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Endothelial Dysfunction and Microvascular Complications in Type 1

Diabetes Mellitus

We examined whether alterations in vascular endothelial function and early struc-
tural changes in atherosclerosis are associated with microvascular complications
in patients with type 1 diabetes mellitus (DM). Flow-mediated dilation (FMD) of the
brachial artery and carotid intima-media thickness (IMT) measurement were per-
formed in 70 young adults (aged 19 to 35 yr), 48 with type 1 DM, and 22 normal
controls. Patients with diabetes had a lower peak FMD response (7.8 £3.9 vs. 11.1
£1.9%, p<0.001) and increased IMT (0.51+0.10 vs. 0.42£0.07 mm, p<0.001)
compared with controls. Twenty (41.7%) of the patients had microvascular com-
plications including neuropathy, nephropathy, or retinopathy. In these complicated
diabetic patients, we found a lower FMD response (6.1+2.5 vs. 9.9+3.5%, p=0.001)
compared with diabetics without microvascular complications. The presence of mi-
crovascular complications was also associated with older age and longer duration of
the disease. However, no differences were observed in IMT, body size, blood pres-
sure, HbA1c, C-reactive protein, low-density lipoprotein or high-density lipoprotein
cholesterol levels between complicated and non-complicated patients. Endothelial
dysfunction and early structural atherosclerotic changes are common manifestations
in type 1 DM, and endothelial dysfunction is thought to be an early event in the
atherosclerotic process and important in the pathogenesis of microvascular com-
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INTRODUCTION

It is widely accepted that endothelial dysfunction precedes
and may cause diabetic microangiopathy in type 1 diabetes
mellitus (DM) receiving standard insulin therapy (1, 2). How-
ever, no clinical studies have been reported, to confirm the rela-
tionship between the functional studies of vascular endothe-
lium and the presence of microangiopathy. In the present study,
we examined whether alterations in vascular endothelial func-
tion and early structural changes in atherosclerosis are associ-
ated with the presence of the microvascular complications in
young adults with type 1 DM.

MATERIALS AND METHODS
Study populations

The study population consisted of 48 young adults with type
1 DM, all of whom were diabetic for at least 6 yr and were tak-
ing insulin. There were 25 males and 23 females (mean age,
24.813.6 yr [range, 20 to 33.5 yr]). The duration of their dia-

Key Words : Vascular Endothelial; Atherosclerosis; Microangiopathy; Diabetes Mellitus

77

Seoul 110-744, Korea
Tel: +82.2-2072-3632, Fax : +82.2-743-3455
E-mail : ksydhnoh@yahoo.co.kr

betes was 13.8 4.3 yr (range, 6.8 to 24.8 yr). Twenty two age-
and gender-matched subjects (age 23.8 £ 5.4 yr [range 19 to
35 yrl; 12 males and 10 females) were recruited for the healthy
control subjects after informed consent. We excluded subjects
with arterial hypertension, hyperglycemia, hyperlipidemia,
microalbuminuria, obesity (body mass index >25 kg/m?), a
history of smoking or significant passive exposure to smoking,
a family history of premature vascular disease, and those tak-
ing any medication. Ten of the diabetic, patients were medi-
cated with angiotensin-converting enzyme inhibitors (ACEi)
for more than 3 months. ACEi were medicated for the purpose
of renal protection and afterload reduction in the patients who
had diabetic nephropathy with or without systemic arterial
hypertension.

Study design

At the outpatient clinic, a physical examination was per-
formed, and blood samples were obtained by venipuncture in
the morning after 8 to 12 hr of fasting. The serum levels of
creatinine, glycosylated hemoglobin (HbA1c), C-reactive pro-
tein (CRP), total cholesterol, low-density lipoprotein (LDL)-
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cholesterol, and high-density lipoprotein (HDL)-cholesterol
were checked. All type 1 diabetic patients were assessed for
subclinical evidence of microvascular complications and abnor-
mal neurologic function. To evaluate the presence of nephropa-
thy, albuminuria was assessed on 24 hr of urine collection. Mi-
croalbuminuria was defined as 30-300 mg/24 hr or 20-200 ug/
min in 2 out of 3 consecutive tests taken within 2-3 months.
The glomerular filtration rate was estimated from the levels
of serum and urine creatinine (3, 4). The presence of retinopa-
thy was assessed by fundus photography, which was interpret-
ed by ophthalmologists. Peripheral nerve function was assessed
by the measurement of nerve conduction velocity NCV) (4, 5).

The vascular study was performed between 11 AM to 2
PM with the usual morning dose of insulin for diabetic sub-
jects and a light, low-fat breakfast for which subjects received
specific instructions. For the flow-mediated vasodilation (FMD)
of the brachial artery, patients fasted for >4 hr before the study.
ACE:i were discontinued for at least four times of the expect-
ed half life of captopril or enalapril in each diabetic patient.
Caffein intake and cigarette smoking were prohibited for 24
hr before the study.

After arrival, the subjects rested in a quiet, temperature-con-
trolled room for 15 min in the supine position, and then con-
ventional transthoracic echocardiogram was performed before
the procedure of vascular function test. Quantitative analysis
in the form of two-dimensional (2D) and Doppler echocardio-
graphy was performed to determine ventricular function, aor-
tic insufficiency, and atrioventricular valve regurgitation. We
excluded patients with moderate to severe ventricular dysfunc-
tion, aortic insufficiency, or atrioventricular valve regurgitation.

The study protocol was approved by the Ethics Commit-
tee of Seoul National University (Seoul, Korea), and informed
consent was obtained before the study from all patients and/or
their parents after a detailed description of the procedure.

FMD and intima media thickness (IMT)

All studies were performed with a Vivid 7 ultrasound ma-
chine (GE-Vingmed, Horten, Norway) using 12-MHz lin-
ear array transducer. FMD of the brachial artery was assessed
according to the standard protocols (6). After recording base-
line image and Doppler signal, a blood pressure cuff was placed
at the distal forearm and inflated to supra-systolic pressure
(180-200 mmHg) for 5 min. Then the cuff was rapidly deflat-
ed and Doppler signal was recorded for 15 sec. The vessel was
continuously scanned from baseline until 3 min after cuff defla-
tion. Digital loops were stored on the hard disk of the echocar-
diography machine, and transferred to a workstation (EchoPAC
PC, General Electric, Horten, Norway) for offline analysis.
The brachial artery diameter was determined in end diastole,
indicated by the R wave of the electrocardiogram. Reactive
hyperemia (RH) was calculated as the percentage change in
blood flow from baseline. Blood flow (F) was calculated from
mean velocity of blood (V) and vessel diameters (D) during bas-

S.M. Jin, C.I. Noh, S.W. Yang, et al.

eline (V1, D1) and maximal reactive hyperemic period (V2, D>)
as follows: RH (%6)=100(F--F1)/Fi=100 (V2 X 7D22-V1 X D12/
Vi X 7Dr.

Maximal obtained diameter during ischemia-induced hyper-
emia was used for the calculation of FMD. FMD was expressed
as percent changes in the diameter ({[maximum diameter-base-
line diameter]/baseline diameter X 100%).

Carotid IMT was measured at common carotid artery, 10
mm proximal to the bifurcation. The far wall IMT was iden-
tified as the region between the lumen- intima interface and the
media-adventitia interface (7). Imaging was performed by two
experienced sonographers who were blinded to the clinical or
laboratory profile of the study patient. Offline measurements
were taken by two physicians who also had no knowledge of
the clinical or laboratory profile of the study subjects. Data
from at least 3 measurements were averaged for the calcula-
tion of FMD and IMT. The intra- and inter-observer variabil-
ity expressed as coefficients of variation were 6.8 and 7.1%
for FMD, and 5.4 and 5.8% for IMT, respectively. The results
of the measurements of FMD and IMT were highly repro-
ducible.

Statistical analysis

All data were stored and analyzed using the SPSS statisti-
cal package 12.0 (SPSS Inc., Chicago, IL, U.S.A.). Descriptive
data are expressed as mean == standard deviation (SD). For the
comparison of quantitative data of the 2 groups, the Student’s
t test or chi-square test was applied. A p value less than 0.05
was considered statistically significant.

RESULTS

The clinical characteristics of the type 1 diabetic patients
and controls are given in Table 1. There were no significant
differences in age, gender distribution, body weight, height,
body mass index, and diastolic blood pressure between the
groups. However, mean systolic blood pressure was signifi-
cantly higher in diabetic patients. Twelve (25%) of the dia-
betic patients had systemic hypertension.

The results of ultrasound studies are shown in Table 1. There
were no significant differences between the two groups in br-
achial artery baseline diameter or increase in blood flow dur-
ing reactive hyperemia. Patients with type 1 DM had lower
peak FMD response (7.8 3.9 vs. 11.1+1.9%, p<0.001) and
increased IMT (0.5120.10 vs. 0.42+0.07 mm, p<0.001)
compared with controls. Thirty-six diabetic patients without
hypertension also showed reduced FMD (7.243.2 vs. 11.1
+1.9%, p<0.001) and increased IMT (0.510.11 vs. 0.42
+0.07 mm, p=0.001) compared with controls.

Twenty (41.7%) of the patients had one or more microvas-
cular complications including neuropathy, nephropathy, or
retinopathy. Thirteen patients had nephropathy, eight patients
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Table 1. Clinical characteristics and results of the ultrasound stud-
ies in controls and type 1 diabetic patients

Controls  Diabetic patients  p value

Number of subjects (male) 22 (12) 48 (25) -
Age (range), yr 23.8+54 248+3.6 0.375
(19-35) (20-33.5)
Disease duration - 13.8+4.3 -
(range), yr (6.8-24.8)
Height (m) 1.70+0.07 165+0.08  0.129
Weight (kg) 63.71+10.9 60.0+8.8 0.148
BMI (kg/m?) 21.7+29 219122 0.765
SBP (mmHg) 121412 125411 0.04
DBP (mmHg) 7610 76+8 0.884
HbA1c (%) - 85+15 -
D1 (mm) 3574049  341%£043  0.196
RH (%) 258+ 146 2511131 0.866
FMD (%) 111219 78+£39  <0.001
IMT (mm) 0.42+0.07 051+0.10 <0.001

Data are presented as the mean value = SD.

BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood
pressure; HbA1c, glycosylated hemoglobin; Ds, baseline brachial artery
diameter; RH, reactive hyperemia; FMD, flow-mediated vasodilation; IMT,
intima-media thickness.
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Fig. 1. Comparison of the results of flow-mediated vasodilation (FMD)
in three study groups (controls, non-complicated and complicated
type 1 diabetic patients).

had retinopathy, and two patients had neuropathy. Two of the
patients who had diabetic nephropathy also had retinopathy
concomitantly. In these complicated diabetic patients, we found
lower FMD response compared with diabetics without micro-
vascular complications (6.1 %2.5 vs. 9.913.5%, p=0.001)
(Table 2). The presence of microvascular complications was
also associated with older age and longer duration of the dis-
ease. However, no differences were observed in IMT, body size,
systolic or diastolic blood pressure, HbAlc, CRP, LDL or HDL
cholesterol levels between complicated and non-complicated
patients.

Non-complicated diabetic patients showed significantly
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Table 2. Clinical characteristics and results of the laboratory and
ultrasound studies in non-complicated (diabetic group 1) and
complicated (diabetic group 2) type 1 diabetic patients

Diabetic group 1 Diabetic group 2
(w/o complica- (wcomplica- pvalue

tions) tions)
Number of subjects (male) 28 (15) 20 (10) -
Age (range), yr 235+25 26.5+4.1 0.007
(20-29) (21-34)
Disease duration (range), yr  12.3+3.7 159143 0.004
(6.8-24.6) (9.5-24.8)

Height (m) 1.66+0.07 1.63+0.09 0.253
Weight (kg) 60.0+8.4 60.1+9.5 0.956
BMI (kg/m?) 215+17 223+27 0.216
SBP (mmHg) 1246104 1268+118 0588
DBP (mmHg) 75.6+6.9 775+94 0.490
Insulin dose (unit) 4494109 46.5+11.1 0.659
HbA1c (%) 82+15 89+15 0.189
CRP (mg/dL) 0.08+0.09 0.11+0.15 0.325
Total cholesterol (mg/dL) 17361407 19224430 0.098
LDL cholesterol (mg/dL) 97.3£335 1023+21.7 0.509
HDL cholesterol (mg/dL) 65.2+12.8 66.71+16.5 0.597
D1 (mm) 3.42+0.45 3.38+0.41 0.815
RH (%) 245+ 115 263+ 158 0.682
FMD (%) 9.9+35 6.1+25 0.001
IMT (mm) 0.514+0.10 0.52+0.11 0.719

Data are presented as the mean value =SD.
wj/o, without; w, with; CRP, C-reactive protein; HDL and LDL, high- and
low-density lipoprotein; other abbreviations are same as in Table 1.

lower FMD (9.913.5 vs. 11.1+£1.9%, p=0.001) and higher
IMT (0.51£0.09 vs. 0.4210.07 mm, p=0.013) compared
with controls. Fig. 1 shows the peak FMD values across 3 gro-
ups (controls and diabetic patients with and without microvas-
cular complications).

DISCUSSION

Morbidity and mortality in diabetes mellitus are caused ch-
iefly by its vascular complications, both in the microcircula-
tion and in large vessels. Microangiopathy of the vasa nervo-
rum is important in the pathogenesis of diabetic neuropathy,
and diabetic retinopathy and nephropathy are the hallmarks
of microangiopathy. Diabetic nephropathy is strongly associ-
ated with other complications, including neuropathy, retinopa-
thy, and atherosclerosis (8). Considerable laboratory and clini-
cal evidence indicates that endothelial dysfunction is a critical
part of the pathogenesis of microvascular and macrovascular
complications in type 1 DM (9-11). However, the literature
on endothelial function in diabetes is complex in part because
endothelial function can be measured in many ways and in
many vascular beds (1).

The FMD, endothelium-dependent vasodilation during re-
active hyperemia, is predominantly modulated by local release
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of nitric oxide (12). Impaired local availability of nitric oxide
and endothelium-dependent vasodilation may result from either
short- or long-term exposure to several factors. With recurrent
or petsistent exposure to the risk factors, there is a state of per-
sistent endothelial dysfunction and altered vascular wall milieu
that promotes structural changes of atherosclerosis (13). In the
present study, the patients with type 1 DM had lower peak
FMD response and increased IMT compared with controls.
Several studies have reported that endothelial dysfunction is
common in children and young adults with type 1 DM of short
duration (5, 13-15). Endothelial dysfunction in large arteries
is paralleled by endothelial dysfunction in resistance vessels
and metabolically important capillary beds that contributes
to the development of the metabolic syndrome (16). Impaired
FMD response is associated with increased carotid artery IMT.
Endothelial dysfunction in children with type 1 DM may pre-
dispose them to the development of early atherosclerosis (14).
Increased IMT is believed to represent structural atheroscle-
rosis and is a proven risk factor for myocardial infarction and
stroke in older adults (17). Our result is consistent with the
previous study (18), which found a significant, albeit small,
increase in carotid IMT in diabetic children compared with
control subjects.

The mean FMD values in controls and diabetic patients in
the present study were higher than those observed in the pre-
vious studies (14, 15). And the mean IMT values in controls
and diabetic patients in the present study were lower than those
observed in the previous study (14). Compared with the dia-
betic children of these former studies, those included in the
present study were older, had a longer duration of diabetes,
and many (41%) of the patients had diabetic microvascular
complications. Significant differences in genetic and environ-
mental cardiovascular risk factors (lifestyle, diet, or other risk
factors) between the study populations may explain the dis-
crepancy.

The mechanisms of endothelial dysfunction and accelerat-
ed atherosclerosis in diabetes are multifactorial and have not
been fully characterized. In this study, the glycemic control in
patients was suboptimal, with a mean glycosylated hemoglobin
value of 8.5 £1.5% (range, 5.4 to 12%; normal value, 4.0 to
6.0% [19)). It is known that hyperglycaemia and its immedi-
ate biochemical sequelae directly alter endothelial function or
influence endothelial cell functioning indirectly by the synthe-
sis of growth factors, cytokines, and vasoactive agents in other
cells (1, 20, 21). In vitro, endothelial cells exposed to high glu-
cose show an increased production of extracellular matrix com-
ponents, such as collagen and fibronectin, and of procoagulant
proteins, such as von Willebrand factor and tissue factor, and
decreased proliferation, migration, and fibrinolytic potential
(22). Many of these features are also apparent in vivo, especially
in patients with micro- or macroalbuminuria (23). Glycosyl-
ation of LDL apolipoprotein B through nonenzymatic link-
ages and production of advanced glycation end products are
characteristic to diabetic hyperglycemia (24). Recent experi-
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mental studies have shown glycated LDL to induce various
atherogenic events, including endothelial dysfunction (25).
The components of the metabolic syndrome can also affect
endothelial function in diabetes (26). Regardless of the pres-
ence of diabetes, chronic low-grade inflammation is closely
associated with endothelial dysfunction (27, 28).

In type I DM, patients who have had diabetes for more than
5-10 yr are characterized by subtle increases in blood pressure
and autonomic dysfunction (29). In this study, diabetic patients
showed higher systolic blood pressure than controls. Because
hypertension itself causes endothelial activation as indicated
by elevated levels of soluble adhesion molecules (30) and im-
paired NO availability (1), hypertension should be another
factor that resulted in endothelial dysfunction in diabetic pa-
tients. Hypertension is a confounding variable that can ren-
der the data interpretation problematic. Nevertheless, there
were 36 patients with type 1 DM without hypertension who
showed abnormal FMD and IMT.

In the present study, non-complicated diabetic patients show-
ed significantly lower FMD compared with controls. It is con-
sistent with the previous study, which reported that type 1
diabetic children without diabetic complications had atten-
uated endothelial function compared with controls (15). Dia-
betic patients with microvascular complications showed more
severely impaired FMD than diabetic patients without these
complications. NG-Monomethyl-L-arginine (an inhibitor of
endothelium-derived relaxing factor/nitric oxide biosynthesis)
did not influence nitroprusside (an endothelium-independent
vasodilator) responses but reduced carbachol (an endothelium-
dependent vasodilator) responses in control subjects and nor-
moalbuminuric diabetic patients but not in microalbuminuric
diabetic patients. These results provided evidence of abnormal
nitric oxide biosynthesis in insulin-dependent diabetic patients
with microalbuminuria (31). On the contrary, Donaghue et al.
reported that the changes in large vessel endothelial function
were not related to detectable microvascular disease or auto-
nomic dysfunction (5). Differences in the study populations
may explain this disparity. The subjects enrolled in the pre-
vious study (5) were younger, had a shorter duration of diabetes
compared to the present study. The small patient population
in the previous study may be insufficient to reveal the asso-
ciation between endothelial function and the presence of mi-
croangiopathy.

Endothelial dysfunction, as estimated by plasma vWF con-
centration, preceded the development of microalbuminuria in
type 1 DM (2). Other prospective studies have shown that high
vWF concentrations are associated with an increased risk of
developing microalbuminuria, an increased progression of mi-
croalbuminuria, the occurrence of diabetic retinopathy and
neuropathy and, an increased risk of cardiovascular events and
death (32-34). Endothelial dysfunction can contribute to the
pathogenesis of albuminuria both directly, by causing increased
glomerular pressure and the synthesis of a leaky glomerular
basement membrane, and indirectly, by influencing glomeru-
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lar mesangial and epithelial cell function in a paracrine fash-
ion (1). Chronic low-grade inflammation can be both the cause
and consequence of endothelial dysfunction, and it is one can-
didate to explain the association between (micro) albuminuria
and extrarenal complications (35, 36). Genetic or environmen-
tal factors are also likely to play a role in determining who am-
ong type 1 diabetic patients go on to develop aggressive ang-
iopathy and who do not (1).

The IMT measurements in diabetic patients were signifi-
cantly greater than those in the control population. However,
we found no differences in carotid IMT between complicat-
ed and non-complicated diabetic patients. In a recent study,
it was shown that abnormal FMD occurs within the first decade
of the disease in children with type 1 DM and precedes the
increase in IMT (13). Although endothelial dysfunction is not
atherosclerosis, it may be an important pathophysiological
precursor (37, 38). The increase in the carotid IMT would occur
after a considerably longer exposure to the diabetic milieu (13),
and it is the likely explanation for the findings in our study.
The relative timing of these events is important in the evalua-
tion of strategies to prevent progression of atherosclerosis and
other vascular complications in this patient population (13).

In conclusion, this study shows that young adults with type
1 DM have signs of large vascular endothelial dysfunction and
early atherosclerosis. Although the present study is a cross-sec-
tional study and only a small number of young adults were
investigated, our findings indicate that changes in systemic
vascular endothelial function predispose to microvascular com-
plications. Our results emphasize the importance of early detec-
tion and control of risk factors of endothelial dysfunction in
these patients. The assessment of FMD responses may provide
a valuable tool for risk stratification of the young patients with
type 1 DM.

Some limitations should be noted in this study. First, the
size of the patient population was small compared with that
of large studies of type 2 DM. Second, it was a cross-section-
al study that assessed the impairment of subclinical vascular
endothelial function and the presence of microangiopathy in
young adults with type 1 DM, so further longitudinal stud-
ies would be needed to clarify whether an improvement in
endothelial function would reduce the development of micro-
vascular complications in the young type 1 diabetic patients.
Third, although the patients with moderate to severe ventric-
ular dysfunction were excluded from this study, there must
be some interactions between ventricles and peripheral ves-
sels. The influences of ventricles on vessels were not analyzed
in the present study.

REFERENCES

1. Schalkwijk CG, Stehouwer CD. Vascular complications in diabetes
mellitus: the role of endothelial dysfunction. Clin Sci (Lond) 2005;
109: 143-59.

81

2. Stehouwer CD, Fischer HR, van Kuijk AW, Polak BC, Donker Al.
Endothelial dysfunction precedes development of microalbuminuria
in IDDM. Diabetes 1995, 44: 561-4.

3. Bennett PH, Haffner S, Kasiske BL, Keane WF, Mogensen CE, Parv-
ing HH, Steffes MW, Striker GE. Screening and management of mi-
croalbuminuria in patients with diabetes mellitus: Recommendations
to the Scientific Advisory Board of the National Kidney Foundation
from an ad hoc committee of the council on Diabetes Mellitus of the
National Kidney Foundation. Am J Kidney Dis 1995, 25: 107-12.

4. Marshall SM, Flyvbjerg A. Prevention and early detection of vascu-
lar complications of diabetes. BMJ 2006, 333: 475-80.

5. Donaghue KC, Robinson J, McCredie R, Fung A, Silink M, Celerma-
jer DS. Large vessel dysfunction in diabetic adolescents and its rela-
tionship to small vessel complications. J Pediatr Endocrinol Metab
1997; 10: 593-8.

6. Corretti MC, Anderson TJ, Benjamin EJ, Celermajer D, Charbonneau
F, Creager MA, Deanfield J, Drexler H, Gerhard-Herman M, Herring-
ton D, Vallance P, VitaJ, Vogel R. Guidelines for the ultrasound assess-
ment of endothelial-dependent flow-mediated vasodilation of the br-
achial artery: a report of the International Brachial Artery Reactivi-
ty Task Force. J Am Coll Cardiol 2002; 39: 257-65.

7. Kennedy R, Case C, Fathi R, Johnson D, Isbel N, Marwick TH. Does
renal failure cause an atherosclerotic milieu in patients with end-stage
renal disease? Am J Med 2001; 110: 198-204.

8. Stehouwer CD, Schaper NC. The pathogenesis of vascular complica-
tions of diabetes mellitus: one voice or many? Eur J Clin Invest 1996,
26: 535-43.

9. Cohen RA. Dysfunction of vascular endothelium in diabetes mellitus.
Circulation 1993; 87: V67-76.

10. Stehouwer CD, Lambert J, Donker AJ, van Hinsbergh VW. Endothe-
lial dysfunction and pathogenesis of diabetic angiopathy. Cardiovasc
Res 1997; 34: 55-68.

11. Flyvbjerg A. Putative pathophysiological role of growth factors and
cytokines in experimental diabetic kidney disease. Diabetologia 2000;
43: 1205-23.

12. Joannides R, Haefeli WE, Linder L, Richard V, Bakkali EH, Thuillez
C, Luscher TF. Nitric oxide is responsible for flow-dependent dilata-
tion of human peripheral conduit arteries in vivo. Circulation 1995;
91: 1314-9.

13. Singh TP, Groehn H, Kazmers A. Vascular function and carotid inti-
mal-medial thickness in children with insulin-dependent diabetes mel-
litus. J Am Coll Cardiol 2003; 41: 661-5.

14. Javisalo MJ, Raitakari M, Toikka JO, Putto-Laurila A, Rontu R, Laine
S, Lehtiméki T, Ronnemaa T, Viikari J, Raitakari OT. Endothelial dys-
function and increased arterial intima-media thickness in children with
type 1 diabetes. Circulation 2004; 109: 1750-5.

15. Wiltshire EJ, Gent R, Hirte C, Pena A, Thomas DW, Couper JJ. Endo-
thelial dysfunction relates to folate status in children and adolescents
with type 1 diabetes. Diabetes 2002; 51: 2282-6.

16. Pinkney JH, Stehouwer CD, Coppack SW, Yudkin JS. Endothelial
dysfunction: cause of the insulin resistance syndrome. Diabetes 1997;
46 (Suppl 2): §9-13.

17. O’Leary DH, Polak JF, Kronmal RA, Manolio TA, Burke GL, Wolf-
son SK Jr. Carotid-artery intima and media thickness as a risk factor



82

for myocardial infarction and stroke in older adults. Cardiovascular
Health Study Collaborative Research Group. N Engl J Med 1999;
340: 14-22.

18. Jarvisalo MJ, Jartti L, Nanto-Salonen K, Irjala K, Ronnemaa T, Har-
tiala JJ, Celermajer DS, Raitakari OT. Increased aortic intima-media
thickness: a marker of preclinical atherosclerosis in high-risk children.
Circulation 2001; 104: 2943-7.

19. Shivalkar B, Dhondt D, Goovaerts I, Gaal L, Bartunek J, Van Crom-
brugge P, Vrints C. Flow mediated dilatation and cardiac function in
type 1 diabetes mellitus. Am J Cardiol 2006; 97: 77-82.

20. Brownlee M. Biochemiistry and molecular cell biology of diabetic com-
plications. Nature 2001; 414: 813-20.

21. Kofler S, Nickel T, Weis M. Role of cytokines in cardiovascular dis-
eases: afocus on endothelial responses to inflammation. Clin Sci (Lond)
2005, 108: 205-13.

22. Lorenzi M. Glucose toxicity in the vascular complications of diabetes:
the cellular perspective. Diabetes Metab Rev 1992; 8: 85-103.

23. Stehouwer CD, Donker AJ. Urinary albumin excretion and cardiovas-
cular disease risk in diabetes mellitus: is endothelial dysfunction the
missing link? J Nephrol 1993; 6: 72-92.

24. Brownlee M. Lilly Lecture 1993: glycation and diabetic complications.
Diabetes 1994, 43: 836-41.

25. Posch K, Simecek S, Wascher TC, Jurgens G, Baumgartner-Parzer
S, Kostner GM, Graier WF. Glycated low-density lipoprotein atten-
uates shear stress-induced nitric oxide synthesis by inhibition of shear
stress-activated L-arginine uptake in endothelial cells. Diabetes 1999;
48: 1331-7.

26. Cacicedo JM, Yagihashi N, Keaney JF Jr, Ruderman NB, Ido Y. AMPK
inhibits fatty acid-induced increases in NF-kB transactivation in cul-
tured human umbilical vein endothelial cells. Biochem Biophys Res
Commun 2004; 324: 1204-9.

27. Yudkin JS. Adipose tissue, insulin action and vascular disease: inflam-
matory signals. Int J Obes Relat Metab Disord 2003, 27 (Suppl 3):
§25-8.

28. Weyer C, Yudkin JS, Stehouwer CD, Schalkwijk CG, Pratley RE,
Tataranni PA. Humoral markers of inflammation and endothelial dys-
function in relation to adiposity and in vivo insulin action in Pima Indi-
ans. Atherosclerosis 2002; 161: 233-42.

29. van Ittersum FJ, Spek JJ, Praet 1J, Lambert J, IJzerman RG, Fischer
HR, Nikkels RE, Van Bortel LM, Donker AJ, Stehouwer CD. Ambu-
latory blood pressures and autonomic nervous function in normoalbu-

S.M. Jin, C.I. Noh, S.W. Yang, et al.

minuric type I diabetic patients. Nephrol Dial Transplant 1998; 13:
326-32.

30. Boulbou MS, Koukoulis GN, Makri ED, Petinaki EA, Gourgoulianis
KI, Germenis AE. Circulating adhesion molecules levels in type 2 dia-
betes mellitus and hypertension. Int J Cardiol 2005; 98: 39-44.

31. Elliot TG, Cockeroft JR, Groop PH, Viberti GC, Ritter JM. Inhibition
of nitric oxide synthesis in forearm vasculature of insulin dependent
diabetic patients: blunted vasoconstriction in patients with microal-
buminuria. Clin Sci (Lond) 1993; 85: 687-93.

32. Verrotti A, Greco R, Basciani F, Morgese G, Chiarelli F. von Willebrand
factor and its propeptide in children with diabetes. Relation between
endothelial dysfunction and microalbuminuria. Pediatr Res 2003; 53:
382-6.

33. Jager A, van Hinsbergh VW, Kostense PJ, Emeis JJ, Nijpels G, Dekker
IM, Heine RJ, Bouter LM, Stehouwer CD. Prognostic implications of
retinopathy and a high plasma von Willebrand factor concentration
in type 2 diabetic subjects with microalbuminuria. Nephrol Dial Trans-
plant 2001; 16: 529-36.

34. Jager A, van Hinsbergh VW, Kostense PJ, Emeis JJ, Yudkin JS, Nijpels
G, Dekker JM, Heine RJ, Bouter LM, Stehouwer CD. von Willebrand
factor, C-reactive protein, and 5-year mortality in diabetic and nondi-
abetic subjects: the Hoorn Study. Arterioscler Thromb Vasc Biol 1999;
19: 3071-8.

35. Stehouwer CD, Gall MA, Twisk JW, Knudsen E, Emeis JJ, Parving
HH. Increased urinary albumin excretion, endothelial dysfunction, and
chronic low-grade inflammation in type 2 diabetes: progressive, inter-
related, and independently associated with risk of death. Diabetes 2002;
51: 1157-65.

36. Jager A, van Hinsbergh VW, Kostense PJ, Emeis JJ, Nijpels G, Dekker
IM, Heine RJ, Bouter LM, Stehouwer CD. C-reactive protein and sol-
uble vascular cell adhesion molecule-1 are associated with elevated uri-
nary albumin excretion but do not explain its link with cardiovascular risk.
Arterioscler Thromb Vasc Biol 2002; 22: 593-8.

37. Grundy SM, Howard B, Smith S Jr, Eckel R, Redberg R, Bonow RO.
Prevention Conference VI: Diabetes and Cardiovascular Disease:
executive summary: conference proceeding for healthcare profession-
als from a special writing group of the American Heart Association.
Circulation 2002, 105: 2231-9.

38. Harrison DG, Armstrong ML, Freiman PC, Heistad DD. Restoration
of endothelium-dependent relaxation by dietary treatment of atheroscle-
rosis. J Clin Invest 1987; 80: 1808-11.



