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ABSTRACT
The incidence of metabolic syndrome (MetS) increases with age, something which is more noticeable in 

women, particularly perimenopausal women. Weight gain and the development of abdominal obesity are 

considered to be the main cause of increased risk of MetS and cardiometabolic factors in perimenopausal 

women. Increased visceral adipose tissue correlates with elevated insulin resistance, inflammation, hyper- 

tension and hyperlipidaemia in middle-aged women. 

In recent years, particular attention has been drawn to the endocrine role of adipose tissue, mainly vis-

ceral adipose tissue, and the concentrations of adipokines and inflammation markers such as: leptin, 

adiponectin, free fatty acids, adipocyte fatty acid binding protein, C-reactive protein (CRP), and inflamma-

tory cytokines. The development of abdominal obesity is mostly associated with a loss of the protective 

role of oestrogens and a relative increase of circulating androgens. After menopause, the adipose tissue 

serves as the primary source of oestrogen production via aromatisation that converts androstenedione 

and testosterone to oestrone and 17b-oestradiol (E2), respectively. Studies looking at the relation between 

menopause and MetS conducted over the past years have mostly focused on the analysis of such hor-

mone balance parameters as: E2, free oestradiol, oestrone and androgenic indicators: total testosterone, 

free testosterone, sex hormone binding globulin or dehydroepiandrosterone sulfate. In most cases, the 

results of the research indicate a greater importance of androgenic markers in the assessment of MetS 

and cardiometabolic risk factors occurrence in perimenopausal and postmenopausal women. 
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Introduction 

Metabolic Syndrome (MetS) is a co-occurrence of 
risk factors of metabolic origin, favouring the devel-
opment of cardiovascular diseases of atherosclerotic 
and type 2 diabetes origins. In recent years, various 
organisations have been introducing criteria for MetS 
diagnosis. Currently, metabolic syndrome is defined on 
the basis of occurrence of the following: abdominal obe-
sity, hypertension, low HDL-cholesterol levels, elevated 
levels of triglycerides (TG) and hyperglycaemia. Ac-
cording to the International Diabetes Federation (IDF),  
abdominal obesity and two additional criteria are es-
sential for a MetS diagnosis [1]. In 2009, IDF criteria 
were updated and harmonised with the recommen-
dations of other associations and organisations such 
as: the National Heart, Lung and Blood Institute, the 

American Heart Association, the World Health Federa-
tion, the International Atherosclerosis Society and the 
International Association for the Study of Obesity. How-
ever, the most important change was the introduction 
of a choice of three out of five criteria, excluding a need 
for abdominal obesity occurrence when diagnosing 
MetS (Tab. 1) [2]. 

In recent years, a notion of ‘cardiometabolic risk’ 
has arisen. Cardiometabolic risk is defined as the co-oc-
currence of risk factors that increase the risk of cardiac 
diseases and type 2 diabetes. Cardiometabolic risk is 
not a disease but rather a group of disorders, which, 
occurring individually or together, can increase cardiac 
disease and type 2 diabetes risks. The following can 
be listed as cardiometabolic risk factors: abdominal 
obesity, low HDL-C levels, high levels of triglycerides, 
total cholesterol, LDL cholesterol, glucose, increased 
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Table 1. Chosen definitions of MetS

NCEPT: ATPIII1 (2001)

Any three out of the following: 
– waist circumference in men > 102 cm, in women > 88 cm
– plasma TG concentration ≥ 150 mg/dL or HDL-C < 40 mg/dL in men and < 50 mg/dL in women
– arterial pressure ≥ 130/85 mm Hg
– fasting glucose ≥ 110 mg/dL

IDF2 (2005)

Improper waist circumference (depending on population) in European men ≥ 94 cm, in women ≥ 80 cm
Plus two of the following:
– plasma TG concentration ≥ 150 mg/dL or HDL-C < 40 mg/dL in men and < 50 mg/dL in women or hypoglycaemia treatment
– arterial pressure ≥ 130/85 mm Hg or antihypertensive treatment
– fasting glucose ≥ 100 mg/dL or hypoglycaemia treatment

Consensus definition IDF and AHA/NHLBI3 (2009)

Any three of the following: 
– improper waist circumference (depending on population) in European men ≥ 94 cm, in women ≥ 80 cm
– plasma TG concentration ≥ 150 mg/dL or HDL-C<40 mg/dL in men and < 50 mg/dL in women or hypoglycaemia treatment
– arterial pressure ≥ 130/85 mm Hg or antihypertensive treatment
– fasting glucose ≥ 100 mg/dL or hypoglycaemia treatment

1National Cholesterol Education Programme Adult Treatment Panel III; 2International Diabetes Federation; 3American Heart Association/National 
Heart Lung and Blood Institute; TG — triglycerides; HDL-C — high-density lipoprotein-cholesterol

rates of insulin resistance and inflammation, hyperten-
sion, and smoking.

The results of epidemiological research indicate 
a high prevalence of MetS in the USA and in Europe, 
including Poland. It is estimated that 20–25% of the adult 
population of developed countries meet the MetS diag-
nostic criteria [3]. The results of the multi-centre Polish 
Research on Health State of Population programme 
(WOBASZ — Wielkoośrodkowe Ogólnopolskie Badanie 
Stanu Zdrowia Ludności) show that in Poland MetS is 
diagnosed in every fifth person on average (19–23% 
of men and 19–20% of women) [4]. It is estimated that 
individuals with MetS have a two-fold increased risk of 
cardiac disease and a five-fold increased risk of type 2  
diabetes.

The incidence of MetS increases with age, some-
thing which is more noticeable in women, particularly 
perimenopausal women. According to various data, 
the prevalence of MetS during this period increases 
significantly and is estimated to be 31–41% [5–7]. It 
has been proven that in postmenopausal women the 
risk of MetS is increased by up to 60%, not dependent 
on BMI, age or physical activity [8]. 

Weight gain and the development of abdominal 
obesity are considered the main cause of increased 
risk of MetS and cardiometabolic factors in perimeno-
pausal women. Increased visceral adipose tissue cor-
relates with elevated insulin resistance, inflammation, 
hypertension and hyperlipidaemia in middle-aged 
women. In recent years, particular attention has been 
drawn to the endocrine role of adipose tissue, mainly 
visceral adipose tissue. It has been shown that adi-
pose tissue can influence the development of MetS 

by secreting adipokines as well as growth factors and 
cytokines. These compounds participate in a number of 
metabolic processes related to carbohydrate and lipid 
balance, inflammations, coagulation, feelings of hunger 
and satiety in the central nervous system. While setting 
criteria for MetS diagnosis, the International Diabetes 
Federation (IDF) focused on obesity as the main crite-
rion for MetS and supplemented the classification of 
MetS with additional parameters such as: concentration 
of leptin, adiponectin, free fatty acids, CRP, inflamma-
tory cytokines (Il-6, TNF-a), and prothrombotic factors 
(fibrinogen, PAI-1) [9]. These parameters are known as 
‘platinum standards’ due to their significant role in the 
development of MetS [10]. 

Relation of CRP, adiponectin, leptin and 
A-FABP to MetS and cardiometabolic 
risk factors incidence in women

CRP

Low-intensity inflammation is an important factor in 
subjects with MetS and can contribute to an increased 
risk of cardiovascular diseases and the development 
of diabetes. Among various studied inflammatory 
biomarkers, CRP is the best documented and most 
standardised parameter. Numerous studies have 
confirmed a relation between CRP and MetS and 
cardiometabolic risk factors [10–12]. A strong correla-
tion between CRP and MetS factors, LDL, insulin and 
HOMA-1 level has been demonstrated. Ridker et al. 
in their eight-year prospective study (Women Health 
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Study) found that CRP above 3 mg/L in MetS women 
is related to a higher relative risk (RR) of cardiovascu-
lar disorders [13]. Studies using recombinant human 
CRP have demonstrated that CRP can directly inter-
fere with the insulin signalling pathway and stimulate 
inflammation in the vascular endothelium by increas-
ing the expression of adhesion molecules [14, 15].  
Furthermore, it has been observed that leptin cor-
related positively with CRP in MetS subjects, while the 
correlation of adiponectin with CRP was negative [16].  
It is worth mentioning that CRP is a sensitive but 
non-specific inflammatory biomarker, which makes its 
contribution in the assessment of cardiometabolic risk 
difficult to quantify. 

Adiponectin 

Adiponectin is a polypeptide hormone that is pro-
duced and secreted into the blood by mature adipo-
cytes. Adiponectin level in the blood is relatively high 
compared to other hormones and constitutes 0.01% of 
all plasma proteins. Furthermore, adiponectin concen-
tration is higher in women than in men and increases 
with age. Also, higher levels of adiponectin are observed 
in postmenopausal women compared to premeno-
pausal women. Reduced adiponectin level is related 
to obesity, MetS, type 2 diabetes and cardio-vascular 
disorders. Adiponectin influences a number of meta-
bolic processes, particularly glucose and fatty acid me-
tabolism in the liver and muscles. Therefore, it presents 
anti-inflammatory, antiatherosclerotic and insulin-sen-
sitising activity. A lower adiponectin concentration is 
also considered to be a link between visceral obesity 
and insulin resistance [17]. The latest studies suggest 
that adiponectin improves insulin sensitivity better in 
postmenopausal than in premenopausal women [18].

Leptin 

Leptin is a hormone secreted by adipocytes which 
is involved in the regulation of food intake and ener-
gy balance. After binding leptin to receptors in the 
hypothalamus, neurons cease to produce neuropep-
tide Y — an appetite stimulant. By these means, the 
hormone suppresses the appetite and stimulates the 
sympathetic system. Leptin concentration correlates 
positively with the amount of body fat and is higher in 
women than in men [19]. However, no difference was 
found among groups of premenopausal and postmeno-
pausal women. In women, leptin is secreted mainly by 
subcutaneous adipose tissue [20]. Disorders of leptin 
secretion as well as lack of receptors’ sensitivity for 
this hormone often lead to excess weight or obesity. 
In the majority of cases, obesity is accompanied by 
hyperleptinaemia; it seems that obese people become 

insensitive to the effects of endogenous leptin. Numer-
ous studies have proved the participation of leptin in 
the development of insulin resistance, hypertension or 
hyperleptinaemia [21].

Adipocyte fatty acid binding protein (A-FABP) 
— a new adipokine related to pathophysiology, 
MetS occurrence and cardiometabolic risk factors 

A-FABP belongs to the fatty acid binding pro-
teins. Mostly it is synthesised and released by 
subcutaneous adipocytes. In adipocytes, it con-
stitutes almost 1% of the total cytosol protein, 
while, to a smaller extent, it is produced in macro-
phages and endothelial cells. Cytoplasmic A-FABP 
binds mainly long chained fatty acids, then directs 
them to appropriate intracellular disposal [22].  
A-FABP participates in the pathophysiology of MetS, 
particularly by inducing hypertriglyceridaemia and in-
sulin resistance. Studies in animals have demonstrated 
that A-FABP deletion protected obese mice from insulin 
resistance, hyperinsulinaemia and increased glucose 
concentration [23]. Moreover, A-FABP participates in 
the development of atherosclerotic lesions by promot-
ing the accumulation of triglycerides and cholesterol in 
macrophages and inducing proinflammatory cytokines 
in macrophages. A-FABP’s influence on endothelial cell 
proliferation and angiogenesis has also been suggest-
ed. In recent years, A-FABP has been recognised as 
a biomarker of MetS, type 2 diabetes and cardiovascular 
disorders [24]. It has been also demonstrated that se-
rum A-FABP concentration is higher in women than in 
men, similarly to the relation of A-FABP and cardiomet-
abolic risk factors. It is suggested that this difference 
is due to women’s greater content of subcutaneous 
adipose tissue.

Relation of sex hormones to MetS, type 
2 diabetes and cardiometabolic risk 
factors incidence in women

The development of abdominal obesity, and thereby 
higher incidence of MetS or type 2 diabetes in perimeno-
pausal and postmenopausal women, is mostly asso-
ciated with a loss of the protective role of oestrogens 
and a relative increase of circulating androgens. After 
the menopause, when ovarian production ceases and 
ovarian feedback is lost, the adipose tissue serves as 
the primary source of oestrogen production via aroma-
tisation that converts androstenedione and testosterone 
to oestrone (E1) and E2, respectively. Therefore, obese 
postmenopausal women have higher concentrations of 
E2, E1 and oestrone sulfate than non-obese postmeno-
pausal women [25, 26]. Studies looking at the relation 
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between menopause and MetS conducted over recent 
years have mostly focused on the analysis of such 
hormone balance parameters as: 17b-oestradiol, 
free oestradiol, oestrone and androgenic indicators: 
total testosterone, free testosterone, sex hormone 
binding globulin (SHBG) or dehydroepiandrosterone 
sulfate (DHEA-S). In most cases, the results of the 
research indicate a greater importance of androgenic 
markers (especially testosterone and SHBG) in the 
assessment of MetS and cardiometabolic risk factors 
occurrence in perimenopausal and postmenopausal 
women [27, 28]. 

Sex hormone binding globulin (SHBG)

Sex hormone binding globulin (SHBG) is a protein 
synthesised in the liver that transports sex hormones 
into the blood. Since SHBG has a higher affinity to 
testosterone binding than oestradiol binding, it is con-
sidered an efficient androgenisation biomarker [29]. 
Assessing total testosterone concentration including 
SHBG allows a calculation of the amount of bioavailable 
testosterone and free androgen index.

In women, oestrogens stimulate SHBG synthesis, 
whereas androgens, insulin and excess weight, partic-
ularly visceral obesity, influence a decrease of SHBG 
synthesis. It has been demonstrated that the positive 
effect of oestrogens on SHBG synthesis is stronger 
in premenopausal than in postmenopausal women. 
A number of studies indicate that insulin is a potent 
inhibitor of SHBG synthesis; therefore, this protein 
is considered a good indicator of insulin resistance. 
Reduced SHBG concentration is observed as an effect 
of severe androgenisation and hyperinsulinaemia in 
women with polycystic ovary syndrome (PCOS) and 
in obese postmenopausal women [30, 31]. A relation 
has also been demonstrated in women between re-
duced SHBG concentration and MetS incidence, type 2  
diabetes and cardiovascular disorders. Low plasma 
concentration of SHBG is weakly associated with type 2  
diabetes in men [32]. 

Testosterone

Testosterone is a steroid hormone, which is secreted 
primarily by the testicles of males and the ovaries of 
females, although small amounts are also secreted by 
the adrenal glands. In postmenopausal women without 
diabetes, endogenous total and free testosterone con-
centration is positively associated with markers of in-
sulin resistance and measures of adiposity [33–35]. On 
the contrary, testosterone is inversely associated with 
adiposity in men. Experiments in female rats showed 
that testosterone impairs insulin-mediated glucose 
uptake and increases lipogenesis [36]. The results of 

cross-sectional studies have shown that middle-aged 
women with type 2 diabetes had significantly higher 
levels of testosterone compared to controls, whereas 
men with type 2 diabetes had significantly lower plasma 
total testosterone. These sex-dependent differences 
remained significant even after adjusting for study-level 
differences in age, race and diabetes diagnosis criteria, 
as well as internal control for BMI and WHR. Several 
potential explanations exist for the elevations in an-
drogen levels in postmenopausal diabetic women. It is 
possible that the reduction in SHBG concentration in 
diabetic women permits more testosterone to circulate 
in its unbound or active form. Moreover, the ovaries of 
postmenopausal women remain hormonally active, 
with an increase in the ratio of androgen to oestrogen 
production [37]. 

Dehydroepiandrosterone sulfate 

Dehydroepiandrosterone (DHEA) is a steroid 
hormone produced in the adrenal cortex from 
cholesterol. It is the primary precursor of natu-
ral oestrogens. Dehydroepiandrosterone sulfate 
(DHEAS) is a more stable circulating form of this 
hormone. Endogenous DHEAS has been positively 
associated with both insulin resistance and cen-
tral adiposity in postmenopausal women [38, 39].  
However, other studies have suggested that DHEAS 
is inversely associated with diabetes and insulin re-
sistance, or is not associated with insulin resistance 
and other components of metabolic syndrome [40]. 
Human investigations of exogenous DHEA and glucose 
metabolism have yielded controversial results [41, 42]. 
Some authors have found that treatment with DHEA 
decreased visceral adiposity and improved insulin 
action, while others did not observe any benefits of 
DHEA [43, 44]. 

Oestradiol

The results examining an association between 
oestradiol (E2) concentration and the parameters of 
metabolic syndrome and type 2 diabetes are diver-
gent. Although some studies have shown a positive 
correlation between oestradiol and insulin resistance 
or type 2 diabetes in postmenopausal women, even 
after controlling for BMI [45, 46], other studies have 
shown no such relationship [47]. The relationship 
between elevated oestradiol concentration and met-
abolic syndrome parameters is mainly explained by 
the fact that E2 concentration is a marker of increased 
aromatase conversion of androgens in adipocytes of 
postmenopausal women. The free E2 is a better mark-
er of metabolic disturbances because this fraction is 
more biologically active and is associated with a lower 

http://en.wikipedia.org/wiki/Steroid_hormone
http://en.wikipedia.org/wiki/Testicles
http://en.wikipedia.org/wiki/Male
http://en.wikipedia.org/wiki/Ovaries
http://en.wikipedia.org/wiki/Female
http://en.wikipedia.org/wiki/Adrenal_gland
http://en.wikipedia.org/wiki/Cholesterol
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level of SHBG in women. E2 may be associated with 
diabetes risk through its relation to insulin resistance, 
adiposity, and/or inflammatory markers. High endog-
enous E2 in physiological states such as puberty, the 
luteal phase of the menstrual cycle, and late pregnan-
cy, are associated with insulin resistance and may in-
volve reduced glucose transporter 4 (GLUT4) muscle 
expression [48]. Although studies of low-dose exoge-
nous E2 in the form of hormone replacement therapy 
have been associated with a lower risk of diabetes in 
postmenopausal women, other studies have found 
exogenous oral E2 administration at higher doses 
to be associated with greater insulin resistance [46].  
Endogenous E2 is also associated with the develop-
ment of adiposity [35, 49], although endogenous E2,  
itself, results from aromatisation of androgens in 
adipocytes; thus, the relationship between E2 and 
adiposity is likely to be bidirectional. One animal 
study suggested that E2 may have direct effects on 
adipocyte enlargement, and in consequence, weight 
gain [50], although other studies show the opposite 
effect [51, 52]. E2 may also have effects on diabetes 
incidence through its association with inflammatory 
markers. Elevated inflammatory factors such as 
CRP have been found in women on oral oestrogen 
treatment [53], and inflammatory markers have also 
been positively associated with endogenous oestrone 
levels [54]. Because inflammatory markers have been 
linked to the development of diabetes [55], this might 
provide another mechanism by which E2 could lead to 
diabetes. E2 is also associated with lipid abnormalities 
and lower physical activity [56]. 

Follicle-stimulating hormone

Follicle-stimulating hormone (FSH) is a glycoprotein 
secreted by the anterior pituitary gland. In men, FSH 
stimulates the seminiferous epithelium and synthesis of 
testosterone, while in the follicular phase in premeno-
pausal women it stimulates follicular development and 
initiates oestrogen synthesis; in the luteal phase, it 
stimulates the production of progesterone. Secretion 
of FSH is regulated by oestradiol and testosterone 
affecting hypothalamus by a negative feedback. In the 
early stage of the postmenopausal period, FSH level 
is changeable; however, in the late stage it increases 
(above 25 IU/L). The highest FSH concentration can 
be observed 2–3 years after menopause when oes-
trogen production is reduced and hormone balance 
is set at a new level with low oestrogen concentration 
and high gonadotropin concentration. According to 
the latest recommendations [Stages of Reproductive 
Ageing Workshop (STRAW) + 10], the level of FSH 
and oestradiol (E2) is stabilised about two years after 
the last menstruation [57, 58]. FSH measurement  

is used mostly in infertility and impotence diagnos-
tics, as well as in menstrual and maturation disor-
ders. The association between FSH and MetS factors 
is described mostly in premenopausal PCOS women 
and men with type 2 diabetes. PCOS is related to 
weight excess and visceral obesity as well as the 
development of insulin resistance. The probability 
of type 2 diabetes occurrence is 5-10-fold higher 
in PCOS women compared to healthy women. In 
PCOS women, a higher LH concentration and an 
unchanged/decreased FSH level can be observed. In 
PCOS diagnostics, LH/FSH evaluation (value up to 2.5)  
is used [59, 60]. Reduced LH and FSH along with low 
free testosterone level (hypogonadotropic hypogo-
nadism) can be observed in 25% of men with type 2  
diabetes. Hypogonadotropic hypogonadism in men 
is related to visceral obesity, insulin resistance, MetS 
and increased CRP [61]. After menopause, a negative 
correlation between the concentration of FSH and BMI 
has also been observed [62, 63]. 

Conclusion 

The incidence of MetS or type 2 diabetes increases 
with age, something which is more noticeable in wom-
en, particularly perimenopausal women. Recent studies 
have clearly shown that the development of metabolic 
disorders is significantly associated with concentrations 
in the circulation of adipokines and sex hormones in 
women during menopausal transition. 

References

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

2.	 Alberti KG, Eckel RH, Grundy SM et al. Harmonizing the metabolic 
syndrome: a joint interim statement of the International Diabetes 
Federation Task Force on Epidemiology and Prevention; National 
Heart, Lung, and Blood Institute; American Heart Association; 
World Heart Federation; International Atherosclerosis Society; and 
International Association for the Study of Obesity. Circulation 2009; 
120: 1640–1645.

3.	 Ford ES, Giles WH, Dietz WH. Prevalence of the metabolic syndrome 
among US adults. Findings from the Third National Health and Nutrition 
Examination Survey. JAMA 2002; 287: 356–359.

4.	 Wyrzykowski B., Zdrojewski T., Sygnowska E et al.. Epidemiologia 
zespołu metabolicznego w Polsce. Wyniki programu WOBASZ. Kardiol 
Pol 2005; 63: 1–4.

5.	 Marjani A, Moghasemi S. The Metabolic syndrome among postmeno-
pausal women in Gorgan. Int J Endocrinol 2012; 202 Article ID 953627.

6.	 Azizi F, Salehi P, Etemadi A, Zahedi-Asl S. Prevalence of metabolic 
syndrome in an urban population: Tehran Lipid and Glucose Study. 
Diabetes Res Clin Pract 2003; 61: 29–37. 

7.	 Ford ES, Giles WH, Dietz WH. Prevalence of the metabolic syndrome 
among US adults. JAMA: J Am Med Assoc 2002; 287: 356–359. 

8.	 McNeill AM, Rosamond WD, Girman CJ. The metabolic syndrome and 
11-year risk of incident cardiovascular disease in the atherosclerosis 
risk in communities study. Diabetes Care 2005; 28: 385–390.

9.	 Odrowąż-Sypniewska G. Markers of pro-inflammatory and pro-
-thrombotic state in the diagnosis of metabolic syndrome. Adv Med 
Sci 2007; 52: 246–250.



82

folia Medica copernicana 2014, vol. 2, no. 3

www.fmc.viamedica.pl

10.	 The IDF worldwide definition of the metabolic syndrome: http://www.
idf.org/metabolic- syndrome.

11.	 Yudkin JS, Juhan-Vague I, Hawe E et al. The HIFMECH Study group. 
Low-grade inflammation may play a role in the etiology of the meta-
bolic syndrome in patients with coronary heart disease: the HIFMECH 
study. Metabolism 2004; 53: 852–857. 

12.	 Festa A, D’Agostino R Jr, Howard G et al. Chronic subclinical inflam-
mation as part of the insulin resistance syndrome: the Insulin Resi-
stance Atherosclerosis Study (IRAS). Circulation 2000; 102: 42–47.

13.	 Ridker PM, Buring JE, Cook NR, Rifai N. C-reactive protein, the meta-
bolic syndrome, and risk of incident cardiovascular events: an 8-year 
follow-up of 14 719 initially healthy American women. Circulation 
2003; 107: 391–397. 

14.	 Xu JW, Morita I, Ikeda K et al. C-reactive protein suppresses insulin 
signaling in endothelial cells: role of spleen tyrosine kinase. Mol 
Endocrinol 2007; 21: 564–573. 

15.	 Pasceri V., Willerson J.T., Yeh E.T. Direct proinflammatory effect of 
C-reactive protein on human endothelial cells. Circulation 2000; 
102: 2165–2168. 

16.	 Sugiura K, Tamakoshi K, Yatsuya H, et al. Contribution of adipocy-
tokines to low-grade inflammatory state as expressed by circulating 
C-reactive protein in Japanese men: comparison of leptin and adi-
ponectin. Int J Cardiol 2008;130: 159–164. 

17.	 Ryo M, Nakamura T, Kihara S et al. Adiponectin as a biomarker of the 
metabolic syndrome. Circ J 2004; 68: 975–981. 

18.	 Tamakoshi K, Yatsuya H, Wada K et al. The transition to menopause 
reinforces adiponectin production and its contribution to improvement 
of insulin-resistant state. Clin Endocrinol 2007; 66: 65–71.

19.	 Huang KC, Lin RC, Kormas N et al. Plasma leptin is associated with 
insulin resistance independent of age, body mass index, fat mass, 
lipids, and pubertal development in nondiabetic adolescents. Int. J. 
Obes. Relat. Metab. Disord. 2004; 28: 470–475.

20.	 Van Harmelen V, Reynisdottir S, Eriksson P et al. Leptin secretion 
from subcutaneous and visceral adipose tissue in women. Diabetes 
1998; 47: 913–917.

21.	 Patel SB, Reams GP, Spear RM, Freeman RH, Villarreal D. Leptin: 
linking obesity, the metabolic syndrome, and cardiovascular disease. 
Curr Hypertens Rep 2008; 10: 131–137.

22.	 Kralisch S, Fasshauer M. Adipocyte fatty acid binding protein: a novel 
adipokine involved in the pathogenesis of metabolic and vascular 
disease? Diabetologia 2013; 56: 10–21.

23.	 Baar RA, Dingfelder CS, Smithet LA et al. Investigationof in vivo fatty 
acid metabolism in AFABP/aP2−/− mice. Am J Physiol Endocrinol 
Metab 2005; 288: 187–193.

24.	 Xu A, Tso AWK, Cheung BMY et al. Circulating adipocyte-fatty 
acid binding protein levels predict the development of the meta-
bolic syndrome: a 5-year prospective study. Circulation 2007; 115: 
1537–1543.

25.	 Mahabir S, Baer DJ, Johnson LL et al. Usefulness of body mass index 
as a sufficient adiposity measurement for sex hormone concentration 
associations in postmenopausal women. Cancer Epidemiol. Biomar-
kers Prev 2006; 15: 2502–2507.

26.	 Liedtke S, Schmidt ME, Vrieling A et al.: Postmenopausal sex hormo-
nes in relation to body fat distribution. Obesity (Silver Spring) 2012; 
20: 1088–1095.

27.	 Weinberg ME, Manson JE, Buring JE et al. Low sex hormone-binding 
globulin is associated with the metabolic syndrome in postmenopau-
sal women. Metabolism 2006; 55: 1473–1480. 

28.	 Ziaei S, Mohseni H. Correlation between Hormonal Statuses and 
Metabolic Syndrome in Postmenopausal Women. J Family Reprod 
Health 2013; 7: 63–66. 

29.	 Lee CC, Kasa-Vubu JZ, Supiano MA. Androgenicity and obesity are 
independently associated with insulin sensitivity in postmenopausal 
women. Metabolism 2004; 53: 507–512.

30.	 Akin F, Bastemir M, Alkis E. Effect of insulin sensitivity on SHBG levels 
in premenopausalversus postmenopausal obese women. Adv Ther 
2007; 24: 1210–1220.

31.	 Akin F, Bastemir M, Alkiş E, Kaptanoglu B. SHBG levels correlate 
with insulin resistancein postmenopausal women. Eur J Intern Med 
2009; 2: 162–167.

32.	 Kim C, Halter JB. Endogenous sex hormones, metabolic syndrome, 
and diabetes in men and women. Curr Cardiol Rep 2014; 16: 467.

33.	 Goodman-Gruen D, Barrett-Connor E. Sex differences in the asso-
ciation of endogenous sex hormone levels and glucose tolerance 
status in older men and women. Diabetes Care 2000; 23: 912–918. 

34.	 Mahabir S, Baer DJ, Johnson LL et al. Usefulness of body mass index 
as a sufficient adiposity measurement for sex hormone concentration 
associations in postmenopausal women. Cancer Epidemiol Biomar-
kers Prev 2006; 15: 2502–2507.

35.	 McTiernan A, Wu L, Chen C et al. Relation of BMI and physical 
activity to sex hormones in postmenopausal women. Obesity 2006; 
14: 1662–1677.

36.	 Rincon J, Holmang A, Wahlstrom EO et al. Mechanism behind insulin 
resistance in rat skeletal muscle after oophorectomy and additional 
testosterone treatment. Diabetes 1996; 45: 615–621.

37.	 Ala-Fossi SI, Macnpea J, Aine R, Punnonen R. Ovarian testosterone 
secretion during perimenopause. Maturitas 1998; 29: 239–245. 

38.	 Saruç M, Yüceyar H, Ayhan S, Türkel N, Tuzcuoglu I, Can M. The 
association of dehydroepiandrosterone, obesity, waist-hip ratio and 
insulin resistance with fatty liver in postmenopausal women: a hype-
rinsulinemic euglycemic insulin clamp study. Hepatogastroenterology 
2003; 50: 771–774.

39.	 Villareal DT, Holloszy JO. Effect of DHEA on abdominal fat and insulin 
action in elderly women and men: a randomized controlled trial. JAMA 
2004; 292: 2243–2248.

40.	 Livingstone C, Collison M. Sex steroids and insulin resistance. Clin 
Sci 2002; 102: 151–166.

41.	 Barrett-Connor E, Ferrara A. Dehydroepiandrosterone, dehydroepian-
drosterone sulfate, obesity, waist-hip ratio, and noninsulin-dependent 
diabetes in postmenopausal women: the Rancho Bernardo Study.  
J Clin Endocrinol Metab 1996; 81: 59–64. 

42.	 Basu R, Dalla Man C, Campioni M et al. Two years of treatment with 
dehydroepiandrosterone does not improve insulin secretion, insulin 
action, or postprandial glucose turnover in elderly men or women. 
Diabetes 2007; 56: 753–766. 

43.	 Nair KS, Rizza RA, O’ Brien P. et al. DHEA in elderly women and DHEA 
or testosterone in elderly men. N Engl J Med 2006; 355: 1647–1659.

44.	 Villareal DT, Holloszy JO. Effect of DHEA on abdominal fat and insulin 
action in elderly women and men: a randomized controlled trial. JAMA 
2004; 292: 2243–2248. 

45.	 Ding EL, Song Y, Manson JE, Rifai N, Buring JE, Liu S. Plasma sex 
steroid hormones and risk of developing type 2 diabetes in women: 
a prospective study. Diabetologia 2007; 50: 2076–2084

46.	 Godsland IF. Oestrogens and insulin secretion. Diabetologia 2005; 
48: 2213–2220.

47.	 Oh JY, Barrett-Connor E, Wedick NM, Wingard DL. Endogenous sex 
hormones and the development of type 2 diabetes in older men and 
women: the Rancho Bernardo study. Diabetes Care 2002; 25: 55–60.

48.	 Barros RP, Morani A, Moriscot A, Machado UF. Insulin resistance of 
pregnancy involves estrogen-induced repression of muscle GLUT4. 
Mol Cell Endocrinol 2008; 295: 24–31. 

49.	 Mahabir S, Baer DJ, Johnson LL et al. Usefulness of body mass index 
as a sufficient adiposity measurement for sex hormone concentration 
associations in postmenopausal women. Cancer Epidemiol Biomar-
kers Prev 2006; 15: 2502–2507.

50.	 Alexanderson C, Eriksson E, Stener-Victorin E et al. Postnatal testo-
sterone exposure results in insulin resistance, enlarged mesenteric 
adipocytes, and an atherogenic lipid profile in adult female rats: 
comparisons with estradiol and dihydrotestosterone. Endocrinology 
2007; 148: 5369–5376. 

51.	 González C, Alonso A, Grueso NA, Esteban MM, Fernández S, Pat-
terson AM. Effect of treatment with different doses of 17-b-estradiol 
on the insulin receptor. Life Sci 2002; 70: 1621–1630. 

52.	 Bryzgalova G, Lundholm L, Portwood N et al. Mechanisms of antidia-
betogenic and body weight-lowering effects of estrogen in high-fat 
diet-fed mice. Am J Physiol Endocrinol Metab 2008; 295: 904–912.

53.	 Decensi A, Omodei U, Robertson C et al. Effect of transdermal estra-
diol and oral conjugated estrogen on C-reactive protein in retinoid-
-placebo trial in healthy women. Circulation 2002; 106: 1224–1228.

54.	 Folsom AR, Golden SH, Boland LL, Szklo M. Association of endo-
genous hormones with C-reactive protein, fibrinogen, and white 
blood count in post-menopausal women. Eur J Epidemiol 2005; 
20: 1015–1022. 

55.	 Duncan BB, Schmidt MI, Pankow JS et al. Low-grade systemic inflam-
mation and the development of type 2 diabetes: the atherosclerosis 
risk in communities study. Diabetes 2003; 52: 1799–1805. 

56.	 Chan MF, Dowsett M, Folkerd E et al. Usual physical activity and 
endogenous sex hormones in postmenopausal women: the Euro-
pean prospective investigation into cancer: Norfolk Population Study. 
Cancer Epidemiol Biomarkers Prev 2007; 16: 900–905.

57.	 Harlow SD, Gass M, Hall JE et al. Executive summary of the Stages 
of Reproductive Aging Workshop + 10: addressing the unfinished 
agenda of staging reproductive aging. J Clin Endocrinol Metab 2012; 
97: 1159–1168.

58.	 Randolph JF Jr, Zheng H, Sowers MR et al. Change in follicle-sti-
mulating hormone and estradiol across the menopausal transition: 
effect of age at the final menstrual period. J Clin Endocrinol Metab 
2011; 96: 746–754.

http://www.idf.org/metabolic- syndrome
http://www.idf.org/metabolic- syndrome


83

Anna Stefańska, Grażyna Odrowąż-Sypniewska, Metabolic syndrome, adipokines and sex hormone concentrations in middle-aged women

www.fmc.viamedica.pl

59.	 Marx TL, Mehta AE. Polycystic ovary syndrome: pathogenesis and tre-
atment over the short and long term. Cleve Clin J Med 2003; 70: 31–45. 

60.	 Banaszewska B, Spaczynski RZ, Pelesz M, Pawelczyk L. Incidence of 
elevated LH/FSH ratio in polycystic ovary syndrome women with normo- 
and hyperinsulinemia. Rocz Akad Med Bialymst 2003; 48: 131–134.

61.	 Dandona P, Dhindsa S. Update: hypogonadotropic hypogonadism 
in type 2 diabetes and obesity. J Clin Endocrinol Metab 2011; 96: 
2643–2651.

62.	 Bjørnerem A, Straume B, Midtby M et al. Endogenous sex hormones 
in relation to age, sex, lifestyle factors, and chronic diseases in a ge-
neral population: the Tromsø Study. J Clin. Endocrinol Metab 2004; 
89: 6039–6047.

63.	 Stefanska A, Sypniewska G, Ponikowska I, Cwiklinska-Jurkowska M. 
Association of follicle-stimulating hormone and sex hormone binding 
globulin with the metabolic syndrome in postmenopausal women. Clin 
Biochem 2012; 45: 703–706.


