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Endothelial Dysfunction Contributes to Renal Function–
Associated Cardiovascular Mortality in a Population with
Mild Renal Insufficiency: The Hoorn Study

Frank Stam,*† Coen van Guldener,*†§ Annemarie Becker,*† Jacqueline M. Dekker,‡

Robert J. Heine,*‡ Lex M. Bouter,‡ and Coen D.A. Stehouwer*†‡�

*Department of Internal Medicine, †Institute for Cardiovascular Research, and ‡Institute for Research in Extramural
Medicine, VU University Medical Center, Amsterdam; and §Department of Internal Medicine, Amphia Hospital
(Langendijk), Breda, �Department of Internal Medicine, Academic Hospital Maastricht, and Cardiovascular Research
Institute Maastricht, Maastricht University, Maastricht, The Netherlands

Mildly impaired renal function is associated with cardiovascular morbidity and mortality. There are indications that
endothelial dysfunction and/or chronic inflammation, which play an important role in atherothrombosis, are present in early
stages of renal insufficiency. This study investigated whether and to which extent endothelial dysfunction and inflammation
were related to renal function and contributed to renal function–associated cardiovascular mortality in a population-based
cohort (n � 613), aged 50 to 75 yr, that was followed with a median duration of 12.5 yr. During follow-up, 192 individuals died
(67 of cardiovascular causes). At baseline, renal function was estimated with serum creatinine, the Cockcroft-Gault formula,
and the Modification of Diet in Renal Disease equation of GFR (eGFR). Endothelial function was estimated by plasma von
Willebrand factor, soluble vascular cell adhesion molecule-1, and the urinary albumin-creatinine ratio. Inflammatory activity
was estimated by plasma C-reactive protein and soluble intercellular adhesion molecule-1. Renal function was mildly
impaired (mean eGFR 68 � 12 ml/min per 1.73 m2) and independently associated with von Willebrand factor (standardized
� �0.09; 95% confidence interval [CI] �0.18 to �0.002; P < 0.05), soluble vascular cell adhesion molecule-1 (standardized �

�0.14; 95% CI �0.22 to �0.05; P < 0.01), and albumin-creatinine ratio (standardized � �0.15; 95% CI �0.23 to �0.08; P < 0.001)
but not with markers of inflammatory activity. Renal function was inversely associated with cardiovascular and all-cause
mortality. The relative risk for cardiovascular mortality but not all-cause mortality associated with renal function decreased
from 1.22 to 1.12 per 5 ml/min per 1.73 m2 decrease of eGFR after adjustment for markers of endothelial dysfunction. In
conclusion, endothelial dysfunction was related to renal function and contributed to the excess in cardiovascular mortality in
this population-based cohort with mild renal insufficiency.

J Am Soc Nephrol 17: 537–545, 2006. doi: 10.1681/ASN.2005080834

C hronic kidney disease (CKD) is a prevalent health
problem, involving �10% of the general population of
the United States (1). CKD, especially ESRD, is

strongly associated with the occurrence of cardiovascular dis-
ease (2). As recently demonstrated, even mildly impaired renal
function is associated with cardiovascular morbidity (3,4) and
mortality (3,5). Although CKD is associated with several risk
factors for cardiovascular disease, such as male gender, older
age, hyperhomocysteinemia, hypertension, smoking, diabetes,
obesity, and pre-existing cardiovascular disease, the excess car-
diovascular risk in CKD is not fully explained by this clustering
of conventional risk factors.

In atherogenesis, endothelial dysfunction and inflammation

are important and interrelated early steps (6). Indeed, several
biochemical markers of endothelial dysfunction and inflamma-
tory activity have been shown to be independent risk factors of
cardiovascular morbidity and mortality (7–11). It is unknown
whether the excess cardiovascular risk in CKD is (partially)
attributable to endothelial dysfunction and inflammation.
There is evidence that a decreased GFR is associated with
endothelial dysfunction as well as inflammatory activity (12–
14). However, there is little evidence that a low GFR is associ-
ated with endothelial dysfunction and inflammation in the
general population and, if so, whether any such associations
can explain the association of a low GFR with risk for cardio-
vascular disease.

In view of these considerations, we investigated, in a pro-
spective, population-based study (1) whether estimates of GFR
were cross-sectionally associated with markers of endothelial
dysfunction and inflammatory activity at the baseline exami-
nation and (2) whether endothelial dysfunction and inflamma-
tory activity were involved in the excess mortality associated
with a low GFR.
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Materials and Methods
Participants

The study population consisted of an age-, gender-, and glucose
tolerance–stratified sample of the Hoorn Study, a population-based
study of glucose tolerance and other cardiovascular risk factors in a 50-
to 75-yr-old general white population conducted from 1989 to 1992, as
described previously (15).

Briefly, 2484 people (71% of those invited) participated. All partici-
pants, except for those who had previously diagnosed diabetes and
were treated with oral glucose-lowering agents or insulin, underwent
an oral glucose tolerance test (OGTT) according to the World Health
Organization guidelines (16). For reasons of efficiency, participants
with a 2-h postload glucose �7.5 mmol/L, all participants with type 2
diabetes, and a random sample of participants with a 2-h postload
glucose �7.5 mmol/L stratified by age and gender were invited within
4 wk for a second visit to investigate glucose intolerance–related com-
plications (709 invited, 631 [89%] of whom participated).

These participants underwent a second OGTT (except those who
already used blood glucose–lowering agents; n � 67). On the basis of
the mean of the two OGTT, glucose tolerance status was divided into
three categories according to the 1999 World Health Organization
criteria: Normal glucose metabolism, impaired glucose metabolism,
and type 2 diabetes (17). Participants in our study population thus
represented a stratified random sample of all participants in the initial
cohort.

The Hoorn Study was approved by the Ethical Review Committee of
the VU University Medical Center. Informed consent was obtained
from all participants.

Baseline Laboratory and Clinical Assessments
C-reactive protein (CRP) and soluble intercellular adhesion mole-

cule-1 (sICAM-1) were measured as markers of inflammatory activity,
and soluble vascular cell adhesion molecule-1 (sVCAM-1), von Wille-
brand factor (vWf), and microalbuminuria were measured as markers
of endothelial dysfunction. After an overnight fast, blood was drawn
from an antecubital vein. We measured blood concentrations of vWf,
sVCAM-1, CRP, sICAM-1, total (free plus bound) homocysteine, glu-
cose, creatinine, albumin, urea nitrogen, and lipids, as described else-
where (10,15). The urinary albumin-creatinine ratio (ACR) was calcu-
lated.

Creatinine clearance was estimated (eCC) by the Cockcroft-Gault
formula [(140 � age) � (1.23 � body weight/creatinine), amplified by
0.85 if female] (18). GFR was estimated (eGFR) by the Modification of
Diet in Renal Disease (MDRD) equation [170 � (creatinine)�0.999�

(age)�0.176� (serum urea nitrogen)�0.170� (albumin)0.318� (0.762 if pa-
tient is female) (1.180 if patient is black)] (MDRD equation is given in
traditional units. To convert to International System units, multiply
creatinine in mg/dl by 88.4, urea in mg/dl by 0.357, and albumin in
g/dl by 10.) (19). eCC and eGFR were expressed in ml/min per 1.73 m2

body surface area. BP was measured as the mean of four measurements
performed on two different occasions, using a random-zero sphygmo-
manometer under standardized conditions. Participants were classified
as current cigarette smokers or nonsmokers. Body mass index (BMI)
and waist-to-hip ratio were calculated as described elsewhere (15).
Cardiovascular disease was defined as coronary artery disease, cere-
brovascular disease, and/or peripheral arterial disease.

We excluded individuals for whom no data were available for cal-
culation of the renal function estimates (n � 18), leaving 613 individuals
available for analysis. From these individuals, data on vWf and
sVCAM-1 were missing in 21, data on ACR in 23, and data on CRP and
sICAM-1 in 23.

Follow-Up
Data on the participants’ vital status on January 1, 2004, were col-

lected from the mortality register of the municipality of Hoorn. Of 51
participants who had moved out of town, information was obtained
from the local municipalities. Of the 613 included participants, one was
lost to follow-up. For the other 612 participants, we determined
whether death had occurred during follow-up and, if so, the date when
death occurred. For all participants who had died, the cause of death
was extracted from the medical records of the general practitioner and
the hospital of Hoorn and classified according to the International
Classification of Diseases, Ninth Revision (20). Cardiovascular mortality
was defined as codes 390 to 459.

Statistical Analyses
All analyses were performed with the SPSS, version 11.5 (SPSS Inc.,

Chicago, IL). Variables are presented as mean � SD, number (percent-
age of the total), or, in case of a skewed distribution, the median and the
interquartile range.

For descriptive purposes, the group was divided in tertiles according
to the eGFR. P value for trend over tertiles was calculated with univar-
iate ANOVA for continuous variables and with �2 test for binary
variables. Pearson test was used to assess correlation coefficients.

To study whether biochemical markers of endothelial dysfunction
and inflammatory activity were related independently to estimates of
renal function, regression analyses were performed with three different
models. In the first model—because of the stratification procedure—
multivariate regression analysis was performed with adjustment for
age, gender, and glucose tolerance status. In the second model, we
additionally adjusted for potential confounders, i.e., previous cardio-
vascular disease, systolic BP, current smoking, waist-to-hip ratio, total
cholesterol, and homocysteine. Finally, we adjusted the associations
between renal function and endothelial dysfunction markers for mark-
ers of inflammation, and vice versa. Variables that did not have a normal
distribution of the residuals (vWf, ACR, and CRP) were transformed
into their natural logarithm (ln) for a better fit of the data. Results are
described as standardized � with 95% confidence intervals (CI). Mul-
tivariate Cox regression analyses were performed to assess whether the
associations of renal function with all-cause mortality and cardiovas-
cular mortality were independent of potential confounding or mediat-
ing factors.

Adjustment for endothelial function was performed by adding each
marker of endothelial dysfunction separately to the model and by
adding vWf, sVCAM-1, and ACR simultaneously. Because microalbu-
minuria has been shown previously to have a heterogeneous associa-
tion with endothelial dysfunction in the Hoorn Study (21,22), we also
adjusted for sVCAM-1 and vWf only. In an additional analysis, sI-
CAM-1 was added to vWf, sVCAM-1, and ACR, because it has been
suggested that sICAM-1 may reflect endothelial dysfunction as well as
inflammatory activity. Adjustment for inflammatory activity was per-
formed by adding CRP and sICAM-1 (separately and simultaneously)
to the model.

Results are described as relative risks (RR; hazard ratios) with 95% CI
associated with a decrease in eGFR and eCC of 5 ml/min per 1.73 m2

and increase in serum creatinine concentration of 5 �mol/L. Two-sided
P � 0.05 was considered to reflect statistical significance.

Results
Table 1 shows the baseline characteristics of the study pop-

ulation according to tertiles of eGFR. In the whole study pop-
ulation, eGFR was 68 � 12 ml/min per 1.73 m2, eCC was 74 �
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17 ml/min per 1.73 m2, and serum creatinine was 92 � 19
�mol/L.

Relationship between Renal Function and Endothelial
Function

Table 2 shows that eGFR was independently associated with
vWf, sVCAM-1, and ACR in all models (see also Figure 1, A
through C).

Relationship between Renal Function and
Inflammatory Activity

None of the inflammatory markers was related indepen-
dently to any of the estimates of renal function (Table 3 and
Figure 1, D and E). In model 1, a significant positive association
was found between CRP and eCC, which, however, was not
present after adjustment for BMI (standardized � 0.03; 95% CI
�0.07 to 0.14; P � 0.58), one of the dependent variables in

models 2 and 3. BMI was higher in participants with a higher
eGFR (Table 1) and strongly positively related with CRP
(model 3: 0.20; 95% CI 0.11 to 0.28; P � 0.001).

Renal Function, Endothelial Dysfunction and Inflammatory
Activity in Relation to Cardiovascular and All-Cause Mortality

Median duration of follow-up was 12.5 yr (interquartile
range 9.9 to 13.2). During follow-up, 192 of 613 individuals died
(67 of cardiovascular disease and 31 of unknown causes). Renal
function, whether expressed as eGFR, eCC, or serum creatinine,
was inversely associated with risk for cardiovascular and all-
cause mortality. After adjustment for age, gender, glucose tol-
erance, systolic BP, and previous cardiovascular disease, the RR
(95% CI) of cardiovascular and all-cause mortality associated
with a decrease of 5 ml/min per 1.73 m2 of eGFR were 1.22 (1.09
to 1.36) and 1.12 (1.05 to 1.20), respectively (Tables 4 and 5). The

Table 1. Baseline characteristics of all participantsa

Tertiles of eGFR

P Value
(Trend)

First
(n � 204)

�72 ml/min
per 1.73 m²

Second
(n � 205)

63 to 72 ml/min
per 1.73 m²

Third
(n � 204)

�63 ml/min
per 1.73 m²

eGFR (ml/min per 1.73 m2) 80 � 7 68 � 3 55 � 8 �0.001
eCC (ml/min per 1.73 m2) 86 � 16 74 � 12 62 � 14 �0.001
Serum creatinine (�mol/L) 82 � 11 90 � 12 104 � 24 �0.001
Male gender (n �%	) 133 (65) 109 (53) 135 (66) 0.84
Age (yr) 62 � 7 63 � 7 67 � 6 �0.001
Normal glucose metabolism (n �%	) 77 (38) 94 (46) 79 (39) 0.84
Impaired glucose metabolism (n �%	) 56 (28) 60 (29) 57 (28) 0.91
Type 2 diabetes (n �%	) 71 (35) 51 (25) 68 (33) 0.75
BMI (kg/m2) 26.7 � 3.6 26.8 � 3.5 28.1 � 4.4 �0.001
Waist-to-hip ratio (cm/cm) 0.94 � 0.09 0.90 � 0.08 0.92 � 0.08 �0.01
Total cholesterol (mmol/L) 6.5 � 1.2 6.7 � 1.2 6.7 � 1.2 0.06
HDL cholesterol (mmol/l) 1.3 � 0.4 1.3 � 0.3 1.3 � 0.3 0.98
Lipid-lowering medication (n �%	) 5 (2) 1 (0) 3 (1) 0.41
Systolic BP (mmHg) 138 � 20 136 � 19 144 � 19 �0.01
Diastolic BP (mmHg) 83 � 10 82 � 10 83 � 10 0.82
Pulse pressure (mmHg) 55 � 15 54 � 13 62 � 16 �0.001
BP-lowering medication (n �%	) 52 (25) 40 (20) 77 (40) �0.01
Hypertension (n �%	) 108 (53) 90 (44) 136 (67) �0.01
Current smokers (n �%	) 63 (31) 52 (25) 41 (20) �0.05
Previous cardiovascular disease (n �%	) 47 (23) 43 (21) 52 (26) 0.56
Homocysteine (�mol/L) 11.2 � 4.2 12.5 � 5.9 13.9 � 6.3 �0.001
vWf (IU/ml) 110 (88–162) 108 (74–166) 134 (89–188) �0.05
sVCAM-1 (�g/L) 1304 � 423 1325 � 368 1512 � 515 �0.001
Urinary ACR (mg/mmol) 0.77 (0.54 to 1.21) 0.87 (0.59 to 1.28) 0.99 (0.65 to 1.72) �0.05
C-reactive protein (mg/l) 1.75 (0.88 to 3.44) 1.49 (0.59 to 3.02) 2.13 (1.02 to 4.27) 0.74
sICAM-1 (�g/L) 495 � 190 462 � 149 488 � 146 0.67
aValues for continuous variables are presented as mean � SD or median (interquartile range). P value for trend was

calculated with univariate ANOVA for continuous variables and with �2 test for dichotomous variables. Hypertension was
defined as a BP �140 mmHg systolic and/or �90 mmHg diastolic and/or the current use of BP-lowering medication. eGFR,
estimated GFR; eCC, estimated creatinine clearance; BMI, body mass index; vWf, Von Willebrand factor; sVCAM-1, soluble
vascular cell adhesion molecule-1; ACR, albumin-creatinine ratio; sICAM-1, soluble intercellular adhesion molecule-1.
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relationship between eGFR and cardiovascular mortality is
shown in Figure 2. The association was stronger for eGFR than
for eCC or serum creatinine (Table 4).

When vWf, sVCAM-1, and ACR were added individually to the
model, the RR for cardiovascular mortality associated with renal
function decreased from 1.22 to 1.21, 1.16, and 1.17, respectively

(Table 4, models 3 through 5). When the three markers were
added simultaneously, the RR decreased from 1.22 to 1.12 (Table
4, model 6). Adjustment for vWf and sVCAM-1 without ACR
decreased the RR from 1.22 to 1.16 (Table 4, model 7). After
addition of sICAM-1 to the three endothelial markers, the RR
decreased from 1.22 to 1.13 (Table 4, model 8). The RR for all-cause

Figure 1. Relations between estimated GFR and markers of endothelial dysfunction (von Willebrand factor [A], soluble vascular
cell adhesion molecule-1 [B], and urinary albumin-creatinine ratio [C]) and inflammatory activity (C-reactive protein [D], soluble
intercellular adhesion molecule-1 [E]). r, correlation coefficient.

Table 2. Relation of renal function with markers of endothelial functiona

Model
vWf sVCAM-1 Urinary ACR

Stand. � 95% CI Stand. � 95% CI Stand. � 95% CI

1: Age, gender, glucose tolerance status
eGFR �0.11b �0.20 to �0.02 �0.23d �0.32 to �0.15 �0.20d �0.28 to �0.12
eCC �0.02 �0.15 to 0.10 �0.15c �0.24 to �0.05 �0.13c �0.23 to �0.02
serum creatinine 0.07 0.00 to 0.14 0.25d 0.17 to 0.34 0.27d 0.19�0.35

2: Model 1 � previous cardiovascular disease, systolic BP, current smoking, BMI, total cholesterol, homocysteine
eGFR �0.10b �0.19 to �0.001 �0.18d �0.27 to �0.10 �0.14c �0.22 to �0.06
eCC �0.05 �0.18 to 0.07 �0.16c �0.28 to �0.05 �0.17c �0.28 to �0.06
serum creatinine 0.05 0.00 to 0.15 0.18d 0.09 to 0.27 0.17d 0.09 to 0.25

3: Model 2 � C-reactive protein, sICAM-1
eGFR �0.09b �0.18 to 0.00 �0.14c �0.22 to �0.05 �0.15d �0.23 to �0.08
eCC �0.05 �0.17 to 0.08 �0.11b �0.22 to �0.01 �0.18c �0.29 to �0.07
serum creatinine 0.04 �0.03 to 0.11 0.11b 0.02 to 0.19 0.18d 0.10 to 0.25

avWf, urinary ACR, and C-reactive protein were transformed to natural logarithm (ln). Stand., standardized; CI, confidence interval.
bP � 0.05; cP � 0.01; dP � 0.001.
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mortality associated with renal function was not materially af-
fected by these markers of endothelial dysfunction (Table 5). Ad-
justment for markers of inflammatory activity did not change
substantially the RR for cardiovascular (Table 4) or all-cause (Ta-
ble 5) mortality associated with renal function. Sequential inclu-
sion of smoking status, BMI (or hip-to-waist ratio), total choles-
terol (or HDL cholesterol), use of lipid-lowering medication, and
homocysteine as independent variables in model 2 of the Cox
regression analysis did not materially change the effect of adjust-
ment for the different markers of endothelial function and/or
inflammation on the renal function–associated cardiovascular and
all-cause mortality (data not shown).

Additional Analyses
Because age and gender are part of the Cockcroft-Gault for-

mula and the MDRD equation and were added to the analyses
with serum creatinine as key independent variable, all models
were tested without these (stratification) variables. This did not
materially influence our results (data not shown).

In the multivariate and Cox regression analyses, replacement
of systolic BP by diastolic BP, pulse pressure, presence of hy-
pertension, or use of BP-lowering medication did not materially
change the relation between renal function and markers of
endothelial dysfunction or inflammatory activity (data not
shown). In addition, we repeated all analyses after exclusion of

Table 4. Relative risks of cardiovascular mortality associated with estimates of renal functiona

Model
eGFR (RR �95%
CI	 Associated

with a Decrease of
5 ml/min per 1.73 m2)

eCC (RR �95%
CI	 Associated

with a Decrease of
5 ml/min per 1.73 m2)

Serum Creatinine
(RR �95%

CI	 Associated
with an Increase

of 5 �mol/L)

1: Age, gender, glucose tolerance status 1.22b (1.09 to 1.36) 1.10c (1.01 to 1.21) 1.11b (1.07 to 1.16)
2: Model 1 � previous cardiovascular

disease, systolic BP
1.22b (1.09 to 1.36) 1.12c (1.02 to 1.23) 1.11b (1.06 to 1.16)

3: Model 2 � vWf 1.21d (1.08 to 1.35) 1.12c (1.02 to 1.23) 1.10b (1.06 to 1.15)
4: Model 2 � sVCAM-1 1.16d (1.04 to 1.30) 1.08 (0.99 to 1.19) 1.09b (1.04 to 1.14)
5: Model 2 � urinary ACR 1.17d (1.04 to 1.31) 1.09 (0.99 to 1.19) 1.09b (1.04 to 1.14)
6: Model 2 � vWf, sVCAM-1, ACR 1.12c (1.00 to 1.26) 1.07 (0.98 to 1.17) 1.08d (1.02 to 1.13)
7: Model 6 � urinary ACR 1.16c (1.04 to 1.30) 1.09 (0.99 to 1.19) 1.09b (1.04 to 1.14)
8: Model 6 � sICAM-1 1.13c (1.01 to 1.27) 1.06 (0.97 to 1.17) 1.07d (1.02 to 1.13)
9: Model 2 � C-reactive protein 1.22d (1.09 to 1.36) 1.12c (1.02 to 1.23) 1.11b (1.06 to 1.16)
10: Model 2 � sICAM-1 1.20d (1.08 to 1.34) 1.10 (1.00 to 1.21) 1.10b (1.05 to 1.15)
11: Model 2 � C-reactive protein, sICAM-1 1.20d (1.07 to 1.34) 1.10c (1.00 to 1.22) 1.10b (1.05 to 1.15)

avWF, urinary ACR, and C-reactive protein were transformed to natural logarithm (ln). RR, relative risk.
bP � 0.001; cP � 0.05; dP � 0.01.

Table 3. Relation of renal function with markers of inflammatory activitya

Model
C-Reactive Protein sICAM-1

Stand. � 95% CI Stand. � 95% CI

1: Age, gender, glucose tolerance status
eGFR 0.00 �0.07 to 0.08 �0.02 �0.10 to 0.07
eCC 0.14b 0.04 to 0.25 �0.03 �0.12 to 0.07
serum creatinine 0.03 �0.07 to 0.12 0.07 �0.01 to 0.16

2: Model 1 � previous cardiovascular disease, systolic BP, current smoking, BMI, total cholesterol, homocysteine
eGFR 0.04 �0.05 to 0.13 0.02 �0.08 to 0.11
eCC 0.04 �0.06 to 0.15 �0.03 �0.15 to 0.09
serum creatinine �0.01 �0.09 to 0.08 0.01 �0.08 to 0.11

3: Model 2 � vWf, sVCAM-1, urinary ACR
eGFR 0.07 �0.03 to 0.16 0.06 �0.03 to 0.15
eCC 0.07 �0.06 to 0.20 0.02 �0.14 to 0.10
serum creatinine �0.04 �0.12 to 0.05 �0.03 �0.12 to 0.06
aC-reactive protein, vWf, and urinary ACR were transformed to natural logarithm (ln).
bP � 0.01.
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the four patients with CKD stage 4 (eGFR 15 to 29 ml/min per
1.73 m2) (1), which again did not materially change the results.

Further analyses to exclude the presence of effect modifica-
tion by the presence of diabetes, older age (�65 yr), male
gender, or hypertension confirmed the consistency of the re-
sults, as the associations between renal function and biochem-
ical markers of inflammatory activity and endothelial dysfunc-
tion and between eGFR and mortality were similar regardless
of the presence or absence of these states (data not shown).

Discussion
This population-based study had three main findings. First,

mild impairment of renal function was independently associ-

ated with endothelial dysfunction. Second, we confirm and
extend our previous finding (5) of an association between mild
impairment of renal function and cardiovascular mortality (and
to a lesser extent all-cause mortality) that was independent of
conventional risk factors and that persisted during up to 13 yr
of follow-up. Third, endothelial dysfunction seemed to be in-
volved in this renal function–associated cardiovascular mortality.

An increasing number of studies show that individuals with
even mildly impaired renal function are at high risk for cardio-
vascular morbidity and mortality, independent of traditional
risk factors (2). We have proposed that endothelial dysfunction
and/or inflammation may be (partially) responsible for this
phenomenon (14). This was based on the general view that

Table 5. Relative risks for all-cause mortality associated with estimates of renal function

Model
eGFR (RR �95% CI	
Associated with a

Decrease of 5 ml/min
per 1.73 m2)

eCC (RR �95% CI	
Associated with a

Decrease of 5 ml/min
per 1.73 m2)

Serum Creatinine
(RR �95% CI	

Associated with an
Increase of 5 �mol/L)

1: Age, gender, glucose tolerance status 1.12b (1.04 to 1.19) 1.03 (0.98 to 1.09) 1.08c (1.04 to 1.11)
2: Model 1 � previous cardiovascular disease,

systolic BP
1.12b (1.05 to 1.20) 1.04 (0.98 to 1.09) 1.08c (1.04 to 1.11)

3: Model 2 � vWf 1.11b (1.04 to 1.19) 1.04 (0.99 to 1.10) 1.07c (1.04 to 1.11)
4: Model 2 � sVCAM-1 1.11b (1.04 to 1.19) 1.04 (0.98 to 1.10) 1.08c (1.04 to 1.11)
5: Model 2 � urinary ACR 1.10b (1.03 to 1.18) 1.04 (0.99 to 1.10) 1.07c (1.04 to 1.11)
6: Model 2 � vWf, sVCAM-1, ACR 1.10b (1.03 to 1.18) 1.05 (0.99 to 1.11) 1.07c (1.03 to 1.11)
7: Model 6 � urinary ACR 1.10b (1.03 to 1.18) 1.04 (0.98 to 1.10) 1.07c (1.04 to 1.11)
8: Model 6 � sICAM-1 1.10b (1.03 to 1.18) 1.04 (0.98 to 1.10) 1.07c (1.03 to 1.10)
9: Model 2 � C-reactive protein 1.12b (1.05 to 1.20) 1.04 (0.98 to 1.10) 1.08c (1.04 to 1.11)
10: Model 2 � sICAM-1 1.11b (1.04 to 1.19) 1.03 (0.98 to 1.09) 1.07c (1.04 to 1.11)
11: Model 2 � C-reactive protein, sICAM-1 1.11b (1.04 to 1.19) 1.04 (0.98 to 1.10) 1.07c (1.04 to 1.11)

avWF, urinary ACR, and C-reactive protein were transformed to natural logarithm (ln).
bP � 0.01.
cP � 0.001.

Figure 2. Proportion of participants without cardiovascular death according to tertiles of estimated GFR (eGFR), adjusted for age,
gender, and glucose tolerance status (Cox regression analysis).
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changes in endothelial cell properties and increased inflamma-
tion play an important role in the initiation and the progression
of the atherothrombotic process (6) and on observations that
patients with renal dysfunction show evidence of endothelial
dysfunction and inflammation (13,14).

This study demonstrates that endothelial dysfunction is re-
lated to renal function in an elderly general population in
whom renal function was only mildly impaired but cannot
establish whether endothelial dysfunction causes impairment
of GFR or vice versa or that a third variable causes both. Endo-
thelial dysfunction may be an important mechanism linking
mildly impaired renal function to cardiovascular disease, be-
cause healthy endothelium normally has antiatherothrombotic
properties, such as promotion of vasodilation and inhibition of
vascular smooth muscle cell proliferation, thrombosis, and in-
flammatory activity. Many of these functions are mediated by
the release of compounds with specific biologic properties, such
as nitric oxide, proteins involved in hemostasis and fibrinolysis,
adhesion molecules, and selectins. The plasma concentrations
of such substances are thought to reflect endothelial function
status. vWf, which has prothrombogenic properties through its
involvement in platelet adhesion and aggregation and in blood
coagulation (23), has been suggested to be a marker of gener-
alized endothelial dysfunction (24). VCAM-1 is involved in the
recruitment of mononuclear blood cells into the vascular wall
(25). Soluble VCAM-1 in plasma is derived from shedding of
endothelial cells and has also been related to endothelial
dysfunction (26). In the absence of significant excretion of
sVCAM-1 in the urine (27), plasma sVCAM-1 concentration can
be regarded as a reflection of endothelial release. Finally, mi-
croalbuminuria is often regarded as a marker of generalized
endothelial dysfunction and has been shown to be indepen-
dently associated with impaired endothelium-dependent vaso-
dilation (28). In accordance with the concept that these markers
reflect endothelial dysfunction, vWf, sVCAM-1, and (mi-
cro)albuminuria all have been associated with increased risk for
cardiovascular and all-cause mortality (7–9).

This is the first population-based study to show that mildly
impaired renal function is associated with endothelial dysfunc-
tion. Instead, some studies have suggested that microalbumin-
uria is associated with glomerular hyperfiltration (29,30). For
example, in the PREVEND study, individuals with microalbu-
minuria, as compared with those with normoalbuminuria, had
a higher mean creatinine clearance (97 versus 90 ml/min per
1.73 m2) (29). In contrast, we observed a linear inverse relation-
ship between eGFR and ln ACR. This discrepancy may be
related to the higher mean age and the lower mean eGFR in the
current compared with these previous studies (29,30).

In our study, no significant relation was found between renal
function and inflammation, as estimated with sICAM-1 and
CRP. In patients with more advanced predialysis renal insuffi-
ciency, plasma sICAM-1 (14,31) and CRP (14,32) have been
shown to be elevated. The relationship between mildly im-
paired renal function and CRP is less clear. In another commu-
nity-based, nondiabetic population, Stuveling et al. (33) found
that CRP was related with both diminished and high creatinine
clearance (i.e., a U-shaped relationship). As in our study, the

positive relationship between CRP and eCC disappeared after
adjustment for BMI. This is probably due to the strong positive
relationship between CRP and BMI (34,35), which may be ex-
plained by the finding that IL-6, a regulator of the synthesis of
CRP in the liver, has been shown to be secreted by human
subcutaneous adipose tissue (36). As neither serum creatinine
nor eGFR was significantly related with CRP, it is unlikely that
a true association between CRP and eCC was masked by over-
adjustment for BMI.

Mild renal function impairment was associated with cardio-
vascular and all-cause mortality during up to 13 yr of follow-
up, in a way that was independent of conventional risk factors
for cardiovascular disease. Recent studies, with a shorter fol-
low-up, have also demonstrated that mildly decreased GFR is
an independent risk factor for cardiovascular disease (3,4).
Compared with our previous study of the same cohort (5), this
study consisted of older individuals, had a longer follow-up
and more mortality cases, and, therefore, more power to iden-
tify and quantify influences of individual risk factors on car-
diovascular and all-cause mortality. A major and new finding
of our study is that the association of renal function and car-
diovascular mortality was attenuated after adjustment for en-
dothelial function, suggesting that the relationship may be
partially explained by endothelial dysfunction.

It is likely that the change in RR for cardiovascular mortality
associated with a decrease in eGFR of 5 ml/min per 1.73 m2

from 1.22 to 1.12, which was caused by adjustment for biochem-
ical markers of endothelial dysfunction, is an underestimation
of the true impact of endothelial dysfunction in individuals
with mildly impaired renal function. The markers of endothe-
lial dysfunction that we used reflect only selected aspects of a
complex biologic entity; for example, these markers contain no
(or at most very indirect) information on endothelial nitric
oxide synthesis, which is known to be impaired in individuals
with impaired renal function (37) and which is likely to play an
important role in the association between impaired renal func-
tion and atherothrombosis (38). In this respect, it is noteworthy
that the three endothelial function markers that we used (vWf,
sVCAM-1, and ACR) contributed mutually independently to the
association between impaired renal function and cardiovascu-
lar mortality, suggesting that these various aspects of endothe-
lial dysfunction all are relevant. Furthermore, misclassification
of the 31 patients who had an unknown cause of death may
have caused underestimation of the impact of endothelial dys-
function on cardiovascular mortality.

We used ACR as a marker of endothelial dysfunction. How-
ever, it has been suggested that microalbuminuria may some-
times reflect increased albumin excretion by the kidney without
generalized endothelial dysfunction (21,39). An alternative ex-
planation of our data, therefore, is that decreased eGFR and
increased ACR are related to cardiovascular mortality through
similar mechanisms that (in part) have nothing to do with
endothelial dysfunction. We cannot exclude this, but the RR of
cardiovascular mortality decreased also when we adjusted for
endothelial function assessed by vWf and sVCAM-1 without
ACR, although to a lesser extent.

In this study, there was no relation between markers of
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inflammation and renal function or renal function–associated
mortality. However, such relations may have been underesti-
mated, because only CRP and sICAM-1 were used as parame-
ters of inflammation. Although both are predictors of cardio-
vascular disease (8,10,11), they may only partially reflect the
state of chronic inflammation. Whether other important mark-
ers of inflammation (e.g., TNF-�, IL-6, secretory phospholipase
A2) explain renal insufficiency–associated cardiovascular mor-
tality requires further investigation. A limitation of our data is
that we studied a relatively healthy, elderly white population.
Therefore, it remains to be investigated whether the results of
our study can be generalized to individuals who are younger,
nonwhite, or at high risk for cardiovascular morbidity and
mortality.

Conclusion
In this population-based study, endothelial dysfunction but

not inflammation was related to renal function and seemed to
contribute to cardiovascular mortality in mild renal insuffi-
ciency. The results of this study may be clinically relevant
because endothelial dysfunction is potentially reversible (40). In
the prevention of cardiovascular disease in mild renal insuffi-
ciency, targeting of endothelial dysfunction therefore might be
an early treatment goal.

Acknowledgments
We thank P.J. Kostense and A.M.W. Spijkerman for statistical advice.

References
1. National Kidney Foundation: K/DOQI clinical practice

guidelines for chronic kidney disease: Evaluation, classifi-
cation and stratification. Am J Kidney Dis 39[Suppl]: S1–266,
2002

2. Sarnak MJ, Levey AS, Schoolwerth AC, Coresh J, Culleton
B, Hamm LL, McCullough PA, Kasiske BL, Kelepouris E,
Klag MJ, Parfrey P, Pfeffer M, Raij L, Spinosa DJ, Wilson
PW: Kidney disease as a risk factor for development of
cardiovascular disease. A statement from the American
Heart Association councils on kidney in cardiovascular
disease, high blood pressure research, clinical cardiology,
and epidemiology and prevention. Circulation 108: 2154–
2169, 2003

3. Fried LF, Shlipak MG, Crump C, Bleyer AJ, Gottdiener JS,
Kronmal RA, Kuller LH, Newman AB: Renal insufficiency
as a predictor of cardiovascular outcomes and mortality in
elderly individuals. J Am Coll Cardiol 41: 1364–1372, 2003

4. Go AS, Chertow GM, Fan D, McCulloch CE, Hsu C:
Chronic kidney disease and the risks of death, cardiovas-
cular events, and hospitalization. N Engl J Med 351: 1296–
1305, 2004

5. Henry RMA, Kostense PJ, Bos G, Dekker JM, Nijpels G,
Heine RJ, Bouter LM, Stehouwer CDA: Mild renal insuffi-
ciency is associated with increased cardiovascular mortal-
ity: The Hoorn Study. Kidney Int 62: 1402–1407, 2002

6. Ross R: Atherosclerosis: An inflammatory disease. N Engl
J Med 340: 115–126, 1999

7. Jager A, Kostense PJ, Ruhe HG, Heine RJ, Nijpels G, Dek-
ker JM, Bouter LM, Stehouwer CDA: Microalbuminuria

and peripheral arterial disease are independent predictors
of cardiovascular and all-cause mortality, especially
among hypertensive subjects. Five-year follow-up of the
Hoorn Study. Arterioscler Thromb Vasc Biol 19: 617–624,
1999

8. Jager A, van Hinsbergh VWM, Kostense PJ, Emeis JJ, Yud-
kin JS, Nijpels G, Dekker JM, Heine RJ, Bouter LM, Ste-
houwer CDA: Von Willebrand factor, C-reactive protein
and five year mortality in diabetic and non-diabetic sub-
jects. The Hoorn Study. Arterioscler Thromb Vasc Biol 19:
3071–3078, 1999

9. Jager A, van Hinsbergh VWM, Kostense PJ, Emeis JJ, Ni-
jpels G, Dekker JM, Heine RJ, Bouter LM, Stehouwer CDA:
Increased levels of soluble vascular cell adhesion molecule
1 are associated with risk of cardiovascular mortality in
type 2 diabetes. Diabetes 49: 485–491, 2000

10. Becker A, van Hinsbergh VW, Jager A, Kostense PJ, Nijpels
G, Heine RJ, Bouter LM, Stehouwer CDA: Why is soluble
intercellular adhesion molecule-1 related to cardiovascular
mortality? Eur J Clin Invest 32: 1–8, 2002

11. Danesh J, Wheeler JG, Hirschfield GM, Eda S, Eiriksdottir
G, Rumley A, Lowe GDO, Pepys MB, Gudnason V: C-
Reactive protein and other circulating markers of inflam-
mation in the prediction of coronary heart disease. N Engl
J Med 350: 1387–1397, 2004

12. Thambyrajah J, Landray MJ, McGlynn FJ, Jones HJ,
Wheeler DC, Townend JN: Abnormalities of endothelial
function in patients with predialysis renal failure. Heart 83:
205–209, 2000

13. Bolton CH, Downs LG, Victory JGG, Dwight JF, Tomson
CRV, Mackness MI, Pinkney JH: Endothelial dysfunction
in chronic renal failure: Roles of lipoprotein oxidation and
pro-inflammatory cytokines. Nephrol Dial Transplant 16:
1189–1197, 2001

14. Stam F, van Guldener C, Schalkwijk CG, ter Wee PM,
Donker AJM, Stehouwer CDA: Impaired renal function is
associated with markers of endothelial dysfunction and
increased inflammatory activity. Nephrol Dial Transplant 18:
892–898, 2003

15. Beks PJ, Mackaay AJC, De Vries H, De Neeling JND,
Bouter LM, Heine RJ: Carotid artery stenosis is related to
blood glucose level in an elderly Caucasian population:
The Hoorn Study. Diabetologia 40: 290–298, 1997

16. Study Group on Diabetes Mellitus: Technical Report Series
No 727. Geneva, World Health Organization, 1985

17. Alberti KG, Zimmet PZ: Definition, diagnosis and classifi-
cation of diabetes mellitus and its complications. Part 1:
Diagnosis and classification of diabetes mellitus and pro-
visional report of WHO consultation. Diabet Med 15: 539–
553, 1998

18. Cockcroft DW, Gault MH: Prediction of creatinine clear-
ance from serum creatinine. Nephron 16: 31–41, 1976

19. Levey AS, Bosch JP, Lewis, Greene T, Rogers N, Roth D: A
more accurate method to estimate glomerular filtration
rate from serum creatinine: A new prediction equation.
Modification of Diet in Renal Disease Study Group. Ann
Intern Med 130: 461–470, 1999

20. World Health Organization: International Classification of
Diseases, 9th Rev., Vols. 1 and 2. Geneva, World Health
Organization, 1997

21. Stehouwer CDA, Yudkin JS, Fioretto P, Nosadini R: How
heterogeneous is microalbuminuria? The case for ‘benign’

544 Journal of the American Society of Nephrology J Am Soc Nephrol 17: 537–545, 2006



and malignant microalbuminuria. Nephrol Dial Transplant
13: 2751–2754, 1998

22. Jager A, van Hinsbergh VWM, Kostense PJ, Emeis JJ, Ni-
jpels G, Dekker JM, Heine RJ, Bouter LM, Stehouwer CDA:
Prognostic implications of retinopathy and a high plasma
von Willebrand factor concentration in type 2 diabetic
subjects with microalbuminuria. Nephrol Dial Transplant 16:
529–536, 2001

23. Beguin S, Kumar R, Keularts I, Seligsohn U, Koller BS,
Hemker HC: Fibrin-dependent platelet procoagulant activ-
ity requires GPIb receptors and von Willebrand factor.
Blood 93: 564–570, 1999

24. Mannucci PM: Von Willebrand factor. A marker of endo-
thelial damage? Arterioscler Thromb Vasc Biol 18: 1359–1362,
1998

25. Springer TA: Traffic signals for lymphocyte recirculation
and leucocyte emigration: The multistep paradigm. Cell 76:
301–314, 1994

26. Lee YW, Kuhn H, Hennig B, Neish AS, Toborek M: IL-4-
induced oxidative stress upregulates VCAM-1 gene ex-
pression in human endothelial cells. J Mol Cell Cardiol 33:
83–94, 2001

27. Bechtel U, Scheuer R, Landgraf R, Konig A, Feucht HE:
Assessment of soluble adhesion molecules (sICAM-1, sV-
CAM-1, sELAM-1) and complement cleavage products
(sC4d, sC5b-9) in urine. Clinical monitoring of renal allo-
graft recipients. Transplantation 58: 905–911, 1994

28. Stehouwer CDA, Henry RM, Dekker JM, Nijpels G, Heine
RJ, Bouter LM: Microalbuminuria is associated with im-
paired brachial artery, flow-mediated vasodilation in el-
derly individuals with and without diabetes: Further evi-
dence for a link between microalbuminuria and endo-
thelial dysfunction—The Hoorn study. Kidney Int
66[Suppl]: S42–S44, 2004

29. Pinto-Sietsma SJ, Janssen WMT, Hillige HL, Navis G, de
Zeeuw D, de Jong PE: Urinary albumin excretion is asso-
ciated with renal functional abnormalities in a nondiabetic
population. J Am Soc Nephrol 11: 1882–1888, 2000

30. Palatini P, Mormino P, Mos L, Mazzer A, Dorigatti F,
Zanata G, Longo D, Garbelotto R, de Toni R, Graniero G,
Pessina AC: Microalbuminuria, renal function and devel-
opment of sustained hypertension: A longitudinal study in
the early stage of hypertension. J Hypertens 23: 175–182,
2005

31. Cottone S, Mule G, Amato F, Riccobene R, Vadala A, Lorito
MC, Raspanti F, Cerasola G: Amplified biochemical acti-
vation of endothelial function in hypertension associated
with moderate to severe renal failure. J Nephrol 15: 643–
648, 2002

32. Oberg BP, McMenamin E, Lucas FL, McMonagle E, Mor-
row J, Ikizler TA, Himmelfarb J: Increased prevalence of
oxidant stress and inflammation in patients with moderate
to severe chronic kidney disease. Kidney Int 65: 1009–1016,
2004

33. Stuveling EM, Hillige HL, Bakker SJL, Gans ROB, de Jong
PE, de Zeeuw D: C-reactive protein is associated with renal
function abnormalities in a non-diabetic population. Kid-
ney Int 63: 654–661, 2003

34. Yudkin JS, Stehouwer CDA, Emeis JJ, Coppack SW: C-re-
active protein in healthy subjects: Associations with obe-
sity, insulin resistance, and endothelial dysfunction. A po-
tential role for cytokines originating from adipose tissue?
Arterioscler Thromb Vasc Biol 19: 972–978, 1999

35. Hak AE, Stehouwer CDA, Bots ML, Polderman KH,
Schalkwijk CG, Westendorp ICD, Hofman A, Witteman
JCM: Associations of C-reactive protein with measures of
obesity, insulin resistance, and subclinical atherosclerosis
in healthy, middle-aged women. Arterioscler Thromb Vasc
Biol 19: 1986–1991, 1999

36. Mohamed-Ali V, Goodrick S, Rawesh A, Mile A, Mile JM,
Katz DR, Yudkin JS, Coppack SW: Human subcutaneous
adipose tissue releases IL6 but not TNF-alpha in vivo.
J Clin Endocrinol Metab 82: 4196–4200, 1997

37. Wever R, Boer P, Hijmering M, Stroes E, Verhaar M, Kaste-
lein J, Versluis K, Lagerwerf F, van Rijn H, Koomans H,
Rabelink T: Nitric oxide production is reduced in patients
with chronic renal failure. Arterioscler Thromb Vasc Biol 19:
1168–1172, 1999

38. Annuk M, Zilmer M, Fellstrom B: Endothelium-dependent
vasodilatation and oxidative stress in chronic renal failure:
Impact on cardiovascular disease. Kidney Int 63[Suppl]:
S50–S53, 2003

39. Pereira AC, Pereira AB, Mota GF, Cunha RS, Herkenhoff
FL, Pollak MR, Mill JG, Krieger JE: NPHS2 R229Q func-
tional variant is associated with microalbuminuria in the
general population. Kidney Int 65: 1026–1030, 2004

40. Hsueh WA, Lyon CJ, Quinones MJ: Insulin resistance and
the endothelium. Am J Med 117: 109–117, 2004

J Am Soc Nephrol 17: 537–545, 2006 Endothelial Dysfunction in Renal Insufficiency 545


