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Abstract
Background: Within the general population, levels of C-reactive protein (CRP) are positively associated with atherosclerotic
cardiovascular disease (CVD). Whether CRP is causally implicated in atherogenesis or is the results of atherosclerosis is
disputed. A role of CRP to protect endothelium-derived nitric oxide (EDNO) has been suggested. We examined the
association of CRP with EDNO-dependent vasomotor function and subclinical measures of atherosclerosis and
arteriosclerosis in patients with raised CRP resulting from rheumatoid arthritis (RA).
Methodology/Principal Findings: Patients with RA (n = 59) and healthy control subjects (n = 123), underwent measures of
high sensitivity CRP, flow-mediated dilation (FMD, dependent on EDNO), intima-media thickness (IMT, a measure of
subclinical atherosclerosis) and aortic pulse wave velocity (PWV, a measure of arteriosclerosis). IMT and PWV were elevated
in patients with RA compared to controls but FMD was similar in the two groups. In patients with RA, IMT and PWV were not
correlated with CRP but FMD was positively independently correlated with CRP (P,0.01).
Conclusions/Significance: These findings argue against a causal role of CRP in atherogenesis and are consistent with a
protective effect of CRP on EDNO bioavailability.
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Rheumatoid arthritis (RA) is a chronic inflammatory condition
associated with subclinical vascular disease and a greater
prevalence of CVD than can be accounted for by traditional risk
factors alone; compared to controls, the relative risk of myocardial
infarction in RA is doubled[11]. CRP in RA is usually increased
into the range associated with increased CVD risk[12] raising the
possibility that CRP is responsible for accelerated atherogenesis in
RA. The purpose of the present study was to examine the
association of CRP with vascular function and structure in RA to
determine if CRP is likely to be a useful marker of sub-clinical
atherosclerosis and increased CVD risk in RA and whether CRP
retains its association with subclinical CVD in a systemic
inflammatory condition where a major stimulus to production of
CRP arises from inflammation outwith atherosclerotic plaques.
We examined endothelial function (by flow mediated dilation,
FMD, a measure of EDNO), intima-media thickness (IMT, a
measure of subclinical atherosclerosis) and large artery stiffness by
pulse wave velocity (PWV, a measure of arteriosclerosis). These
measures of subclinical CVD are all strongly predictive of
CVD[13–26].

Introduction
C-reactive protein (CRP), a biomarker of systemic inflammation,
independently associates with endothelial dysfunction, subclinical
atherosclerosis and arteriosclerosis[1,2] and clinical manifestations of
atherosclerosis in the general population[3,4]. CRP has been
advocated for use in prediction of cardiovascular disease (CVD)
risk[5,6]. It has been suggested that systemic inflammation leads to
endothelial activation and dysfunction and that CRP itself may be a
causal factor in atherogenesis[7,8]. It is notable that reduction of CRP
by a statin in those with low/normal LDL is associated with a marked
reduction in CVD events[9]. However, it is also possible that CRP is
produced by inflammation within atherosclerotic plaque and
therefore associates with atherosclerosis by reverse causality[10]. It
is thus important to clarify, whether when raised levels of CRP arise
from a non-vascular cause (i.e. a stimulus for CRP other than
atherosclerosis), CRP retains its association with CVD. This would
validate the potential use of CRP for risk assessment irrespective of
co-morbidity and/or the cause of raised CRP, and would add weight
to the putative causal role of CRP in CVD.
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tonometry using the SphygmoCor system (Atcor, Australia).
Transit time was measured from the foot to foot delay between
the carotid and femoral pulse waveforms. Carotid-femoral
distance was estimated from the distance between the suprasternal
notch and the femoral artery at the site of transducer placement.
All measurements were made by an experienced observer and
readings which did not conform to the internal quality checks
provided by the SphgmoCor software were rejected. Measurements were made in triplicate with mean values used for analysis.

Methods
Patients with RA (n = 65, complete data subsequently available
in n = 59) fulfilling the American College of Rheumatology
classification criteria[27] were recruited from the rheumatology
clinics of Guy’s and St Thomas’ NHS Foundation Trust Hospital.
Patients had not previously been treated with biological agents
(e.g. TNF-a antagonists). Patients were excluded if they had
evidence of: inter-current infections; coronary heart disease;
cerebrovascular disease; peripheral disease; diabetes mellitus, or
if they were receiving HMG-coA reductase inhibitors (statins) or
aspirin. Healthy age matched controls (n = 123) recruited from the
local community were studied contemporaneously. The study was
approved by the Guy’s and St Thomas’ NHS Foundation Trust
Research Ethics Committee. All subjects gave written informed
consent.

Statistical analyses
There were 6 subjects with incomplete data in the RA group
(due to errors in laboratory handling of samples) and the analysis
was restricted to n = 59 in whom complete data were available.
The relation between vascular measures and risk factors other
than CRP was examined (in each group separately and in the
combined groups) by univariate regression analysis. Vascular
measures were compared in the RA and control groups by analysis
of covariance, incorporating potential confounding values identified on the univariate analysis. The relationship between vascular
measures and CRP within the RA group was examined by
regression analysis with CRP treated both as a continuous variable
and with CRP categorised into tertiles as an ordinal variable. All
potential confounding variables indentified on univariate analysis
were again incorporated as co-variates. Analyses were performed
using SPSS for Windows version 17 and P,0.05 was considered as
evidence against the null hypothesis.

Protocol
Subjects attended in the morning, having refrained from
caffeine and alcohol for 12 hours, and vascular measurements
were made in a quiet temperature controlled laboratory after a
standardised light breakfast. Blood pressure was measured seated
using an automated oscillometric device (Omron HEM 705,
Omron, Japan). Blood for biochemistry was obtained after an
overnight fast on a day prior to (and within 8 weeks) of the vascular
measurements. CRP was measured using high-sensitivity turbidimetric immunoassay (WAKO Chemicals) on a Cobas Mira
Analyser (Roche Diagnostics).

Endothelial function

Results

Endothelial function was assessed by measuring FMD of the
brachial artery[28] according to current guidelines. High resolution
ultrasound (Aspen, Siemens, Germany with 7 MHz linear array
transducer, positioned by a stereotactic manipulator) was used to scan
the brachial artery in a longitudinal section 2 to 15 cm above the
elbow. After optimal positioning of the transducer a baseline scan was
recorded. Increased flow was then induced by inflation of a
pneumatic tourniquet placed around the forearm (distal to the
arterial segment being scanned) to a pressure of 250 mmHg for
5 min, followed by release. A second scan commenced 10 sec before
release of the cuff and continued for 3 min after cuff deflation. After
10 min to allow vessel recovery, another resting scan was taken.
Sublingual nitroglycerine (NTG, 25 mg) was then administered, and a
final scan performed 3 to 4 min later. Images were coded and
recorded on VHS videotape, then digitized for subsequent blinded
analysis using automated edge detection software (Brachial Analyser,
Medical Imaging Applications, LCC, Iowa, USA). FMD was
expressed as the percentage increase in brachial artery diameter
from baseline to maximal dilation which occurred 30 to 90 sec after
release of the cuff. Dilation to NTG was expressed as the percentage
increase in brachial artery diameter from baseline to maximal dilation
after NTG.

Subject characteristics
Subject characteristics (RA n = 59, healthy controls n = 123) are
shown in Table 1. Within the RA group, compared to the control
group, there were fewer men, mean values of BMI were lower,
blood pressure higher and HDL-cholesterol lower (table 1). 20% of
RA subjects were current smokers. CRP was higher in RA patients
(median 9.10 mg/l, IQR 5.00–17.30) compared to controls
(median 0.30 mg/l, IQR 0.04–1.22, P,0.0001).

Relation of vascular measures to risk factors other than
CRP
Within the control group and the combined groups, measures of
vascular function and structure were associated with classical risk
factors for atherosclerosis, most strongly with age and systolic
blood pressure. On multivariate analysis, in the combined groups,
FMD was independently negatively associated with age (P,0.01),
systolic blood pressure (P,0.05) and tended to be negatively
associated with total cholesterol (P,0.1). IMT was independently
associated with age (P,0.001) and systolic blood pressure
(P,0.01). PWV was independently associated with age
(P,0.001) and systolic blood pressure (p,0.001).

Comparison of vascular measures in RA and control
groups

Common carotid intima-media thickness
High resolution ultrasound (as for FMD) was used to image the
left and right common carotid arteries. IMT was measured from
digitized images obtained in diastole of the near and far walls of
both common carotid arteries 1–2 cm proximal to the flow
divider. This method provides a robust measure of IMT with
reproducibility higher than that in other segments[19].

When adjusted for all potential confounding factors found to be
correlated with vascular measures on univariate analysis (P,0.05),
FMD was not different between RA and control groups
(6.2260.33% vs. 6.5560.22%, means 6SEM, P = NS). Results
were similar when the analysis was restricted to non-smokers
(6.3060.37% vs. 6.6060.21%, P = NS). IMT was greater in RA
compared to control subjects (0.9060.03 mm vs. 0.8260.01 mm,
P,0.05). PWV was also greater in RA compared to control
subject (8.6960.18 m/s vs. 8.0260.12 m/s, P,0.01).

Carotid-femoral pulse wave velocity
PWV was measured over the carotid-femoral portion of the
arterial tree by ECG referenced sequential carotid and femoral
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Table 1. Characteristics of rheumatoid arthritis patients and healthy controls.

Controls (n = 123)

Rheumatoid arthritis (n = 59)
CRP #5 mg/L
(n = 20)

CRP 5 to 13 mg/L
(n = 19)

CRP .13 mg/L
(n = 20)

Age (mean years 6 SD)

48.9769.87

50.8568.63

51.32610.54

49.20614.04

Sex (females, %)

73 (59.35)

15 (75.00)

17 (89.47)

16 (80.00)

BMI (mean kg/m2 6 SD)

27.7263.90{

24.1263.19

26.1667.28

26.3466.64

Present smokers (number, %)

0

6 (30.00)

4 (21.05)

2 (10.00)1

Systolic blood pressure (mean mmHg 6 SD)

117.59615.08

122.58619.02

126.00614.84

126.53615.90

Diastolic blood pressure (mean mmHg 6 SD)

73.4768.12

77.5969.60

77.2168.78

76.5768.08
4.7060.82

Total cholesterol (mean mmol/l 6 SD)

5.4061.02*

5.3060.97

5.5761.02*

HDL-cholesterol (mean mmol/l 6 SD)

1.5160.40*

1.4460.42*

1.3760.41

1.1260.23

LDL-cholesterol (mean mmol/l 6 SD)

3.3660.83

3.4460.85

3.7260.90

3.0660.78

TG (mean mmol/l 6 SD)

1.2860.69{

0.8760.37

1.0460.48

1.1060.49

CRP (median mg/l, IQR)

0.30 (0.04, 1.22)

3.35 (2.40, 5.00)

9.10 (7.20, 10.90)

25.85 (16.65, 39.40)

Rheumatoid arthritis disease parameters
Disease duration (median years 6 IQR)

-

9.00 (2.00, 20.00)

12.50 (2.00, 19.50)

9.00 (3.00, 21.00)

Disease Activity Score (mean 6 SD)

-

3.9061.53

5.1361.19{

5.7861.10{

Health Assessment Questionnaire (mean 6 SD)

-

0.9360.77

1.6460.94{

1.7860.81{

Methotrexate (no, %)

-

10 (50.00)

15 (78.95)

16 (80.00)

Sulphasalazine (no, %)

-

7 (35.00)

10 (52.63)

8 (40.00)

Drug therapy{

Hydroxychloroquine (no, %)

-

2 (10.00)

6 (31.58)

4 (20.00)

Leflunamide (no, %)

-

2 (10.00)

3 (15.79)

0

Gold (no, %)

-

1 (5.00)

0

0

NSAIDs (including cyclo-oxygenase 2 inhibitors, no, %)

-

1 (5.00)

6 (31.57)

10 (50.00)

BMI: body mass index; HDL: high-density lipoprotein; LDL: low-density lipoprotein; TG: triglycerides; CRP: C-reative protein; NSAIDs: non-steroid anti-inflammatory drugs;
SD: standard deviation; IQR: interquartile range.
{No patient with rheumatoid arthritis received azathioprine treatment at the time of enrolment to the study.
*P,0.05 compared to 3rd (.13 mg/L) CRP tertile.
{P,0.05 compared to 1st (#5 mg/L) CRP tertile.
1distribution of smoking in RA patients P = 0.29 (Fisher’s exact test).
Rheumatoid arthritis patients are grouped into tertile of C-reactive protein.
doi:10.1371/journal.pone.0010242.t001

and secondly, if CRP is causal in CVD, a raised CRP from
whatever cause should associate with CVD. Contrary to what
might be expected, in patients with elevated CRP due to chronic
disease activity in RA, IMT and PWV, structural measures of
early atherosclerosis/arteriosclerosis, were not related to CRP
and, intriguingly, the reverse association was found for FMD:
higher CRP levels correlated with higher FMD i.e. higher levels
of CRP were associated with better, not worse, endothelial
function. This association remained robust when potentially
confounding factors such as disease duration, activity of disease
and concurrent drug treatment were controlled for. As far as we
are aware, this is the first study to report such a paradoxical
association between FMD and CRP in subjects with a chronic
inflammatory condition.
These findings are difficult to reconcile with CRP as a causal
factor in CVD. The findings with respect to IMT and PWV are,
however, consistent with the association between CRP and CVD
being driven by reverse causality (i.e. CVD causing raised CRP).
Values of CRP in the mid and upper tertiles of the distribution in
patients with RA were greater than those found in subjects with
subclinical CVD but without another stimulus to CRP production
(such as RA). Thus a lack of association between CRP and CVD
would be expected in RA if CRP arising from a stimulus unrelated

Relation of vascular measures to CRP within the RA
group
Within the RA group, FMD was positively associated with CRP
(P,0.01, by multiple regression analysis incorporating age, sex,
body mass index, smoking status, systolic blood pressure, total
cholesterol and high density lipoprotein, disease activity, disease
duration and concurrent drug treatment). FMD also positively
correlated with CRP in non-smokers with RA (P,0.05) on
multivariate regression analysis. IMT and PWV were not
associated with CRP (Figure 1). There was no relationship
between vascular measures and disease duration/activity as
measured by disease activity score, nor with the health assessment
questionnaire score. These findings were similar irrespective of
whether the analysis was performed using CRP as a continuous
variable or categorized into tertiles.

Discussion
We devised our study to investigate if raised CRP occurring in
a chronic inflammatory disease associates with subclinical CVD.
This was for two reasons. Firstly if CRP is to be useful in CVD
risk prediction in patients with chronic inflammatory disease, a
close association between CRP and CVD would be mandated,
PLoS ONE | www.plosone.org
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Figure 1. Relationship between tertiles of C-reactive protein in rheumatoid arthritis patients (n = 59) and subclinical markers of
coronary heart disease. A) FMD (flow-mediated dilatation), B) IMT (intima medial thickness), C) PWV (pulse wave velocity). FMD/IMT/PWV values
are estimated marginal means (6 SEM) derived from multiple regression analysis adjusted for potential confounders. Healthy controls (n = 123) are
displayed for reference.
doi:10.1371/journal.pone.0010242.g001

to atherosclerosis is unrelated to CVD. It is notable that genetic
epidemiological studies support such reverse causality[29–33].
Reverse causality in the link between CRP and CVD would not
explain the apparent paradoxical association of FMD and CRP
seen in the present study with better FMD associated with higher
levels of CRP. Unlike IMT and PWV which are structural changes
associated with early atherosclerosis/arteriosclerosis in the subendothelial arterial wall, FMD is a measure of endothelial cell
function. Although generally regarded as a surrogate for
generalized endothelial cell function,[34] FMD is mainly determined by the availability of EDNO[35] which, as well as
regulating arterial tone, has antiatherogenic functions[36,37]. In
the presence of Reactive Oxygen Species, NO can be deleterious
to the endothelium[38], yet FMD measures the vasodilatory
(protective) function of EDNO in response to shear stress of the
vessel wall[28]. It is notable that previous studies show that pure
human CRP has specific, direct effects on vascular function in
vitro via increased NO production[39] and that following an acute
inflammatory insult, NO-dependent vasodilator function is
immediately impaired but returns to normal when CRP rises[39].
Our findings are entirely consistent with such a protective role of
CRP on NO availability and hence FMD. They may explain why
FMD is not always impaired in subjects with RA compared with
healthy control subjects[40]. A protective effect of CRP on NO
availability would be expected to abrogate adverse effects of
systemic inflammation on aspects of atherogenesis other than those
dependent on NO and suggests that these may be partially masked
by the increased CRP associated with inflammation. Of note,
prospective studies have demonstrated that CRP is associated with
cardiovascular end-points in RA[41,42]. With prevalent CVD, CRP
may be a by-product of atherosclerosis and its association could
result from reverse causation; our study could not demonstrate this
as our RA patients had not experienced incident CVD. An
alternative explanation, by analogy to NO[38], is that CRP may
have pleiotropic roles, some protective and others harmful.
These data are of relevance to CVD prevention through
reduction in inflammation. In the general population, targeting
individuals with raised CRP for statin therapy reduces CVD
events[9] and it has been suggested that these results can be

extrapolated to subjects with chronic autoimmune disease such as
RA[43]. Our findings suggest that the use of CRP in RA (and
perhaps other chronic inflammatory disease) should be further
evaluated before being used as a risk marker of CVD.
Our study was limited in several ways. The cross-sectional
design does not provide definitive evidence of causality or reverse
causality although, as discussed above, the results do strongly
argue against a detrimental effect of CRP on all aspects of
endothelial dysfunction and atherosclerosis, particularly those
involving NO availability. We measured vascular function/
structure and CRP only at a single time point. Temporal variation
of these properties would, however, tend to obscure the most
striking observation in this study: the paradoxical association of
FMD with CRP. Our conclusions relate only to subclinical
measures of CVD: endothelial vasomotor NO-dependent function, intima-media thickening and arterial stiffening. Although
each of these measures is strongly related to clinical CVD they are
not the only determinants of CVD events. Results relating to
atherosclerosis and CVD mortality in relation to CRP in RA are
conflicting[41,42,44] and CRP could have a role relating to
thrombogenesis independent of atherogenesis[7].
In conclusion, CRP in patients with RA is unrelated to
structural measures of subclinical arterial disease and there is a
paradoxical association of CRP with improved endothelial
function. These observations argue against a causal role of CRP
in atherosclerosis. They are consistent with reverse causality in the
association of CRP with atherosclerosis and a protective effect of
CRP on NO availability. Further studies are warranted to
determine if there is a dissociation of CRP with clinical CVD
events in chronic inflammatory conditions and interventional
studies are required to determine if there are potential protective
effects of CRP on aspects of endothelial function.

Author Contributions
Conceived and designed the experiments: MW SPO BK PC. Performed
the experiments: MW BJ KM. Analyzed the data: MVH PC. Contributed
reagents/materials/analysis tools: MVH PC. Wrote the paper: MVH PC.

References
1. Jarvisalo MJ, Harmoinen A, Hakanen M, Paakkunainen U, Viikari J, et al.
(2002) Elevated serum C-reactive protein levels and early arterial changes in
healthy children. Arterioscler Thromb Vasc Biol 22: 1323–1328.
2. Vitale C, Cerquetani E, Wajngarten M, Leonardo F, Silvestri A, et al. (2003) In
patients with coronary artery disease endothelial function is associated with
plasma levels of C-reactive protein and is improved by optimal medical therapy.
Ital Heart J 4: 627–632.
3. Kuller LH, Tracy RP, Shaten J, Meilahn EN (1996) Relation of C-reactive
protein and coronary heart disease in the MRFIT nested case-control study.
Multiple Risk Factor Intervention Trial. Am J Epidemiol 144: 537–547.
4. Ridker PM, Cushman M, Stampfer MJ, Tracy RP, Hennekens CH (1997)
Inflammation, aspirin, and the risk of cardiovascular disease in apparently
healthy men. N Engl J Med 336: 973–979.
5. Cook NR, Buring JE, Ridker PM (2006) The effect of including C-reactive
protein in cardiovascular risk prediction models for women. Ann Intern Med
145: 21–29.
6. Ridker PM, Glynn RJ, Hennekens CH (1998) C-reactive protein adds to the
predictive value of total and HDL cholesterol in determining risk of first
myocardial infarction. Circulation 97: 2007–2011.
7. Devaraj S, Xu DY, Jialal I (2003) C-reactive protein increases plasminogen
activator inhibitor-1 expression and activity in human aortic endothelial cells:

PLoS ONE | www.plosone.org

8.
9.

10.
11.

12.

13.

14.

5

implications for the metabolic syndrome and atherothrombosis. Circulation 107:
398–404.
Pasceri V, Willerson JT, Yeh ET (2000) Direct proinflammatory effect of Creactive protein on human endothelial cells. Circulation 102: 2165–2168.
Ridker PM, Danielson E, Fonseca FA, Genest J, Gotto AM, Jr., et al. (2008)
Rosuvastatin to prevent vascular events in men and women with elevated Creactive protein. N Engl J Med 359: 2195–2207.
Schunkert H, Samani NJ (2008) Elevated C-reactive protein in atherosclerosis–
chicken or egg? N Engl J Med 359: 1953–1955.
Solomon DH, Karlson EW, Rimm EB, Cannuscio CC, Mandl LA, et al. (2003)
Cardiovascular morbidity and mortality in women diagnosed with rheumatoid
arthritis. Circulation 107: 1303–1307.
Graf J, Scherzer R, Grunfeld C, Imboden J (2009) Levels of C-reactive protein
associated with high and very high cardiovascular risk are prevalent in patients
with rheumatoid arthritis. PLoS One 4: e6242.
Rossi R, Nuzzo A, Origliani G, Modena MG (2008) Prognostic role of flowmediated dilation and cardiac risk factors in post-menopausal women. J Am Coll
Cardiol 51: 997–1002.
Shimbo D, Grahame-Clarke C, Miyake Y, Rodriguez C, Sciacca R, et al. (2007)
The association between endothelial dysfunction and cardiovascular outcomes in
a population-based multi-ethnic cohort. Atherosclerosis 192: 197–203.

April 2010 | Volume 5 | Issue 4 | e10242

CRP Rheumatoid Arthritis

15. Takase B, Matsushima Y, Uehata A, Ishihara M, Kurita A (2008) Endothelial
dysfunction, carotid artery plaque burden, and conventional exercise-induced
myocardial ischemia as predictors of coronary artery disease prognosis.
Cardiovasc Ultrasound 6: 61.
16. Yeboah J, Crouse JR, Hsu FC, Burke GL, Herrington DM (2007) Brachial flowmediated dilation predicts incident cardiovascular events in older adults: the
Cardiovascular Health Study. Circulation 115: 2390–2397.
17. Hodis HN, Mack WJ, LaBree L, Selzer RH, Liu CR, et al. (1998) The role of
carotid arterial intima-media thickness in predicting clinical coronary events.
Ann Intern Med 128: 262–269.
18. Lorenz MW, Markus HS, Bots ML, Rosvall M, Sitzer M (2007) Prediction of
clinical cardiovascular events with carotid intima-media thickness: a systematic
review and meta-analysis. Circulation 115: 459–467.
19. O’Leary DH, Polak JF, Kronmal RA, Manolio TA, Burke GL, et al. (1999)
Carotid-artery intima and media thickness as a risk factor for myocardial
infarction and stroke in older adults. Cardiovascular Health Study Collaborative
Research Group. N Engl J Med 340: 14–22.
20. Matsushima Y, Takase B, Uehata A, Kawano H, Yano K, et al. (2007)
Comparative predictive and diagnostic value of flow-mediated vasodilation in
the brachial artery and intima media thickness of the carotid artery for
assessment of coronary artery disease severity. Int J Cardiol 117: 165–172.
21. Blacher J, Guerin AP, Pannier B, Marchais SJ, Safar ME, et al. (1999) Impact of
aortic stiffness on survival in end-stage renal disease. Circulation 99: 2434–2439.
22. Cruickshank K, Riste L, Anderson SG, Wright JS, Dunn G, et al. (2002) Aortic
pulse-wave velocity and its relationship to mortality in diabetes and glucose
intolerance: an integrated index of vascular function? Circulation 106:
2085–2090.
23. Laurent S, Boutouyrie P, Asmar R, Gautier I, Laloux B, et al. (2001) Aortic
stiffness is an independent predictor of all-cause and cardiovascular mortality in
hypertensive patients. Hypertension 37: 1236–1241.
24. Mattace-Raso FU, van der Cammen TJ, Hofman A, van Popele NM, Bos ML,
et al. (2006) Arterial stiffness and risk of coronary heart disease and stroke: the
Rotterdam Study. Circulation 113: 657–663.
25. Sutton-Tyrrell K, Najjar SS, Boudreau RM, Venkitachalam L, Kupelian V,
et al. (2005) Elevated aortic pulse wave velocity, a marker of arterial stiffness,
predicts cardiovascular events in well-functioning older adults. Circulation 111:
3384–3390.
26. Willum-Hansen T, Staessen JA, Torp-Pedersen C, Rasmussen S, Thijs L, et al.
(2006) Prognostic value of aortic pulse wave velocity as index of arterial stiffness
in the general population. Circulation 113: 664–670.
27. Arnett FC, Edworthy SM, Bloch DA, McShane DJ, Fries JF, et al. (1988) The
American Rheumatism Association 1987 revised criteria for the classification of
rheumatoid arthritis. Arthritis Rheum 31: 315–324.
28. Celermajer DS, Sorensen KE, Gooch VM, Spiegelhalter DJ, Miller OI, et al.
(1992) Non-invasive detection of endothelial dysfunction in children and adults
at risk of atherosclerosis. Lancet 340: 1111–1115.

PLoS ONE | www.plosone.org

29. Elliott P, Chambers JC, Zhang W, Clarke R, Hopewell JC, et al. (2009) Genetic
Loci Associated With C-Reactive Protein Levels and Risk of Coronary Heart
Disease. JAMA 302: 37–48.
30. Casas JP, Shah T, Cooper J, Hawe E, McMahon AD, et al. (2006) Insight into
the nature of the CRP-coronary event association using Mendelian randomization. Int J Epidemiol 35: 922–931.
31. Zacho J, Tybjaerg-Hansen A, Jensen JS, Grande P, Sillesen H, et al. (2008)
Genetically elevated C-reactive protein and ischemic vascular disease.
N Engl J Med 359: 1897–1908.
32. Lawlor DA, Harbord RM, Timpson NJ, Lowe GDO, Rumley A, et al. (2008)
The Association of C-Reactive Protein and ,italic.CRP,/italic. Genotype
with Coronary Heart Disease: Findings from Five Studies with 4,610 Cases
amongst 18,637 Participants. PLoS One 3: e3011.
33. Kardys I, de Maat MP, Uitterlinden AG, Hofman A, Witteman JC (2006) Creactive protein gene haplotypes and risk of coronary heart disease: the
Rotterdam Study. Eur Heart J 27: 1331–1337.
34. Deanfield JE, Halcox JP, Rabelink TJ (2007) Endothelial function and
dysfunction: testing and clinical relevance. Circulation 115: 1285–1295.
35. Joannides R, Haefeli WE, Linder L, Richard V, Bakkali EH, et al. (1995) Nitric
oxide is responsible for flow-dependent dilatation of human peripheral conduit
arteries in vivo. Circulation 91: 1314–1319.
36. Landmesser U, Hornig B, Drexler H (2004) Endothelial function: a critical
determinant in atherosclerosis? Circulation 109: II27–33.
37. Moncada S, Palmer RM, Higgs EA (1991) Nitric oxide: physiology,
pathophysiology, and pharmacology. Pharmacol Rev 43: 109–142.
38. Forstermann U, Munzel T (2006) Endothelial nitric oxide synthase in vascular
disease: from marvel to menace. Circulation 113: 1708–1714.
39. Clapp BR, Hirschfield GM, Storry C, Gallimore JR, Stidwill RP, et al. (2005)
Inflammation and endothelial function: direct vascular effects of human Creactive protein on nitric oxide bioavailability. Circulation 111: 1530–1536.
40. Van Doornum S, McColl G, Jenkins A, Green DJ, Wicks IP (2003) Screening for
atherosclerosis in patients with rheumatoid arthritis: comparison of two in vivo
tests of vascular function. Arthritis Rheum 48: 72–80.
41. Goodson NJ, Symmons DP, Scott DG, Bunn D, Lunt M, et al. (2005) Baseline
levels of C-reactive protein and prediction of death from cardiovascular disease
in patients with inflammatory polyarthritis: a ten-year followup study of a
primary care-based inception cohort. Arthritis Rheum 52: 2293–2299.
42. Gonzalez-Gay MA, Gonzalez-Juanatey C, Lopez-Diaz MJ, Pineiro A, GarciaPorrua C, et al. (2007) HLA-DRB1 and persistent chronic inflammation
contribute to cardiovascular events and cardiovascular mortality in patients with
rheumatoid arthritis. Arthritis Rheum 57: 125–132.
43. Ridker PM, Solomon DH (2009) Should patients with rheumatoid arthritis
receive statin therapy? Arthritis Rheum 60: 1205–1209.
44. Pereira IA, Laurindo IM, Zimmermann AF, Werner Castro GR, Mello F, et al.
(2009) Single measurements of C-reactive protein and disease activity scores are
not predictors of carotid atherosclerosis in rheumatoid arthritis patients. Acta
Reumatol Port 34: 58–64.

6

April 2010 | Volume 5 | Issue 4 | e10242

