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Top Ten Things Rheumatologists
Should (And Might Not) Know About
Inflammation and CV Disease
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ecent data have demonstrated an increasingly
Rstrong link between chronic inflammatory condi-

tions such as rheumatoid arthritis (RA), systemic
lupus erythematosus (SLE), psoriatic arthritis (PsA)/psoria-
sis, ankylosing spondylitis (AS), and vascular events.l:2 In
addition, atherosclerosis is no longer thought to be a pas-
sive disease of lipid sequestration in arteries, but rather an
active inflammatory process that appears to share inflam-
matory and immune pathways with other chronic inflam-
matory conditions. This article outlines some relevant data
regarding the association of chronic inflammatory disease
with atherosclerosis and cardiovascular (CV) outcomes.

1. CV disease is a leading cause of morbidity and mortal-
ity in patients with inflammatory arthritis such as RA
and PsA.1-> The European League Against Rheumatism
(EULAR) guidelines suggest that RA, AS, and PsA should
be considered as conditions with a higher risk for CV dis-
ease due the presence not only of traditional risk factors
but also the burden of inflammatory disease.2

2.The risk of CV events in patients with inflammatory
disease (e.g., RA) is not fully explained by traditional CV
risk factors alone.6”

3.Patients with inflammatory arthritis have a greater
burden of abnormalities in surrogate markers of
atherosclerosis, including carotid intimal medial thick-
ness, coronary artery calcium content, and ankle-
brachial index as well as abnormalities of endothelial
function such as flow mediated dilation, pulse wave
analysis, and coronary flow reserve.8-10

4.The pathogenesis of inflammatory arthritis and ather-
osclerosis share many similarities; these include T-cell
and mast cell activation, production of pro-inflammatory

cytokines such as tumour necrosis factor (TNF)-alpha
and IL-6, increased expression of leukocyte adhesion
molecules, and increased expression of downstream
inflammatory markers such as C-reactive protein
(CRP).1L12

5.Further linking inflammation and vascular risk,
patients with a higher burden of disease activity appear to
be at higher risk for adverse cardiac events compared with
patients who have moderate or no disease activity.3-14

6.The lipid paradox seen in inflammatory arthritis—
in which cholesterol appears to be inversely related to CV
risk—may be related to the influence of chronic inflam-
mation on lipid values similar to what is seen in a variety
of chronic inflammatory diseases as well as in more acute
states such as sepsis, cancer, and post myocardial infarc-
tion (MI). Notably, suppression of inflammation in RA has
been associated with a rise in lipid values but a decrease
in vascular risk.15.16

7. Traditional risk factor assessment (e.g., Framingham
Risk Score) may underestimate overall vascular risk as
the impact of systemic inflammation is not properly
accounted for in traditional algorithms. For example
in RA, risk scores should be multiplied by a factor of
1.5 when patients have two of the following:

e disease longer than 10 years;

e rheumatoid factor (RF) or anti-cyclic citrullinated
peptide (CCP) positivity; or

e the presence of certain extra-articular manifestations.

Even with this modification it is recognized that risk may

be underestimated. Non-invasive imaging techniques

such as carotid ultrasound may be a valuable tool in this

setting; having an association with a good cardiac or

vascular risk reduction clinic may be valuable.l7-19
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Successful treatment of inflammation with biologic
agents has been consistently associated with a dec-
reased risk of CV morbidity. The EULAR recommenda-
tions for CV risk management in inflammatory arthritis?
suggest that adequate disease control is necessary to
lower vascular risk.20-22

Atherosclerosis is no longer thought of as a disease of
passive sequestration of lipids in the endothelium, but
as an active inflammatory process that involves both the
innate and adaptive immune systems and shares many
similarities with a variety of chronic inflammatory states
such as RA and PsA. Downstream markers of inflamma-
tion (e.g., CRP) can give information about an individ-
ual’s inflammatory state, and are as good as or better than
traditional CV risk factors in predicting disease as well as
those patients who might benefit from treatment.23.24

10. There are currently two large multicentre trials test-

ing the hypothesis that suppression of inflammation
(utilizing either an IL-1 specific monoclonal antibody?>
or low-dose methotrexate26) in patients at high vascular
risk may decrease CV outcomes in patients already on
optimal medical therapy.
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