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Belimumab Use Leads to Steroid Sparing in SLE

BY NANCY WALSH

New York Bureau

PaRr1s — Treatment of patients with sys-
temic lupus erythematosus with the
monoclonal antibody belimumab permit-
ted reductions in corticosteroids through
3 years of observation, according to a
post hoc analysis of a large phase II study.

Treatment options for systemic lupus
erythematosus (SLE) are limited, and most
of the available options are associated
with significant and even debilitating ad-
verse effects.

Corticosteroids, for example, are asso-
ciated with weight gain, risk of infection,
psychosis, and hypertension and so gen-
erally are reserved for use during times of
disease activity. An agent that could be
steroid sparing remains a critical unmet
need in the SLE treatment regimen, ac-
cording to Dr. Daniel J. Wallace of Cedars-
Sinai Medical Center, University of Cali-
fornia, Los Angeles.

Belimumab targets and inhibits soluble
B-lymphocyte stimulator (BLyS), a protein
that is overexpressed in SLE. In the origi-
nal trial, patients were randomized to re-

Perhaps
belimumab use
will let patients
lower their doses
of immuno-
suppressants.
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ceive belimumab in doses of 1 mg/kg, 4
mg/kg, or 10 mg/kg monthly or placebo
plus standard-of-care background therapy
for 52 weeks.

The use of steroids and tapering of
steroids were standardized in the trial ac-
cording to clinical need, Dr. Wallace ex-
plained at the annual European Congress
of Rheumatology.

The primary end point was a reduction
in disease activity as measured by the Sys-
temic Lupus Erythematosus Disease Ac-
tivity Index (SLEDAI) as modified for the
Safety of Estrogens in Lupus Erythe-
matosus National Assessment (SELENA)
at 24 weeks.

Although the primary end point of the
double-blind trial was not met, subse-
quent analyses of seropositive patients
(72% of the original cohort) found that the
drug reduced SLE activity and flare rate in
patients with antinuclear antibody titers of
1:80 or higher and/ or anti-double strand-
ed DNA antibody levels of 30 IU/mL or
greater.

Following the completion of the dou-
ble-blind trial, patients were allowed to en-
roll in an open-label extension trial in
which they received 10 mg/kg of beli-
mumab monthly. A total of 296 partici-
pants chose to continue in the study and
233 remained enrolled at the time of Dr.
Wallace’s EULAR presentation.

At baseline, the majority of patients
were women whose mean age was 42
years. Mean disease duration was 8.8
years, and most patients had a SELENA-
SLEDAI score of 8 or higher, indicating

moderate disease. A total of 69% were on
daily prednisone, with a mean dose of 11
mg/day, and 36% were on doses higher
than 7.5 mg/day. At the end of the ran-
domized phase, reductions in average
prednisone dose to 7.5 mg/day or lower
were seen in 34%, 28%, 31%, and 44% of
patients in the placebo, 1-mg/kg, 4-
mg/kg, and 10-mg/kg groups, while in-
creases from low-dose prednisone to dos-
es of 7.5 mg/day or higher were needed
in 17%, 11%, 10%, and 4%, respectively.

At the end of year 3, when patients
from all groups were on the highest dose
of active treatment, prednisone dose re-
ductions were seen in 56%, 45%, 61%,
and 62% of patients originally in the
placebo, 1-mg/kg, 4-mg/kg, and 10-
mg/kg groups, and predisone dose in-
creases were seen in 8%, 5%, 12%, and
7%, respectively.

Among patients taking 7.5 mg pred-
nisone per day plus immunosuppressants
at baseline, more than 30% of belimum-

ab treated patients were able to decrease
the prednisone dose and stop the con-
comitant immunosuppressants by the end
of year 3.

“Based on these initial analyses, beli-
mumab has shown potential steroid-spar-
ing activity in the treatment of SLE and
may have an additional role as an im-
munosuppressant-reducing agent,” Dr.
Wallace wrote.

Dr. Wallace has declared no conflicts of
interest. =

Important Safety Information

Cardiovascular Risk

graft (CABG) surgery.

Gastrointestinal Risk

greater risk for serious gastrointestinal events.

ARTHROTEC is contraindicated in women who are
pregnant or who may become pregnant. ARTHROTEC
can cause miscarriage, often associated with bleeding,
which may result in other serious complications.

* NSAIDs may cause an increased risk of serious cardio-
vascular thrombotic events, myocardial infarction, and
stroke, which can be fatal. This risk may increase with
duration of use. Patients with cardiovascular disease or risk
factors for cardiovascular disease may be at greater risk.

* ARTHROTEC is contraindicated for treatment of peri-
operative pain in the setting of coronary artery bypass

* NSAIDs cause an increased risk of serious gastrointestinal
adverse events including bleeding, ulceration, and
perforation of the stomach or intestines, which can be
fatal. These events can occur at any time during use
and without warning symptoms. Elderly patients are at

Indicated for treatment of signs and symptoms of OA or RA in patients at high risk
of developing NSAID-induced gastric and duodenal ulcers and their complications

When You Prescribe
NSAIDs to Reduce

Inflammation

ARTHROTEC is contraindicated in patients with
hypersensitivity to diclofenac or to misoprostol or other
prostaglandins and in patients who have experienced
asthma, urticaria, or other allergic-type reactions after
taking aspirin or other NSAIDs. Severe, rarely fatal,
anaphylactic-like reactions to diclofenac sodium have
been reported.

The most common adverse events in ARTHROTEC-treated
patients are abdominal pain (21%), diarrhea (19%), dyspepsia
(14%), nausea (11%), and flatulence (9%), which can occur
more frequently than with diclofenac alone.

Long-term administration of NSAIDs has resulted in renal
papillary necrosis and other renal injury. Administration
of NSAIDs may cause a dose dependent reduction in
prostaglandin formation. Elevations in ALT and/or AST, and
rare cases of severe hepatic reactions have also been reported.
Transaminases should be monitored within 4-8 weeks after
initiating treatment with diclofenac and should be measured
periodically in patients receiving long-term therapy.
NSAIDs can cause serious skin adverse events such as
exfoliative dermatitis, Stevens-Johnson syndrome, and toxic
epidermal necrolysis, which can be fatal.





