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Kids With Lupus Get Little Benefit From Statins
B Y  H E I D I  S P L E T E

FROM THE ANNUAL MEETING OF THE

AMERICAN COLLEGE OF RHEUMATOLOGY

ATLANTA – Atorvastatin did not pre-
vent early atherosclerosis in children and
adolescents with lupus, based on data
from 221 patients aged 10-21 years.

“This is a landmark study in the pedi-
atric rheumatology community,” said
Dr. Laura Schanberg, co-chief of the di-
vision of pediatric rheumatology at
Duke University Medical Center in
Durham, N.C. 

To assess the risk of cardiovascular
problems, the researchers used an ac-
cepted surrogate marker: an ultrasound
measurement of the thickening of the
carotid arteries. The study participants
underwent ultrasound examinations sev-
en times during the 3-year study period.

Overall, progression of thickening in
the arteries was not significantly different
between the statin and placebo groups.

“This was a surprise to us,” Dr. Schan-
berg said. The researchers had expected
significantly less carotid intima-media
thickening (CIMT) in the statin group.

The data were trending toward a pos-

itive effect, but the findings did not show
enough benefit to recommend routine
statin treatment for most children and
adolescents with lupus. The difference in
CIMT was 0.0010 mm/year in the statin
group, vs. 0.0024 mm/year in the place-
bo group (P =.24).

The statin group did achieve statistically
significant reductions in high-sensitivity
C-reactive protein levels, total cholesterol,
and low-density lipoprotein. Changes in
lupus disease activity and damage, quali-
ty of life measures, and measures of mus-
cle, liver, and neurotoxicity were similar
between the two groups.

Previous studies have shown that lupus
is a strong risk factor for cardiovascular
problems. Pediatric lupus patients are
considered at increased risk because they
typically live with the disease for a longer
period of time. Statins have not previ-
ously been studied as a way to reduce
cardiovascular risk in children with lu-
pus, but some clinicians already pre-
scribe statins to children with lupus at es-
pecially high risk from factors such as
high cholesterol, Dr. Schanberg said.

“We wanted to see whether there was
a way to decrease the long-term risk” of

cardiovascular problems in children with
lupus, she said. In this study, the re-
searchers enrolled patients from 21 sites
through the Childhood Arthritis and
Rheumatology Research Alliance.

All the children received standard lupus

care including aspirin, a multivit-
amin, hydroxychloroquine, and
counseling about a low-choles-
terol diet and other cardiovascular
risk factors. They were random-
ized to receive atorvastatin or a
placebo.

Of note, the study did not in-
clude children at especially high
risk for cardiovascular problems,
such as those with high choles-
terol, she said. In fact, a subgroup
analysis may reveal certain
groups that would benefit from
statin use in childhood and ado-
lescence, she said.

Despite the lack of clinical sig-
nificance, the results showed that
atorvastatin was safe and well
tolerated in the study popula-
tion, and Dr. Schanberg advised
clinicians to continue prescrib-
ing statins for pediatric lupus pa-

tients with abnormal cholesterol or lipid
levels.

Dr. Schanberg has served on the ad-
visory board for Bristol-Myers Squibb,
and Pfizer provided the drugs used in
the study. ■

Less carotid intima-media thickening was
expected in the statin group, notes Dr. Laura
Schanberg at www.rheumatologynews.com.
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Protocol Effective for Primary Angiitis of CNS
B Y  S H A R O N

W O R C E S T E R

FROM THE LANCET

An immunosuppressive treat-
ment regimen was effective

for reversing neurological
deficits and controlling severe
neurologic manifestations of
small-vessel childhood primary
angiitis of the central nervous
system in a relatively large co-
hort study of the rare inflam-
matory brain disease.

At a median follow-up of 33
months in the single-center,
open-label study, 9 of 19 chil-
dren studied had a good neuro-
logic outcome based on the pe-
diatric stroke outcome measure
(PSOM) after treatment with
steroid- and cyclophosphamide-
based induction therapy, fol-
lowed by maintenance therapy
with azathioprine or mycophe-
nolate mofetil.

Four of the children re-
mained in remission after as
long as 57 months off treat-
ment, reported Dr. Clare
Hutchinson and her colleagues
at the Hospital for Sick Chil-
dren, Toronto.

This cohort is the largest to
date to prospectively follow chil-
dren with this recently recog-
nized disease, and it is the first
to demonstrate the potential ef-
ficacy of immunosuppressive
treatment, they wrote (Lancet
2010 Oct. 4 [doi:10.1016/S1474-
4422(10)70243-X]).

To date, a variety of treat-
ments have been tried, but no
standardized protocol or docu-
mentation of neurologic out-
comes have been described.

The 6-month induction phase
used in the current study in-
cluded seven pulses of 500-750
mg/m2 intravenous cyclophos-
phamide every 4 weeks for 6
months, along with cotrimoxa-
zole prophylaxis. Patients also
received 2 mg/kg of prednisone
daily (up to 60 mg), weaned
every 4 weeks to 50, 40, 30, 25,
and 20 mg daily, and then by 2.5
mg every 4 weeks until com-
pleted. Calcium and vitamin D
supplementation was given dur-
ing prednisone treatment, and
anticonvulsants and antipsy-
chotics were given as needed.

The 18-month maintenance
phase included 800-1,200 mg/m2

of mycophenolate mofetil daily
up to 2,000 mg, or 2-3 mg/kg
azathioprine daily up to 150 mg.
Calcium and vitamin D supple-
mentation continued until pred-

nisone wean-
ing was com-
pleted; anti-
convulsants
and antipsy-
chotics were
continued as
needed.

The regi-
men was
well tolerat-
ed; two infec-
tions requir-

ing hospitalization occurred,
including one during induction,
and one during maintenance,
but there were no deaths. How-
ever, a high proportion of pa-
tients experienced a flare of
neurologic symptoms or signif-
icant adverse events such as lym-
phopenia, pancytopenia, and in-
fection while on azathioprine.
All of these events resolved af-
ter the patients were switched
to mycophenolate mofetil,
prompting the investigators to
recommend that mycopheno-
late mofetil be used during the
maintenance phase of this pro-
tocol rather than azathioprine.

This immunosuppressive ther-
apy regimen has the potential for
improving long-term neurologic
outcomes. “We therefore rec-
ommend this protocol for treat-
ment of patients with small-ves-
sel childhood primary angiitis of
the CNS,” they wrote.

Children in the study were
aged 5-17 years, with a median
age of 9.8 years. Patients were

assessed using clinical, neuro-
logic, and quality of life mea-
sures, and laboratory markers
were done at baseline, and at 3,
6, 9, 12, 18, and 24 months, and
then yearly for the duration of
follow-up. Brain imaging was
done at baseline and then every
6 months for 24 months.

The number of patients in
the study was small largely be-
cause of the requirement of a

brain biopsy to confirm the di-
agnosis, the investigators said.

Another limitation is that the
PSOM, although a useful mea-
sure of neurologic deficits on
the basis of clinical findings,
does not measure quality of life
or account for other neurolog-
ic sequelae such as academic
impairments, psychiatric mani-
festations, and ongoing seizure
disorder. ■

Major Finding: At a median follow-up of 33
months, 9 of 19 children studied had a
good neurologic outcome based on the
PSOM after treatment with steroid- and cy-
clophosphamide-based induction therapy,
followed by maintenance therapy with aza-
thioprine or mycophenolate mofetil.

Data Source: A single-center, open-label
cohort study of 19 children with small-ves-
sel childhood primary angiitis of the CNS. 

Disclosures: The study authors had no dis-
closures to report. 
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A Useful Framework

These promising findings
are “a crucial and nec-

essary first step in identify-
ing the optimum treatment
for children with small-ves-
sel childhood primary angi-
itis of the CNS and will pro-
vide a useful reference for
future studies of similar or
alternative treatment op-
tions,” according to Dr.
Neil. R. Friedman.

In fact, the study will un-
doubtedly serve as the basis
for ongoing and future stud-
ies of this disease, he added,
noting that although the
small sample size precludes
the recommended treat-
ment regimen from being
considered the standard of
care in patients with small-
vessel primary angiitis of
the CNS, the study does
provide a useful framework

for managing and treating
childhood stroke.

Questions that remain
unanswered about the dis-
ease, according to Dr. Fried-
man, include whether it is
homogenous, which poten-
tial risk factors at presenta-
tion affect disease course
and outcome, and whether
thrombosis contributes to
stroke risk because of vas-
cular inflammation. 

DR. FRIEDMAN is with the
Center for Pediatric
Neurology at the Cleveland
Clinic. His comments are
derived from an
accompanying editorial
(Lancet 2010 Oct. 4
[doi:10.1016/S1474-
4422(10)70244-1]). He has
served as a speaker for
Genzyme.
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