Osteopontin has a chemotactic activity important in the cell recruitment to the inflammatory site: acts
as an adhesion protein and mediates the cell activation and cytokines production, beside the apoptosis regulation (15).  OP is
released in the form  of immobilized extracellular matrix molecule or as a  soluble form. For its characteristic has been suggested
that OP is involved in the communication between the extracellular matrix and cardiomyocytes (16).
OP mediates cardiac fibrosis  probably by the cell adhesion and proliferation and is upregulated in left ventricular hypertrophy
where it is stimulated by angiotensin II (17).  Thus OP may play  a role in the myocardial remodeling after biochemical stress.
Early studies have shown that OP can be upregulated also in  patients with CVD (17).
In patients with significantly altered systolic function and NYHA class I and II symptoms,  only moderate increases of OP have
been shown whereas in patients with NYHA class III and IV marked increases of OP have been found.  It suggests, that OP may
be a possible  biomarker for the advanced heart failure.  Moreover, osteopontin showed to be an independent predictor of 4‐
year death, and gave more information of the risk evaluation in patients with heart failure (18).

The ST‐2 receptor is a novel biomarker of cardiac stress with adverse cardiac remodeling and tissue fibrosis that occurs in
response to myocardial infarction, heart failure or  acute coronary syndrome (19). ST‐2L receptor (a transmembrane form) is a
kind of toll‐like receptor superfamily and its pathophysiological role is not clearly understood yet (20). Interleukin‐33 (IL‐33) has
been identified as a functional ligand of ST‐2 and involved in the functions of several tissues and the complex IL‐33/ST‐2 has
cardioprotective functions by inducing Th1‐to‐Th2 switch and by IL‐5 synthesis stimulation, which increases the level of oxLDL
antibodies (21, 22, 23).  
The cardioprotective effect starts when the IL‐33 binds the ST2 receptor and the complex plays a similar role to B‐type natriuretic
peptide (BNP) by protecting the heart from harmful cardiomyocyte hypertrophy (24).  Increased concentrations of sST2 (soluble
form) in patients 1 day after acute myocardial infarction has been found (25).  However, it has been shown that high base
concentrations of sST2  predict heart failure and mortality in patients with acute myocardial infarction at 30 days (26). The
combination of ST2 and BNP significantly increase the stratification’s risk (27).  In conclusion, it has been proven, that patients
with known CVD and increased sST2 level, have higher mortality rates at 1 year after episode. Rehman et al, examined a group
of 346 patients with acute heart failure and assessed ST2 concentration. ST2 values were correlated with severity of heart failure
(p<0,001), left ventricular ejection fraction (r =‐0.134; p = 0.014), B‐type natriuretic peptide (r = 0.293; p < 0.001), amino terminal
B‐type natriuretic peptide (r = 0.413; p < 0.001), and C‐reactive protein (r = 0.429; p < 0.001). In a multivariable Cox model
containing established clinical and biochemical predictors (including natriuretic peptides), ST2 remained a predictor of mortality
(hazard ratio: 2.04, 95% CI: 1.30 to 3.24, p = 0.003), and was equally predictive in patients with HF and preserved or impaired
systolic function (28).   

Osteoprotegerin (OPG) is  a member of the tumor necrosis factor (TNF) receptor superfamily which plays many important roles:
in bone remodeling, in pathogenetic mechanisms of bone malignancies and mineral  metabolism disorders. There are evidences,
that OPG can promote cell survival by the inhibition of TNF related apoptosis inducing ligand (TRAIL) (29).
OPG acts as a soluble decoy receptor activator of nuclear factor kappaB ligand (RANKL or OPG ligand) and shows homologies
with other TNF receptor members. RANKL has an central role in the osteoclast functions and bone remodeling, also in immune
cell cross‐talks, dendritic cells survival, lymph node organogenesis and vascular biology (30).
Arterial calcification is  characteristic of arterial atherosclerosis and is associated with the AMI’s occurrence. OPG  links the
skeletal system with the vascular system (31).
OPG is associated with a higher left ventricular mass and reduced left ventricular systolic function, suggesting that the OPG
activation play an important role in initial phase of left ventricular hypertrophy and dysfunction. Furthermore, OPG has been
linked with atrial fibrillation in general population but the association with the outcomes in patients with stable chronic heart
failure are still unknown.
Higher OPG levels were found  in older females with  severe  heart failure (29, 32). Moreover, OPG and body mass index are
inversely related.  Higher levels of circulating OPG are associated with higher serum creatinine concentration and lower
glomerular filtration rate (impaired renal function). Increased OPG concentrations are connected with a higher systolic blood
pressure, higher heart rate, and higher risk of diabetes mellitus and chronic obstructive pulmonary disease. It has been found
that increased concentrations  of OPG may be associated with higher concentration of BNP and hsCRP.  In subjects with chronic
heart failure OPG is an independent predictor of mortality from all causes (32).
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Neopterin is a low molecular weight, stable compound, produced mostly by macrophages from GTP. GTP‐cyclohydrolase plays
a council role in the first stage of neopterin  synthesis. GTPCH induces  GTP conversion to 7,8‐dihydroneopterin triphosphate
and in the next step to neopterin (33).
In cardiovascular diseases such as unstable angina, myocardial infarction or heart failure, number of lymphocytes is significantly
higher, especially monocytes, macrophages and their increased activity. Published results show positive correlation between
higher activity of monocytes and neopterin concentration (34).
In atherosclerosis, the release of neopterin is linked  with atherosclerotic plaque rupture. It affects activation and migration of
macrophages into the artery wall. Also, positive correlation between neopterin concentration and severity of illness has been
observed. Results of experiments performed by Van Haelst et al, showed that higher neopterin concentration  is a better indicator
of MI without Q‐wave elevation than initial ECG.  In the group of patients with MI, neopterin values were significantly higher,
depending on duration of cardiac incident and pharmacotherapy (35). We have to note the fact, that there were no correlations
between neopterin,  C‐reactive protein or creatine phosphokinases (36). Hennig et al investigated role of inflammatory
biomarkers and neopterin for prediction of right ventricular failure in group of 40 patients after left ventricular assist device.
Patients were divided into two groups ‐I (without postoperative right ventricular failure) and‐ II (with defined right ventricular
failure after implantation).  Level of neopterin and NT‐proBNP were significantly lower in group I 10.5 vs. 20.7 ng/ml, P = 0.018,
and  6322 vs. 17174 pg/ml, P = 0.032, respectively (37). 

Urocortins (UCN). The  family include three structurally‐related peptides, named urocortin 1 (UCN‐1), urocortin 2 (UCN‐2), and
urocortin 3 (UCN‐3) (38). The mechanism of action of these peptides is mediated through the binding to G‐coupled protein
receptors – CRF‐R1 and CRF‐R2. However, only CRF‐R2 is specific for the heart ventricles and circulation system. Earlier data
suggested that the urocortins are involved in modulating cardiovascular function and mediating cardiovascular responses to
stress (39). Nishikimi  et al observed significantly higher concentration of urocortin 1 in a rat model with left ventricular
hypertrophy (LVH). Higher level of UCN‐1 was found by Ikeda et al in human dilated cardiomyopathy.  This suggests  participation
of the CRF‐related peptides in congestive heart failure. Moreover, it has been shown that experimental application of UCN‐1,
UCN‐2 and UCN 3  in congestive heart failure may have advantages on cardiac function (40). Advantegous effects of the urocortins
on cardiac function  are mediated by the intracellular Ca2+ ions administration.

Growth differentiation factor (GDF) 15 is a member of the transforming growth factor β (TGF‐β) superfamily, which has an
important role in inflammation, apoptosis, cell proliferation and differentiation during some injury or disease’s process (41). The
mRNA of GDF 15 is mostly presented in the liver cells in high quantities, and the expression is upregulated during injuries in
some organs as lungs, heart, kidney and liver. The myocardial expression of that factor is hyper‐regulated by the stress but, in
physiological conditions it is weakly expressed (42, 43).  It is important to predict the mortality and heart failure in patients after
acute myocardial infarction combining those results with the informations obtained from New York Class Association (NYHA),
left ventricular ejection fraction (LVEF) and N‐terminal‐pro‐B‐type natriuretic peptide (NT pro‐BNP) levels (44). TGF‐β is a locally
generated growth factor  which stimulates the fibroblast proliferation and extracellular matrix (ECM) production, especially
collagen and fibronectin, reducing degradation of those elements. TGF‐β has been shown to be significantly increased  not only
during cardiac hypertrophy but also after MI, leading to structural remodeling and heart failure (42, 43, 44, 45, 46).   However,
the inducted expression of TGF‐β, as well as the exogenous supplementation, may protect cardiomyocytes against ischemia‐
reperfusion injuries, by the inhibition of TNF‐α and prevention of reactive oxygen species (ROS) accumulation (47). The GDF 15
expression is induced very quickly  by IL‐1, TNF‐ α and β in macrophages, limiting in that way the inflammation and macrophages
activation (48, 49, 50). In the cell culture, recombinant GDF‐15 has shown to have a protective role for  cardiomyocytes from
ischemic injuries (51, 52, 53). These studies may bring to the development of a novel therapies which can be used in treatment
of the  heart failure. 

Human urotensin‐II is a circle peptide, synthesized from preprohormone after the enzymatic proteolysis. At first, this  peptide
was isolated from a spinal cord of osteichthyes and it was called a neurohormone. Its presence has been demonstrated in
human’s central nervous system. Concentration of urotensin‐II is significantly higher in patients with hypertension, congestive
heart failure, diabetes mellitus. Urotensin shows numerous effects in circulation system, dependent on the type of vascular
placenta and their condition. Urotensin is synthesized by endothelial cells, heart muscle, kidneys, pituitary gland. Its presence
has been found also in atherosclerotic lesions (54). Urotensin acts indirectly through the specific receptor (GPR14), bound with
the effector system. This action is fully mediated by the G protein. Concentration of GPR 14 receptors within vascular wall is
higher in patients with congestive heart failure, caused by myocardial infarction. It leads to the hypertrophy and fibrosis of the
heart muscle. Under these conditions, U‐II induces mRNA transcription for procollagen type I and III. Urotensin shows positive
inotropic mechanism of action, accordingly to the vascular wall tension and blood pressure (55). 
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CONCLUSIONS

Previously used diagnostic methods for assessing cardiac remodeling/cardiac hypertrophy, do not provide the answers to all
clinical questions. New, specific  and sensitive biomarkers emerged, which can be implement to routine diagnostic of
cardiomyopathy, however they still  need further investigations.    

References

1. Karpiński Ł, Witkowska M. Pozawałowa przebudowa serca ‐ konsekwencje kliniczne. Przegląd Lekarski 2009; 66: 380‐383.
2. Arnett DK, de las Fuentes L, Broeckel U. Genes for left ventricular hypertrophy. Current Hypertension Reports 2004;6:36‐41.
3. Grześk G, Szadujkis‐Szadurski L. Physiological antagonism of angiotensin II and lipopolysaccharides in early endotoxemia: pharmacometric

analysis. 2003; 55: 753‐762.
4. TF Moriarty. The Law of Laplace. Its limitation as a relation for diastolic pressure, volume or wall stress of the left ventricle. Circulation

1980; 46:321‐331
5. BJ Maron. Hypertrophic cardiomyopathy. Journal of American Medical Association 2002; 287: 1308‐1320.
6. A Luk, E Ahn,  J Butany. Dilated cardiomyopathy ‐ review. Journal of Clinical Pathology. 2009;62;219‐225
7. Azaouagh A, Churzidse S, Konorza T et al. Arrhythmogenic right ventricular cardiomyopathy/dysplasia: a review and update. 2011; 100:383‐

394
8. ACCF/AHA Guideline for the Diagnosis and Treatment of Hypertrophic Cardiomyopathy 2011
9. Swynghedauw B. Molecular mechanisms of myocardial remodeling. Physiology Review 1999;79:215‐262
10. Graf K, Do YS, Ashizawa N et al. Myocardial osteopontin expression is associated with left ventricular hypertrophy. Circulation 1997;96:3063‐

3071
11. Tousoulis D, Homaei H, Ahmed N et al. Increased plasma adhesion molecule levels in patients with heart failure who have ischemic heart

disease and dilated cardiomyopathy. American Heart  Journal 2001; 141:277‐280
12. Lorell BH, Carabello B. Left ventricular hypertrophy. Circulation 2000; 102:470‐479
13. Oldberg A, Franzen A, Heinegard D. Cloning and sequence analysis of rat bone sialoprotein (osteopontin) cDNA reveals an Arg–Gly–Asp

cell‐binding sequence. Proc Natl Acad Sci USA 1986;83: 8819‐8823
14. Ashizawa N, Graf K, Do YS et al. Osteopontin is produced by rat cardiac fibroblasts and mediates A(II)‐induced DNA synthesis and collagen

gel contraction. Journal of Clinical Investigations  1996;98 (10): 2218–27.
15. Wang KX, Denhardt DT. Osteopontin: role in immune regulation and stress responses. Cytokine Growth Factor Rev. 2008; 19: 333–45.
16. Okamoto H. Osteopontin and the cardiovascular system. Mol Cell Biochem. 2007; 300: 1–7
17. Collins A, Schnee J, Wang W et al. Osteopontin modulates angiotensin II‐ induced fibrosis in the intact murine heart. J American College

of Cardiology, 2004; 43:1698‐1705
18. Rosenberg M, Zugck C, Nelles M et al. Osteopontin, a new prognostic biomarker in patients with chronic heart failure. Circulation. 2008 ;

1:43‐49
19. Shah RV, Januzzi JL. ST2: a novel remodeling biomarker in acute and chronic heart failure. Curr Heart Fail Rep. March 2010:7: 9–14.
20. Miller AM. Role of IL‐33 in inflammation and disease. Journal of Inflammation 2011, 8:22
21. Schmitz J, Owyang A, Oldham E, Song Y, Murphy E, McClanahan TK, et al. IL‐33, an interleukin‐1‐like cytokine that signals via the IL‐1

receptor‐related protein ST2 and induces T helper type 2‐associated cytokines. Immunity 2005;23:479‐490
22. Yoshida K, Arai T, Yokota T et al. Studies on natural ST2 gene products in the human leukemic cell line UT‐7 using monoclonal antihuman

ST2 antibodies. Hybridoma 1995; 14:419‐427
23. Sanada S.  IL‐33 and ST2 comprise a critical biomechanically induced and cardioprotective signaling system:.; J. Clin. Invest. 2007; 117:1538‐

1549.
24. P Kuneš, Z Holubcová, M Koláčková, J Krejsek. The counter‐regulation of atherogenesis: a role for Interleukin‐33. Acta Medica 2010; 53:125–

129
25. Weinberg EO, Shimpo M, De Keulenaer GW et al. Expression and regulation of ST2, an interleukin‐1 receptor family member, in

cardiomyocytes and myocardial infarction Circulation 2002;106:2961‐2966.
26. Shimpo M, Morrow DA, Weinberg EO, et al. Serum levels of the interleukin‐1 receptor family member ST2 predict mortality and clinical

outcome in acute myocardial infarction Circulation 2004;109:2186‐2190
27. Sabatine MS, Morrow DA, Higgins LJ et al. Complementary roles for biomarkers of biomechanical strain ST2 and N‐terminal prohormone

B‐type natriuretic peptide in patients with ST‐elevation myocardial infarction Circulation 2008; 117:1936‐1944
28. Rehman SU, Muller T, Januzzi JL Rehman SU, Mueller T, Januzzi JL, Jr. Characteristics of the novel interleukin family biomarker ST2 in patients

with acute heart failure. Journal of the American College of Cardiology 2008;52:1458‐65.
29. S Fili, M Karalaki and B Schaller. Therapeutic impocation sof osteoprotegerin. Cancer cell international 2009; 9:26
30. Schoppet M, Preissner KT, Hofbauer LC. RANK ligand and osteoprotegerin: paracrine regulators of bone metabolism and vascular function.

Arterioscler Thromb Vasc Biol 2002 22:549‐553
31. Ueland T, Jemtland R, Godang K, et al. Prognostic value of osteoprotegerin in heart failure after acute myocardial infarction. J Am Coll

Cardiol 2004; 44:1970‐1976
32. Roysland R, Masson S, Omland, Milani V et al. Prognostic value of osteoprotegerin in chronic heart failure: The GISSI‐HF trial. American

Heart Journal. 2010;160: 2
33. K Kościów, R Małecki, R Adamiec. Cytokiny, metaloproteinazy i neopteryna a śmiertelność sercowo‐naczyniowa chorych na przewlekłą

niewydolność nerek. Polski Merkuriusz Lekarski 2007; 127: 54‐57

BARTOSZ MALINOWSKI, GABRIELE FULGHERI, MICHAL
WICINSKI, ELZBIETA GRZESK, GRAZYNA ODROWAZ-
SYPNIEWSKA, GRZEGORZ GRZEŚK, NASSER DARWISH

POTENTIAL MARKERS IN CARDIAC HYPERTROPHY?

Page 45
eJIFCC2012Vol23No2pp041-046



34. X garcia‐Moll, D Cole, E Zouridakis et al. Increased serum neopterin: a marker of coronary artery disease activity in women. Heart 2000;
83: 346‐350

35. I Wietlicka, K Korzeniowska, A Jabłecka. Neopteryna. Farmacja Współczesna 2008; 1: 241‐247
36. Cojocaru IM, Cojocaru M, Burcin C, Atanasiu A. Detection of neopterin as parameter of potential monocyte activation in patients with

acute ischemic stroke. Romanian Journal of Internal Medicine 2007; 45: 365‐369.
37. Hennig F, Stepanenko AV, Lehmkuhl HB, Kukucka M, Dandel M, Krabatsch T, et al. Neurohumoral and inflammatory markers for prediction

of right ventricular failure after implantation of a left ventricular assist device. Gen Thorac Cardiovasc Surg 2011;59:19‐24.
38. S Meili‐Butz, K Buhler, Di John et al. Acute effects of urocortin 2 on cardiac function and propensity for arrhythmias in an animal model of

hypertension‐induced left ventricular hypertrophy and heart failure.  European Journal of heart Failure 2010; 12: 797‐804
39. K Ikeda, K Tojo, G Tokudome. Cardiac expression of urocortin (Ucn) in diseased heart; preliminary results on possible involvement of Ucn

in pathophysiology of cardiac diseases. Molecular and Cellular Biochemistry 2003; 252:25‐32
40. Meili‐Butz S, John D, Buser PT,et al. Acute antiarrhythmic effects of urocortin 2 in the isolated perfused rat heart. Journal of

Cardiovascular Medicine 2008;11:23
41. Saskia C A, de Jager S, Bermudez B, Bot I, et al. Growth differentiation factor 15 deficiency protects against atherosclerosis by attenuating

CCR2‐mediated macrophage chemotaxis.  The JEM. 2011, 14 February; 208 2: 217‐225.
42. Li TS, Hayashi M, Ito H, Furutani A, Murata T, Matsuzaki M, Hamano K. Regeneration of infarcted myocardium by intramyocardial

implantation of ex vivo transforming growth factor‐beta‐preprogrammed bone marrow stem cells. Circulation. 2005; 111: 2438–2445.
43. Ikeuchi M, Tsutsui H, Shiomi T, Matsusaka H, Matsushima S, Wen J, Kubota T, Takeshita A. Inhibition of TGF‐beta signaling exacerbates

early cardiac dysfunction but prevents late remodeling after infarction. Cardiovascular Research. 2004; 64: 526–535.
44. Izumi M, Fujio Y, Kunisada K, et al. Bone morphogenetic protein‐2 inhibits serum deprivation‐induced apoptosis of neonatal cardiac

myocytes through activation of the Smad1 pathway. Journal of Biological Chemistry 2001; 276: 31133–31141.
45. Khan SQ et al. Perusal of risk stratification of acute myocardial infarction for half a century. European Heart Journal 2009; 30:1057‐1065.
46. Bootcov MR, Bauskin AR, Valenzuela SM. MIC‐1, a novel macrophage inhibitory cytokine, is a divergent member of the TGF‐beta

superfamily. Proceedings of  National Academy of Sciences U S A. 1997; 94: 11514–11519.
47. Bottner et al.Expression of a novel member of the TGF‐beta superfamily growth/differentiation factor‐15/macrophage‐inhibiting cytokine‐

1 (GDF‐15/MIC‐1) in adult rat tissues, Cell and Tissue Research 1999; 297:103‐110. 
48. Hsiao et al. Characterization of growth‐differentiation factor‐ 15, a transforming growth factor beta superfamily member induced following

liver injury, Molecular and Cellular Biology 2000;20(10) 3742‐3751.
49. Blobe G, Scheimann W, Loddish H. Role of transforming growth factor beta in human disease.  New England Journal of Medicine 2000:

342:1350‐1358.
50. Border W.A., Noble N.A. Transforming growth factor beta in tissue fibrosis. New  England Journal of Medicine.1994;331:1286–1292
51. Kuwahara F., Kai H., Tokuda K., Kai M., Takeshita A., Egashira K., et al. Transforming growth factor‐β function blocking prevents myocardial

fibrosis and diastolic dysfunction in pressure‐ overloaded rats. Circulation 2002;106:130–135.
52. Deten A., Holzl A., Leicht M., Barth W., Zimmer H.G. Changes in extracellular matrix and in transforming growth factor β isoforms after

coronary artery ligation in rats. Journal of Molecular and Cellular Cardiology 2001;33:1191–1207.
53. Lefer A.M., Tsao P., Aoki N., Palladino M.A. Jr. Mediation of cardioprotection by transforming growth factor‐β. Science 1990; 249:61–64
54. Ju‐Chi Liu, Cheng‐Hsien Chen, Jin‐Jer Chen et al. Urotensin II Induces Rat Cardiomyocyte Hypertrophy via the Transient Oxidization of Src

Homology 2‐Containing Tyrosine Phosphatase and Transactivation of Epidermal Growth Factor Receptor Molecular Pharmacology
2009;76:1186–1195

55. Onan D, Pipolo L, Yang E, Hannan RF et al. Urotensin II Promotes Hypertrophy of Cardiac Myocytes via Mitogen‐Activated Protein Kinases
Molecular Endocrinology 2004;18:2344–2354

POTENTIAL MARKERS IN CARDIAC HYPERTROPHY? BARTOSZ MALINOWSKI, GABRIELE FULGHERI, MICHAL
WICINSKI, ELZBIETA GRZESK, GRAZYNA ODROWAZ-
SYPNIEWSKA, GRZEGORZ GRZEŚK, NASSER DARWISH

Page 46
eJIFCC2012Vol23No2pp041-046


