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Signs of Accelerated Preclinical Atherosclerosis in
Patients with Ankylosing Spondylitis
MIKE J.L. PETERS, IZHAR C. van EIJK, YVO M. SMULDERS, ERIK SERNE, BEN A.C. DIJKMANS,
IRENE E. van der HORST-BRUINSMA, and MICHAEL T. NURMOHAMED

ABSTRACT. Objective. Preliminary evidence suggests that ankylosing spondylitis (AS) is associated with an
increased cardiovascular (CV) risk. We investigated subclinical atherosclerosis and arterial stiffness
in patients with AS compared with controls, and identified CV and AS related risk factors for ather-
osclerotic disease.
Methods. A total of 59 patients with AS who were scheduled for etanercept treatment according to
the ASsessments in Ankylosing Spondylitis guidelines and 30 healthy controls were recruited.
Subclinical atherosclerosis was assessed as the average intima-media thickness (IMT) of the com-
mon carotid artery. Arterial stiffness was determined by distensibility, compliance, and Young’s elas-
tic modulus of the carotid artery.
Results. AS patients had a greater IMT (0.62 ± 0.09 mm vs 0.57 ± 0.09 mm in controls; p = 0.02),
a difference that remained after adjustment for traditional CV risk factors. AS was associated with
higher carotid pulse pressure (47 ± 7 mm Hg vs 44 ± 8 mm Hg in controls; p = 0.04), but this was
not due to local vessel wall properties. Among AS patients, age and body mass index (BMI) were
determinants of IMT. Age, BMI, total cholesterol, triglycerides, and disease duration were identified
as determinants of stiffness indices. No relationship was found between large-vessel properties and
higher Bath AS disease indices or C-reactive protein values.
Conclusion.AS was associated with subclinical atherosclerosis and arterial stiffness, supporting epi-
demiological evidence of an increased CV risk in these patients. Whether these differences are due
to AS or to a higher prevalence of CV risk factors in patients with AS remains to be determined.
(First Release Dec 1 2009; J Rheumatol 2010;37:161–6; doi:10.3899/jrheum.090667)
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Ankylosing spondylitis (AS), a chronic inflammatory dis-
ease of the sacroiliac joints and spine affecting up to 1% of
the population, is associated with increased mortality
rates1. Epidemiological studies have shown that this
increased mortality is largely attributable to cardiovascular
(CV) disease2-4. In a large sample of AS patients aged 50 to
75 years, we recently found that the prevalence of myocar-
dial infarction is increased by about 2–3-fold compared
with control subjects matched for age and sex5. Accelerated

atherosclerosis in AS may be due to traditional CV risk fac-
tors, e.g., an atherogenic lipid profile and hypertension6,7.
In addition, the generalized inflammatory state that charac-
terizes active AS may render these patients more prone to
develop CV disease8. Indeed, there is increasing evidence
that the underlying inflammatory process in chronic inflam-
matory conditions resembles the chronic inflammatory
processes that contribute to various stages of atherothrom-
bosis, from early atheroma formation to plaque instability
and thrombus formation9,10.

High-resolution ultrasonography can be used to measure
the intima-media thickness (IMT) as well as vascular elas-
ticity of the carotid artery. An increased carotid IMT reflects
the atherosclerotic burden and predicts the development of
(clinically apparent) CV disease in the general popula-
tion11,12. Arterial stiffness is another important and inde-
pendent risk factor for CV disease, partly due to its associa-
tion with increased systolic blood pressure, ventricular
mass, and decreased diastolic coronary perfusion13-16.

It is unknown whether AS patients without CV disease
show early signs of large artery damage compared to con-
trols, and if so, what the determinants of such large-vessel
abnormalities are. This knowledge could prove useful for
development of risk stratification and intervention strate-

 www.jrheum.orgDownloaded on April 8, 2024 from 

http://www.jrheum.org/


gies. Hence, this study was designed to determine whether
signs of subclinical atherosclerosis and arterial stiffness are
more prominent in a sample of AS patients compared to
healthy controls, and to study determinants of these
large-vessel characteristics.

MATERIALS AND METHODS
Study population. Eighty-two consecutive patients with AS attending the
outpatient clinic of the Jan van Breemen Institute and VU University
Medical Center, Amsterdam, and who were scheduled to receive etanercept
treatment according to the ASAS (ASsessments in Ankylosing Spondylitis)
guidelines for anti-tumor necrosis factor-α (anti-TNF-α) treatment were
studied17. All patients fulfilled the modified New York diagnostic criteria
for AS18. Thirty volunteers (patients’ friends or hospital staff) matched for
age and sex served as controls. Patients and controls were excluded if a CV
disease history was positive (myocardial infarction, percutaneous translu-
minal coronary angioplasty, surgery for ischemic heart disease, stroke, tran-
sient ischemic attack, carotid endarterectomy, peripheral arterial recon-
structive surgery, or limb amputation). Patients and controls with diabetes
mellitus (self-reported or when using glucose-lowering agents), hyperten-
sion (systolic blood pressure > 140 mm Hg, diastolic blood pressure > 90
mm Hg, or usage of antihypertensives), statin usage, anticoagulants, and/or
low-dose aspirin usage were excluded. At conclusion of the protocol 59 of
the 82 AS patients fulfilled the criteria. All participants gave written
informed consent and the institutional ethics committees of the 2 hospitals
approved the study protocol.
Other measurements. AS patients and controls attended the outpatient clin-
ic at the Jan van Breemen Institute or VU University Medical Center, where
they were examined by a research physician, and completed a questionnaire
recording demographic data and medical and medication history. CV risk
factors [current smoking (yes/no), blood pressure, body mass index (BMI),
self-reported diabetes, and blood samples (for C-reactive protein [CRP],
lipids)] were assessed in AS patients and controls. Height and weight were
measured barefoot wearing light clothes only. The mean value of 2 meas-
urements was used. BMI was calculated as the ratio of weight and height
squared. Serum total cholesterol, high-density lipoprotein (HDL) choles-
terol, and triglyceride levels were analyzed by enzymatic techniques as
described19. The atherogenic index was calculated dividing total choles-
terol levels by HDL cholesterol levels. AS-related variables that were
assessed included the Bath AS Disease Activity Index (BASDAI)20, the
Bath AS Functional Index (BASFI)21, and the AS mobility score [the Bath
Ankylosing Spondylitis Metrology Index (BASMI)]22.
Arterial properties. Measurements were conducted in a quiet, temperature-
controlled room after 15 minutes of rest, with the subjects in supine posi-
tion. Subjects were asked to refrain from beverages other than water (in
particular no caffeine or alcohol), smoking, and meals from midnight at the
testing day. Brachial systolic and diastolic blood pressures and heart rate
were assessed in the left upper arm at 5-minute intervals with an oscillo-
metric device (Collin Press-Mate, BP-8800, Komaki City, Japan). Brachial
pulse pressure (PP) was calculated as systolic minus diastolic blood pres-
sure, and brachial mean arterial pressure (MAP) as (2 diastolic pressure +
systolic pressure)/3.

Ultrasound analysis of the right common carotid artery and the right
brachial artery was performed by 2 observers who were unaware of the par-
ticipants’ clinical or laboratory characteristics. Measurements were per-
formed with a 7.5-MHz linear probe connected to a computer equipped
with vessel wall movement detection software and an acquisition system
(Wall track system, Pie Medical, Maastricht, The Netherlands), which
enables measurement of the IMT, diameter, and distension. The distance
between the lumen-intima interface and the leading edge of the media-
adventitia interface of the far wall corresponds with IMT. After localization
of the common carotid artery, cross-sectional measurements were per-
formed 10 mm proximal from the carotid bulb. Sites with mural athero-

sclerotic plaque were excluded while measuring. We defined plaques as
focal widening of the vessel wall of 50% relative to adjacent segments with
protrusion into the lumen. The protrusion was evaluated by a visual judg-
ment23. The mean IMT, diameter, and distension of 3 consecutive meas-
urements were used for the analyses. Carotid PP was determined according
to the method from Van Bortel and coworkers24. Carotid diameter (D), dis-
tension (∆D), carotid PP (∆P), and IMT were used to calculate different
arterial stiffness indices, as follows25:

Distensiblity coefficient = (2∆D * D + ∆D2)/(∆P * D2), in 10-3 kPa-1

Compliance coefficient = π(2D * ∆D + ∆D2)/(4 * ∆P), in mm2 * kPa-1

Young’s elastic modulus = D/(IMT * distensibility), in kPa

Distensibility as defined gives the relative change in arterial cross-section-
al area per unit change in local PP, whereas compliance gives the absolute
change in cross-sectional area per unit change in local PP. Subsequently,
Young’s elastic modulus can be calculated with IMT, diameter, and disten-
sibility coefficient of the carotid artery, estimating the intrinsic elastic prop-
erties of the elastic wall.

The interobserver variability [CV = (standard deviation of the mean dif-
ference/√2)/pooled mean] for the studied measurements were IMT, 7%;
carotid diameter, 2%; and carotid distension, 7%. The corresponding values
for the intraobserver variability were, for observer 1 and 2, respectively:
IMT, 6% and 7%; carotid diameter, 2% and 2%; and carotid distension, 6%
and 9%.
Statistical analyses. Data are expressed as mean (SD) or median (interquar-
tile range) as appropriate. Differences in demographic variables, CV risk
factors, and arterial wall properties between AS patients and controls were
investigated using Student T tests, Mann-Whitney U tests, and Pearson chi-
square tests, when appropriate. Univariate and multivariate linear regres-
sion models were conducted to investigate differences in arterial wall prop-
erties between AS patients and controls. Multivariate models were con-
ducted according to a forward selection procedure, introducing variables
that showed a significant association with the outcome measure (p < 0.10).
Variables entered into the multivariate models were age, sex, pulse pres-
sure, heart rate, CRP, smoking, and the atherogenic index. Pulse pressure
was replaced by MAP if the outcome measure was one of the arterial stiff-
ness indices. As carotid stiffness indices (i.e., carotid distensibility, compli-
ance, and elastic modulus) were not normally distributed, data were ana-
lyzed with the logarithms (natural) of these values and the regression coef-
ficients and confidence intervals were presented using these values. Among
AS patients, we investigated the relationship between arterial wall proper-
ties and CV and AS risk factors with Pearson correlations or Spearman rho
tests when appropriate. A 2-tailed probability value of p < 0.05 was con-
sidered statistically significant.

RESULTS
Patients with AS. Table 1 summarizes the baseline charac-
teristics of all AS patients; their median age was 39 years
and 63% were male. Most AS patients were HLA-B27-pos-
itive (88%), median AS disease duration was 9 years; BAS-
DAI disease activity score was 6.2, which represents high
disease activity. All AS patients were currently being treat-
ed with nonsteroidal antiinflammatory drugs (NSAID).
AS patients compared to controls. CVD risk profile. AS
patients smoked more often, and had slightly higher systolic
blood pressure and lower diastolic blood pressure, resulting
in a significantly higher pulse pressure (Table 1). CRP was
significantly higher in AS patients. No significant differ-
ences were observed for total cholesterol, HDL cholesterol,
atherogenic index, triglycerides, and BMI.
Carotid arterial wall properties. Table 1 shows all carotid
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arterial wall properties in AS patients compared with con-
trols. AS patients had increased IMT (0.62 mm in patients vs
0.57 mm in controls; p = 0.02; Figure 1). This difference
remained when linear regression analyses were done adjust-
ing for potential confounders (Table 2). In conjunction with
a higher brachial pulse pressure, the carotid pulse pressure
was significantly higher in AS patients (47 ± 7 mm Hg vs 44
± 8 mm Hg, respectively; p = 0.04). This difference
decreased after adjustment for traditional CV risk factors,
but remained statistically significant (Table 2). No signifi-
cant differences were observed for local wall properties
reflecting arterial stiffness, including carotid distensibility,
compliance, and elastic modulus.
Relationships of IMT, arterial stiffness, and CV and
AS-related risk factors. In AS patients, IMT was correlated
with age (r = 0.392, p = 0.002) and BMI (r = 0.288, p =
0.03). IMT did not correlate with AS-related risk factors
reflecting current disease activity, i.e., BASDAI and CRP, or
with AS-related risk factors reflecting an increased disease

burden, i.e., BASFI, BASMI, and disease duration.
Subgroup analysis comparing AS patients with CRP levels >
10 mg/l to those with normal CRP levels also revealed no
differences in IMT or arterial stiffness indices (data not
shown). In addition, no correlations were observed for
carotid pulse pressure with either traditional or AS-related
risk factors. Arterial stiffness by means of carotid distensi-
bility was correlated with age (r = –0.666, p < 0.001), total
cholesterol (r = –0.522, p < 0.001), triglycerides (r = –0.416,
p = 0.001), and BMI (r = –0.284, p = 0.03). In agreement
with IMT, arterial stiffness did not correlate with AS-related
risk factors (CRP, BASDAI, BASFI, and BASMI), except
for disease duration (r = –0.362, p = 0.005). Similar correla-
tions were found for the compliance and the elastic modulus
(data not shown).

DISCUSSION
There is considerable interest in the association between
chronic inflammatory diseases and CV disease, but the cur-
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Table 1. Baseline characteristics of AS patients and controls.

Characteristic AS Patients, Controls, p
n = 59 n = 30

Demographic
Age, yrs 39 (32–44) 42 (29–57) 0.13
Men, % 63 63 0.75

AS-related factors
Disease duration, yrs 9 (3–13) —
BASDAI (range 0–10) 6.2 (1.3) —
BASFI (range 0–10) 5.2 (1.9) —
BASMI (range 0–10) 3 (1–4) —
HLA-B27, % 88 —

Cardiovascular risk factors
Smoking, % 47 14 < 0.01
Brachial systolic blood pressure, mm Hg 119 (10) 118 (11) 0.55
Brachial diastolic blood pressure, mm Hg 69 (8) 72 (8) 0.07
Brachial mean arterial pressure, mm Hg 86 (7) 86 (8) 0.65
Brachial pulse pressure, mm Hg 51 (6) 46 (7) 0.01
Heart rate, bpm 65 (10) 59 (10) 0.02
Total cholesterol, mmol/l 5.0 (1.0) 4.6 (0.8) 0.42
HDL cholesterol, mmol/l 1.3 (0.3) 1.4 (0.4) 0.21
Atherogenic index 3.9 (1.1) 3.4 (1.1) 0.08
Triglycerides, mmol/l 1.1 (0.8–1.8) 1.0 (0.8–1.4) 0.62
Body mass index, kg/m2 25 (5) 24 (4) 0.23
Weight, kg 76 (15) 75 (14) 0.55
Height, cm 176 (11) 176 (9) 0.65
C-reactive protein, mg/l 8 (3–25) 0.8 (0.5–1.7) < 0.01

Carotid artery properties
Intima-media thickness, mm 0.62 (0.09) 0.57 (0.10) 0.02
Carotid diameter, mm 6.95 (0.68) 6.92 (0.73) 0.86
Carotid distension, µm 561 (180) 500 (162) 0.14
Carotid pulse pressure, mm Hg 47 (7) 44 (8) 0.04
Distensibility coefficient, 10-3 kPa-1 26.7 (20.5–31.9) 26.2 (18.6–35.3) 0.91
Compliance coefficient, mm2* kPa-1 1.00 (0.80–1.20) 0.95 (0.67–1.16) 0.80
Young’s elastic modulus, kPa 0.42 (0.35–0.55) 0.46 (0.35–0.60) 0.39

Continuous variables are presented as means with standard deviations (SD) in case of normal distribution or as
medians with interquartile ranges (IQR) in case of a non-normal distribution. Dichotomous variables are pre-
sented as number of cases and percentage of total.
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rent evidence base for a link between AS and CV disease is
limited. Our study reveals a higher CV risk among AS
patients as indicated by a greater IMT and brachial and
carotid pulse pressure in comparison with controls, but this
was not reflected by impaired arterial stiffness indices.
These observations support epidemiological findings indi-
cating that AS may be associated with an increased CV risk,
although further prospective studies are needed to appraise
the clinical relevance of a 0.05 mm carotid IMT differ-
ence5,26. In addition, we observed a high CV risk factor pro-
file in patients with AS, and some of these risk factors
(lipids and BMI) were associated with a greater carotid IMT
and increased arterial stiffness.

Four studies assessing IMT in AS patients and controls
have been published27-30. All studies found a nonsignificant
trend toward a greater IMT in AS patients, but none of these
studies selected AS patients with an active disease as part of

the study protocol. Given that inflammation has increasing-
ly been acknowledged as the reason rheumatic patients bear
elevated CV risk31, we selected patients with an active dis-
ease, represented by a BASDAI > 4 at inclusion and insuf-
ficient response to NSAID32-34. However, in our cohort we
found no association between large-vessel properties and
higher Bath AS indices or CRP values. Several reasons
could potentially explain this. First, the cross-sectional
study design does not permit a good estimate of the cumu-
lative inflammatory burden. Second, all patients included in
the study had high disease activity, which may have dimin-
ished the potential to observe such an association by select-
ing a potentially more homogeneous population than would
be seen clinically. However, this argument is unlikely to be
applicable to the CRP marker, for which values varied wide-
ly among patients with AS. Hence, the inflammatory
hypothesis may perhaps apply to AS to a lesser extent than
to these other rheumatic diseases. Of note, CRP levels,
although several times higher than in controls, are consider-
ably lower in AS patients than in patients with other rheu-
matic diseases, such as rheumatoid arthritis and psoriatic
arthritis. Third, somewhat paradoxically, despite stringent
inclusion criteria used in this study, clinical heterogeneity of
patients may also have been too great. For instance, patients
with active disease and high BASMI values may have had
limited spinal mobility due to pain/inflammation rather than
advanced radiological damage35. In all, the lack of an asso-
ciation between inflammatory mediators and arterial wall
properties does not, per se, exclude the possibility that the
chronic inflammatory burden is atherogenic, and further
studies are needed to address this association.

These results suggest that an adverse CV risk profile may
cause, at least partly, the greater IMT and higher pulse pres-
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Figure 1. Carotid intima-media thickness: AS patients, 0.62 mm; controls,
0.57 mm (p = 0.02).

Table 2. Arterial wall properties in AS patients relative to controls.

B 95% CI p

Intima-media thickness
Crude 0.047 0.004 to 0.090 0.021
Multivariate (age, sex, and CV risk factors) 0.065 0.032 to 0.125 0.001

Carotid pulse pressure
Crude 4.077 0.604 to 7.550 0.040
Multivariate 3.588 0.156 to 7.020 0.041

Distensibility coefficient
Crude 0.006 –0.071 to 0.084 0.868
Multivariate –0.021 –0.069 to 0.027 0.388

Compliance coefficient
Crude 0.014 –0.059 to 0.088 0.700
Multivariate 0.028 –0.033 to 0.090 0.362

Young’s elastic modulus
Crude –0.043 –0.121 to 0.034 0.271
Multivariate –0.009 –0.065 to 0.048 0.755

Results are expressed as ß regression coefficient (95% CI). As the carotid stiffness indices (carotid distensibili-
ty, compliance, and elastic modulus) were not normally distributed, data are presented with the logarithms (nat-
ural) of these values. Variables included in the multivariate models were: age, sex, pulse pressure or mean arte-
rial pressure, heart rate, smoking, atherogenic index, and C-reactive protein.
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sure in patients with AS. Indeed, BMI and total cholesterol
and triglycerides have been positively correlated with IMT
and/or arterial stiffness7,29. In conjunction with this, 23 of
the consecutive 82 screened AS patients (28%) were exclud-
ed from the analyses because of prior CV disease or other
important CV risk factors. These observations are in accord
with the findings of others26,29 and may imply that CV risk
factors have more influence on the CV system than AS
itself, and they underline the importance of proper CV
management36.

Interestingly, despite a higher carotid pulse pressure in
AS, carotid vessel wall properties did not differ between AS
patients and controls. Apparently, other segments of the
arterial tree are responsible for the increased pulse pressure,
although a role for increased stroke volume/contractility
cannot be fully excluded. An impaired aortic compliance
may be responsible for the higher pulse pressure as this is
the arterial segment that predominantly affects pulse pres-
sure throughout the arterial tree37. However, to date, no
studies have been published on aortic compliance in AS,
and our findings illustrate the necessity to perform such
studies. Whatever the cause, our observations are important
as higher pulse pressure itself translates into higher CV
risk38.

Interpretation of our findings needs to be cautious, as all
observations are cross-sectional and do not provide defini-
tive evidence for causality or directionality. In addition, a
single-point measurement technique was used to determine
arterial properties, i.e., IMT, diameter, and distension, and
this may have influenced our results due to variability of
these characteristics along the arterial segment. However,
we minimized measurement variability by clearly defining
where IMT had to be determined. Further, methodological
blinding to case-control status of participants was impossi-
ble, because some patients had AS-specific deformities. It
should also be noted that a large proportion (~50%) of the
AS patients smoked, which may have caused bias towards
the null hypothesis. However, multivariable adjustment
should account for such bias. Moreover, when patients and
controls that smoked were excluded from the comparison
analysis, the age and gender-matched IMT difference
remained. In agreement, all correlations between arterial
wall properties and risk factors remained when patients that
smoked were excluded. All AS patients were treated with
stable doses of NSAID and this may be a potential con-
founder explaining the observed differences in IMT and
arterial stiffness39. To clarify the CV effects of inflammation
and NSAID, one might compare patients with noninflam-
matory back pain using NSAID with AS patients in future
studies. The fact that controls had a significantly lower heart
rate, which may reflect more physical activity and lower
smoking prevalence, may indicate that this group had a
lifestyle more conducive to cardiovascular health. Finally,
since AS patients included in the study were highly select-

ed, we cannot necessarily conclude that AS patients with a
lower disease activity do have changes in arterial wall prop-
erties similar to those we observed.

Our observations indicate that AS is associated with early
signs of preclinical atherosclerosis, but future larger
(prospective) studies are needed to confirm our findings and
to investigate which factors contribute to these arterial per-
turbations.

ACKNOWLEDGMENT
We thank Ingrid Knufman for her contribution to the arterial wall measure-
ments and Prof. Nico Westerhof for critical reading of the manuscript.

REFERENCES
1. Braun J, Bollow M, Remlinger G, Eggens U, Rudwaleit M, Distler

A, et al. Prevalence of spondylarthropathies in HLA-B27 positive
and negative blood donors. Arthritis Rheum 1998;41:58-67.

2. Lautermann D, Braun J. Ankylosing spondylitis — cardiac
manifestations. Clin Exp Rheumatol 2002;20 Suppl:S11-S15.

3. Lehtinen K. Mortality and causes of death in 398 patients admitted
to hospital with ankylosing spondylitis. Ann Rheum Dis
1993;52:174-6.

4. Peters MJ, van der Horst-Bruinsma IE, Dijkmans BA,
Nurmohamed MT. Cardiovascular risk profile of patients with
spondylarthropathies, particularly ankylosing spondylitis and
psoriatic arthritis. Semin Arthritis Rheum 2004;34:585-92.

5. Peters MJ, Visman I, Nielen MM, van Dillen N, Verheij RA, van
der Horst-Bruinsma IE, et al. Ankylosing spondylitis; a risk factor
for myocardial infarction? Ann Rheum Dis 2009 Apr 28. [Epub
ahead of print]

6. van Halm VP, van Denderen JC, Peters MJ, Twisk JW, van der PM,
van der Horst-Bruinsma IE, et al. Increased disease activity is
associated with a deteriorated lipid profile in patients with
ankylosing spondylitis. Ann Rheum Dis 2006;65:1473-7.

7. Divecha H, Sattar N, Rumley A, Cherry L, Lowe GD, Sturrock R.
Cardiovascular risk parameters in men with ankylosing spondylitis
in comparison with non-inflammatory control subjects: relevance of
systemic inflammation. Clin Sci (Lond) 2005;109:171-6.

8. Heeneman S, Daemen MJ. Cardiovascular risks in
spondyloarthritides. Curr Opin Rheumatol 2007;19:358-62.

9. Libby P. Role of inflammation in atherosclerosis associated with
rheumatoid arthritis. Am J Med 2008;121 Suppl:S21-S31.

10. Gonzalez-Gay MA, Gonzalez-Juanatey C, Martin J. Rheumatoid
arthritis: a disease associated with accelerated atherogenesis. Semin
Arthritis Rheum 2005;35:8-17.

11. O’Leary DH, Polak JF. Intima-media thickness: a tool for
atherosclerosis imaging and event prediction. Am J Cardiol
2002;90:18L-21L.

12. Bots ML, Dijk JM, Oren A, Grobbee DE. Carotid intima-media
thickness, arterial stiffness and risk of cardiovascular disease:
current evidence. J Hypertens 2002;20:2317-25.

13. Franklin SS, Khan SA, Wong ND, Larson MG, Levy D. Is pulse
pressure useful in predicting risk for coronary heart disease? The
Framingham Heart Study. Circulation 1999;100:354-60.

14. Mattace-Raso FU, van der Cammen TJ, Hofman A, van Popele
NM, Bos ML, Schalekamp MA, et al. Arterial stiffness and risk of
coronary heart disease and stroke: the Rotterdam Study. Circulation
2006;113:657-63.

15. Laurent S, Boutouyrie P. Recent advances in arterial stiffness and
wave reflection in human hypertension. Hypertension
2007;49:1202-6.

16. Laurent S, Cockcroft J, Van Bortel L, Boutouyrie P, Giannattasio C,
Hayoz D, et al. Expert consensus document on arterial stiffness:

165Peters, et al: Arterial wall in AS

Personal non-commercial use only. The Journal of Rheumatology Copyright © 2010. All rights reserved.

 www.jrheum.orgDownloaded on April 8, 2024 from 

http://www.jrheum.org/


methodological issues and clinical applications. Eur Heart
J 2006;27:2588-605.

17. Braun J, Davis J, Dougados M, Sieper J, van der Linden S, van der
Heijde D. First update of the international ASAS consensus
statement for the use of anti-TNF agents in patients with
ankylosing spondylitis. Ann Rheum Dis 2006;65:316-20.

18. Van der Linden S, Valkenburg HA, Cats A. Evaluation of diagnostic
criteria for ankylosing spondylitis. A proposal for modification of
the New York criteria. Arthritis Rheum 1984;27:361-8.

19. Peters MJ, Vis M, van Halm VP, Wolbink GJ, Voskuyl AE, Lems
WF, et al. Changes in lipid profile during infliximab treatment and
corticosteroid therapy in rheumatoid arthritis. Ann Rheum Dis
2007;66:958-61.

20. Garrett S, Jenkinson T, Kennedy LG, Whitelock H, Gaisford P,
Calin A. A new approach to defining disease status in ankylosing
spondylitis: the Bath Ankylosing Spondylitis Disease Activity
Index. J Rheumatol 1994;21:2286-91.

21. Calin A, Garrett S, Whitelock H, Kennedy LG, O’Hea J, Mallorie P,
et al. A new approach to defining functional ability in ankylosing
spondylitis: the development of the Bath Ankylosing Spondylitis
Functional Index. J Rheumatol 1994;21:2281-5.

22. Jenkinson TR, Mallorie PA, Whitelock HC, Kennedy LG, Garrett
SL, Calin A. Defining spinal mobility in ankylosing spondylitis
(AS). The Bath AS Metrology Index. J Rheumatol 1994;21:1694-8.

23. Hollander M, Bots ML, Del Sol AI, Koudstaal PJ, Witteman JC,
Grobbee DE, et al. Carotid plaques increase the risk of stroke and
subtypes of cerebral infarction in asymptomatic elderly: the
Rotterdam study. Circulation 2002;105:2872-7.

24. Van Bortel LM, Balkestein EJ, van der Heijden-Spek JJ, Vanmolkot
FH, Staessen JA, Kragten JA, et al. Non-invasive assessment of
local arterial pulse pressure: comparison of applanation tonometry
and echo-tracking. J Hypertens 2001;19:1037-44.

25. Van Bortel LM, Duprez D, Starmans-Kool MJ, Safar ME,
Giannattasio C, Cockcroft J, et al. Clinical applications of arterial
stiffness, Task Force III: recommendations for user procedures. Am
J Hypertens 2002;15:445-52.

26. Han C, Robinson DW Jr, Hackett MV, Paramore LC, Fraeman KH,
Bala MV. Cardiovascular disease and risk factors in patients with
rheumatoid arthritis, psoriatic arthritis, and ankylosing spondylitis.
J Rheumatol 2006;33:2167-72.

27. Mathieu S, Joly H, Baron G, Tournadre A, Dubost JJ, Ristori JM, et
al. Trend towards increased arterial stiffness or intima-media
thickness in ankylosing spondylitis patients without clinically
evident cardiovascular disease. Rheumatology 2008;47:1203-7.

28. Choe JY, Lee MY, Rheem I, Rhee MY, Park SH, Kim SK. No
differences of carotid intima-media thickness between young
patients with ankylosing spondylitis and healthy controls. Joint
Bone Spine 2008;75:548-53.

29. Malesci D, Niglio A, Mennillo GA, Buono R, Valentini G, La MG.
High prevalence of metabolic syndrome in patients with ankylosing
spondylitis. Clin Rheumatol 2007;26:710-4.

30. Sari I, Okan T, Akar S, Cece H, Altay C, Secil M, et al. Impaired
endothelial function in patients with ankylosing spondylitis.
Rheumatology 2006;45:283-6.

31. Sattar N, McCarey DW, Capell H, McInnes IB. Explaining how
“high-grade” systemic inflammation accelerates vascular risk in
rheumatoid arthritis. Circulation 2003;108:2957-63.

32. Gonzalez-Gay MA, Gonzalez-Juanatey C, Pineiro A, Garcia-Porrua
C, Testa A, Llorca J. High-grade C-reactive protein elevation
correlates with accelerated atherogenesis in patients with
rheumatoid arthritis. J Rheumatol 2005;32:1219-23.

33. Roman MJ, Devereux RB, Schwartz JE, Lockshin MD, Paget SA,
Davis A, et al. Arterial stiffness in chronic inflammatory diseases.
Hypertension 2005;46:194-9.

34. Vlachopoulos C, Dima I, Aznaouridis K, Vasiliadou C, Ioakeimidis
N, Aggeli C, et al. Acute systemic inflammation increases arterial
stiffness and decreases wave reflections in healthy individuals.
Circulation 2005;112:2193-200.

35. Wanders A, Landewe R, Dougados M, Mielants H, van der Linden
S, van der Heijde D. Association between radiographic damage of
the spine and spinal mobility for individual patients with
ankylosing spondylitis: can assessment of spinal mobility be a
proxy for radiographic evaluation? Ann Rheum Dis
2005;64:988-94.

36. Peters MJ, Symmons D, McCarey DW, Nurmohamed MT.
Cardiovascular risk management in patients with rheumatoid
arthritis and other inflammatory arthritis: A EULAR Task Force.
Arthritis Rheum 2008;58:s421-s422.

37. Nichols WW, O’Rourke M. McDonald’s blood flow in arteries.
Theoretical, experimental and clinical principles. 4th ed. London:
Arnold; 1998:54-401.

38. Dart AM, Gatzka CD, Kingwell BA, Willson K, Cameron JD,
Liang YL, et al. Brachial blood pressure but not carotid arterial
waveforms predict cardiovascular events in elderly female
hypertensives. Hypertension 2006;47:785-90.

39. Johnson AG, Nguyen TV, Day RO. Do nonsteroidal
anti-inflammatory drugs affect blood pressure? A meta-analysis.
Ann Intern Med 1994;121:289-300.

166 The Journal of Rheumatology 2010; 37:1; doi:10.3899/jrheum.090667

Personal non-commercial use only. The Journal of Rheumatology Copyright © 2010. All rights reserved.

 www.jrheum.orgDownloaded on April 8, 2024 from 

http://www.jrheum.org/

