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Immunogenicity Differs in Abatacept, Infliximab

BY NANCY WALSH

New York Bureau

MoNT TREMBLANT, QUE. — Abat-
acept and infliximab exhibit different char-
acteristics in their propensity to elicit au-
toantibody seroconversion and in their
immunogenicity profiles in patients with
rheumatoid arthritis, according to findings
from a new analysis of data from a multi-
center phase III trial.

As with all immunomodulatory agents,
the development of autoimmune disor-
ders and the formation of anti-double-
stranded DNA (anti-dsDNA) and antinu-
clear antibody (ANA) is of concern in
patients who are being treated with abat-
acept or infliximab, said Dr. Jacques
Brown of le Centre Hospitalier Universi-
taire de Quebec.

Recombinant biologic agents also have
the potential to elicit immunogenicity, and
the associated antibodies might mediate
drug clearance or prevent its binding to its
pharmacologic target.

Moreover, antibodies against anti-tumor
necrosis factor therapy have been associat-
ed with decreased efficacy and an increased
risk of infusion reactions, according to Dr.
Brown.

The current analysis investigated 431 pa-
tients with rheumatoid arthritis who had
an inadequate response to methotrexate.
Patients were randomized to receive either
abatacept, 10 mg/kg, on days 1, 15, and 29,
and every 4 weeks thereafter; or inflix-
imab, 3 mg/kg on days 1, 15, 43, and 85,
and every 56 days thereafter for 6 months;
or placebo.

Patients’ mean age was 49 years and
mean disease duration was 8 years. All had
active disease, with a mean Disease Ac-
tivity Score 28 of 6.8, tender joint counts
above 30 and swollen joint counts above
20, and poor physical function on the
Health Assessment Questionnaire Dis-
ability Index.

At baseline, 87% of the patients who
were receiving abatacept were rheuma-
toid-factor positive, as were 85% of those
patients who were randomized to the in-
fliximab group.

At 6 months, 2% of the abatacept group,
5% of the placebo group, and 32% of the
infliximab group had become ANA posi-
tive, whereas 1%, 4%, and 39% of these
groups had seroconverted to positivity for
anti-dsDNA antibodies, Dr. Brown re-
ported in a poster session at the annual
meeting of the Canadian Rheumatology
Association.

By 1 year, 7% of patients in the abata-
cept group and 48% of the infliximab
group had become ANA positive, where-
as 2% of the abatacept group and 48% of
the infliximab group had become anti-ds-
DNA positive.

The patients initially randomized to
placebo were switched to abatacept at 6
months and were not included in this
analysis.

During the 6-month double-blind phase
of the trial, none of the abatacept-treated
patients developed antibodies against the
drug, whereas 62% of the infliximab-treat-
ed patients had developed anti-infliximab
antibodies.

During the double-blind phase, one pa-
tient in each group developed an autoim-
mune disorder.

One patient on abatacept developed
vasculitis, one patient receiving placebo
developed leukocytoclastic vasculitis, and
one patient on infliximab developed sicca
syndrome.

By 1 year, one additional patient who
originally was randomized to placebo and
later was switched to abatacept developed
vasculitis.

Infusion reactions, which most com-
monly consisted of hypotension, headache,
and nausea, were seen in 5%, 10%, and 18%
of patients in the abatacept, placebo, and in-
fliximab groups, respectively.

By 1 year these reactions were seen in 7%
and 25% of the abatacept and infliximab
groups.

The profiles of ANA and anti-dsDNA
antibodies were markedly different in the
two active treatment groups, although
this difference did not translate into an in-

crease in autoimmunity, with very few pa-
tients developing autoimmune disorders.

Furthermore, because vasculitis and sic-
ca syndrome are associated with rheuma-
toid arthritis, it is difficult to determine
whether the association is with the disease
or with the use of biologic agents, Dr.
Brown wrote.

The clinical impact of these differences
remains to be elucidated, he added.

The study was sponsored by Bristol-
Myers Squibb Co. ]

Bisphosphonates can’t hold up

For bisphosphonate therapy to be
effective, a patient must have adequate
intake of calcium. In fact, in the vast

to have low calcium intake?

calcium and Vitamin D in their diets. Yet
low calcium intake and vitamin D deficiency,
especially in women, is well documented:

¢ 73% of adult Men aged 20 plus are

estimated to have low calcium intake?

¢ 85% of postmenopausal
women may not get
enough calcium?®

> 50% of women
treated for
Osteoporosis are
estimated to be
deficient in vitamin D*

Even patients taking
supplements are still not
getting enough calcium.

Median Calcium Intake

day (from food + s,upplements)5

therapy

of effective Osteoporosis therapy, then
calcium with vitamin D is the mortar.
Many physicians have found that the
calcium / Vitamin D formulation in

patients’ bisphosphonate therapy.

without calcium and vitamin D'f

majority of bisphosphonate efficacy trials,
supplementation with calcium and Vitamin
D3 was a requirement of the methodology.

Up to 90% of women are estimated

Many doctors assume their patients’ get enough

* 90% of adult Women aged 20 plus?, and

“If bisphosphonates are

the building blocks for

effective Osteoporosis
therapy, then calcium with
vitamin D is the mortar.”

for Females 51+ (1988-1994): < 775 mg/

Patients need a supplement that
works with their bisphosphonate

If bisphosphonates are the building blocks

OS-CAL® is an excellent adjunct to their

OS-CAL is proven effective in
reducing fracture risk independent of
bisphosphonates® and to improve bone
density and strength.”

And OS-CAL offers
unsurpassed absorption.
Gastric acidity has been
clinically proven to have
no impact on absorption
(when taken with meals); and, differences
in in vitro solubility also have little to no
impact on human absorption."’

Only one supplement has been
clinically proven to reduce hip
fracture risk by 29%%

In the past, calcium + vitamin D were
thought to provide some benefit in terms of
fracture risk, but until recently there were
no definitive clinical trials to
prove this fact.

The NIH Women's Health
Initiative changed our
thinking by dcmonstraﬁng
that the OS-CAL
formulation can have a
significant clinical impact
on bone fracture risk.
Only OS-CAL is proven
to reduce hip fracture risk
by 29% (n=21,406 taking
=80% of study medication).*” And,
given the significant impact variability
found with different formulations on
calcium absorption, these results can'’t
be ascribed to other calcium + vitamin D
supplements.’?

Patient acceptance
and compliance are
critical to effectiveness

Patients who adhered to study medication
reduced their risk of hip fracture by 29%.”

"Only OS-CAL is proven
to reduce hip fracture risk

Py 29%”

Focusing on bisphosphonates
to build your patients’ osteoporosis treatment?

Are they missing something very important?

Bisphosphonates are considered to be one of the most effective
medications available. However, patients may be missing something
very important if the focus is mainly on their bisphosphonate.

7]

This effect was noticed in patients who
were taking =80% of their medication.
OS-CAL was designed with patient

acceptance and compliance in mind.

e Patients can take fewer
and smaller tablets because
thcy contain approximatcly
60% more elemental
calcium than calcium
citrate tablets.

¢ Package labelling helps compliance
between OS-CAL and bisphosphonate
medications.

® Dosing is tied to meals, thus providing a
simple memory cue.

o Smaller, coated tablets are easier to
swallow.

e Tablets taste good, and are available in
Sugal‘[ess a.nd C}]ewable fOI‘TnatS.

o There were no significant gastrointestinal
side effect differences between OS-CAL
and placebo.

*Based on a study conducted by NIH. When taken as directed.
OS-CAL formulation of 500 mg calcium + 200 1U vitamin D3
TPrescribing information for: Fosamax® & Fosamax plus

D™ - Merck, Actonel® & Actonel® with Calcium - Procter &
Gamble, Boriva® - Roche
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every day with meals

For your patients on bisphosphonate therapy,
don't forget the OS-CAL twice a day

S‘CAL

lcium carbonate + vitamin Ds
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