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OBJECTIVE 
To evaluate the effects of rosiglitazone (ROSI), an 

insulin-sensitizer, on endothelial function and endothelial 
activation markers in a group of non-diabetic subjects 
with metabolic syndrome. 

METHODS

A group of eighteen subjects (12 women, 6 men), 
mean age 41.2 ± 9.7 and BMI 37.8 ± 6.1 Kg/m2, was 
treated with rosiglitazone 8 mg/day for 12 weeks. Another 
group of nine healthy subjects, mean age 26.1 ± 4.4 
and BMI 21.7 ± 1.7 Kg/m2, was studied at baseline to 
compare vasodilator response. Endothelial function was 
evaluated by venous occlusion plethysmography after 
intra-arterial infusions of acetylcholine (Ach) and sodium 
nitroprusside (SNP). The following were measured: 
glucose, insulin, lipids, fi brinogen, and high-sensitivity 
C-reactive protein (CRP). HOMA and QUICKI indexes were 
calculated to quantify insulin resistance (IR).

RESULTS

There was an improvement in insulin resistance, as 
evidenced by lower HOMA-R and higher QUICKI index, 
as well as a decrease in CRP and fi brinogen levels. 
Endothelium-dependent vasodilation also improved, as 
evidenced by greater increment in blood fl ow after Ach and 
greater decrement in vascular resistance. No difference in 
endothelium-independent vasodilation was noted. 

CONCLUSION

Rosiglitazone treatment reduced insulin resistance, 
fi brinogen, and CRP levels and improved endothelial 
function in non-diabetic subjects with metabolic 
syndrome. These data suggest that rosiglitazone plays a 
role in the regulation of endothelial function in patients 
at high cardiovascular risk.
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Although atherosclerosis has been recognized as a 
disease over the past 150 years, the mechanisms involved 
in its development have been evolving dramatically. The 
current view of atherosclerosis pathophysiology involves 
a complex interaction of several factors, quite different 
from the old view of a disease caused by abnormal lipid 
deposition in the vascular wall. Among these factors, 
infl ammation and endothelial dysfunction are of particular 
importance1,2. The term endothelial dysfunction refers 
to impaired endothelium-dependent vasodilation and 
abnormal interplay between endothelial and blood 
cells, producing local infl ammation and, later, vascular 
lesions and thrombosis. Endothelial dysfunction occurs 
when vasoconstrictive effects superimpose vasodilator 
effects, usually as a result of reduced nitric oxide (NO) 
bioavailability and consequent loss of its vascular 
protective action. Endothelial dysfunction is regarded as 
an early step in the atherosclerotic process, being found 
in all subsequent stages of the disease3,4.

 Metabolic syndrome (MS) is defi ned by the presence 
of impaired glucose tolerance and/or type-2 diabetes 
mellitus (DM2), arterial hypertension, dyslipidemia, and 
abdominal obesity. Insulin resistance is the common 
denominator of this condition, preceding the onset of 
the aforesaid changes. Metabolic syndrome is currently 
recognized as a major risk factor for atherosclerotic 
disease and cardiovascular mortality5-7. It is widely known 
that DM2 patients have varying degrees of endothelial 
dysfunction. There is evidence, however, of early 
endothelial dysfunction even before any level of impaired 
glucose tolerance occurs8,9. Furthermore, patients with 
insulin resistance (IR) often have endothelial dysfunction 
and vascular inflammation10,11. Elevated levels of 
circulating free fatty acids (FFAs), oxidative stress, arterial 
hypertension, and a higher number of small, dense 
LDL particles are some of the potential mechanisms 
involved in reduced NO production secondary to insulin 
resistance11-13.

Peroxisome proliferator-activated receptors-gamma 
(PPARγ) are members of a nuclear receptor family that 
regulates the expression of various genes. These receptors 
are expressed in several tissues, especially in the adipose, 
but also in vascular endothelial cells, macrophages, 
and pancreatic beta-cells14,15. Thiazolidinediones (TZDs) 
are their exogenous agonists and also potent insulin 
sensitizers (IS). Consequently, these agents have been 
used in the treatment of type-2 diabetes to improve IR 
both directly by acting on the adipose tissue (improve 
fatty acids and glucose uptake)16 and indirectly by altering 
adipocytokines secretion (decrease in TNFα and increase 
in adiponectin)17-19, thus enhancing insulin sensitivity in 
other tissues. 

Rosiglitazone, one of the TZDs currently available, 
not only affects glucose metabolism, but also has potent 
anti-infl ammatory action17. Moreover, it has signifi cantly 
improved endothelial function in diabetic patients20. 

Therefore, early intervention with this agent in non-
diabetics MS patients may contribute to enhanced 
endothelial function, and thanks to its anti-infl ammatory 
action, reduce cardiovascular risks.

This study aims at evaluating insulin-sensitizer 
rosiglitazone (ROSI) effects on endothelial function and 
endothelial activation markers in a group of non-diabetic 
subjects with metabolic syndrome.

 

METHODS

Eighteen subjects (6 men and 12 women, mean age 
41.2 ± 9.7) diagnosed with MS according to NCEP-ATPIII 
criteria21 were studied (Table 1) before and after treatment 
with ROSI 8 mg/day during twelve weeks. Nine healthy 
subjects (5 men and 4 women, mean age 26.1 ± 4.4) 
were studied solely to compare vasodilator response at 
baseline (Table 2). 

This study was approved by the Ethics Committee 
of Hospital Universitário Pedro Ernesto, the teaching 
hospital of Universidade do Estado do Rio de Janeiro, and 
all patients signed an informed consent before entering 
the trial.

Patients were asked to maintain an isocaloric diet and 
the usual level of physical activity throughout the study. 
Those with hypertension were instructed not to stop taking 
their anti-hypertensive medication. Body mass index 
(BMI) was calculated by dividing weight (in kilograms) 
by squared height (in meters). Waist circumference was 
obtained by measuring the narrowest point midway 
between the iliac crest and the lower costal margin, and 
hip circumference was calculated by measuring the largest 
diameter of the gluteal region22. Waist-to-hip ratio (WHR) 
was determined by dividing the waist circumference 
by the hip circumference. Supine blood pressure was 
measured twice after a 15-minute rest using an automatic 
sphygmomanometer (Multiparameter patient monitor - 
Lifewindow LW6000, USA), and patients were classifi ed 
as hypertensive according to JNC-7 criteria23.

Blood samples were collected, after a 12-hour fast, 
at baseline and after 12 weeks of rosiglitazone therapy. 
The following parameters were analyzed: glucose, total 
cholesterol, triglycerides, LDL and HDL cholesterol 
(all concentrations were determined by the automated 
enzymatic method), C-reactive protein (automated 
nephelometry), fibrinogen (coagulometric method), 

Table 1 – Diagnostic criteria for the metabolic 
syndrome according to NCEP-ATPIII.21

Diagnosis based on at least three criteria:

Blood glucose > 110 mg/dl

Triglycerides > 150 (mg/dl)

HDL cholesterol < 50 (Women) < 40 (Men)

Blood pressure > 130 x 85 mm Hg

Waist circumference > 88 cm (Women) > 102 (Men)
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and insulin (chemiluminescence method). All patients 
underwent an oral glucose tolerance test (OGTT) using 75 
g anhydrous glucose. The 2-hour blood glucose test was 
used to classify glucose tolerance24. Patients with DM2 
were excluded. HOMA-R (insulin in µIU/ml x glucose in 
mmol/l / 22.5)25 and QUICKI (1/log insulin µIU/ml + log 
glucose in mg/dl)26 indexes were calculated to quantify 
insulin resistance.

Endothelial function was assessed by forearm venous 
occlusion plethysmography performed under standardized 
conditions. After an overnight fast, all patients rested for at 
least 30 minutes in a temperature-controlled room (22 ± 
1 ºC) prior to examination. They were requested to refrain 
from smoking and drinking alcohol and caffeine for 12 
hours before the test. A 27-gauge needle was inserted 
into the brachial artery of the non-dominant arm under 
local anesthesia (1% Xylocaine) for drug infusion. Blood 
pressure was measured non-invasively throughout the 
study on the contralateral arm. Change in limb volume 
was measured by a sensor placed around the widest 
part of the forearm and attached to a plethysmograph 
(Hokanson E06,Washington,USA). 

During fl ow analysis, venous return was occluded 
by infl ating a cuff around the upper arm to 40 mm Hg 
using a rapid cuff infl ator (Hokanson AG101, USA). 
Circulation to the hand was interrupted by infl ating 
another cuff around the wrist to 40 mm Hg above the 
systolic blood pressure a minute before measurement. 

Measurements were taken in rest conditions and after 
infusion of acetylcholine (Ach) (Harvard Apparatus 
infusion pump, model 22, USA) at sequential doses of 
7, 5, 15, and 30 µg/min every 5 minutes and sodium 
nitroprusside (SNP) at sequential doses of 2, 4, and 8 
µg/min. A 30-minute interval between both infused drugs 

was observed. Forearm blood fl ow (FBF) was measured 
during the last 2 minutes of each infusion. Four curves 
were determined at each study time point, and the mean 
value was used in the statistical analysis. PowerLab 
system (8SP-AD Instruments, Australia) was used to 
analyze plethysmograph signals.

Statistical analysis was performed using SPSS 8.0 
for Windows. Normally distributed data were expressed 
as mean ± standard deviation and non-normally 
distributed data were expressed as median [minimum-
maximum]. Normally distributed paired variables were 
compared by the Student’s t-test, and non-normally 
distributed variables were compared by the Wilcoxon test. 
Independent variables (controls x patients) were compared 
by the Mann-Whitney test. The statistical signifi cance 
level was set at 5%.

RESULTS

Table 2 shows the clinical and metabolic characteristics 
of the control group and of the MS group. Of the eighteen 
patients with MS, nine had impaired glucose tolerance 
(IGT) and eight, systemic hypertension. Of the nine control 
subjects, not one had impaired glucose tolerance, arterial 
hypertension or dyslipidemia. 

Table 3 shows the clinical and metabolic characteristics 
before and after ROSI therapy. After 12 weeks of 
rosiglitazone therapy, fasting glucose, CRP, and fi brinogen 
decreased and insulin resistance indexes improved 
(HOMA-R and QUICKI).

All patients experienced weight gain; however, when 
they were separated by sex, women had fat deposited 
peripherally, with increased hip circumference and 

Table 2 – Clinical and laboratory parameters for the control group and the MS group at baseline

Control
n = 9

MS
n = 18 p value

Age (years) 26.1 ± 4.4 41.2 ± 9.7 < 0.001

Body weight (kg) 64.6 ± 13.7 105.3 ± 16.4 < 0.001

BMI (kg/height2) 21.7 ± 1.7 37.8 ± 6.1 < 0.001

Waist circumference (cm) ♂ 81.6 ± 2.8
♀ 64.5 ± 5.2

♂ 108.6 ± 9.4
♀ 106.8 ± 9.9

< 0.001
< 0.001

Hip circumference (cm) ♂ 97.4 ± 5.5
♀ 90 ± 4

♂ 113.8 ± 5.5
♀ 1119.9 ± 12.3

< 0.001
0.01

Waist-to-hip ratio ♂ 0.83 ± 0.09
♀ 0.71 ± 0.04

♂ 0.97 ± 0.08
♀ 0.91 ± 0.06

< 0.001
0.03

Glucose  (mg/dl) 86 ± 8.1 98.4 ± 13.8 0.01

Insulin  (µUI/ml) 4.6 ± 1.65 14.5 ± 4.7 < 0.001

HOMA-R index 0.88 ± 0.48 3.5 ± 1.2 < 0.001

QUICKI index 0.421 ± 0.09 0.319 ± 0.013 < 0.001

CRP (mg/dl) 0.3 [0.1-1.0] 1.05 [0.3-9.6] 0.05

Fibrinogen (mg/dl) 244.9 ± 31.8 310.6 ± 73.3 0.01

Total cholesterol (mg/dl) 188.5 ± 30.1 206.6 ± 36.4 0.26 

HDL cholesterol (mg/dl) ♂ 49 ± 5.6
♀ 67.2 ± 14.3

♂ 44.8 ± 7.6
♀ 44.7 ± 15.1

0.04 
0.01

LDL cholesterol (mg/dl) 109.7 ± 19.3 128.8 ± 34.3 0.12 

Triglycerides (mg/dl) 61.5 ± 17.7 168.3 ± 76.5 < 0.001

EFFECTS OF ROSIGLITAZONE ON ENDOTHELIAL FUNCTION IN NON-DIABETIC SUBJECTS WITH METABOLIC SYNDROME



Arquivos Brasileiros de Cardiologia - Volume 86, Nº 5, May 2006

decreased waist-to-hip ratio (WHR) (Table 3).

With regard to lipid profi le, there was an increase in 
total cholesterol, LDL cholesterol and, only in the female 
group, HDL cholesterol. No signifi cant changes were 
observed in triglycerides levels.

No statistically signifi cant changes were found in 
systolic (151.1 ± 16.3 x 144.9 ± 14.5 mmHg; p = 
0.86), diastolic (87 ± 9.8 x 84.4 ± 9.7 mmHg; p = 
0,26) and mean blood pressure (104 ± 13.7 x 103.3 
± 15.4 mmHg; p = 0.06).

Figures 1 and 2 (A and B) illustrate blood fl ow and 
vascular resistance responses before and after Ach 
and SNP. Comparison of the MS group with the control 
group at baseline, demonstrated signifi cant differences 
in blood flow increase after Ach (85%[-26/551] x 
367%[257/561] at the highest dose; p = 0,005) and 
after SNP (120%[-12/621] x 399%[135/1041] at the 
highest dose; p = 0,005).

The MS group showed enhanced endothelium-
dependent vasodilation following 12 weeks of rosiglitazone 
therapy, with increased blood fl ow after Ach (85%[-
26/551] x 285.5%[83/546] at the highest dose; p = 
0.02) and decreased vascular resistance (-47,5%[-
84/33] x -74%[-85/-46] at the highest dose; p = 0.003) 
(fi g.1). No change was observed in vasodilator response 
after SNP.

After treatment, the difference in blood fl ow increase after 
Ach between both groups disappeared (285.5%[83/546] 
x 367%[257/561] at the highest dose; p = 0.23), and 
the difference in endothelium-independent vasodilation 
was maintained (219,5%[52/466] x 399%[135/1041] 
at the highest dosage; p = 0.007) (fi g.1).

DISCUSSION

Metabolic syndrome is a well established risk 
factor for cardiovascular disease5,6,7, even in the 
absence of diabetes mellitus. In addition to being 
a common fi nding in MS patients, IR precedes the 
onset of metabolic changes27. More importantly, IR, 
evaluated by HOMA-R, is an independent risk factor 
for cardiovascular disease28, and it is associated with 
endothelial dysfunction and infl ammation10,11. Therefore, 
a group of non-diabetic patients with MS, and thus at 
risk of developing cardiovascular disease, was studied 
to evaluate whether rosiglitazone would be able to 
improve endothelial function and infl ammation. For this 
purpose, venous occlusion plethysmography was used 
with acetylcholine and sodium nitroprusside infusion, 
the method regarded as the gold standard in in-vivo 
assessment of endothelial function3. 

Vasodilator response to Ach in patients with MS 
was signifi cantly lower than that of the control group at 
baseline (Fig. 1). After rosiglitazone therapy, however, this 
signifi cant difference between both groups disappeared. 
Furthermore, only endothelium-dependent vasodilator 
capacity was restored. As expected, endothelium-
independent vasodilation remained unchanged. After 12 
weeks of treatment with rosiglitazone 8 mg/day, HOMA-
R signifi cantly decreased, whereas QUICKI increased, 
characterizing IR improvement. 

 Infl ammation markers, such as CRP and fi brinogen, 
declined by 52.4% and 18%, respectively. Interestingly, 
total cholesterol, LDL cholesterol and body weight 
increased, factors well known to be associated with 
endothelial dysfunction. These fi ndings suggest that the 
primary mechanism involved in improved endothelial 
vasodilator response might have been the decrease 

Table 3 – Clinical and laboratory parameters for the MS group at baseline and after 
12 weeks of rosiglitazone therapy

Basal Twelve weeks p value

Body weight (kg) 105.3 ± 16.4 107.5 ± 16.7 0.003

BMI (kg/height 2) 37.8 ± 6.1 38.6 ± 6.4 0.004

Waist circumference (cm)
♂ 108.6 ± 9.4
♀ 106.8 ± 9.

♂ 108.4 ± 11.1
♀ 107.7 ± 11.8

0.87
0.39

Hip  circumference (cm)
♂ 113.8 ± 5.5
♀ 119.9 ± 12

♂ 114.4 ± 5.4
♀ 123.3 ± 11.2

0.59
0.001

Waist-to-hip ratio
♂ 0.97 ± 0.08
♀ 0.91 ± 0.06

♂ 0.94 ± 0.07
♀ 0.87 ± 0.07

0.33
0.02

Glucose (mg/dl) 98.4 ± 13.8 86.4 ± 10.3 0.002

Insulin (µUI/mL) 14.5 ± 4.7 12.1 ± 6.2 0.07

HOMA-R index 3.5 ± 1.2 2.5 ± 1.5 0.02

QUICKI index 0.319 ± 0.013 0.336 ± 0.022 0.002

CRP (mg/dl) 1.05 [0.3-9.6] 0.5 [0.1-3.0] < 0.001

Fibrinogen (mg/dl) 310.6 ± 73.3 255.5 ± 75.1 0.01

Total cholesterol (mg/dl) 206.6 ± 36.4 221.5 ± 33.8 < 0.001

HDL cholesterol (mg/dl)
♂ 44.8 ± 7.6

♀ 44.7 ± 15.1
♂ 44.8 ± 8.1

♀ 49.5 ± 17.35
0.99
0.04

LDL cholesterol (mg/dl) 128.8 ± 34.3 141.0 ± 37.1 < 0.001

Triglycerides (mg/dl) 168.3 ± 76.5 160.8 ± 61.1 0.53
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in insulin resistance and improvement in vascular 
infl ammation. Other authors have already demonstrated 
the CRP reduction observed in this study after the use 
of TZDs in either diabetic or non-diabetic patients29,30,31, 
confi rming the anti-infl ammatory effect of this therapeutic 
drug class.

Wang et al31 reported similar results in 50 patients 
with MS treated with ROSI during 8 weeks. Using brachial 

artery Doppler, they observed fl ow-mediated vasodilation 
after ischemia, coupled with increased LDL cholesterol 
and apolipoprotein B levels. Nevertheless, nitroglycerin-
induced vasodilation improvement (endothelium-
independent) was also observed. Pistrosch et al20 
demonstrated improved endothelial function in insulin-
resistant type-2 diabetics after 12 weeks of ROSI therapy. 
In this study, endothelial function improvement occurred 

Fig. 1 – A) increase in forearm blood fl ow (FBF) after acetylcholine (Ach) infusion in controls(▲) and MS patients before (•) and after (■) 12 weeks of 
rosiglitazone therapy B) decrease in vascular resistance (VR). (* p < 0,05  compared to baseline in the MS group)

Fig. 2 – A) increase in forearm blood fl ow (FBF) after sodium nitroprusside (SNP) infusion in controls (▲) and MS patients before (•) and after (■) 12 
weeks of rosiglitazone therapy; B)  decrease in vascular resistance (VR). (* p < 0.05 compared to baseline in the MS group)
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regardless of glycemic control, as demonstrated when 
compared with a group who received nateglinide. The 
authors, therefore, suggest that improvement in insulin 
resistance may be more important for improvement 
in endothelial function than blood glucose reduction. 
Caballero et al32 also reported improvement in endothelial 
function in patients with recently diagnosed type-2 
diabetes after troglitazone treatment. This benefi cial 
effect, however, was not demonstrated in diabetic 
patients with established macrovascular disease. Sidhu 
et al30 studied non-diabetic subjects with coronary heart 
disease and noted improvement in endothelial activation 
markers (CRP, circulating adhesion molecules, and von 
Willebrand factor). Yet, no improvement in fl ow-mediated 
vasodilation was observed. Natali et al33 compared the 
effects of metformin and rosiglitazone in 74 type-2 
diabetic patients and concluded that only the group who 
received rosiglitazone improved endothelium-dependent 
vasodilation and insulin sensitivity, although both groups 
have attained similar metabolic control. 

Several mechanisms have been described to explain the 
improvement in endothelial function following treatment 
with PPARγ agonists. The decline in insulin resistance 
may increase NO delivery, since, physiologically, insulin 
increases endothelial nitric oxide synthase (eNOS) 
expression34. Recently, Goya et al35 showed that these 
agonists directly stimulate eNOS expression in vitro. 
The reduction of circulating free fatty acid afforded by 
TZDs also improves endothelial function33. The anti-
infl ammatory effects of TZDs have already been well 
demonstrated in animals and humans alike37, evidenced 
by decreased NFkB38 activation as well as cytokine and 
vascular adhesion molecules release38. Another possible 
mechanism involved in improvement of endothelial 
function is the antioxidant effect, thus decreasing free 
radical production by monocytes and polymorphonuclear 
cells39, peroxynitrite formation and induced endothelial 
NO synthase expression40.

The administration of rosiglitazone to non-diabetic 
patients with IR improved insulin sensitivity, an effect 
already demonstrated in other groups of patients with IR, 
such as women with polycystic ovaries41, AIDS patients 
on antiretroviral therapy, which causes lipodystrophy 
and insulin resistance42, and patients with impaired 
glucose tolerance43.

Thiazolidinediones usually cause weight gain, 
due to their effects on several genes associated with 
adipogenesis. There is an increase in adipocytes 
differentiation (pre-adipocytes → mature adipocytes), 
particularly those located subcutaneously, which are 

metabolically more effective; that is to say, they can 
enhance fatty acids and glucose uptake44. In this study, 
the mean body weight increase of 2.2 kg in 12 weeks 
was not followed by an increase in waist circumference, 
suggesting a more peripheral fat distribution (decreased 
WHR) in the female group). In some studies, TZDs have 
been shown to redistribute body fat, reducing visceral, 
hepatic, and intramyocellular fat45-47, sites of abnormal 
fat deposition associated with greater insulin resistance. 
A more accurate method to determine body fat was not 
used in the study, thus limiting further conclusions. 

The effects of thiazolidinediones on lipid profile 
are controversial. Some studies show higher levels in 
total cholesterol and LDL cholesterol31, as observed in 
this group. PPAR receptors activation in macrophages 
seems to cause different effects. Stimulation occurs to 
induce the expression of CD36 receptors, facilitating the 
uptake of oxidized LDL molecules,48 whereas increasing 
ABCA1-induced reverse cholesterol transport49. Analysis 
of LDL particles shows that the TZDs change their 
morphologic pattern, reducing the number of small, dense 
LDL molecules and, thus, endothelial uptake50. There is 
no consensus in the literature regarding TZD effect on 
triglycerides, in that both reduced effects and no effect at 
all were reported51,52 . In this study, no signifi cant change 
in triglycerides level was found. 

Matching the control group and the MS group by 
age was not possible, but this difference was useful to 
demonstrate that ROSI improved vasodilator response 
on level equivalent to that of a healthy younger group. 
The lack of an MS group treated with placebo somewhat 
limits study conclusions.

We concluded that ROSI induced IR, fibrinogen 
and CRP reduction and improved endothelial function 
in MS subjects. These data suggest a possible role of 
this substance in regulating endothelial function. The 
prophylactic use of TZDs in subjects at high risk for 
developing diabetes and cardiovascular disease (patients 
with metabolic syndrome and impaired glucose tolerance) 
is yet to be established. Controlled and prospective clinical 
trials are under way, and data are awaited to determine 
whether this approach may reduce long-term ischemic 
cardiovascular events.

Potencial Confl ict of Interest

Amélio F. Godoy-Matos

• Conference speaker sponsored by GSK industry

The other co-authors did not declare any potential confl ict 
of interest.

REFERENCES

EFFECTS OF ROSIGLITAZONE ON ENDOTHELIAL FUNCTION IN NON-DIABETIC SUBJECTS WITH METABOLIC SYNDROME

1. Ross R. Atherosclerosis: an infl ammatory disease. N Eng J Med. 1999; 
340: 115-26.

2. Libby P, Ridker P, Maseri A. Inflammation and Atherosclerosis. 
Circulation. 2002; 105: 1135-43.

3. Behrendt D, Ganz P. Endothelial function: from biology to clinical 
applications. Am J Cardiol. 2002; 21: 40L-48L.

4. Suwaidi JA, Hamasaki S, Higano ST, Nishimura RA, Holmes DR, 

Lerman A. Long term follow up in patients with mild coronary artery 
disease and endothelial dysfunction. Circulation. 2000; 101: 948-
54.

5. Haffner SM. Epidemiology of insulin resistance and its relation to 
coronary artery disease. Am J Cardiol. 1999; 84: 11J-14J.

6. Lakka HM, Laaksonen DE, Lakka TA, et al. The metabolic syndrome 
and total and cardiovascular disease mortality in middle-aged men. 
JAMA. 2002; 288: 2709-16.



Arquivos Brasileiros de Cardiologia - Volume 86, Nº 5, May 2006

7. Isomaa B, Almgren P, Forsen B, et al. Cardiovascular morbidity and 
mortality associated with the metabolic syndrome. Diabetes Care. 
2001; 24: 683-9.

8. Pinkey JH, Stehouwer CDA, Coppack SW, Yudkin JS Endothelial 
dysfunction: cause of the insulin resistance syndrome. Diabetes. 
1997; 46 (suppl 2): S9-S13.

9. Hsueh WA, Christopher JL, Quiñones MJ. Insulin resistance and the 
endothelium. Am J Med. 2004; 117: 109-17.

10. Andreas F, D’Agostino R, Howard G, Mykkanen L, Russel T, Haffner 
S. Chronic subclinical infl ammation as part of the insulin resistance 
syndrome: the insulin resistance atherosclerosis study (IRAS). 
Circulation. 2000; 102: 42-7.

11. Guido A, Cretti A, Balzano A, et al. Insulin causes endothelial 
dysfunction in humans: sites and mechanisms. Circulation. 2002; 
105: 576-82.

12. Vakkilainen J, Makimattila S, Seppala-Lindroos A, et al. Endothelial 
dysfunction in men with small LDL particles. Circulation. 2000; 102: 
716-21.

13. Fagan TC, Deedwania PC. The cardiovascular dysmetabolic syndrome. 
Am J Med. 1998; 105 (suppl): 77S-82S. 

14. Vamecq J, Latruffe N. Medical signicance of peroxisome proliferators-
activated receptors.  Lancet. 1999; 354: 141-8.

15. Yki-Jarvinen H. Thiazolidinediones. N Eng J Med. 2004; 351: 
1106-18.

16. Gurnell M, Savage DB, Krishna V, O’Rahilly S. The metabolic syndrome: 
peroxisome proliferators-activated receptor γ and its therapeutic 
modulation. J Clin Endocrinol Metab. 2003; 88: 2412-21.

17. Mohanty P, Aljada A, Ghanim H, et al. Evidence for a potent 
antiinfl ammatory effect of rosiglitazone. J Clin Endocrinol Metab. 
2004; 89: 2728-35.

18. Maeda N, Takahasi M, Finahasi T, et al. PPAR gamma ligands increase 
expression and plasma concentrations of adiponectin, an adipose-
derived protein. Diabetes. 2001; 50: 2094-9.

19. Yang WS, Jeng CY, Wu TJ, et al. Synthetic peroxisome proliferator-
activated receptor-gamma agonist, rosiglitazone, increases plasma 
levels of adiponectin in type 2 diabetic patients. Diabetes Care. 2002; 
25: 376-80.

20. Pistrosch F, Passauer J, Fischer S, Fuecker K, Hanefeld M, Gross P. In 
type 2 diabetes, rosiglitazone therapy for insulin resistance ameliorates 
endothelial dysfunction independent of glucose control. Diabetes Care. 
2004; 27: 484-90.

21. Third Report of the National Cholesterol Education Program (NCEP) 
Expert Panel on Detection, Evaluation, and Treatment of High 
Blood Cholesterol in Adults (Adult Treatment Panel III) fi nal report. 
Circulation. 2002; 106: 3143-421.

22. WHO - Physical Status: The use and interpretation of anthropometry, 
Report of a WHO Expert Committee. Geneva, 1995 - Technical Report 
Series 854. 

23. Chobanian AV, Bakris Gl, Black HR, et al. National High Blood Pressure 
Education Program Coordinating Committee. The Seventh Report of 
the Joint National Committee on Prevention, Detection, Evaluation, 
and Treatment of High Blood Pressure: the JNC 7 report. Hypertension. 
2003; 42: 1206-52.

24. Sociedade Brasileira de Diabetes. Consenso Brasileiro sobre Diabetes: 
Diagnóstico e Classifi cação e Tratamento do Diabetes Mellitus Tipo 2. 
Rio de Janeiro: Diagraphic, 2003: 16-18.

25. Matthews DR, Hosker JP, Rudenski AS, Naylor BA, Teacher DF, Turner 
RC. Homeostasis model assessment: insulin resistance and b cell 
function from fasting plasma glucose and insulin concentration in man. 
Diabetologia. 1985; 28: 412-9.

26. Katz A, Nambi SS, Mather K, et al. Quantitative insulin sensitivity 
check index: a simple, accurate method for assessing insulin sensitivity 
in humans. J Clin Endocrinol Metab. 2000; 85: 2402-10.

27. Haffner SM, Miettinen H. Insulin resistance implications for type ii 
diabetes mellitus and coronary heart disease. Am J Med. 1997; 103: 
152-62.

28. Hanley A, Williams K, Stern M, Haffner SM. Homeostasis model 
assessment of insulin resistance in relation to the incidence of 
cardiovascular disease: The San Antonio Heart Study. Diabetes Care. 
2002; 25: 1177-84.

29. Haffner SM, Greenberg AS, Weston WM, Chen H, Willians K, Freed 
MI. Effect of rosiglitazone treatment on nontraditional markers of 
cardiovascular disease in patients with type 2 diabetes mellitus. 
Circulation. 2002; 106: 679-84.

30. Sidhu JS, Cowan D, Kaski JC. Effects of rosiglitazone on endothelial 
function in men with coronary artery disease without diabetes mellitus. 
Am J Cardiol. 2004; 15; 94: 151-6.

31. Wang TD, Chen WJ, Lin JW, Chen MF, Lee YT. Effects of rosiglitazone 
on endothelial function, C-reactive protein, and components of the 
metabolic syndrome in nondiabetic patients with the metabolic 
syndrome. Am J Cardiol. 2004; 93: 362-5.

32. Caballero AE, Saouaf R, Linn SC, et al. The effects of troglitazone on 
the endothelial function in early and late diabetes: a placebo controlled 
randomized clinical trial. Metabolism. 2003; 52: 173-80.

33. Natali A, Baldeweg S, Toschi E, et al. Vascular effects of improving 
metabolic control with metformin or rosiglitazone in type 2 diabetes. 
Diabetes Care. 2004; 27: 1349-57.

34. Zeng G, Nystrom FH, Ravichandran LV, et al. Roles for insulin receptor, 
PI3-Kinase, and Akt in insulin-signaling pathways related to production 
of nitric oxide in human vascular endothelial cells. Circulation. 2000; 
101: 1539-45.

35. Goya K, Sumitani S, Xu X, et al. Peroxisome proliferator-activated 
receptor alpha agonists increase nitric oxide synthase expression in 
vascular endothelial cells. Arterioscler Thromb Vasc Biol. 2004; 24: 
658-63.

36. Chawla A, Barak Y, Nagy L, et al. PPAR gamma dependent and 
independent effects on macrophage-gene expresion in lipid metabolism 
and infl ammation. Nat Med. 2001; 7: 48-53.

37. Ghanim H, Garg R, Aljada A, et al. Supression of nuclear factor kB 
and stimulation of inhibitor kB by troglitazone: evidence for an anti-
infl ammatory effect and potential antiatherosclerotic effect in the 
obese. J Clin Endocrinol Metab. 2001; 86: 1306-12.

38. Jackson SM, Parhami F, Xi XP, et al. Peroxisome proliferators activated-
receptor activators target human endothelial cells to inhibit leukocyte-
endothelial cell interaction. Arterioscler Thromb Vasc Biol. 1999; 19: 
2094-104.

39. Garg R, Kumbkarni Y, Aljada A, et al. Troglitazone reduces reactive 
oxygen species generation by leucocytes and lipid peroxidation 
and improves flow-mediated vasodilatation in obese subjects. 
Hypertension. 2000; 36: 430-5.

40. Tao L, Liu HR, Gao E, et al. Antioxidative, antinitrative, and vascu-
loprotective effects of a peroxisome proliferator-activated receptor-
gamma agonist in hypercholesterolemia. Circulation. 2003; 108: 
2805-11. 

41. Brettenthaler N, De Geyter C, Huber PR, Keller U. Effect of the insulin 
sensitizer pioglitazone on insulin resistance, hyperandrogenism, and 
ovulatory dysfunction in women with polycystic ovary syndrome. J Clin 
Endocrinol Metab. 2004; 89: 3835-40.

42. Currier J. Meeting notes from the 2nd International AIDS Society 
Conference on HIV Pathogenesis and Treatment. Metabolic update: 
better defi ning lipodystrophy and treating insulin resistance. AIDS Clin 
Care. 2003; 15: 79-80.

EFEITOS DA ROSIGLITAZONA SOBRE A FUNÇÃO ENDOTELIAL EM INDIVÍDUOS NÃO-DIABÉTICOS COM SÍNDROME METABÓLICA



Arquivos Brasileiros de Cardiologia - Volume 86, Nº 5, May 2006

43. Xiang AH, Peters RK, Kjos SL, et al. Pharmacological treatment of 
insulin resistance at two different stages in the evolution of type 2 
diabetes: impact on glucose tolerance and beta-cell function. J Clin 
Endocrinol Metab. 2004; 89: 2846-51.

44. Grimaldi PA. The roles of PPARS in adipocyte differentiation. Progr 
Lipid Res. 2001; 40: 269-81. 

45. Smith SR, De Jonge L, Volaufova J, et al. Effect of pioglitazone on body 
composition and energy expenditure: A randomized controlled trial. 
Metabolism. 2005; 54: 24-32.

46. Fonseca V. Effect of thiazolidinediones on body weight in patients with 
diabetes mellitus. Am J Med. 2003; 115 (Suppl)8A: 42S-48S.

47. Yamauchi T, Kamon J, Waki H, et al. The mechanisms by which both 
heterozygous peroxisome proliferators-activated receptor gamma 
defi ciency and PPAR gamma agonist improve insulin resistance. J Biol 
Chem. 2001; 276: 41245-54.

48. Tontonoz P, Nagy L. Regulation of macrophage gene expression by 

peroxisome-proliferator-activated receptor gamma: implications for 
cardiovascular disease. Curr Opin Lipidol. 1999; 10 (6): 485-90.
49. Chinetti G, Lestavel S, Fruchart JC, Clavey V, Staels B. Peroxisome 
proliferator-activated receptor alpha reduces cholesterol esterifi cation 
in macrophages. Circ Res. 2003; 92: 212-7.

50. Thomas JC, Taylor KB. Effects of thiazolidinediones on lipoprotein 
subclasses in patients who are insulin resistant. Diabetes. 2001; 50 
(Suppl 2): A455.

51. Derosa G, Cicero AF, Gaddi A, et al. Metabolic effects of pioglitazone 
and rosiglitazone in patients with diabetes and metabolic syndrome 
treated with glimepiride: a twelve-month, multicenter, double-blind, 
randomized, controlled, parallel-group trial. Clin Ther. 2004; 26: 
744-54.

52. Khan MA, St Peter JV, Xue JL. A prospective, randomized comparison 
of the metabolic effects of pioglitazone or rosiglitazone in patients with 
type 2 diabetes who were previously treated with troglitazone. Diabetes 
Care. 2002; 25: 708-11.

EFEITOS DA ROSIGLITAZONA SOBRE A FUNÇÃO ENDOTELIAL EM INDIVÍDUOS NÃO-DIABÉTICOS COM SÍNDROME METABÓLICA




