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Abstract 
 

Objective: The relationship between glucose abnormality and cardiovascular and renal functions in hypertensive patients with 

metabolic syndrome (MetS) was examined in this study. Methods: The population included 85 hypertensive patients with 

MetS. MetS is defined according to IDF, 2005 criteria. Metabolic measures included lipids, plasma insulin, glucose tolerance 

test, and insulin sensitivity by the homeostasis model assessment. M- and B-mode ultrasounds were used to determine left 

ventricular (LV) hypertrophy, endothelium-dependent vasodilation and intima media thickness. Results: Hypertensive patients 

who have had either impaired glucose tolerance (IGT) and hyperinsulinemia or a combination of both have expressed a higher 

degree of LV hypertrophy, LV diastolic dysfunction, endothelium dysfunction and lipid disorders. Conclusions: The presence 
of the IGT and hyperinsulinemia changes for the worse cardiovascular remodeling processes in hypertensive patients with 

MetS and it is association with high risk of target organ damage. IJBM 2011; 1(3):132—138. © 2011 International Medical 

Research and Development Corporation. All rights reserved. 
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Introduction 
Metabolic syndrome (MetS), a cluster of 

cardiovascular risk factors, such as central obesity, insulin 

resistance, dyslipidemia and hypertension, is associated 

with an increased risk of developing cardiovascular disease 

and diabetes mellitus [16, 18]. Other important 

characteristics of MetS include low-grade inflammation, 

endothelial dysfunction, plasma hypercoagulability and 

atherosclerosis [32]. 
The prevalence of MetS varies greatly between 

countries and ethnic groups [1]. In the United States, based 

on the NCEP definition, the prevalence of MetS is 

estimated at about 34% among men and 35% among 

women [13]. In populations of European origin, the 

prevalence of MetS is estimated to be 20–25% [4]. In a 

large population-based Diabetes Epidemiology: 

Collaborative Analysis of Diagnostic Criteria in Europe 
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(DECODE) study, MetS prevalence varied from 25.9% to 

35.9% in men, and from 19.7% to 34.1% in women [2]. 

Due to its high prevalence, MetS is considered a major 

public health problem in Europe, and particularly in USA, 

where obesity and overweight are the second leading cause 

of preventable death, accounting for 300,000 deaths 

annually [5]. 
Epidemiological studies suggest that MetS per se 

could represent an independent predictor of cardiovascular 

morbidity and mortality [23, 29, 45]. Patients with MetS are 

estimated to have twice the risk of developing 

cardiovascular disease compared with healthy individuals, 

and a five-fold increased risk of type 2 diabetes [17, 36]. 

The relative risk of developing CVD associated with MetS 

as defined by NCEP-ATP III or by other organizations has 

increased two- to five-fold in both men and women, and in 

various populations [19, 23, 41]. 

MetS has also been associated with early vascular 

alterations, such as increased intima-media thickness (IMT) 
and endothelial dysfunction [11, 26, 28]. The association 

with these vascular alterations might account, at least 

partly, for the cardiovascular risk in patients with MetS, 

because both increased IMT and endothelial dysfunction 

[25, 49] have been demonstrated to be independent 
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predictors of cardiovascular morbidity and mortality. 
The presence of Microalbuminuria (MAU) is one of 

the sure signs of MetS and could be considered a marker for 

increased risk of renal and CVD associated with insulin 

resistance and endothelial dysfunction [42]. MAU, an 

independent risk factor for the high incidence and fatality 

rate of CVD in diabetes mellitus (DM) [3], is one of the 

biomarkers for endothelial dysfunction [14]. Patients with 

MAU run a very high risk of vascular injury and apparently 

share the same objectives of a vascular risk factor control as 

patients with overt CVD [27]. 

Left ventricular (LV) hypertrophy, a major 
manifestation of hypertensive heart disease, is a strong and 

independent herald of cardiovascular morbidity and 

mortality [22, 46]. Echocardiographic studies conducted in 

hypertensive subjects or in the general population have 

generally concluded that participants with metabolic risk 

factors [6, 10] or with the MetS [8, 9, 24, 34] show elevated 

LV mass or increased prevalence of LV hypertrophy. 

The aim of this study is to evaluate the prognostic 

value of carbohydrate metabolism disorders in relation to 

the incidence and outcome of cardiac (LVH), vascular 

(IMT and EDVD) and renal (microalbuminuria) damage in 

hypertensive patients with MetS. 
 

 

Subjects and methods 
Study population 

Participants were consecutively enrolled from among 

the outpatients of the Hypertension Department of the 

Republic Center of Cardiology and written informed 

consent was obtained from all the participants involved in 

the study. Exclusion criteria included a history of 

myocardial infarction, angina pectoris, heart failure, stroke 

and chronic renal insufficiency. No subjects with clinically 

overt diabetes were included. All procedures were approved 

by the Ethics Committee of the Republican Center of 
Cardiology. 

 

Anthropometric measurements 

Systolic (SBP) and diastolic blood pressure (DBP) 

were measured using a mercury blood pressure device, after 

the subjects had rested longer than 5 min. Body mass index 

(BMI) was calculated by weight (kg) divided by the 

squared height (m) (kg/m2). The waist circumference (WC) 

was measured in the standing position, at the level of 

umbilicus, located midway between the lower costal margin 

(bottom of the lower rib) and the iliac crest (top of the 

pelvic bone). 

 

Biochemical analysis 

Following a 12-hour period of fasting, blood glucose 

(FBG), total cholesterol (TC), triglyceride (TG), high-

density lipoprotein cholesterol (HDL-C) and low-density 

lipoprotein-cholesterol (LDL-C) levels were obtained. The 

fasting serum insulin level was measured by 

immunoenzyme assay (Access ultrasensitive insulin, 

Beckman Coulter ™). Standard glucose tolerance test was 

performed for all patients. Insulin resistance status was 

calculated using the homeostatic model assessment-insulin 
resistance (HOMA-IR) [31]. The calculation formula 

employed is as follows: 

                                  

                                  . 
Microalbuminuria (MAU) was measured by 

immunoenzyme assay (RANDOX, Great Britain) and 

defined as an albumin urinary excretion between 20-

200mg/ml. 

 

Definitions of the MetS 

According to the IDF (2005), MetS is present when 

the waist circumference increases (M>94 cm; F>80 cm) 

and at least two of the following factors are present: TG 1.7 

mmol/l (150 mg/dl) or greater; low HDL-C (M<1.03 

mmol/l; F<1.29 mmol/l); SBP greater than 130 mmHg or 
DBP greater than 85 mm Hg or treatment of previously 

diagnosed HT; increased fasting plasma glucose (>5.6 

mmol/l) or previously diagnosed DM [1]. 

 

Echocardiographic measures 

Echocardiography was performed using the 

ultrasound system (En VisorC®, PHILIPS, Nederland). Left 

ventricular dimension and wall thickness were measured 

from two-dimensional guided M-mode echocardiographic 

tracings on the parasternal long axis view. Ejection fraction 

was calculated applying the Teicholz formula. The left 

ventricular mass (LVM) was estimated by using the Penn 
convention. Body surface area was indexed to estimate the 

LVM index (LVMI). The presence of LVH was defined for 

LVMI≥125 g/m2 [30]. The following parameters were 

measured by pulse-wave Doppler: peak velocities of early 

(E) and late diastolic filling (A), deceleration time (DT), 

isovolumic relaxation time (IVRT). The ratio of early 

diastolic to late diastolic mitral inflow velocities was also 

calculated (E/A). 

 

Carotid Ultrasound Imaging 

Carotid and brachial scans were obtained busing 
high-resolution B-mode ultrasound by a 7.5 MHz linear 

array transducer (S4-2, PHILIPS, Nederland). Left and 

right common carotids were examined in the antero-lateral, 

postero-lateral, or medio-lateral directions. Longitudinal 

images of the distal common carotid, in which the 

interfaces were very clear, were obtained. Carotid intima-

medial thickness (IMT) was measured in the far wall of the 

common carotid artery, 1 cm proximal to the carotid bulb, 

in a plaque-free region. 

 

Endothelial Functions 

Endothelium-dependent response was assessed as the 
dilation of the brachial artery to increased blood flow (flow-

mediated dilation, FMD) by Celermajer DS. [7]. Briefly, a 

B-mode scan of the right brachial artery was obtained in 

longitudinal section, between 5 cm and 10 cm above the 

elbow, employing a probe held by a stereotactic clamp to 

ensure a constant image. A cuff was placed around the 

forearm just below the elbow, inflated for 5 minutes at 250 

mm Hg, and then deflated to induce reactive hyperemia. 

FMD was calculated as the maximal percent increase in 

diameter above the baseline (mean value of measures 

obtained during 1 minute before cuff inflation). 

 

Statistical analysis 

Data are expressed as mean±SD. The characteristics 

of the study groups are compared using Student t-test or 

nonparametric test, as appropriate. The differences were 

considered statistically significant when the probability 
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value <0.05. Statistical procedures were performed using 
the Statistica 6.0 statistical package. 

 

 

Results 
The study population consisted of 85 hypertensive 

patients with MetS. All of them were men. Mean age was 

48.8±10.45 years. 28.5% of the patients were with 1 stage 

of HTN, 53.5% patients – 2 stage of HTN and 18% patients 

– 3 stage of HTN. While studying the carbohydrate 

metabolism disorders, impaired glucose tolerance (IGT) 

was detected in 19% patients, hyperinsulinemia – 32%, 

insulin resistance (HOMA-IR >2.77) – 64%. 87% patients 

showed LVH, and LV diastolic dysfunction – 34.5%. Then 
69% patients showed impaired EDVD. The characteristics 

of the study population are as reported in Table 1. 

 

 

Table 1 

Characteristics of the studied subjects 

 

Parameters  

BMI, kg/m2 31.08±3.46 

Waist ratio, cm 101.8±7.45 

Mean SBP, mm Hg 157.8±14.2 

Mean DBP, mmHg 101.4±7.8 

Fasting glucose, mmol/l 4.69±0.91 

Postload glucose, mmol/l 5.96±2.24 

Fasting insulin, U/ml 21.78±2.24 

TC, mg/dl 212.50±38.32 

TG, mg/dl 180.67±100.85 

HDL-C, mg/dl 39.9±7.06 

LDL-C, mg/dl 132.83±37.59 

To further study the importance of carbohydrate 
imbalance, more analysis was performed and the patients 

were divided into 2 groups (Table 2): patients with IGT 

(n=17) and patients without IGT (n=41). 

Patients with IGT showed significantly higher SBP 

(165.3±12.8 vs 152.8±12.99 mm Hg, p=0.001) than those 
without IGT. Our investigation revealed statistically a 

significant increase in MAU (27.9±17.6 vs 10.78±5.45 

mg/l, p=0.000) in patients with IGT than in those without 

IGT. Patients with IGT expressed a higher degree of 

dyslipidemia than those without IGT, but none 

significantly. Patients with IGT were noted to have 

significantly more evident endothelium dysfunction than 

those without IGT (ΔD 1.6±6.1 vs 5.15±4.6 mg/l, p=0.018). 

The number of patients with vasoconstriction (ΔD<0) also 

was significantly greater in the group with IGT (23.5% vs 

2.4%, χ2=4.372, df=1, p=0.037). The number of patients 
with safe and impaired EDVD between groups has not 

differed. 

Thus this study has shown the contribution of 

hyperinsulinemia to the cardiovascular remodeling 

processes. To facilitate the study, two groups were created 

(Table 3): The first group included patients with 

hyperinsulinemia (n=29) while the second one included 

patients without hyperinsulinemia (n=50). Patients with 

hyperinsulinemia showed significantly higher SBP 

(161.3±14.7 vs 154.6±11.8 mm Hg, p=0.022), DBP 

(102.6±8.67 vs 99.3±6.8 mm Hg, p=0.05) and LVMI 

(176.4±44.2 vs 157.4±27.4 g/m2, p=0.022) than patients 
without hyperinsulinemia. 

LV diastolic dysfunction was more significantly 

expressed in patients with hyperinsulinemia compared with 

patients without hyperinsulinemia (E/A 0.97±0.39 vs 

1.14±0.37 g/m2, p=0.047) and the number of patients with 

LV diastolic dysfunction was significantly higher in 

the group with hyperinsulinemia (61.7% vs 36.7%, 

χ2=4.094, df=1, p=0.043). Moreover, the common carotid 

IMT was significantly higher in patients with 

hyperinsulinemia than in patients without hyperinsulinemia: 

1.0±0.17 vs 0.97±0.20 mm, p=0.018, respectively. Our 
investigation demonstrated a statistically significant 

increase in MAU (21.8±13.6 vs 15.9±12.1 mg/l, p=0.04) 

and the HOMA index (9.86±7.1 vs 3.6±4.4, p=0.000) in 

 

 

Table 2 

Central hemodynamic parameters and ED markers in hypertensive patients with and without IGT 

 

Parameters HT with IGT (n=17) Р HT without IGT (n=41) 

SBP, mm Hg 165.3±12.8 0.001 152.8±12.99 

DBP, mm Hg 102.4±7.7 NS 99.02±7.18 

Mean BP, mm Hg 123.3±8.7 0,008 116.95±7.75 

HR, bp 74.2±13.6 NS 71.56±11.85 

LVM, g 338.1±74.4 NS 336.0±65.3 

LVMI, g/m2 169.3±34.7 NS 162.9±33.7 

E/A 1.0±0.3 NS 1.1±0.42 

MAU, mg/l 27.9±17.6 0.000 10.78±5.45 

IMT, mm 0.96±0.17 NS 0.91±0.21 

∆D, % 1.6±6.1 0.018 5.15±4.56 

TC, mg/dl 225.4±30.5 NS 212.0±34.4 

TG, mg/dl 193.9±86.6 NS 178.1±91.6 

HDL-C, mg/dl 39.2±8.8 NS 39.7±5.3 

LDL-C, mg/dl 145.7±33.9 NS 135.2±38.1 

Fasting glucose, mmol/l 5.4±0.8 0.000 4.8±0.4 

Postload glucose, mmol/l 9.7±1.52 0.000 5.2±1.3 

Fasting insulin, U/ml 25.2±17.6 NS 25.4±29.0 

HOMA-IR 6.3±4.9 NS 5.6±7.3 
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patients with hyperinsulinemia than in those without 
hyperinsulinemia. EDVD also was shown to be more 

greatly impaired in patients with hyperinsulinemia than in 

those without hyperinsulinemia: (2.6±5.2 vs 5.2±5.5, 

p=0.03). Pathological vasoconstriction has been found more 

among patients with hyperinsulinemia, but none 

significantly (17.6% vs 4.9%, χ
2
=2.826, df=1, p=0.093). 

Patients with hyperinsulinemia have also shown to express 

a higher degree of dyslipidemia than those without 

hyperinsulinemia, but none significantly. 

It is well known that a combination of several risk 

factors increases the damage to the target organs. 
Therefore, the influence of a combination of IGT and 

hyperinsulinemia on the intensity of hypertension and 
atherosclerosis processes was analyzed (Table 4). Patients 

with IGT and hyperinsulinemia (n=46) showed a 

significantly higher SBP (161.38±14.09 vs 152.76±11.19 

mm Hg, р=0.003.) and DBP (101.91±8.51 vs 

98.82±6.41mm Hg, p=0.06) than patients without IGT and 

hyperinsulinemia (n=39). The heart rate also was 

significantly higher in patients with IGT and 

hyperinsulinemia (80.02±9.62 vs 74.21±10.06 bp, р=0.008) 

than in patients without IGT and hyperinsulinemia. 

Moreover, those patients with glucose disorders definitely 

showed significantly higher LVMI compared with patients 
without IGT and hyperinsulinemia: 170.87±32.57 vs  

 

Table 3 

Central hemodynamic parameters and ED markers in hypertensive patients with and without hyperinsulinemia 

 

Parameters 
HT with hyperinsulinemia 

(n=34) 
Р 

HT with normal insulin level 

(n=49) 

SBP, mm Hg 161.32±14.74 0.029 154.59±11.81 

DBP, mm Hg 102.64±8.64 NS 99.29±6.85 

Mean BP, mm Hg 122.2±9.24 0.019 117.72±7.22 

HR 82.45±7.74 0.000 73.88±10.84 

LVM, g 356.0±70.7 0.009 317.8±58.6 

LVMI, g/m2 176.4±44.2 0.022 157.7±28.7 

E/A 0.97±0.39 0.047 1.1±0.37 

MAU, mg/l 21.77±13.61 NS 15.94±12.07 

IMT, mm 1.0±0.17 0.027 0.90±0.20 

∆D, % 2.64±5.19 0.046 5.18±5.47 

TC, mg/dl 220.6±45.7 NS 205.3±34.7 

TG, mg/dl 193.4±98.0 NS 163.1±87.6 

HDL-C, mg/dl 38.8±7.2 NS 40.3±6.9 

LDL-C, mg/dl 145.7±33.9 NS 131.5±34.0 

Fasting glucose, mmol/l 5.0±0.95 NS 4.7±0.6 

Postload glucose, mmol/l 6.3±2.6 NS 6.3±2.2 

Fasting insulin, U/ml 42.8±26.4 0.000 12.0±5,9 

HOMA-IR 9.86±7.1 0.000 3.6±4.4 

 

 

Table 4 

Central hemodynamic parameters and ED markers in hypertensive patients with and without IGT and hyperinsulinemia 

 

Parameters 
HT with IGT+ 

hyperinsulinemia (n=47) 
Р 

HT without IGT+ 

hyperinsulinemia (n=38) 

SBP, mm Hg 161.38±14.09 0.003 152.76±11.19 

DBP, mm Hg 101.91±8.51 0.066 98.82±6.41 

Mean BP, mm Hg 121.74±9.08 0.006 116.8±6.53 

HR 80.02±9.62 0.008 74.21±10.06 

LVM, g 351.2±66.5 0.007 313.9±56.5 

LVMI, g/m2 172.4±32.6 0.017 155.9±29.1 

E/A 0.98±0.35 0.016 1.2±0.4 

MAU, mg/l 22.37±14.48 0.000 13.13±8.06 

LVMI, g/m2 170.87±32.57 0.036 156.6±28.4 

IMT, mm 1.0±0.17 0.002 0.87±0.20 

∆D, % 2.55±4.91 0.003 5.82±4.91 

TC, mg/dl 217.7±43.2 NS 201.6±34.7 

TG, mg/dl 193.0±91.9 0.01 148.5±52.4 

HDL-C, mg/dl 39.7±7.5 NS 39.8±6.5 

LDL-C, mg/dl 134.1±40.6 NS 130.9±31.2 

Fasting glucose, mmol/l 5.0±0.7 0.024 4.7±0.6 

Postload glucose, mmol/l 7.2±2.7 0.000 5.2±0.8 

Fasting insulin, U/ml 35.1±25.8 0.000 11.5±6.1 

HOMA-IR 7.9±6.6 0.002 3.7±4.9 
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156.6±28.4 g/m2, р=0.036. LV diastolic dysfunction was 
more significantly expressed in patients with IGT and 

hyperinsulinemia compared with patients without IGT and 

hyperinsulinemia (E/A 0.98±0.35 vs 1.18±0.40 g/m2, 

p=0.016). This investigation showed high, statistically 

significant increase in triglycerides (193.06±91.99 vs 

148.53±52.46 mg/dl, р=0.009.) in patients with IGT 

andhyperinsulinemia than in those without IGT and 

hyperinsulinemia. Further, common carotid IMT was 

significantly higher in patients with IGT and 

hyperinsulinemia compared with those without IGT and 

hyperinsulinemia: 1.0±0.17 vs 0.87±0.20 mm, р=0.002, 
respectively. EDVD abnormality also was more apparent in 

patients with IGT and hyperinsulinemia (∆D 2.55±4.91 vs 

5.82±4.91%, р=0.003) than patients without IGT and 

hyperinsulinemia. Significantly, patients with 

vasoconstriction were found only in the group with IGT and 

hyperinsulinemia: 17.0% vs 0% (χ2=5.28, df=1, р=0.022). 

The number of patients with impaired EDVD was similar in 

both groups: 78.7% vs 84.2%, respectively, р=0.71. 

Patients with safe EDVD were evident more in the group 

without IGT and hyperinsulinemia: 15.8% vs 4.25%, but 

not significantly (р=0.15). MAU also was significantly 

higher in patients with IGT and hyperinsulinemia than 
those without IGT and hyperinsulinemia: 22.37±14.48 vs 

13.13±8.06 mg/l, р=0.000. 

 

 

Discussion 
Some recent studies reported an increased prevalence 

of LVH, diastolic dysfunction, early carotid atherosclerosis, 

impaired aortic distensibility, hypertensive retinopathy and 

MAU in hypertensive patients with MetS compared with 

those without it [33]. The increased occurrence of these 

signs of subclinical target organ damage, most of which are 

recognized as significant independent predictors of adverse 

CV and renal outcomes, may partially explain the 
association of the MetS with a higher CV and renal risk. 

In the present study, the presence of IGT and 

hyperinsulinemia has been shown to worsen the 

cardiovascular remodeling processes. Specifically, SBP and 

DBP were significantly higher in patients with IGT and 

hyperinsulinemia. Blood pressure levels are strongly 

associated with visceral obesity and insulin resistance, 

which is the main pathophysiologic feature underlying 

MetS. These factors induce sympathetic overactivity, 

vasoconstriction, increased intravascular fluid, and 

decreased vasodilatation, leading to the development of 

hypertension in those with metabolic syndrome [51]. 
Several studies have shown that in hypertensive 

subjects with MetS, LVH is a more common occurrence [8, 

9, 15, 24, 37, 38, 44]. The results of this study further 

extend these findings. It has been demonstrated that LVH 

was expressed more in patients with IGT and 

hyperinsulinemia. Multiple mechanisms contribute to the 

LV dysfunction in MetS, including lipotoxicity associated 

with cardiac steatosis and lipoapoptosis, alterations in fatty 

acid metabolism, overproduction of cardioinhibitory 

cytokines, up-regulation of some neurohormones 

(particularly angiotensin II), myocardial fibrosis and 
chronic overload with LV dilatation and hypertrophy, and 

increased oxygen consumption [12, 40, 50]. Elevated 

insulin levels in patients with MetS stimulate myocyte 

growth and interstitial fibrosis. Insulin also causes sodium 

retention and activates the sympathetic nervous system 
which can affect cardiac performance [12, 50]. Also, fasting 

plasma insulin was found to be the strongest independent 

predictor of LVM [39]. The effect of the MetS on the LV 

diastolic function has also been demonstrated in the Strong 

Heart Study [8]. In this study, abnormalities of the LV 

diastolic function were identified in patients with IGT and 

hyperinsulinemia. 

Insulin resistance was found to exert an important 

effect on endothelial function. In turn, endothelial 

dysfunction contributes to an increased risk of 

atherosclerosis, coronary artery disease and hypertension in 
insulin-resistant conditions [20, 35]. Extensive 

epidemiologic evidence has consistently indicated that 

alterations in endothelial function play a pivotal role in the 

development of atherosclerosis and predict the occurrence 

of atherosclerotic complications [43, 48]. In this study, IGT 

and hyperinsulinemia have been shown to be associated 

with impaired endothelium-dependent vasodilation 

(EDVD). 

Further, our findings indicate that the presence of 

IGT and/or hyperinsulinemia increases the likelihood of 

early carotid atherosclerosis, as assessed by 

ultrasonography. Intima-media thickness (IMT) is a well-
established surrogate marker of subclinical atherosclerosis 

[21]. Expansion of IMT develops in patients with IGT and 

hyperinsulinemia. Meanwhile, pathological 

vasoconstriction was identified in the same patients. The 

initiation and progression of atherosclerosis may have its 

origins in impaired endothelial function that can be detected 

in the earliest stages of MetS development. 

Further, the MAU level has been seen to increase in 

patients with both IGT and hyperinsulinemia, in this study. 

MAU is one of the clear signs of MetS and may be a 

marker for increased risk of renal and CVD associated with 
insulin resistance and endothelial dysfunction. Much of the 

research in MetS has involved the pathological and 

physiological relationships between MAU and endothelial 

function [3, 42]. At present, the most likely possibility is 

that a common pathophysiological process, such as 

endothelial dysfunction, chronic low-grade inflammation or 

increased transvascular leakage of macromolecules, 

underlies the association of MAU with cardiovascular 

disease [47]. 

 

 

Conclusions 
The presence of IGT has been associated with a 

more significant increase in SBP and endothelium 
dysfunction. Patients with hyperinsulinemia are 

characterized by a significant increase in both SBP and 

DBP, a rise in the HB level, and an expression of MAU, LV 

hypertrophy and endothelial dysfunction. The presence of 

the IGT and hyperinsulinemia changes the cardiovascular 

remodeling processes for the worse in patients with MetS, 

and is associated with high risk of target organ damage. 

 

 

References 
1. Alberti KG, Zimmet P, Shaw J. The metabolic 

syndrome – a new worldwide definition. Lancet. 2005; 

366:1059-1062. 
2. Balkau B. The DECODE study. Diabetes 



N. Z. Srojidinova / International Journal of Biomedicine 1(3) (2011) 132-138    137 

 

epidemiology: collaborativeanalysis of diagnostic criteria in 
Europe. Diabetes Metab. 2000; 26(4):282-286. 

3. Barkris GL. Microalbuminuria: what is it? 

Why is it important? What should be done about it? J Clin 

Hypertens. 2001; 3:99-102. 

4. Bindraban NR, van Valkengoed I, Mairuhu G, 

Koster RW, Holleman F, Hoekstra JB, Koopmans RP, 

Stronks K. A new tool, a better tool? Prevalence and 

performance of the International Diabetes Federation and 

the National Cholesterol Education Program criteria for 

metabolic syndrome in different ethnic groups. Eur J 

Epidemiol. 2008; 23:37-44. 
5. Biology of obesity, p 467. In Harrison’s 

principles of internal medicine Edited by: Fauci AS, 

Braunwald E, Kasper DL, Hauser SL, Longo DL. 2008; 

17:462-469. 

6. Burchfiel CM, Skelton TN, Andrew MJ, 

Garrison RJ, Arnett DK, Jones DW, Taylor HA. Metabolic 

syndrome and echocardiographic left ventricular mass in 

blacks: the Atherosclerosis Risk in Communities (ARIC) 

Study. Circulation. 2005; 112:819-827. 

7. Celermajer DS, Soronsen KE, Gooch VM et 

al. Non-invasive detection of endothelial dysfunction in 

children and adults at risk of atherosclerosis. Lancet. 1992; 
340:1111-1115. 

8. Chinali M, Devereux RB, Howard BV, 

Roman MJ, Bella JN, Liu JE, Resnick HE, Lee ET, Best 

LG, de Simone G. Comparison of cardiac structure and 

function in American Indians with and without the 

metabolic syndrome (the Strong Heart Study). Am J 

Cardiol. 2004; 93:40-44. 

9. Cuspidi C, Meani S, Fusi V, Severgnini B, 

Valerio C, Catini E, Leonetti G, Magrini F, Zanchetti 

A. Metabolic syndrome and target organ damage in 

untreated essential hypertensives. J Hypertens. 2004; 
22:1991-1998. 

10. de Simone G, Palmieri V, Bella JN, Celentano 

A, Hong Y, Oberman A, Kitzman DW, Hopkins PN, Arnett 

DK, Devereux RB. Association of left ventricular 

hypertrophy with metabolic risk factors: the HyperGEN 

study. J Hypertens. 2002; 20:323-331. 

11. Dell’Omo G, Penno G, Pucci L, Mariani M, 

Del Prato S, Pedrinelli R. Abnormal capillary permeability 

and endothelial dysfunction in hypertension with comorbid 

metabolic syndrome. Atherosclerosis. 2004; 172:383-389. 

12. Di Bello V, Santini F, Di Cori A et al. Obesity 

cardiomyopathy: Is it a reality? An ultrasonic tissue 
characterization study. J Am Soc Echocardiogr. 2006; 

19:1063-1071. 

13. Ford ES. Prevalence of the metabolic 

syndrome defined by the International Diabetes Federation 

among adults in the U. S. Diabetes Care. 2005; 28:2745-

2749. 

14. Gimeno-Orna JA, Molinero-Herguedas E, 

Sanchez-Vano R, Lou-Arnal L. M, Boned-Juliani B, 

Castro-Alonso FJ. Microalbuminuria presents the same 

vascular risk as overt CVD in type 2 diabetes. Diabetes Res 

Clin Prac. t 2006; 74:103-109. 
15. Grandi AM, Maresca AM, Giudici E, Laurita 

E, Marchesi C, Solbiati F, Nicolini E, Guasti L, Venco 

A. Metabolic syndrome and morphofunctional 

characteristics of the left ventricle in clinically hypertensive 

nondiabetic subjects. Am J Hypertens. 2006; 19:199-205. 

16. Grundy SM, Cleeman JI, Daniels SR, Donato 

KA, Eckel RH, Franklin BA, Gordon DJ, Krauss RM, 
Savage PJ, Smith SC Jr, Spertus JA, Costa F. Diagnosis and 

management of the metabolic syndrome: an American 

Heart Association/National Heart, Lung, and Blood 

Institute Scientific Statement. Circulation 2005; 112:2735-

2752. 

17. Grundy SM. Metabolic syndrome pandemic. 

Arterioscler Thromb Vasc Biol. 2008; 28:629-636. 

18. Haffner S, Taegtmeyer H. Epidemic obesity 

and the metabolic syndrome. Circulation 2003; 108:1541-

1545. 

19. Isomaa B, Almgren P, Tuomi T, Forsen B, 
Lahti K, Nissen M, Taskinen MR, Groop L. Cardiovascular 

morbidity and mortality associated with the metabolic 

syndrome. Diabetes Care 2001; 24:683-689. 

20. Jansson PA. Endothelial dysfunction in 

insulin resistance and type 2 diabetes. J Intern Med. 2007; 

262:173-83. 

21. Kawamoto R, Tomita H, Ohtske N, Inone A, 

Kamitani A. Metabolic syndrome and subclinical 

atherosclerosis assessed by carotid intima- media thickness. 

J Atheroscler Thromb. 2007; 14:78-85. 

22. Koren MJ, Devereux RB, Casale PN, Savage 

DD, Laragh JH. Relation of left ventricular mass and 
geometry to morbidity and mortality in uncomplicated 

essential hypertension. Ann Intern Med 1991; 114:345-352. 

23. Lakka HM, Laaksonen DE, Lakka TA, 

Niskanen LK, Kumpusalo E, Tuomilehto J, Salonen JT. 

The metabolic syndrome and total and cardiovascular 

disease mortality in middle-aged men. JAMA 2002; 

288:2709-2716. 

24. Leoncini G, Ratto E, Viazzi F, Vaccaro V, 

Parodi D, Parodi A, Falqui V, Tomolillo C, Deferrari G, 

Pontremoli R. Metabolic syndrome is associated with early 

signs of organ damage in nondiabetic, hypertensive 
patients. J Intern Med. 2005; 257:454-460. 

25. Lerman A, Zeiher AM. Endothelial function: 

cardiac events. Circulation. 2005; 111:363-368. 

26. Lind L. Endothelium-dependent vasodilation, 

insulin resistance and the metabolic syndrome in an elderly 

cohort The Prospective Investigation of the Vasculature in 

Uppsala Seniors (PIVUS) study. Atherosclerosis 2007; 

27:27. 

27. Ljungman S, Wikstrand J, Hartford M, 

Berglund G. Urinary albumin excretion – a predictor of risk 

of cardiovascular disease: a prospective 10-year follow-up 

of middle-aged nondiabetic normal and hypertensive men. 
Am J Hypertens 1996; 9:770-778. 

28. Lteif AA, Han K, Mather KJ. Obesity, insulin 

resistance, and the metabolic syndrome: determinants of 

endothelial dysfunction in whites and blacks. Circulation 

2005; 112:32-38. 

29. Mancia G, Bombelli M, Corrao G, Facchetti 

R, Madotto F, Giannattasio C, Trevano FQ, Grassi G, 

Zanchetti A, Sega R. Metabolic syndrome in the Pressioni 

Arteriose Monitorate E Loro Associazioni (PAMELA) 

study: daily life blood pressure, cardiac damage, and 

prognosis. Hypertension 2007; 49:40-47. 
30. Mancia G, de Backer G, Dominiczak A, 

Cifkova R, Fagard R, Germano G, Grassi G, Heagerty AM. 

et al. 2007 Guidelines for the Management of Arterial 

Hypertension. The Task Force for the Management of 

Arterial Hypertension of the European Society of 

Hypertension (ESH) and of the European Society of 



138    N. Z. Srojidinova / International Journal of Biomedicine 1(3) (2011) 132-138 

 

Cardiology (ESC). J Hypertens 2007; 25:1105-1187. 
31. Matthews DR, Hosker JP, Rudenski AS, 

Naylor BA, Treacher DF, Turner RC. Homeostasis model 

assessment: insulin resistance and beta-cell function from 

fasting plasma glucose and insulin concentrations in man. 

Diabetologia 1985; 28:412-419. 

32. Miranda PJ, De Fronzo RA, Califf RM, 

Guyton JR. Metabolic syndrome: definition, 

pathophysiology, and mechanisms. Am Heart J 2005; 

149:33-45. 

33. Mule G, Cottone S, Nardi E et al. Metabolic 

syndrome in subjects with essential hypertension: 
relationship with subclinical cardiovascular and renal 

damage. Minerva Cardioangiol 2006; 54:173-94. 

34. Mule G, Nardi E, Cottone S, Cusimano P, 

Volpe V, Piazza G, Mongiovi R, Mezzatesta G, Andronico 

G, Cerasola G. Influence of metabolic syndrome on 

hypertension-related target organ damage. J Intern Med. 

2005; 257:503-513. 

35. Muniyappa R, Quon MJ. Insulin action and 

insulin resistance in vascular endothelium. Curr Opin Clin 

Nutr Metab Care. 2007; 10:523-30. 

36. Nesto RW. The relation of insulin resistance 

syndromes to risk of cardiovascular disease. Rev 
Cardiovasc Med 2003; 4 (Suppl 6): S11-S18. 

37. Oberman A, Prineas RJ, Larson JC, La Croix 

A, Lasser NL. Prevalence and determinants of 

electrocardiographic left ventricular hypertrophy among a 

multiethnic population of postmenopausal women. Am J 

Cardiol 2006; 97:512-519. 

38. Palaniappan L, Carnethon M, Fortmann SP. 

Association between microalbuminuria and the metabolic 

syndrome: NHANES III. Am J Hypertens 2003; 16:952-

958. 

39. Paternostro G, Pagano D, Gnecchi-Ruscone T, 
Bonser RS, Camici PG. Insulin resistance in patients with 

cardiac hypertrophy. Cardiovasc Res 1999; 42:246-253. 

40. Peterson LR, Herrero P, Schechtman KB et al. 

Effect of obesity and insulin resistance on myocardial 

substrate metabolism and efficiency in young women. 

Circulation 2004; 109:2191-2196. 

41. Ridker PM, Buring JE, Cook NR, Rifai N. C-

reactive protein, the metabolic syndrome, and risk of 
incident cardiovascular events: An 8 years follow-up of 

14,719 initially healthy American women. Circulation 

2003; 107:391-397. 

42. Ruggenenti P, Remuzzi G. Time to abandon 

microalbuminuria? Kindney Int 2006; 70:1214-1222. 

43. Schachinger V, Britten MB, Zeiher AM. 

Prognostic impact of coronary vasodilator dysfunction on 

adverse long-term outcome of coronary heart disease. 

Circulation. 2000; 101:1899-1906. 

44. Schillaci G, Pirro M, Pucci G, Mannarino 

MR, Gemelli F, Siepi D, Vaudo G, Mannarino E. Different 
impact of the metabolic syndrome on left ventricular 

structure anf function in hypertensive men and women. 

Hypertension. 2006; 47:881-886. 

45. Schillaci G, Pirro M, Vaudo G, Gemelli F, 

Marchesi S, Porcellati C, Mannarino E. Prognostic value of 

the metabolic syndrome in essential hypertension. J Am 

Coll Cardiol 2004; 43:1817-1822. 

46. Schillaci G, Verdecchia P, Porcellati C, 

Cuccurullo O, Cosco C, Perticone F. Continuous relation 

between left ventricular mass and cardiovascular risk in 

essential hypertension. Hypertension 2000; 35:580-586. 

47. Stehouwer CD, Smulders YM. 
Microalbuminuria and risk for cardiovascular disease: 

analysis of potential mechanisms. J Am Soc Nephrol 2006; 

17:2106-2111. 

48. Suwaidi JA, Hamasaki S, Higano ST, 

Nishimura RA, Holmes DR Jr, Lerman A. Long-term 

follow-up of patients with mild coronary artery disease and 

endothelial dysfunction. Circulation 2000; 101:948-954. 

49. Taddei S, Salvetti A. Endothelial dysfunction 

in essential hypertension: clinical implications. J Hypertens 

2002; 20:1671-1674. 

50. Wong CY, O’Moore-Sullivan T, Leano R, 
Byrne N, Beller E, Marwick TH. Alterations of left 

ventricular myocardial characteristics associated with 

obesity. Circulation 2004; 110:3081-3087. 

51. Yanai H, Tomono Y Ito K., Furutani N, 

Yoshida H, Tada N. The underlying mechanisms for 

development of hypertension in the metabolic syndrome. 

Nutrition Journal 2008; 7(10):1475-2891. 

 


