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Predictors of Plaque Build-Up in Lupus Identified 
B Y  J E F F  E VA N S

Senior Writer

WA S H I N G T O N — Atherosclerosis is
more likely to progress in systemic lupus
erythematosus patients when lupus is di-
agnosed at older ages or has existed for a
long duration, and when high homocys-
teine levels are present, according to new
research presented at the annual meeting of
the American College of Rheumatology.

Other data at the meeting suggested the
risk that women with SLE will develop
carotid artery plaque may be determined
by the presence of proinflammatory high-
density lipoprotein (piHDL) cholesterol.

“We really don’t know the rate and de-
terminants of progression of carotid
plaque in lupus,” said Dr. Mary J. Roman
of Cornell University, New York. She and
her colleagues used serial ultrasound scans
of the distal carotid artery and clinical as-
sessments to evaluate the progression of
atherosclerosis in 159 patients in the Hos-
pital for Special Surgery’s SLE registry.

After an average follow-up of 34
months, 28% of the patients had either de-

veloped first-time atherosclerotic plaque in
the carotid since their baseline assessment
or showed an increase in existing plaque
since baseline. That is equivalent to pro-
gression of atherosclerosis in about 10%
of SLE patients per year, Dr. Roman said.
“We may use this observed rate of ather-
osclerosis progression in assessing the ef-
ficacy in future intervention trials.”

Compared with patients who had pro-
gressive plaque build up, those without
plaque progression were significantly
younger at baseline (mean age 50 years vs.
36 years) and at diagnosis (mean 36 years
vs. 21 years), as well as lower serum ho-
mocysteine levels at baseline. Patients with-
out progression of atherosclerosis tended
to have more aggressive treatment of dis-
ease than those with progression.

For each 10-year incremental increase in
either age at diagnosis or disease duration,
patients were about 3 times more likely to
have plaque progression than no plaque or
stable plaque. Progression of atheroscle-
rosis occurred in 56% of patients in the
highest tertile of baseline serum homo-
cysteine levels (7.9 micromol/L or greater).

“Other than older age, traditional risk
factors were not associated with progres-
sion of atherosclerosis,” Dr. Roman noted.

In a separate presentation, Dr. Maureen
McMahon of the department of rheuma-
tology at the University of California at Los
Angeles reported preliminary data from an
ongoing study suggesting the development
of carotid artery plaque in women with SLE
is associated with the presence of piHDL.

After conducting B-mode ultrasound
screening of the carotid artery and taking
blood samples of women with SLE and
healthy control women, Dr. McMahon
and her colleagues found that 42 of 95
(44%) women with SLE had piHDL, com-
pared with 3 of 52 (6%) age-matched con-
trol women. Significantly more SLE pa-
tients with carotid plaque had piHDL than
did SLE patients without plaque (93% vs.
38%). But there was no significant differ-
ence in the presence of piHDL between
control patients with and without plaque.

Oxidized low-density lipoprotein (LDL
cholesterol) directly and indirectly pro-
motes the production of inflammatory cy-
tokines, the migration of monocytes into

the subepithelial space of vessels, and the
formation of macrophages that take up the
oxidized LDL cholesterol and form foam
cells that build an atherosclerotic plaque.
Normal HDL cholesterol helps to reduce
the effect of oxidized LDL cholesterol by
promoting cholesterol efflux from cells and
by inhibiting the oxidization of LDL cho-
lesterol. During periods of acute inflam-
mation, HDL cholesterol may become
proinflammatory and unable to perform its
usual protective function, she explained.

SLE patients with piHDL were 25 times
more likely than control patients to have
plaque after controlling for the tradition-
al cardiovascular risk factors of hyperten-
sion, elevated LDL cholesterol, age, body
mass index, diabetes, and high-sensitivity
C-reactive protein. “Measurement of pi-
HDL may be one tool to identify [SLE] pa-
tients at risk for the development of ath-
erosclerosis,” Dr. McMahon concluded.

The SLE patients had a mean age of
about 43 years and were not selected for
a history of cardiovascular disease. They
were not allowed to take statins within 6
months of entry into the study. ■

Glucocorticoids Increase
Artery Calcification Risk

B Y  N A N C Y  WA L S H

Ne w York Bureau

WA S H I N G T O N —  Treatment
with glucocorticoids was strong-
ly associated with the presence
of coronary calcification among
patients with rheumatoid arthri-
tis in a cross-sectional analysis,
Dr. Jon T. Giles reported at the
annual meeting of the American
College of Rheumatology.

Coronary artery calcification,
as measured by high-resolution
computed tomography, is a
quantifiable representation of
coronary atherosclerotic burden
and is predictive of future car-
diovascular events in patients
with subclinical atherosclerosis,
according to Dr. Giles of Johns
Hopkins University, Baltimore.

A group of 187 patients (115
women), underwent multidetec-
tor-row computed tomography
of the chest with quantification
of coronary artery calcification
using the Agatston scoring
method. The overall prevalence
of calcification was 53%, and
among men of all ages, it was
75% and among women, 39%.

Patients also underwent labo-
ratory assessments including
those for fasting glucose, cho-
lesterol, triglycerides, C-reactive
protein, and homocysteine.
Data were collected on demo-
graphics, body composition, and
medication history, and func-
tional status was evaluated on
the health assessment question-

naire (HAQ). Depression was
rated on the basis of a Center for
Epidemiologic Study depression
score. A multivariate logistic re-
gression analysis determined the
association of individual charac-
teristics with the presence of
coronary artery calcification.

After controlling for demo-
graphic and conventional risk fac-
tors, the presence of any coro-
nary artery calcification was
significantly associated with in-
creased levels of clinical depres-
sion (odds ratio 1.05), HAQ score
(OR 1.71), and high waist:hip ra-
tio (OR 1.21). Most notable was
that when compared with no ex-
posure, any history of glucocor-
ticoid exposure was associated
with an odds ratio of 2.98 for cal-
cification, even after adjusting for
demographic and cardiovascular
risk factors, Dr. Giles wrote in a
poster session.

Rheumatoid arthritis disease
duration and current disease ac-
tivity such as C-reactive protein
were not associated with calcifi-
cation, while increased educa-
tion was associated with a de-
creased odds ratio of 0.71.

“These data would suggest
that careful [use] of glucocorti-
coids in the clinical setting,
avoidance of central obesity, and
efforts to improve physical func-
tioning and to promote psycho-
logical well-being ... may be ef-
fective strategies in reducing the
burden of atherosclerosis in RA
patients,” he concluded. ■

Functional Disability Is a Marker for
Cardiovascular Mortality in Arthritis

B Y  N A N C Y  WA L S H
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WA S H I N G T O N —  Early func-
tional disability is predictive of
all-cause and cardiovascular mor-
tality in patients with inflamma-
tory polyarthritis, Dr. Tracey M.
Farragher reported at the annu-
al meeting of the American Col-
lege of Rheumatology.

An association between early
functional disability, as mea-
sured by the Health Assessment
Questionnaire (HAQ), and later
mortality has previously been
noted. But whether the baseline
HAQ score or the HAQ score at
1 year, at which time disease
modifying antirheumatic drug
(DMARD) therapy is likely to
have been initiated, represents a
more accurate predictor of mor-
tality has not previously been in-
vestigated, according to Dr. Far-
ragher of the University of
Manchester (England).

But now, analysis of longitu-
dinal data from the Norfolk
(England) Arthritis Register has
determined that HAQ score at 1
year is a stronger predictor of
mortality, particularly from car-
diovascular causes, than is base-
line HAQ score.

The register enrolled 1,010 pa-
tients with new-onset inflamma-
tory polyarthritis between 1990
and 1994. They were assessed at
1, 5, 7, and 10 years, with struc-
tured interviews and clinical ex-
aminations. Patients were strati-

fied according to HAQ score as
being less than 1 (none or mild
disability), 1-2 (moderate disabil-
ity), or greater than 2 (severe dis-
ability).

By 1 year, 40% of the patients
had been treated with a DMARD,
which was reflected in changes in
HAQ scores: In the 590 patients
in the group with the lowest
HAQ scores, the median swollen
and tender joint count was one at
baseline and none at year 1. In the
331 in the moderate HAQ group,
the median swollen and tender
joint counts were 6 at baseline
and 2 at year 1, and in the 89 in
the severe HAQ group, these
counts were 10.5 at baseline and
5 at year 1.

Mortality rates per 1,000 per-
son-years were calculated ac-
cording to HAQ scores, and in-
formation on numbers and
causes of death was obtained by
the Office for National Statistics.
By the end of 10 years, 170 pa-

tients had died, 69 (41%) of car-
diovascular causes, with the
highest mortality rates in the se-
vere HAQ group at both time
points.

The increase in the all-cause
mortality rate per unit increase
in HAQ score was about 25%
greater using the 1-year score
rather than the baseline score,
Dr. Farragher wrote in a poster
session. The hazard ratio for all
deaths at baseline was 1.32,
compared with 1.61 at year 1.
The corresponding numbers for
cardiovascular deaths were 1.29
and 1.96.

The 1-year HAQ score is a
marker of residual disease ac-
tivity and, by implication, phys-
ical activity, which may account
for its predictive capacity for car-
diovascular disease and mortal-
ity, wrote Dr. Farragher and her
colleagues (Ann. Rheum. Dis.
2006 Nov 7 [Epub doi:10.1136/
ard.2006.056390]). ■

Mortality per 1,000 Patients
HAQ Score

Less Than 1 1-2 Greater Than 2
(n = 590) (n = 331) (n = 89)

All-Cause Mortality
Baseline 11.5 21.8 39.0
Year 1 11.9 23.2 40.7

CVD Mortality
Baseline 5.3 9.5 17.5
Year 1 5.0 12.0 16.2

Source: Dr. Farragher

E
L

S
E

V
IE

R
G

L
O

B
A

L
M

E
D

IC
A

L
N

E
W

S


