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The metabolic syndrome refers to the clustering of cardiovascular risk factors that include diabetes, obesity,
dyslipidaemia and hypertension. Due to various definitions and unexplained pathophysiology it is still a source of
medical controversy. Insulin resistance and visceral obesity have been recognized as the most important pathogenic
factors. Insulin resistance could be defined as the inability of insulin to produce its numerous actions, in spite of the
unimpaired secretion from the beta cells. Metabolic abnormalities result from the interaction between the effects of
insulin resistance located primarily in the muscle and adipose tissue and the adverse impact of the compensatory
hyperinsulinaemia on tissues that remain normally insulin-sensitive. The clinical heterogeneity of the syndrome can be
explained by its significant impact on glucose, fat and protein metabolism, cellular growth and differentiation, and
endothelial function. Visceral fat represents a metabolically active organ, strongly related to insulin sensitivity.
Moderating the secretion of adipocytokines like leptin, adiponectin, plasminogen activator inhibitor 1 (PAI-1), tumor
necrosis factor alfa (TNF-alfa), interleukin-6 (IL-6) and resistin, it is associated with the processes of inflammation,
endothelial dysfunction, hypertension and atherogenesis. In 2005, the International Diabetes Federation (IDF) has
proposed a new definition, based on clinical criteria and designed for global application in clinical practice. Visceral
obesity measured by waist circumference is an essential requirement for diagnosis; other variables include increased
triglyceride and decreased HDL levels, hypertension and glucose impairment. Whatever the uncertainties of definition
and etiology, metabolic syndrome represents a useful and simple clinical concept which allows earlier detection of type

2 diabetes and cardiovascular disease.
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INTRODUCTION

The metabolic syndrome refers to the clustering of
cardiovascular risk factors that include diabetes, obesity,
dyslipidaemia and hypertension (1, 2). This clustering of risk
factors, which is not thought to be grouped by chance alone, is
frequently seen in everyday clinical practice. Approximately 1
adult in 4 or 5, depending on the country, has metabolic
syndrome. Incidence increases with age; it has been estimated
that in the category over 50 years of age, metabolic syndrome
affects more than 40% of the population in the United States and
nearly 30% in Europe (2, 3).

Metabolic syndrome has been widely accepted as a simple
clinical tool for earlier detection of type 2 diabetes and
cardiovascular disease (4, 5). It has been estimated that people with
the metabolic syndrome are at twice the risk of developing
cardiovascular disease compared with those without the syndrome,
and experience a five-fold increased risk of type 2 diabetes (1, 4).

However, due to unclear underlying pathophysiologic
processes leading to its development, and confusion between the
conceptual definitions, metabolic syndrome continues to be a
source of medical controversy.

Recently, the American Diabetes Association (ADA) and the
European Association for the Study of Diabetes (EASD) have

advised refocusing on the individual components of the
syndrome without regarding the syndrome as an identifiable
target. This statement was not accepted by the International
Diabetes Federation (IDF), which emphasized that regardless of
the uncertainties of definition and aetiology, it is advisable to
regard the metabolic syndrome as a whole (5, 6).

PATHOPHYSIOLOGY

The association of obesity and metabolic abnormalities with
poor cerebrovascular outcome had been recognized long before
the concept of the metabolic syndrome became popular.
However, it was in 1988 when Dr Gerald Reaven postulated “the
syndrome X“, which we now call the metabolic syndrome (7).
Reaven noticed that there were many people who at the same
time had glucose intolerance, hyperinsulinaemia, high
triglycerides (TG), low high-density lipoprotein (HDL)
cholesterol, and hypertension, all being factors leading to the
development of cardiovascular disease. He proposed insulin
resistance as the driving force of the syndrome, which has
enabled more insight into the condition (7, 8).

Over the past decades many other abnormalities, in
particular chronic pro-inflammatory and pro-thrombotic states,
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were added to the syndrome, rendering the definition more
complex. The issue of abdominal obesity as the core of the
syndrome has gained more attention (9-11). It has been
recognised that metabolic abnormalities linked to insulin
resistance are usually found in patients with abdominal obesity
(12, 13). Although endocrine research had identified insulin
resistance and visceral obesity as important players in its
pathogenesis, they failed to present a unifying hypothesis (Fig.
1). From a practical point of view, it seems that there is no need
to dissociate the two conditions. Insulin resistance is considered
to be at the core of the syndrome, while central obesity is its
most prevalent clinical manifestation (14).

INSULIN RESISTANCE

Insulin resistance can be defined as the inability of insulin to
produce its numerous actions, in spite of the unimpaired
secretion from the beta cells (15-17). Insulin is the most potent
anabolic hormone in our body, which has a significant role in
glucose, fat and protein metabolism, but also influences cellular
growth and differentiation, as well as the endothelial function.

These numerous actions explain the clinical heterogeneity of the
metabolic syndrome (7).

Insulin elicits its various biological responses by binding to
a specific receptor (15, 16). The ability of insulin receptor to
autophosphorylate and phosphorylate intracellular substrates is
crucial for complex cellular responses to insulin (15-17). Insulin
binding to the alfa subunit of insulin receptor results in
conformational changes in the receptor, stimulation of the
tyrosine kinase activity intrinsic to the 3 subunit which in turn
triggers the signalling cascades (Fig. 2).

Insulin receptor transphosphorylation of several substrates
including insulin receptor substrate (IRS) proteins 1-4 leads to
the activation of downstream signalling pathways which mediate
insulin actions. The four IRS proteins show tissue-specific
differences in mediating insulin action, with IRS-1 playing a
prominent role in the skeletal muscle and IRS-2 in the liver. Two
major signalling pathways activated by insulin binding to its
receptor are the phosphatidylinositol-3’-kinase (PI3K) pathway
and mitogenic, or mitogen-activated protein kinase (MAPK)
pathway.

PI3K pathway plays a crucial role in the metabolic actions of
insulin, glycogen, lipid and protein synthesis, vasodilatation and
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Table 1. Definitions of the Metabolic Syndrome
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anti-inflammatory effects. This pathway has been demonstrated
to be upstream of glucose transporters (GLUT) 4 translocation,
by which insulin promotes glucose uptake by muscle and
adipose tissue. The activation of MAPK pathway is associated
with cell growth and proliferation, decrease in nitric oxide
production and procoagulant effects (17, 18).

Insulin resistance could be caused by various genetic and
acquired conditions. Except in a few rare cases involving
antibodies against insulin receptor or mutations in the insulin
receptor gene, insulin resistance of the metabolic syndrome
results from impairments in cellular events distal to the
interaction between insulin and its surface receptor (7, 8).
Metabolic abnormalities result from the interaction between the
effects of insulin resistance located primarily in the muscle and
adipose tissue and the adverse impact of the compensatory
hyperinsulinaemia on tissues that remain normally insulin
sensitive (15, 16).

VISCERAL ADIPOSITY

Although adiposity has been traditionally defined as an
increase in total body mass, visceral fat accumulation has been
found to correlate with a cluster of metabolic abnormalities
observed among the metabolic syndrome patients (19).

Waist circumference is accepted as an easily obtainable
indicator of visceral adiposity. The standard calls for
measurement at the high point of the iliac crest in the supine
position (19-22).

Visceral fat, in comparison with the subcutaneous tissue,
represents a metabolically active organ, strongly related to
insulin sensitivity (23). Adipocytes from visceral fat have a very
different histology and biology from subcutaneous fat.
Subcutaneous fat tissue, characterised by small, insulin-sensitive
adipocytes, is a storage fat depot, without vascular stroma and
cellular infiltration. Fat taken from visceral compartments and
composed of large, insulin resistant adipocytes, has a well-
developed vasculature with the infiltration of inflammatory

cells. Increased lypolisis in large insulin resistant adipocytes
leads to increased synthesis of very-low-density lipoprotein
(VLDL) and low-density lipoprotein (LDL) in the liver, driving
some of typical changes in the lipoprotein profile.

Inflammatory cells regulate adipocyte behaviour as a source
of hormones and cytokines, called adipokines, with
proinflammatory and proatherogenic effects. Circulating levels
of cytokines including resistin, leptin, TNFa, interleukin -6 (IL-
6), C-reactive protein, fibrinogen and plasminogen activator
inhibitor 1 (PAI-1) are generally increased in obese subjects and
in patients with diabetes (23-26). On the contrary, visceral
adiposity is a state with a relative deficiency of adiponectin, a
tissue-specific circulating hormone with insulin-sensitising and
anti-atherogenic properties. Adiponectin stimulates glucose use
and fatty acid oxidation in the muscle, enhances insulin
sensitivity in the liver, increases free fatty acid (FFA) oxidation,
reduces hepatic glucose output and inhibits monocyte adhesion
and macrophage transformation to foam cells within the vascular
wall (24-26).

DEFINITIONS

Throughout the years several classifications for the
metabolic syndrome have been proposed, emphasising insulin
resistance or visceral obesity. However, there are 3 main ones:
The World Health Organization (WHO) definition, the Adult
Treatment Panel III (ATPIII) Report and the International
Diabetes Federation (IDF) consensus on the metabolic syndrome
(Table 1).

According to the WHO definition from 1999, the syndrome
is present in a person with diabetes, impaired fasting glucose,
impaired glucose tolerance or insulin resistance harbouring at
least two of the following criteria: waist-to-hip ratio >0.90 in
men or >0.85 cm in women, serum triglyceride >150mg/dl or
HDL-C<35mg/dl in men and <39mg/dl in women, urinary
albumin excretion rate >20 mcg/min and blood pressure >140/90
mmHg (27).
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In 2001, the National Cholesterol Education Program - Adult
Treatment Panel (NCEP-ATPIII) defined the metabolic
syndrome as having at least three of the following abnormalities:
waist circumference >102 c¢cm in men and >88 ¢cm in women,
serum triglyceride >150mg/dl, HDL-C 40mg/dl in men and
<50mg/dl in women, BP>130/85 mmHg and serum glucose
>110mg/dl (28). This definition was slightly modified in 2005
(2, 14). That same year, the International Diabetes Federation
(IDF) proposed a new definition based on clinical criteria and
designed for global application in clinical practice. This
definition represents modifications of the WHO and ATP III
definitions and places greater emphasis on visceral obesity as the
core feature of the syndrome. Visceral obesity measured by waist
circumference is an essential requirement for the diagnosis,
while other variables employed by ATP 111 are slightly (7Table I).
IDF defined visceral obesity for different ethnic populations
based on waist circumference measurements obtained from
epidemiologic data of various ethnic populations (14).

CONDITIONS ASSOCIATED
WITH THE METABOLIC SYNDROME

Type 2 Diabetes

In insulin resistant state primary effects of insulin blood
glucose, i.e. decreased glucose hepatic production and
increased peripheral glucose uptake in the muscle, are
abolished. As long as the pancreatic beta cells are able to secrete
large amounts of insulin needed to prevent increases in plasma
glucose, normal glucose tolerance is maintained. In individuals
with abnormal beta cells due to both genetic and acquired
conditions, frank hyperglycaemia with relative insulin
deficiency will develop (8, 11, 16, 17). Although approximately
25% of insulin resistant patients have normal glucose tolerance
test, this condition significantly increases the risk of developing
type 2 diabetes (16).

Dyslipidaemia

Insulin resistant state is characterised by resistance to
insulin-inhibited lipolysis in the adipose tissue, leading to
overproduction of FFAs in the plasma and increased FFA uptake
by the liver.

FFA leads to increased liver concentrations of TG and
cholesterol esters (CE). High blood TG concentrations in the
form of VLDL induce cholesterol ester transfer protein (CETP)
activity, which promotes transfer of TG from VLDL to HDL and
a subsequent increase in HDL clearance and decreased HDL
concentrations. It also promotes the transfer of TG into LDL in
exchange for LDL cholesterol ester. The triglyceride-rich LDL
can undergo hydrolysis by hepatic lipase or lipoprotein lipase,
which leads to a small, dense, cholesterol-depleted LDL particle
(SD-LDL).

All three components of atherogenic dyslipidaemia are
individually associated with a cardiovascular risk (29, 39).

Hypertension

Insulin resistance and subsequent hyperinsulinaemia induce
blood pressure elevation by activating sympathetic nervous
system and renin-angiotensin-aldosterone system (RAAS)
resulting in sodium retention and volume expansion, and
endothelial and renal dysfunction (12, 16, 18). Hyperinsulinaemia
stimulates the activation of RAAS in blood vessels and the heart,
generating the production of angiotensin Il and its pro-
atherogenic effects. At the same time, hyperinsulinaemia in

insulin resistant subjects stimulates the MAPK pathway, which
promotes vascular and cardiac injury (15, 16). The local RAAS in
the visceral adipose tissue exerts more powerful systemic effects
compared with the subcutaneous adipose tissue. Angiotensin 11
acts through angiotensin 1 receptors, inhibiting vasodilatatory
effects of insulin on blood vessels and glucose uptake into the
skeletal muscle cells by blocking insulin action on
phosphatydilinositol-3 kinase and protein kinase beta through free
oxygen production (16, 18, 31). This leads to a decrease in nitric
oxide (NO) production in endothelial cells, vasoconstriction in
smooth muscle cells, and GLUT 4 inhibition in the skeletal
muscles. The second mechanism by which insulin resistance
contributes to hypertension includes angiotensin 1 receptor
overactivity, which further leads to vasoconstriction and volume
expansion (12, 17, 18).

Polycystic ovary syndrome (PCOS)

PCOS is the most common endocrine abnormality in
premenopausal women, characterised by oligo/anovulation,
clinical and/or biochemical hyperandrogenism and polycystic
ovarian morphology. Although the pathophysiology is not
completely understood, there is evidence that insulin resistance
and compensatory hyperinsulinaemia play a key role (8, 16, 32,
33). Hyperinsulinaemia acting on normally insulin sensitive
tissues augments androgen production. It has been proposed that
insulin acts directly and indirectly through the pituitary.

Insulin increases LH activity, stimulates ovarian receptors of
insulin and IgF, enhances the amplitude of serum LH pulses,
stimulates adrenal androgen production and suppresses hepatic
production of sex-hormone-binding globulin (SHBG), resulting
in increased testosterone (16, 17, 32-34).

Many studies have proven that women with PCOS are at an
increased risk for the development of type 2 diabetes,
dyslipidaemia, hypertension and cardiovascular disease (33-35).
The prevalence of the metabolic syndrome was found to be
nearly 2-fold higher in women with PCOS than in general
population, matched for age and BMI (34).

Non-alcoholic fatty liver disease

Non-alcoholic fatty liver disease (NAFLD) represents a
spectrum of several non-alcoholic-related steatotic liver
diseases, ranging from benign fatty liver to non-alcoholic
steatohepatitis (NASH), associated with cirrhosis and
hepatocellular carcinoma. Increased prevalence of obesity,
diabetes, hyperlipidaemia, and insulin resistance in patients
with NAFLD implicate a close link with the metabolic
syndrome (35, 36). Insulin resistance, present in 98% of
patients with NAFLD, leads to increased lipolysis and
circulating FFAs, decrease in insulin-mediated glucose
disposal, inhibition of glucose utilization and promotion of
gluconeogenesis (7, 8, 16). Elevated plasma glucose and
insulin concentrations promote de novo fatty acid synthesis
(lipogenesis) and impair B-oxidation, thereby contributing to
the development of hepatic steatosis. Decreased adiponectin
hinders FFAs oxidation contributing to fat accumulation in the
liver (8, 11, 17). However, the reason some patients with benign
disease develop the more aggressive form of NASH is unclear.
It seems reasonable that the development of NASH requires
additional pathophysiologic abnormalities. In the context of
multiple-hit hypothesis oxidative stress and various cytokines
like TNF-a have been implicated in the progression of fatty
liver to NASH. TNF-a, synthesised by hepatocytes and
Kupfter, cells cause hepatocyte injury and inflammation,
leading to the activation of stellate cells and fibrosis (36, 37).
Various cytokines secreted by adipose tissue contribute to



insulin resistance in the muscle and liver (32-38). Recently it
has been postulated that the liver could be the primary source of
systemic insulin resistance. Insulin resistance caused by hepatic
activation of NF-xB promoting systemic inflammation and
insulin resistance in the skeletal muscle was documented in a
mice model (37, 38). Although there is no doubt that insulin
resistance, visceral obesity and fatty liver are strongly
interrelated, it seems that the old question concerning the
metabolic syndrome is raised again: what comes first?

THERAPEUTIC APPROACH TO PATIENTS
WITH THE METABOLIC SYNDROME

The lack of specific algorithm makes the therapeutic
approach to patients with the metabolic syndrome difficult and
heterogeneous. Weight reduction by means of dietary changes
and promotion of physical activity are widely accepted as the
main approaches. Both patients and physicians agree that
unhealthy lifestyle aggravates the underlying pathology (39-41).
However, in clinical practice lifestyle modifications are usually
not sufficient to obtain the target value of individual risk factors.
This fact wunderlines the therapeutic importance of
pharmacological interventions capable of reducing blood
pressure, dyslipidaemia, glucose metabolism impairment and
other abnormalities related to the metabolic syndrome.

Although a clinical diagnosis of the metabolic syndrome is
not sufficient to assess global risk for cardiovascular disease,
this syndrome involves three or more risk factors, often organ
damage and diabetes (1, 2, 8, 14). For this reason the primary
goal in the treatment of patients with the metabolic syndrome
should be the prevention of major vascular events. To achieve
this goal, physicians should pay attention to the choice of drug
in order to avoid aggravation of metabolic abnormalities.

Drugs that improve insulin sensitivity such as metformin
and glitazones are indicated in the treatment of type 2 diabetes.
They have also shown efficacy in the prevention of diabetes
and treatment of PCOS and NASH (42-44). To control
atherogenic dyslipidaemia, a combination therapy of statin and
fibrates is usually required (45). In the treatment of
hypertension a particular emphasis should be placed on ACE
inhibitors and angiotensin II receptor blockers, as these drugs
have shown efficacy in the prevention of diabetes. Central
sympatholytic agents like moxonidine exert additional
beneficial effects of increasing insulin sensitivity (46). If type
2 diabetes is present, in 2/3 of the patients target blood pressure
values can be achieved only with two or more antihypertensive
drugs (12, 13, 46).

Increased understanding of the mechanisms contributing to
the vicious cycle of the metabolic syndrome, as well as critical
analysis of the results of ongoing trials are important for
developing a logical, evidence-based treatment strategy.

CONCLUSION

Whether or not one accepts this condition as a distinct entity,
and in spite of the controversies surrounding its
pathophysiology, the concept of the metabolic syndrome
continues to gain attention. The prevalence of the metabolic
syndrome is increasing at a disturbing rate and within the context
of a proven association with cardiovascular disease, the leading
cause of mortality in the modern world.

In spite of a recent debate, the metabolic syndrome remains
important in the clinical practice, as it integrates the most
common abnormalities representing major cardiovascular risk
factors. The arguments for and against the significance of the
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metabolic syndrome will continue to be a matter for debate. On
the other hand, many other conditions will be added in the
future, creating a vicious cycle of “the ongoing story of the
metabolic syndrome”.

Conflict of interests: None declared.

REFERENCES

1. Grundy SM. Metabolic syndrome pandemic. Arterioscler
Thromb Vasc Biol 2008; 28: 629-636.

2. Cameron AJ, Shaw JE, Zimmet PZ. The metabolic
syndrome: prevalence in worldwide populations. Endocrinol
Metab Clin North Am 2006; 33: 351-375.

3. Ford ES, Giles WH, Mokdad AH. Increasing prevalence of
the metabolic syndrome among U.S. adults. Diabetes Care
2004; 27: 2444-2449.

4. Nesto RW. The relation of insulin resistance syndromes to
risk of cardiovascular disease. Rev Cardiovasc Med 2003; 4:
S11-S18.

5. Alberti KG, Zimmet PZ. Should we dump the metabolic
syndrome? BMJ 2008; 336: 641-643.

6. Kahn R, Ferrannini E, Buse J, Stern M. The metabolic
syndrome: time for a critical appraisal. Diabetes Care 2005;
28: 2289-2304.

7. Reaven GM. Role of insulin resistance in human disease.
Diabetes 1988; 37: 1595-1607.

8. Reaven GM. Pathophysiology of insulin resistance in human
disease. Physiol Rev 1995; 75: 473-486.

9. Shirai K. Obesity as the core of the metabolic syndrome and
the management of coronary heart disease. Curr Med Res
Opin 2004; 20: 295-304.

10. Despres JP, Lemieux I, Bergeron J, et al. Abdominal obesity
and the metabolic syndrome: contribution to global
cardiometabolic risk. Arterioscler Thromb Vasc Biol 2008;
28: 1039-1049.

11. Phillips LK, Prins JB. The link between abdominal obesity
and the metabolic syndrome. Curr Hypertens Rep 2008; 10:
156-164.

12. Sowers JR, Fronlich ED. Insulin and insulin resistance:
impact on blood pressure and cardiovascular disease. Med
Clin North Am 2004; 88: 63-82.

13. Bays H, Abate N, Chandalia M. Adiposopathy: sick fat
causes high blood sugar, high blood pressure and
dyslipidaemia. Future Cardiol 2005; 1: 39-59.

14. Alberti KG, Zimmet P, Shaw J. The metabolic syndrome - a
new worldwide definition. IDF Epidemiology Task Force
Consensus Group. Lancet 2005; 366: 1059-1062.

15. Reaven =~ GM. Insulin  resistance, = compensatory
hyperinsulinemia, and coronary heart disease: syndrome X
revisited. In Handbook of Physiology, Section 7 The Endocrine
System, Vol. I The Endocrine Pancreas and Regulation of
Metabolism. LS Jefferson, AD Cherrington, (eds). New York,
Oxford University Press, 2001, pp. 1169-1197.

16. Reaven GM. Insulin resistance and its consequences. In
Diabetes Mellitus: A Fundamental and Clinical Text. D
LeRoith, SI Taylor, JM Olefasky (eds). Philadelphia,
Lippincott, Williams and Wilkins, 2004, pp. 899-915.

17. Flakoll PJ, Jensen MD, Cherrington AD. Physiological
action of insulin. In Diabetes Mellitus: A Fundamental and
Clinical Text. D LeRoith, SI Taylor, JM Olefasky (eds).
Philadelphia, Lippincott, Williams and Wilkins, 2004, pp.
165-181.

18. Low Wang C, Goalstone ML, Draznin B. Molecular
mechanisms of insulin resistance that impact cardiovacsular
biology. Diabetes 2004; 53: 2735-2740.



24

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

Despres JP. Health consequences of visceral adiposity. Ann
Med 2001; 33: 534-541.

Gabriely I, Ma XH, Yang XM, et al. Removal of visceral
fat prevents insulin resistance and glucose intolerance of
aging. An adipokine-mediated process? Diabetes 2002; 51:
2951-2958.

Despres JP. Is visceral obesity the cause of the metabolic
syndrome? Ann Med 2006; 38: 52-63.

Despres JP. Intra-abdominal obesity: an untreated risk factor
for type 2 diabetes and cardiovascular disease. J Endocrinol
Invest 2006; 29(3 Suppl): 77-82.

Wajchenberg BL. Subcutaneous and visceral adipose tissue:
their relation to the metabolic syndrome. Endocr Rev 2000;
21: 697-738.

Wellen KE, Hotumisligil GS. Obesity-induced inflammatory
changes in adipose tissue. J Clin Invest 2003; 112: 1785-1788.
Nells JG, Olefsky JM. Inflamed fat: what starts the fire? J
Clin Invest 2006; 116: 33-35.

Trayhum P, Woods IS. Adipokines: inflammation and the
pleiotropic role of white adipose tissue. Br J Nutr 2004; 92:
347-355.

World Health Organization. Definition, diagnosis and
classification of diabetes mellitus and its complications.
Geneva, WHO, 1999

Executive summary of the third report of the National
Cholesterol Education Program (NCEP) Expert Panel on
Detection and Treatment of High Blood Cholesterol in Adults
(Adult treatment Pannel IIT). J4MA 2001; 285: 2468-2497.
Caballero AE. Endothelial dysfunction, inflammation and
insulin resistance: a focus on subjects at risk for type 2
diabetes. Curr Diab Rep 2004; 4: 237-246.

Deedwania PC. Metabolic syndrome and vascular disease: is
nature or nurture leading the new epidemic of cardiovascular
disease? Circulation 2004; 109(1): 2-4.

Rahmouni K, Correia MLG, Haynes WG, Mark AL. Obesity-
associated hypertension- new insights into mechanisms.
Hypertension 2005; 45: 9-14.

Cascella T, Palomba S, De Sio I, et al. Visceral fat is
associated with cardiovascular risk in women with
polycystic ovary syndrome. Hum Reprod 2008; 23: 153-159.
Dunaif A. Insulin resistance and the polycystic ovary
syndrome: mechanism and implications for pathogenesis.
Endocr Rev 1997; 18: 774-800.

Apridonidze T, Essah PA, Tuorno MJ, Nestler JE. Prevalence
and characteristics of the metabolic syndrome in women
with polycystic ovary syndrome. J Clin Endocrinol Metab
2005; 90: 1929-1935.

Moran L,Teede H. Metabolic features of the reproductive
phenotypes of polycystic ovary syndrome. Hum Reprod
Update 2009; 15: 477-488.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

Kotronen A, Yki-Jarvinen H. Fatty liver: A novel component
of the metabolic syndrome. Arterioscler Thromb Vasc Biol
2008; 28: 27-38.

Lazar MA. The humoral side of insulin resistance. Nat Med
2006; 12: 43-44.

Cai D, Yuan M, Frantz DF, et al. Local and systemic insulin
resistance resulting from hepatic activation of IKK-beta and
NF-kappaB. Nat Med 2005; 11: 183-190.

Giugliano D, Ceriello A, Esposito K. The effects of diet on
inflammation: emphasis on the metabolic syndrome. J Am
Coll Cardiol 2006; 48: 677-685.

Zwirska-Korczala K, Konturek SJ, Sodowski M, et al. Basal
and postprandial plasma levels of PYY, ghrelin,
cholecystokinin, gastrin and insulin in women with
moderate and morbid obesity and metabolic syndrome. J
Physiol Pharmacol 2007; 58(Suppl. 1): 13-35.

Zoladz JA, Pilc A, Majerczak J, Grandys M, Zapart-
Bukowska J, Duda K. Endurance training increases
plasma brain-derived neurotrophic factor concentration in
young healthy men. J Physiol Pharmacol 2008; 59(Suppl.
7): 119-132.

Ferrucci A, Sciarretta S, Valenti V, Tocci G. How to manage
metabolic syndrome: clinical approach based on
cardiovascular risk profile. High Blood Press Cardiovasc
Prev 2005; 12: 231-238.

Cheang KI, Huszar JM, Best AM, Sharma S, Essah PA,
Nestler JE. Long-term effect of metformin on metabolic
parameters in the polycystic ovary syndrome. Diab Vasc Dis
Res 2009; 6: 110-119.

Zwirska-Korczala K, Sodowski A, Konturek SJ, et al.
Postprandial response of ghrelin and PYY and indices of
low-grade chronic inflammation in lean women with
polycytic ovary syndrome. J Physiol Pharmacol 2008;
59(Suppl 2): 161-178.

Ascaso J, Gonzalez Santos P, Hernandez MA, et al.
Management of dyslipidemia in the metabolic syndrome:
recommendations of the Spanish HDL-Forum. Am J
Cardiovasc Drugs 2007; 7: 39-42.

Bakris GL. Current perspectives on hypertension and
metabolic syndrome. J Manag Care Pharm 2007; 13: S3-S5.

Received: October 15, 2009
Accepted: December 11, 2009

Author’s address: Prof. Lea Duvnjak, MD, PhD, Vuk

Vrhovac University Clinic, Dugi dol 4a, Zagreb, Croatia; E-mail:
lduvnjak@idb.hr



