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Welcome to The eular Report 2012

The Annual European Congress of Rheumatology
hosted by the European League Against Rheumatism
(EULAR) is now recognised as the primary platform

for European rheumatology education and information
exchange in the world. This year’s EULAR Congress was no
exception. Over 15,000 attendees came to Berlin from over 100
countries around the world to hear the best in rheumatology
research and clinical advances. The scientific programme
contained presentations selected from close to 4,000 abstracts
submitted. 

The EULAR Report brings you highlights of some of the
very best of those presentations, focusing on the sort of
research findings that change the way rheumatologists
practice medicine.

Many of the research reports that you will find here also
include access at the click of a mouse to video interviews with
the presenters.

We hope that you will enjoy these accounts of the latest in
rheumatology research. For more such reports from
important clinical meetings throughout the year and from
around the globe, please visit www.rheumatologynews.com.

For details about the next EULAR Congress, to be held 12-
15 June 2013 in Madrid, please visit www.eular.org.
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References: 1. Mavers M, Ruderman EM, Perlman H. Intracellular signal pathways: 
potential for therapies. Curr Rheumatol Rep. 2009;11(5):378-385. 2. Ghoreschi K, 
Laurence A, O’Shea JJ. Janus kinases in immune cell signaling. Immunol Rev. 
2009;228(1):273-287.

CYTOKINE

EU-JAK 20 1012    © 2011 Pfizer Inc.    All rights reserved.    May 2011 

 
CELL MEMBRANE

INACTIVE 
JAK

Click here to visit JAKPathways.com

http://www.jakpathways.com
http://www.jakpathways.com/?sourceid=hcp1001&medium=banner&source=eular&creative=ub_eular1&cmp=hcp2012


4 • eular Report 2012

Tocilizumab Beats Adalimumab in
Monotherapy Efficacy Trial in RA

B Y  M I T C H E L  L . Z O L E R

BERLIN – Tocilizumab monotherapy
worked substantially better than adali-
mumab monotherapy in a head-to-head
randomized trial of 326 rheumatoid
arthritis patients, suggesting that
the newer drug tocilizumab has su-
perior efficacy compared with drugs
that block tumor necrosis factor, at
least when methotrexate isn’t coad-
ministered.

After 24 weeks of treatment,
tocilizumab monotherapy pro-
duced remission of rheumatoid
arthritis (RA) in 40% of patients,
based on their disease activity score
in 28 joints (DAS28), compared with
an 11% remission rate in patients on
adalimumab monotherapy, a signif-
icant difference, Dr. Cem Gabay re-
ported at the meeting. 

This is the first direct RA compar-
ison of representatives of these two
drug classes, both of which block
cytokines, said Dr. Gabay, professor
of medicine and pathology and im-
munology at the University of
Geneva. Both tocilizumab (Actem-
ra) and adalimumab (Humira) have
Food and Drug Administration la-
beling for the treatment of RA.

“If a patient is on methotrexate
and tolerates methotrexate, there is
no reason to stop,” and those pa-
tients should continue to get a TNF in-
hibitor. “But many patients don’t tolerate
methotrexate, and in these patients
tocilizumab may be the choice for a bio-
logic as monotherapy.” About a third of
RA patients who receive a biologic drug
get it as monotherapy and are not on con-
comitant therapy with a synthetic, dis-
ease-modifying antirheumatic drug
(DMARD) such as methotrexate, usually
because they don’t tolerate those drugs or
because their preference is to avoid them.

Dr. Gabay highlighted the separation in
average DAS28 scores that occurred after
8 weeks of treatment between the two
study arms, the point when patients on
tocilizumab began to have significantly
lower scores than the adalimumab pa-
tients. The difference seems to occur too

soon to result from an immune reaction
to adalimumab, Dr. Gabay said.

The ADACTA trial enrolled 326 adults
with RA at 82 centers in 15 countries. En-
rollment criteria included having RA for
at least 6 months and a DAS28 score of

more than 5.1. All patients were naive for
biologic drugs, but they could have had
prior or current treatment with
methotrexate or other synthetic
DMARDs. All DMARDs were withdrawn
at least 2 weeks before the study began.
The patients had a mean age of 53 years,
80% were women, their average RA du-
ration was more than 6 years, they had a
history with average of two DMARDs,
slightly more than half were on an oral
steroid, and their mean DAS28 score was
about 6.7.

The researchers randomized patients to
receive 8 mg/kg tocilizumab intravenous-
ly every 4 weeks, or 40 mg of subcuta-
neous adalimumab every 2 weeks.
Patients also received placebo treatments

to blind everyone to the active-drug as-
signments. 

For the study’s primary end point, av-
erage change in DAS28 score from base-
line to 24 weeks on treatment, the
reductions averaged 1.8 points in the adal-

imumab group and 3.3 points in the
tocilizumab group, a significant dif-
ference. Low disease activity, defined
as a DAS28 score of 3.2 or less, oc-
curred in 20% of the adalimumab
patients and in 52% of those on
tocilizumab, also a significant differ-
ence. A 20% improvement by the cri-
teria of the American College of
Rheumatology (ACR20) occurred in
49% of the adalimumab patients,
and their ACR50 and ACR70 rates
were 28% and 18%, respectively. In
the tocilizumab patients, the
ACR20/50/70 rates were 65%, 47%,
and 33%, respectively.

The rates of serious adverse
events, infections, and serious infec-
tions were all similar in the two
treatment arms. Infections occurred
in 42% of the adalimumab patients
and in 48% of those on tocilizumab,
and serious infections occurred in
3% of both groups. 

Serious adverse events occurred in
10% of the adalimumab patients
and in 12% of those on tocilizumab.
Patients on tocilizumab had moder-
ately higher rates of elevated liver
enzymes. The tocilizumab patients

had a 31% rate of enzymes elevated from
above the upper limit of normal (ULN) to
2.5-fold the ULN, compared with 25% of
the adalimumab patients; and liver en-
zyme elevations of 2.6-5.0 times the ULN
occurred in 6% of the tocilizumab pa-
tients and in 2% of those on adalimum-
ab. Tocilizumab showed “no new or
unexpected adverse effects,” Dr. Gabay
said.

The study was sponsored by Roche, the
company that markets tocilizumab. Dr.
Gabay reported receiving research sup-
port from and being a consultant to
Roche and several other drug companies.
A coauthor reported receiving research
support from Roche and several other
drug companies. ■

To view a video interview with Dr. Cem
Gabay, click the icon at left or visit
www.rheumatologynews.com.
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NSAIDs Retard Spinal Progression
In Ankylosing Spondylitis Patients

B Y  B R U C E  JA N C I N

BERLIN – Consistent daily use of full-
dose NSAIDs significantly slowed radio-
graphic spinal progression in a cohort of
ankylosing spondylitis patients but only in
the subgroup with risk factors for progres-
sion – namely, syndesmophytes and ele-
vated C-reactive protein or erythrocyte
sedimentation rate. 

Ankylosing spondylitis (AS) patients
without these risk factors have such a
low rate of radiographic spinal progres-
sion over 2 years of follow-up that their
risk is unaffected by how consistently
they use NSAIDs, according to Dr. Denis
Poddubnyy. 

These conclusions are based on data
from two studies presented at the EULAR
Congress: one by Dr. Poddubnyy involv-
ing participants in a prospective cohort
study known as the German Spondy-
loarthritis Inception Cohort, and the oth-
er a new post hoc analysis of data from

the first, and to date the only, randomized
controlled trial of the impact of consis-
tently high versus as-needed use of
NSAIDs on radiographic spinal progres-
sion in patients with AS, said Dr. Poddub-
nyy of Charité Hospital in Berlin. 

He presented a study of 164 German
registry participants, all with definite ear-
ly axial spondyloarthritis. Eighty-eight pa-

tients met diagnostic criteria for axial AS,
and the other 76 had nonradiographic ax-
ial spondyloarthritis. They were selected
from the cohort because they all had 2
years of serial spinal x-
rays and detailed informa-
tion on their NSAID use
during that period. Axial
spinal x-rays were inde-
pendently assessed by two
blinded readers using the
modified Stoke Ankylos-
ing Spondylitis Spinal
Score (mSASSS). NSAID
intake was rated using a
scoring system developed
by the Assessment of
Spondyloarthritis Interna-
tional Society (Ann.
Rheum. Dis. 2011; 70:249-
51). 

Sixty-four AS patients were categorized
as having low NSAID intake, defined as
less than 50% of daily full-dose use. They

took NSAIDs on
an as-needed basis
and their rate of
radiographic pro-
gression of their
spinal disease was
substantial: a mean
0.96-point increase
in mSASSS over
the course of 2
years from a base-
line score of about
6. In contrast, pa-
tients with high
NSAID intake – at
least 50% of full-
dose therapy 7
days a week – had
virtually no radio-
graphic progres-
sion, with a mean

0.02-point increase. Consistent use of full-
dose NSAIDs had a beneficial structure-
modifying effect on new bone formation. 

The presence of syndesmophytes on
the baseline spinal x-ray and a consistent-
ly elevated C-reactive protein level were
risk factors for radiographic spinal pro-
gression. Baseline syndesmophytes were
by far the most potent risk factor, with an

associated 6.8-fold increased risk. AS pa-
tients with one or both of these risk fac-
tors and low NSAID intake averaged a
4.36-point increase in mSASSS scores over

2 years, while high
NSAID users with risk
factors averaged a non-
significant 0.14-point in-
crease. About 30% of AS
patients have risk factors
for radiographic progres-
sion in the spine. In the
76 cohort patients with
nonradiographic axial
spondyloarthritis, the lev-
el of NSAID use made
no difference in the rate
of change in mSASSS
scores. Dr. Poddubnyy
noted that the registry

findings were confirmed in another study
presented during the congress. This was
a Dutch post hoc secondary analysis of
data from the only randomized prospec-
tive clinical trial to date demonstrating
that continuous NSAID intake over a 2-
year period was associated with signifi-
cantly less radiographic spinal progression
than as-needed use (Arthritis Rheum.
2005;52:1756-65).

The new post hoc analysis of 150 AS pa-
tients randomized to continuous or as-
needed celecoxib showed that retardation
of radiographic spinal progression
through high intake of NSAIDs was es-
sentially confined to patients with either
of two baseline risk factors for radio-
graphic progression: a consistently elevat-
ed CRP or an elevated erythrocyte
sedimentation rate. The Dutch investiga-
tors found that patients with a high base-
line CRP had a 13% rate of substantial
radiographic disease progression during 2
years if they used celecoxib continuously
compared with a 38% rate with as-need-
ed use. Those with an elevated ESR had
a 22% risk of substantial progression if
they used the NSAID continuously but a
49% risk if they took celecoxib on an as-
needed basis. 

The German registry study was fund-
ed by the German Ministry of Education
and Research. Dr. Poddubnyy reported
having no financial conflicts. ■

DR. PODDUBNYY

X-rays show spinal damage (arrows) including bridging
syndesmophytes that are a major risk factor for radiographic
spinal progression in a woman with ankylosing spondylitis. 
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Meta-Analysis Shows 75% Increased
Risk of Herpes Zoster With Anti-TNF

B Y  B E C K Y  M C C A L L

BERLIN – Patients who have inflamma-
tory rheumatic diseases and are on
anti–tumor necrosis factor therapy have
nearly double the risk of herpes zoster
when they are compared with patients on
disease-modifying antirheumatic drugs,
according to the first meta-analysis in
these patient populations.

Although the risk of bacterial infection
is known to be increased among patients
on anti-TNF therapy, less well known is
whether the use of anti-TNF agents in-
creases the risk for viral infections, espe-
cially herpes zoster, said Dr. Cedric Lukas
of the department of rheumatology at
Lapeyronie Hospital in Montpellier,
France. 

The meta-analysis of literature that was
published between 2002 and 2010 in-
volved a review of 655 articles and 134
congress abstracts, of which 22 articles
and 28 abstracts eventually were included
in the study. The anti-TNF therapies that
were investigated included etanercept
(Enbrel), adalimumab (Humira), and in-
fliximab (Remicade), which were the
agents available at the time.

National registries from the United
States, United Kingdom, and other Euro-
pean countries were included in the meta-
analysis, including BSRBR (British Society
for Rheumatology Biologics Register),

BIOBADASER (Spanish Registry of Ad-
verse Events of Biological Therapies in
Rheumatic Diseases), CORRONA (Con-
sortium of Rheumatology Researchers
of North America), the McDonald cohort
of U.S. veterans (Clin. Infect. Dis.
2009;48:1364-71), and RABBIT (the Ger-
man Rheumatoid Arthritis Observation of
Biologic Therapy). After selection for ap-
propriate treatment regimens and dis-
eases, 124,966 patient-years were
included. 

Upon meta-analysis, Dr. Lukas showed
that there was a similar trend across the
different registries and no significant het-
erogeneity among data sources. 

The meta-analysis showed an overall in-
creased risk of herpes zoster infection up
to 75% in patients whose inflammatory
rheumatic diseases were treated with anti-
TNF inhibitors. Overall, the pooled odds
ratio for herpes zoster infection with anti-
TNF therapy was 1.75 (95% confidence
interval, 1.50-2.04). This was almost a
twofold risk of developing disease with
these drugs compared with DMARDs,
Dr. Lukas said at the meeting.

Odds ratios by national registries were
BIOBADASER, 2.45; BSRBR, 1.45; COR-
RONA, 2.34; McDonald, 1.33; and RAB-
BIT, 1.82.

In addition to the meta-analysis, inves-
tigators used data from three registries
specifically to determine whether the use

of any particular anti-TNF drug was as-
sociated with a higher risk. “We found
that one registry showed [that] infliximab
had a somewhat higher risk, but this was
only one out of three studies. The other
two studies showed a similar risk across all
anti-TNF agents.”

In the McDonald registry, the risk was
found to be higher with infliximab (OR,
1.32; 95% CI, 0.85-2.03) compared with
etanercept (OR, 0.62; 95% CI, 0.40-0.95)
and adalimumab (OR 0.53; 95% CI, 0.31-
0.91). 

“We already knew that these patients
were prone to herpes zoster; we see the
lesions in clinics.” But there are preventive
measures available that one can take, he
said. 

In the United States, there are vaccines
to prevent herpes zoster, which are avail-
able to people who are older than age 60
years, or are at high specific risk of devel-
oping herpes zoster infection. “In these
patients, we could think about vaccines
before treatment is started,” pointed out
Dr. Lukas. “It is a live vaccine so it should
be given a month before start of anti-TNF
therapy. In Europe, where the vaccine is
unavailable, we need to give patients pro-
phylaxis.”

Dr. Lukas reported no relevant conflicts
of interest. The study was supported by
an unrestricted educational grant from
Abbott France. ■

Lack of Wrist Involvement in JIA
Predicts Etanercept-Related Remission

B Y  S H A R O N  W O R C E S T E R

About half of the children with juvenile
idiopathic arthritis who are treated

with etanercept achieve inactive disease
status, and those who experience early dis-
ease onset and lack of involvement of the
wrist joint at baseline are more likely to do
so, according to data presented by Dr. Nico-
letta Solari during the pediatric rheumatol-
ogy session.

Dr. Solari presented findings from a chart

review of 187 consecutive children with JIA
who were treated with etanercept between
2002 and 2011 and then were followed for
at least 6 months after treatment initiation.

Based on Wallace criteria for disease in-
activity ( J. Rheum. 2004;31:2290-4), 50.3%
of patients had disease inactivity at their last
follow-up, and the time to disease inactivi-
ty ranged from 2 months to 6.3 years, with
a median of just 0.7 years, according to Dr.
Solari of the University of Genoa (Italy). 

The chart review showed that the

strongest predictors of achieving inactive
disease status at the last follow-up were age
at onset of less than 3.6 years and lack of
wrist joint involvement (adjusted odds ra-
tio, 1.8 and 2.1, respectively).

“The patients included in the study had
disease duration ranging from 3 months to
21 years, with a median duration of 5
years. Treatment duration from baseline to
follow-up among the 173 patients who
were treated for at least 6 months was up

Continued on following page
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to 10.5 years, with a median of
2.4 years,” Dr. Solari said in an
interview. 

All patients were treated with
the standard dose of etanercept
(0.8 mg/kg per week) during
the study period. 

The increasing use of biolog-
ic agents, along with the results
that have been seen with these
agents, has raised the bar when
it comes to expectations for re-
mission in patients with juvenile
idiopathic arthritis, but clinical
studies of these agents typical-
ly fail to include assessment of
remission, Dr. Solari said, not-
ing that even less is known
about the predictors of achiev-
ing remission.

“These findings indicate that
about half of the children with
JIA who are treated with etaner-
cept in real-life clinical settings are
able to attain a state of complete dis-
ease quiescence,” according to Dr. Solari.

The findings are consistent with those re-
ported from German and Dutch national
registries, as well as from two previous
studies that also aimed to evaluate the

prevalence of inactive disease in patients
whose JIA was treated with etanercept.

“Notably, these results refer to all JIA sub-
types, including systemic patients,” Dr. So-
lari said, explaining that several prior studies

have shown that the systemic subtype of
JIA responds less to etanercept than do the
other disease categories.

The findings of the current study may
have important implications for clinical
practice.

“In our study, the lack of involvement of
the wrist joint was the strongest predictor
of both achievement of inactive disease at
last follow-up visit and a shorter time to at-
tainment of inactive disease after etaner-
cept initiation,” Dr. Solari said. This
observation implies that wrist disease is a
marker of poorer therapeutic outcome in
children with JIA treated with etanercept,
she noted. 

“Thus, the presence of arthritis in the
wrist joint might identify a subgroup of JIA
patients with poorer outcome and who
subsequently may have an indication for
earlier introduction of etanercept during
their disease course or the administration
of etanercept in combination with
methotrexate. This finding might help to
improve the rate of remission,” she said.

Dr. Solari replied that she and her coin-
vestigators looked at that specifically, but
they did not find a significant difference in
response to etanercept with involvement of
the joints.

Dr. Solari and her co-investigators did not
declare any financial conflicts of interest. ■

To watch an interview with Dr. Solari’s
colleague Dr. Angelo Ravelli, click the
icon at left or visit
www.rheumatologynews.com.
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Continued from previous page

Findings From the First Head-to-Head
Biologic Trials Reported at Congress

B Y  E L I Z A B E T H  M E C H C AT I E

The results of two of the first studies
directly comparing biologic agents

in patients with rheumatoid arthritis were
reported at this year’s congress, providing
clinically useful information to help guide
treatment, according to the investigators
who present the data.

In the ADACTA (Adalimumab Actem-
ra) study, tocilizumab monotherapy was
significantly more effective than adali-
mumab monotherapy in reducing the
signs and symptoms of rheumatoid
arthritis in patients who could not toler-
ate methotrexate or in whom methotrex-
ate was considered ineffective or
inappropriate. The study provides evi-
dence of “clear superiority of one agent
compared to the other, which is quite im-

portant,” the study’s lead author, Dr. Cem
Gabay, said in an interview. 

These results are useful in the treat-
ment of patients who cannot tolerate
methotrexate or who will be treated with
monotherapy, which is “not trivial,” he
said, noting that registries in different
countries indicate that up to 30% of pa-
tients with RA are on monotherapy with
a biologic agent. 

And in the AMPLE (Abatacept versus
Adalimumab Comparison in Biologic-
Naive RA Subjects with Background
Methotrexate) study, abatacept was com-
parable to adalimumab in terms of ACR
20, 50, and 70 responses and in the inhi-
bition of radiographic progression at 1
year. These results “will be pivotal in
helping a clinician make an evidence-
based choice,” accoirding to Dr. Michael

Schiff. “We have an unmet need in RA
therapeutics to do head-to-head trials so
we can better take care of our patients.
The AMPLE study is the trial design of
the future, but it is already here at EULAR
2012,” he added.

ADACTA, a multicenter, randomized,
double-blind, 24-week study, compared
tocilizumab, an inhibitor of IL-6 receptor
signaling (8 mg/kg IV every 4 weeks),
plus placebo in 163 patients, to adali-
mumab (40 mg subcutaneously every 2
weeks) plus placebo in 162 patients for 24
weeks. Tocilizumab has been studied in
trials as monotherapy, but this is the first
study that directly compared tocilizumab
to an anti-TNF agent. The mean decrease
from baseline in DAS28 at 24 weeks, the
primary end point, was 3.3, compared

Continued on following page



8 • eular Report 2012

with 1.8 among those on adalimumab, a
significant difference.

Other statistically significant differences
in favor of the tocilizumab arm at 24
weeks occurred in DAS28 remission rate
(39.9% vs. 10.5%), DAS28 low disease ac-
tivity (51.5% vs. 19.8%), ACR 20 (65% vs.
49.4%), ACR 50 (47.2% vs. 27.8%), and
ACR 70 (32.5% vs. 17.9%), reported Dr.
Gabay, professor of medicine and pathol-
ogy and immunology at the University of
Geneva. Differences in swollen and tender
joint counts, erythrocyte sedimentation
rate (ESR), and patient global assessment
also favored the tocilizumab arm, but
these differences were not statistically sig-
nificant.

The incidence of adverse events was
similar in the two arms, as were serious
adverse events and serious infections, and
the overall safety profile of both treat-
ments was consistent with what has been
previously reported, according to Dr.
Gabay. Patients in both arms had lab val-
ue changes, which included LDL eleva-
tions and neutrophil
reductions, but the pro-
portion of patients with
abnormal lab values was
higher among those on
tocilizumab. The two
deaths were in the
tocilizumab-treated pa-
tients; one was a sudden
death and the other was
from a reported illicit
drug overdose. 

In the interview, Dr.
Gabay said that these re-
sults add to the treatment
strategy for clinicians who
have patients who cannot take methotrex-
ate, providing them with “an opportuni-
ty to treat them with something that is
effective and is even more effective than
other treatments used as monotherapy.”

What he finds particularly interesting is
that in another study that compared
tocilizumab alone or combined with
methotrexate, there were no differences
in clinical efficacy between those on com-
bination or monotherapy, whereas in oth-
er studies, treatment with an ant-TNF
agent combined with methotrexate has
been superior to an anti-TNF alone. “So
clearly with one drug, you’ll need to use
it in combination with methotrexate in
order to achieve a good or very good re-

sponse, whereas with the other you don’t
need methotrexate.”

Why this occurs needs to be addressed
in studies using different surrogate mark-
ers of response, such as biomarkers, to de-
termine if differences in the effects of IL-6
blockade and TNF blockade “could ex-
plain why in one case you need to use it
in combination with methotrexate and in
another case you can use it alone. But for
the moment, this is an open question,” he
said. 

Dr. Gabay said that in future studies
comparing tocilizumab to anti-TNF
drugs, it will be important to include as-
sessments of structural damage, which
were not done in ADACTA.

Dr. Schiff, of the University of Col-
orado, Denver, reported on the results of
AMPLE, a study of 646 biologic-naive pa-
tients with active RA and an inadequate
response to methotrexate, in North and
South America. AMPLE directly com-
pared two biologic DMARDs combined
with methotrexate: subcutaneous abata-
cept (125 mg subcutaneously weekly with
no IV load) and 40 mg of subcutaneous

adalimumab biweekly.
At 1 year, almost 65%

of those on abatacept
and about 63% of those
on adalimumab had
achieved an ACR 20 re-
sponse, a difference of
1.8% that supported the
noninferiority of abata-
cept to adalimumab, Dr.
Schiff reported. At 4
weeks, almost 43% of
those on abatacept and
almost 48% of those on
adalimumab had
achieved an ACR 20 re-

sponse, with a response that remained
comparable through the end of the 12-
month period. 

At 1 year, about 46% of each group had
achieved an ACR 50 response and 29% of
those on abatacept and 26% of those on
adalimumab had achieved an ACR 70 re-
sponse. The rates of radiographic non-
progression were comparable in both
groups.

Safety was comparable – no new safe-
ty signals were seen with either abatacept
or adalimumab over 1 year – although
fewer patients discontinued abatacept
than adalimumab for adverse events (3.5%
vs. 6.1%), and there were significantly
fewer injection site reactions in those

treated with abatacept (4% vs. 9%), he re-
ported. Ten patients on abatacept had au-
toimmune adverse events, compared with
three on adalimumab, but none were cat-
egorized as serious adverse events. 

This is the second study to compare
abatacept with an anti-TNF, Dr. Schiff
said in the interview, referring to the AT-
TEST (Abatacept or Infliximab Versus
Placebo, a Trial for Tolerability, Efficacy
and Safety in Treating RA) trial, which
found that the efficacy of abatacept was
similar to that of infliximab. In that study,
safety signals were better for the abata-
cept arm of this study. 

He pointed out that AMPLE is the first
powered head-to-head study comparing,
in patients with established RA, a non-
TNF biologic, abatacept, to an anti-TNF,
adalimumab, in a standard-of-care set-
ting, using biologic treatment on back-
ground methotrexate. In the
EULAR/ACR guidelines and in usual clin-
ical practice, a patient with RA is started
on methotrexate or another nonbiologic
DMARD, and if a patient does not meet
their target for suppression of disease ac-
tivity on either of those approaches,
adding a biologic is then recommended,
he noted. The implications of the AMPLE
results for clinical practice are that a cli-
nician can choose either abatacept or an
anti-TNF like adalimumab, based on the
study results, he said in the interview. 

The AMPLE study was among the 5 of
a total of 91 studies of biologic DMARDs
in patients with RA that was identified as
comparing biologic DMARDs head-to-
head in patients with RA, in a search of
recently conducted or ongoing random-
ized controlled studies of biologic
DMARDs in the clinicaltrials.gov database
through Oct. 1, 2009 (Arch. Intern. Med.
2012;172:237-44). 

It is time to “go one step forward and
forget all these placebo-controlled trials.
Today, it is much more relevant and clos-
er to clinical practice to compare one ac-
tive drug with another active drug,” Dr.
Gabay said. “So a new biologic drug that
seems to work can be compared with an-
other biologic drug with established effi-
cacy in order to show whether it is
comparable or less or more active.”

Dr. Gabay is a consultant and is on the
speakers bureaus of Roche, Abbott, 
Merck, UCB, Pfizer, BMS, Merck Serono,
Novartis, and Amgen. Dr. Schiff is a con-
sultant for Bristol-Myers Squibb and is on
the speakers bureau of Abbott. ■

Continued from previous page

DR. CEM GABAY
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‘Near-Remission’ May Predict 3-Year
Outcome in Rheumatoid Arthritis

B Y  S A L LY  K O C H  K U B E T I N

BERLIN – “Near-remission,” which is
based on joint counts and acute phase re-
actants, predicts disease status at 3 years
in patients with early inflammatory
arthritis as well as the definition of re-
mission that was proposed by the Amer-
ican College of Rheumatology/
European League Against Rheumatism
in 2011. The ACR/EULAR definition

includes patient global assessment of
status, according to Dr. Laure Gossec,
who presented findings from the 
ESPOIR trial. 

“Near-remission is much more fre-
quent than ACR/EULAR remission in
early arthritis. It appears from this analy-
sis that near-remission (not taking into
account patient global) predicts radio-
graphic progression over 3 years in ear-
ly arthritis, as well as ACR/EULAR
remission, or as the definition of remis-
sion that takes into account patient-re-
ported fatigue. 

Near-remission may be a valid predic-
tive outcome in early arthritis,” said Dr.
Gossec, associate professor of rheuma-
tology at Descartes University, Paris,

who currently is a visiting scholar at
Manchester (England) University Arthri-
tis Epidemiology Unit. 

The 2011 ACR/EULAR-proposed def-
inition of Boolean remission of early
rheumatoid arthritis comprises one or
no tender joints; one or no swollen
joints; C-reactive protein (CRP) level
equal to or less than 1 mg/dL; and a pa-
tient global assessment score of no high-
er than 1 (Ann. Rheum. Dis.

2011;70:404-13).
However, last
year at the 2011
Annual European
Congress of
Rheumatolog y,
some authors
noted that patient
global assessment
was often a limit-
ing factor to
reach this remis-
sion, and pro-
p o s e d
near-remission as
an alternative
outcome ( Arthri-
tis Rheum. 2011,
ACR Congress,
abstract 2459).
“The question is
would we lose
predictive infor-
mation, by not
taking into ac-

count the patient’s point of view? And
reversely, should we be assessing fatigue;
would that add to predictive informa-
tion?” Dr. Gossec noted in an interview.

Dr. Gossec and her associates under-
took the ESPOIR observational study to
assess if patient reported outcomes, par-
ticularly patient global and fatigue, pre-
dict radiologic joint destruction at 3
years, in patients already in near-remis-
sion as judged by their joint counts and
levels of acute phase reactants. Specifi-
cally, the investigators assessed the pre-
dictive value of both the ACR/EULAR
proposed definition of remission at 6
and 12 months after diagnosis as well as
the definition of “near-remission,”
which included three of the four pro-

posed ACR/EULAR end points but did
not include patient global assessment of
status, and “fatigue-remission” in which
patient’s self-report of fatigue substi-
tutes for the patient global assessment.

Dr. Gossec and her associates followed
776 patients with early arthritis. The pa-
tients underwent swollen and tender
joint counts and CRP measurements at
6 and 12 months after diagnosis. 

In addition, they completed a patient
global assessment of their status at those
times and a fatigue visual analog scale as-
sessment. 

The outcome was change in the total
Sharp-van der Heijde score between
baseline and at 3 years. 

Of the 776 patients, 57 patients (7.4%)
met the proposed ACR/EULAR defini-
tion of remission both at 6 and 12
months, whereas 145 patients (18.7%)
reached near-remission, and only 24 pa-
tients (3.1%) reached fatigue-remission.
Agreement between ACR/EULAR re-
mission and the other definitions was
moderate: kappa, 0.51 (95% confidence
interval, 0.43-0.60) and 0.39 (95% CI,
0.26-0.53), respectively. 

Prediction of radiographic progres-
sion was similar no matter which defini-
tion of remission was used. 

However, the relation between radio-
graphic progression and remission was
strongest for the definition of near-re-
mission and the proposed ACR/EULAR
remission. In stepwise selection only the
variables in near-remission were predic-
tive. 

Thus, it appears that the strongest
drivers of radiographic progression are
joint counts and acute phase reactants,
and that for patients already in remission
for those criteria, patient-reported out-
comes add little to the prediction of ra-
diographic progression. 

Dr. Gossec concluded that “assessing
patient-reported outcomes is important
to understand the patient’s perspective,
but have only some added value to pre-
dict radiographic outcomes if objective
criteria are already well controlled.”

Dr. Gossec reported that she has no
conflicts of interest that are relevant to
this project. ■

To watch an interview with Dr. Laure Gossec, click
the icon at left or visit
www.rheumatologynews.com.
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Anti-TNFs May Lessen Heart Risks
B Y  M I T C H E L  L . Z O L E R

BERLIN – Treatment with a drug that
blocks the action of tumor necrosis factor
led to a significant reduction of cardiovas-
cular events in patients with rheumatoid
arthritis compared with treatment with
methotrexate or other nonbiologic dis-
ease-modifying antirheumatic drugs, in a
review of more than 100,000 patients treat-
ed during routine practice presented by Dr.
Michael T. Nurmohamed.

Although this finding adds to the accu-
mulating circumstantial evidence that
treating patients with rheumatoid arthri-
tis (RA) with a drug that blocks tumor
necrosis factor (TNF) reduces their cardio-
vascular disease risk better than does
treatment with disease-modifying an-
tirheumatic drugs (DMARDs), current
evidence does not yet clearly support an
early start to anti-TNF treatment to max-
imize cardiovascular risk reduction, Dr.
Nurmohamed said in an interview.

“However, the literature does indicate
that effective inflammatory suppression is
essential [for patients with RA], and that
if this is not achieved within a reasonable
time frame with high-dose methotrexate
or another DMARD then treatment with
a biological, anti-TNF drug should be
considered,” he noted. 

“The rheumatologic aim of treatment
should be minimal RA disease activity and
preferably remission. An additional aim of
treatment might be cardiovascular risk re-
duction. If anti-TNF treatment stops
when an RA patient achieves disease re-
mission, we need to know whether the ar-
terial inflammatory process also stays in
remission. 

Investigations of this are now under-
way, and these studies may reveal new
biomarkers of cardiovascular risk in RA
patients.

Until these results are available, cardio-
vascular risk management in patients with
RA should follow EULAR recommenda-
tions (Ann. Rheum. Dis. 2010;69:325-31),
said Dr. Nurmohamed, a rheumatologist
at VU University Medical Centre in Am-
sterdam.

The new results he reported came from
a review of 109,462 United States patients
diagnosed with RA who had filled at least
one prescription for an anti-TNF drug,

methotrexate, or
another DMARD,
and were included
in a database
maintained by
Thomson Reuters
MarketScan. 

The researchers
reviewed the pa-
tient records fol-
lowing the date
when they filled
their index pre-
scription until
they developed a
card iovascular
event, ended their
enrollment in
their health plan,
or until 6 months
after they stopped
taking their index
drug, whichever
came first. 

The review includ-
ed 48,621 patient-years of follow-up while
on treatment with an anti-TNF drug,
35,480 patient-years of treatment with
methotrexate, and 52,994 patient-years of
treatment with another nonbiologic
DMARD. 

The database included more than 75,000
patient-years of follow-up when patients re-
ceived monotherapy with one of these
three treatments, according to data to be
presented by Dr. Nurmohamed. 

During follow-up, 1,743 patients (1.6%)
had a cardiovascular event, a myocardial
infarction (MI), unstable angina, heart
failure, or stroke. Events primarily oc-
curred as MI, unstable angina, or heart
failure. Dr. Nurmohamed explained that
he and his associates then ran a series of
Cox proportional hazard models that as-
sessed the outcomes from cumulative ex-
posure to the various treatments and
controlled for patient demographics, use
of cardiovascular medications, smoking,
comorbidities, hypertension, diabetes,
history of cardiovascular events, and
medical-resource use.

The analyses showed that for every 6
months of treatment with an anti-TNF
drug, the rate of all cardiovascular
events fell by 13% compared with pa-
tients not treated with an anti-TNF

drug. Six months of anti-TNF drug
treatment cut the rate of MIs specifical-
ly by 20% compared with nonuse of an
anti-TNF drug. Both effects were statis-
tically significant.

The analyses also showed that the car-
diovascular-event effect of anti-TNF
drugs was cumulative. A year of use cut
the cardiovascular event rate by 24%, 2
years cut the rate by 42%, and 3 years cut
the rate by 56% compared with patients
who did not receive an anti-TNF drug,
Dr. Nurmohamed reported. This cumu-
lative effect was not surprising because
“prolonged inflammatory suppression
will lead to more pronounced risk reduc-
tion,” he said.

The analyses also showed that the car-
diovascular-risk reduction of treatment
with an anti-TNF drug compared with
patients who did not get this drug class
was a statistically significant 14% in pa-
tients who were at least 50 years old, and
a significant 15% in patients with no pri-
or exposure to methotrexate. The analy-
ses failed to find a significant impact on
cardiovascular disease from treatment
with methotrexate or other nonbiologic
DMARDs.

Dr. Nurmohamed said that he had no
relevant disclosures. ■

To watch an interview with Dr. Michael
Nurmohamed, click the icon at left or visit
www.rheumatologynews.com.
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In rheumatoid arthritis,  

JAK pathways transmit signals  
that drive inflammation1,2

References: 1. McInnes IB, Schett G. Cytokines in the pathogenesis of rheumatoid arthritis. Nat Rev Immunol. 2007;7(6):429-
442. 2. O’Shea JJ, Murray PJ. Cytokine signaling modules in inflammatory responses. Immunity. 2008;28(4):477-487. 
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Janus kinase (JAK) pathways are one  

of several intracellular hubs in the  

inflammatory cytokine network.3

When specific cytokines bind to a cell surface 

receptor, JAKs associated with the intracellular 

portion of the receptor are activated and  

transmit signals to the nucleus to initiate gene 

transcription and production of cytokines and 

other immune mediators.4,5

Dysregulated expression of cytokines, and 

therefore overactivated JAK pathways signaling 

in rheumatoid arthritis (RA), ultimately leads to 

chronic inflammation and tissue destruction.1,5,6

Learn more about how JAK pathways  

provide a different and intracellular approach  

to understanding RA.3,4

Click here to visit JAKPathways.com
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Patient Feedback Suggests Rheumatoid
Arthritis Criteria Fall Short of Mark

B Y  D A M I A N  M C N A M A R A

BERLIN – Comprehensive feedback
from patients and clinicians indicates that
the American College of Rheumatology’s
core set of criteria for rheumatoid arthri-
tis may need to be expanded to include pa-
tient-centered domains such as stiffness,
self-management, and participation to
measure disease flare.

With no established definition for flare,
the OMERACT (Outcomes Measure in
Rheumatology) Rheuma-
toid Arthritis Flare Group
developed a working frame-
work of flare based on pa-
tient self-report of disease
worsening. Next, they put
the preliminary symptom
domains to the test in a
comparison study, the re-
sults of which Dr. Elisabeth
Lie presented at the annual
European Congress of
Rheumatology.

“Among clinicians and pa-
tients, episodes of disease
worsening or flare are a rec-
ognized aspect of the
rheumatoid arthritis disease
process,” Dr. Lie said. “Cur-
rently there is no established
definition of flare or stan-
dardized method to meas-
ure flare.”

“The aim is to develop a data-driven, pa-
tient-centered, and consensus-based defi-
nition of flare in rheumatoid arthritis for
use in clinical trials … as well as in clini-
cal practice.”

Participants were asked, “Since the start
of treatment in this follow-up study, has
your rheumatic disease improved, re-
mained unchanged, or deteriorated?”

When the DAS28 (Disease Assessment
Score with a 28-joint count) was used,
“there was a significant difference in
change at 6 months for flare versus no
flare based on patient reported worsen-
ing,” Dr. Lie said. Effects were larger us-
ing this working definition compared
with a flare definition based on treatment
change or a definition using both criteria,
she added.

The preliminary symptom domains dis-
criminated well between patients with
and without worsening flare in the do-
mains of pain and stiffness, according to
Dr. Lie of the department of rheumatol-
ogy at Diakonhjemmet Hospital in Oslo.

“The working definition of flare based
on patient-reported worsening discrimi-
nated well between patients with and
without worsening in most domains, es-
pecially those related to pain and func-
tion,” Dr. Lie said. 

For joint pain visual analog scale scores,
the standardized mean difference (SMD)
between flare and no flare was 1.30. The
Short Form 36 Bodily Pain questionnaire
yielded a 1.24 SMD between groups. In-
tensity of morning stiffness was associat-
ed with a 1.17 SMD.

Dr. Lie and her colleagues assessed
1,195 patients in the NOR-DMARD reg-
ister who, according to a 5-point Likert
scale, reported that they initially were
“much improved” or “improved” 3
months after initiating RA treatment. At
6 months, the 79 of these patients who re-
ported that they were “worse” or “much
worse” accounted for the flare group.

“Importantly, the RA flare group has de-
veloped a preliminary flare questionnaire
that is currently being applied in two ran-

domized clinical trials and three observa-
tional studies,” Dr. Lie said in an inter-
view. “This questionnaire addresses all
the important domains identified as essen-
tial by patients, and data from these stud-
ies will be very important to further the
process to develop a preliminary patient-
reported instrument to measure RA
flare.”

“The involvement of patients in the ear-
ly phases of this work revealed that flares
are a common occurrence in patients
with RA and likely represent an underrec-
ognized aspect of the disease experience,”
Dr. Lie said. “Focus groups also revealed
the complexity of the flare concept and
the heterogeneity of clusters of symp-
toms that may constitute a flare.”

“I think it is fair to say that rheumatol-
ogists should pay attention to patient re-
port of flare, especially as milder flares
occurring between visits to the rheuma-
tologist may be self-managed by the pa-
tient and underreported.”

The mean age of study subjects was 55
years, their mean duration of disease was
6.3 years, and 71% were female. NOR-
DMARD is an ongoing, longitudinal, ob-
servational study of patients initiating
DMARD (disease-modifying an-
tirheumatic drug) therapy. Of the 1,195
participants studied, 727 were taking
methotrexate, 224 received other nonbi-
ologic DMARD agents, 229 took a tumor
necrosis factor inhibitor, and 15 were tak-
ing other biologic therapy.

Patients and clinicians used Delphi ex-
ercises (a survey process in which they
identified the six most relevant domains
for flare from among pain, function,
swollen joints, tender joints, stiffness, par-
ticipation, patient global assessment, self-
management, and fatigue). Some of these
identified domains are featured in the RA
core set (often referred to as the Ameri-
can College of Rheumatology core set),
but others – like stiffness, self-manage-
ment, and participation – are not.

An additional analysis defining flare by
change in treatment, such as a step-up of
DMARD or systemic corticosteroid ther-
apy, yielded 162 flare patients. 

Dr. Lie did not have any relevant finan-
cial disclosures. ■

To watch an interview with Dr. Elisabeth
Lie, click the icon at left or visit
www.rheumatologynews.com.
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Benefits of Treat-to-Target Persist at
8 Years in Rheumatoid Arthritis 

B Y  S H A R O N  W O R C E S T E R

The observed initial improvement in
functional ability seen with treat-
to-target strategies for rheumatoid

arthritis patients in the BeSt trial was
maintained at 8-year follow-up, according
to findings presented at the meeting.

“At year 8, we found stable good func-
tional ability for all treatment groups,
and low disease activity in 79% of pa-
tients. And even though treatment was
aimed at low disease activity, we found a
stable remission percentage of 52%,” said
Dr. Marianne van den Broek of Leiden
University Medical Centre, the Nether-
lands.

Participants in the multicenter, random-
ized, single-blind Behandel Strategieën
(BeSt) trial included 508 adults with recent-
onset RA. They were randomized to one
of four treatment strategies, including se-
quential monotherapy, step-up combina-
tion therapy, initial combination therapy
with prednisone, or initial combination
with infliximab. All treatment arms aimed
for a disease activity score smaller than or
equal to 2.4, indicating low disease activi-
ty. Behandel Strategieën is Dutch for treat-
ment strategies, she said. 

“After 1 year, we found that patients
from the two initial combination therapy
groups showed earlier improvement of
disease activity and functional ability and

less radiological dam-
age progression than
the two initial
m o n o t h e r a p y
groups,” Dr. van den
Broek explained.

From year 3, pa-
tients who had been
in remission – defined
as a DAS of less than
1.6 – for at least 6
months on a mainte-
nance dose of either
methotrexate or sul-
fasalazine monother-
apy could taper their
disease-modifying an-
tirheumatic drug un-
til they were drug
free, she added. In the
follow-up phase, be-
tween 15% and 18% of
the 347 patients who re-
mained in the study were in drug-free re-
mission at 8 years, depending on their
treatment arm, with a median remission
duration of 45 months and a mean dura-
tion of 39 months, she said.

Radiological damage progression was
minimal in the entire follow-up study pop-
ulation.

Also, despite differences in outcomes
between the four treatment arms at the
end of the initial BeSt study period, those

differences were no longer significant at
the end of follow-up. Furthermore, BeSt is
one of few studies in which tapering to
drug free was incorporated in the protocol,
she added.

“With our 8-year follow-up data in this
large treat-to-target cohort, we show that
long-term treating to target is possible,”
she said.

Dr. van den Broek reported that she had
no relevant conflicts of interest. ■

RA Diagnosed Earlier Using 2010 Criteria
B Y  S H A R O N  W O R C E S T E R

The 2010 American College of Rheuma-
tology/European League Against

Rheumatism classification criteria for
rheumatoid arthritis appear to be more sen-
sitive than the 1987 criteria for the early
identification of RA patients, but the two
sets of criteria may identify different patient
groups, judging from findings presented by
Jenny Humphreys, Ph.D.

Looking at 260 patients enrolled in the
Norfolk Arthritis Register, a primary
care–based inception cohort, who present-
ed between 1990 and 1995 with early in-

flammatory arthritis symptoms, the inves-
tigators found that the 2010 criteria identi-
fied as many patients with early RA at
baseline as did the 1987 criteria over 5
years, Dr. Humphreys said in an interview.
All subjects were 16 years of age or older
at the time they enrolled in the Norfolk
Arthritis Register.

Specifically, the incidence rates for RA ac-
cording to the 2010 criteria were 53.9 cas-
es per 100,000 population for women at
baseline and 24.5 cases per 100,000 popu-
lation for men at baseline, which were sim-
ilar to the cumulative 5-year incidence rates
of 55.7 cases for women and 26.5 cases for

men according to the 1987 criteria, said Dr.
Humphreys, a clinical research fellow at the
Arthritis Research UK Epidemiology Unit,
University of Manchester (England).

This suggests that “the 2010 criteria are
allowing us to identify these patients earli-
er on, which is useful,” she said, noting that
the 1987 criteria identified only 44 cas-
es/100,000 population for women with RA
at baseline and only 19 cases/100,000 pop-
ulation for men at baseline.

This is the first study to estimate the in-
cidence of RA using the 2010 ACR/EULAR
classification criteria for RA, she noted.

Continued on following page

To watch an interview with
Dr. van den Broek’s colleague Dr. Renee Allaart,
click the icon at left 
or visit www.rheumatologynews.com.
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“What we have shown is that the
incidence of RA using the 2010 cri-
teria is greater when patients first
present to health care services,”
compared with the previous crite-
ria from 1987, Dr. Humphreys said.

However, although the total
numbers of patients identified at
baseline by the 2010 criteria, and
over 5 years by the 1987 criteria,
were similar, those identified “were
not exactly the same group of pa-
tients,” she noted.

For example, 4% of patients who
satisfied the 1987 criteria cumula-
tively over 5 years never satisfied
the new criteria, and 14% who sat-
isfied the new criteria never satis-
fied the 1987 criteria. The patients
who satisfied the earlier criteria but
not the new criteria had more hand
joint involvement, symmetrical
arthritis, and morning stiffness than
did those who satisfied both sets of

criteria or just the 2010 criteria.
“This means we need to explore

in detail the long-term outcomes in
those patients who only ever meet
one criteria set,” she said.

The incidence of a disease is al-
ways important in health econom-
ics because it gives an idea of the
frequency of its occurrence in the
population, and resources may be
allocated based on this. In addi-
tion, it has been suggested that the
2010 criteria could be used as eligi-
bility criteria for certain interven-
tions in RA patients, although this
has not been validated and is not
currently recommended. “Our
data suggest that if that were the
case, similar amounts of resources
would be required but they may
need to be made available earlier,
when patients first present with
symptoms,” she said.

Dr. Humphreys reported that
she had no relevant financial con-
flicts of interest. ■

To watch an interview with Jenny
Humphreys, Ph.D., click the icon at left
or visit www.rheumatologynews.com.
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Continued from previous page

Musculoskeletal Complications Common
Findings in Adults With Cystic Fibrosis 

B Y  J E N N I E  S M I T H

Up to 13% of one cohort of
adults with cystic fibrosis were

affected by musculoskeletal compli-
cations, judging from data present-
ed at the meeting by Dr. Ali Jawad
of the Royal London Hospital and
London Chest Hospital.

Because people with cystic fibro-
sis (CF) are living into adulthood
these days, it has become clear that
the same bone and joint manifesta-
tions of CF that are well known to
the physicians who take care of
them continue to be an issue for
these patients in adulthood. But
these bone manifestations have re-
ceived very little attention in adults,
Dr. Jawad said in an interview. Un-
less these problems are diagnosed
early, they are likely to become dis-
abling and interfere with CF treat-
ment, he added.

“From our perspective, it’s a new
type of disease involvement. We

don’t seem to see the episodic or the
hypertrophic osteoarthropathy. Is
this because there is now better
treatment for these patients? Most of
the series reported were over the last
decade. To summarize: Unlike oth-
er cases, we had no cases of large-
joint episodic arthritis or
hypertrophic osteoarthropathy; in-
stead, our patients showed a poly-
arthritis with an age of onset of 25
in females and 38 in men. In addition
to NSAIDs, a lot of these patients re-
quire DMARDs [disease-modifying
antirheumatic drugs], and the im-
portant thing is that these patients
need recognition because they de-
pend on their mobility and exercise
for chest clearance every day as the
central component of the treatment
of cystic fibrosis.”

The study involved 143 adults
with cystic fibrosis who attended
the quarterly musculoskeletal clinic
at the hospital’s CF unit.

To watch an interview with Dr. Ali
Jawad, click the icon at left 
or visit ww.rheumatologynews.com.
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With his coinvestigators, Dr. Jawad
found that more than 13% of CF patients
(aged 16 and older) in the cohort were af-
fected by musculoskeletal complications.
The age of onset was lower for female pa-
tients than males.

In the cohort, 7% of all patients were
seen to have CF-related arthropathy
(CFA), which manifests itself in recurrent
episodes of swelling and stiffness in the
large joints. In all cases, CFA took the
form of polyarthralgia. Reports of previ-
ous research by other investigators have
shown that CFA is a relatively infrequent
complication, occurring in 2%-8.5% of
the CF population.

Other musculoskeletal diseases seen in
the cohort included spondyloarthritis,
chondromalacia patellae, vitamin D defi-
ciency, back pain, and rotator cuff
tendinopathy. One patient had erosive

disease on ultrasound examination, but
that condition could not be confirmed by
x-ray. None was seen to have hyper-
trophic osteoarthropathy, which is char-
acterized by abnormal proliferation of
the skin and bone tissue at the distal parts
of the extremities.

“Our CF service is multidisciplinary,
and includes practitioners from other dis-
ciplines such as hepatology, endocrinolo-
gy, and rheumatology, along with
specialist nurses, physiotherapists, and a
nutritionist,” Dr. Jawad said. 

Patients are customarily started on
NSAIDs and, if these prove insufficient,
are moved on to DMARDs. “Patients’
[responses] to DMARDs vary,” Dr. Jawad
said. “We initially start with sulfasalazine
and/or hydroxychloroquine. If there is no
response, we add or replace one of these
with methotrexate. 

“We have one patient on methotrexate
for whom we are now considering a tu-

mor necrosis factor inhibitor such as etan-
ercept.”

For patients with CF-related arthropa-
thy and other complications, “early diag-
nosis is essential,” Dr. Jawad said, because
joint pain, swelling, and limitation of
movement may become disabling and in-
terfere with exercise and chest clearance,
all of which are essential components of
the treatment schedule for CF.

Although NSAIDs usually control
symptoms, half of the patients needed
DMARDs as well. 

Early diagnosis and appropriate man-
agement are especially important for CF
patients, because joint pain, swelling, and
limitation of movement may become dis-
abling and interfere with mobility, exer-
cise, and clearing the airway of thick
mucus, all essential components of CF
daily treatment.

Dr. Jawad did not declare any financial
conflicts of interest. ■

U.K. Medical Students Consider Their
Rheumatology Rotation to Be a ‘Holiday’

B Y  M A RY  E L L E N

S C H N E I D E R

Medical students in the United
Kingdom are not interested in

making rheumatology a core part of
their training, and some see time
spent studying in the subspecialty as
a “holiday,” according to the results
of a survey of 256 medical students
presented at the congress. 

The survey results show that only
about 9% of respondents (24 stu-
dents) see rheumatology as a spe-
cialty that would be useful to study
during their foundation years, the 2
years of study between medical
school and specialty training. The
top choices were acute medicine,
emergency medicine, and surgery.
When asked if they would consider
rheumatology as one of the rota-
tions during the foundation years,
53% said no. And 55% said they
would not want to see more
rheumatology posts be made avail-
able during the foundation years. 

Dr. Thalia Roussou, a rheumatol-
ogist at BHRUT (Barking, Havering,

and Redbridge University Hospitals
in Essex, England) who designed the
survey, said the results were both dis-
appointing and surprising. “We work
toward inspiring people to careers in
rheumatology, but whatever we’re
doing is not working,” she said.

Part of the issue is the lack of ex-
posure to rheumatology patients
during the medical school years, Dr.
Roussou said in an interview. 

Most students who responded to
the 2009 online survey said they had
limited exposure to rheumatology
so far in their training. More than
60% reported they had received only
3 weeks of exposure to the subspe-
cialty. Another 21% reported that
they had no exposure to rheumatol-
ogy. Dr. Roussou said it’s likely that
students are underreporting their
exposure, but it’s their perception,
more than the reality, that matters in
this case.Respondents said rheuma-
tology seemed like a small niche
specialty that wasn't relevant to their
intended practice area.

Dr. Roussou said that she had no
relevant conflicts of interest. ■

To watch an interview with Dr. Thalia
Roussou, click the icon at left 
or visit www.rheumatologynews.com.
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EULAR Issues Recommendations for
Use of High-Dose Systemic Steroids 

BY NASEEM S. MILLER

Amultidisciplinary EULAR task force
has developed for the first time rec-
ommendations for the management

of medium- to high-dose systemic glucocor-
ticoid therapy in rheumatic diseases. 

Systemic glucocorticoids given in high
doses work rapidly and are most effective,
but there is very little known about adverse
events and incidence.

The recommendations focus on patient
education and informing general practition-
ers, preventive measures for osteoporosis,
optimal glucocorticoid (GC) starting
dosages, risk-benefit ratio of GC treatment,

GC-sparing therapy, screening for comorbid-
ity, and monitoring for adverse events, Dr.
Nurten Duru said in an interview. 

The task force conducted a systematic lit-
erature search of PubMed, EMBASE, and
the Cochrane Library, and the strength of
recommendations was given according to
available evidence, clinical expertise and pa-
tient preference. However, “robust evidence
was often lacking and items in need for fur-
ther research were defined,” the task force
noted. The task force comprised eight
rheumatologists, one endocrinologist, one
rheumatologist/epidemiologist, four pa-
tients, and two research fellows from seven
European countries. 

“Each participant con-
tributed 10 propositions de-
scribing key clinical points
concerning the safe use of
medium to high dose GCs. 

Dr. Duru, a rheumatolo-
gist at University Medical
Center Utrecht, the Nether-
lands, said the next steps
maybe developing a patient-
friendly version of the rec-
ommendations in different
languages, or a website
where physicians could
search for information about
GC. The proposed recom-
mend advise that physicians:
� Explain to patients (and
their family and/or care-
givers, including general
practitioners) the aim of
medium-/high-dose GC
treatment and the potential
risks associated with such
therapy.

� Discuss measures to mitigate such risks,
including diet, regular exercise, and aware-
ness of wounds.
� Dispense appropriate preventive/thera-
peutic interventions to patients with or at
risk of GC-induced osteoporosis.
� Present appropriate, practical advice to pa-
tients and their treatment teams on how to
manage with GC-induced hypothalamic-pi-
tuitary-adrenal axis suppression.
� Provide an accessible resource to promote
best practice in the use of medium-/high-
dose GCs to general practitioners.
� Consider possible comorbidities that
might predispose patients to adverse effects
before starting them on medium-/high-
dose GC treatment; these include diabetes,
glucose intolerance, cardiovascular disease,
peptic ulcer disease, chronic infections, se-
vere immunosuppression, (risk factors of )
glaucoma, and osteoporosis. Patients with
these comorbidities require especially tight
control of dosages to manage the risk/ben-
efit ratio.
� Select the appropriate starting dose as the
(expected) minimum required to achieve
therapeutic response.
� Keep the requirement for continuing on
GC treatment under constant review and
titrate the dose against therapeutic response
and any developing adverse effects.
� Regularly monitor all patients for fre-
quent, clinically significant adverse effects.
The minimum set of items to monitor in-
cludes diabetes, hypertension, dyslipidemia,
weight gain, edema, osteoporosis, (hidden)
infections, osteonecrosis, myopathy, eye
problems, skin problems, and neuropsycho-
logical adverse effects.

Dr. Duru reported that she had no rele-
vant financial conflicts of interest. ■

Autoantibodies Can Worsen Disease Course
B Y  N A S E E M  S. M I L L E R  

Autoantibody formation to citrullinat-
ed vimentin directly induces bone loss

and provides a novel link between the
adaptive immune system and bone, ac-
cording to study findings presented by Dr.
Georg Schett.

“We now understand why ACPA/CCP
antibodies are leading to a more severe dis-
ease course in [rheumatoid arthritis],” said
Prof. Schett, chair of the Department of
Medicine 3 at the University of Erlangen
Nuremberg, Germany. 

ACPA/CCP, or anti-citrullinated pro-
tein antibodies/cyclic citrullinated pro-

tein, are among the strongest risk factors
for bone destruction, according to the au-
thors. They hypothesized that the autoan-
tibodies directly influence bone
metabolism. 

The results showed “a strong association
between autoantibodies against citrulli-

Continued on following page

To watch an interview with 
Dr. Nurten Duru, click the icon at left 
or visit www.rheumatologynews.com.
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nated proteins and serum markers
for osteoclast-mediated bone resorp-
tion,” in the serum of patients who
had rheumatoid arthritis (RA), the
authors wrote. 

In addition, researchers found that
human osteoclasts expressed en-
zymes eliciting protein citrullina-
tion, and “revealed specific inducible
N-terminal citrullination of vi-
mentin during their differentiation
process,” they wrote. 

Dr. Schett said that the findings
have several implications on prac-
tice. “Consider that ACPA/CCP-pos-
itive RA patients have a high risk for
bone loss. Also, consider that bone
damage starts very early in such pa-
tients and may even be seen in

ACPA/CCP-positive patients with-
out RA,” Dr. Schett said in an inter-
view. He advised that physicians
carefully monitor structural bone
damage and bone density in
ACPA/CCP-positive RA patients.
Treating to target may minimise in-
flammatory burden, which is an ad-
ditional risk factor for bone loss such
patients. Dr. Schett and colleagues
next will study patients with either
early RA or pre-RA who have
ACPA/CCP antibodies in order to
see if they show any signs of bone
changes. 

The study was funded by the Ger-
man Research Council’s Focus Pro-
gram Immunobone, the European
Union’s Project Masterswitch, and
the IMI funded project BTCure. Dr.
Schett had no relevant disclosures.■

Continued from previous page

New JAK Inhibitors Show Safety, Efficacy
B Y  M I T C H E L  L . Z O L E R

BERLIN – Two new Janus kinase in-
hibitor drugs have shown good safety and
efficacy for clinical rheumatoid arthritis,
following in the footsteps of the JAK in-
hibitor tofacitinib.

Baricitinib showed safe-
ty and promising efficacy
in a multicenter, phase II
study with 301 RA pa-
tients, said Dr. Edward
Keystone, professor of
medicine at the University
of Toronto. And in results
from a second study,
GLPG0634 showed good
safety and efficacy in a
placebo-controlled, early
phase II study with 36 RA
patients. In both cases the
results should propel the
drugs into wider clinical testing. 

The results also hinted that different JAK
inhibitors may produce somewhat different
clinical effects depending on exactly which
JAK they inhibit. Tofacitinib blocks all four
JAKs, but its effect seems strongest on
JAK3. Baricitinib specifically inhibits JAK1
and JAK2, while GLPG0634 specifically in-
hibits only JAK1, according to researchers.

“JAK selectivity makes a difference,” said
Dr. Frédéric Vanhoutte, lead investigator of
the GLPG0634 study and a staff member

at Galapagos, the Belgian drug company
developing the agent.

The baricitinib study randomized pa-
tients on methotrexate to any of four drug
dosages, given as a single, daily oral treat-
ment, or placebo. At 12 weeks 76% of pa-

tients treated with either of
the two highest baricitinib
dosages (4 mg or 8 mg dai-
ly) had an American Col-
lege of Rheumatology
(ACR) 20 response, com-
pared with 41% of the
placebo patients, a statisti-
cally significant difference
for the study’s primary end
point, reported Dr. Key-
stone, who also directs the
center for arthritis and au-
toimmune disease at
Mount Sinai Hospital in
Toronto. The incidence of

remission at 12 weeks, based on a simple
disease activity index score of 3.3 or less, oc-
curred in 18% of patients on the 4-mg/day
baricitinib plus methotrexate regimen com-
pared with 1% of patients on methotrexate
and placebo; 8% of patients who received
8 mg daily also achieved remission.

For safety, baricitinib appeared well tol-
erated, with an adverse event profile sim-
ilar to the placebo arm. The results
showed dose-dependent reductions in he-
moglobin and neutrophils, and an in-

creased level of low density lipoprotein
cholesterol, but effects that surpassed the
placebo arm primarily occurred in pa-
tients who received 8 mg of the drug dai-
ly. “The reductions in hemoglobin and
neutrophils were of the same order of
magnitude as with tofacitinib,” Dr. Key-
stone said in an interview. 

“Some had thought that baricitinib
might be more inhibitory to the hemato-
logic system than tofacitinib, but it 
wasn’t very.”

The study of 36 RA patients on
methotrexate who received either of two
dosages of the oral JAK 1 inhibitor
GLPG0634 or placebo ran for 4 weeks at
one center in Europe.

The 100-mg b.i.d. dosage led to 92% of
patients meeting ACR 20 criteria after 4
weeks, compared with 75% of patients
who received 200 mg once daily and 33%
among placebo patients, reported Dr. Van-
houtte. Treatment with the JAK1 inhibitor
also led to higher remission rates and
drops in C-reactive protein.

The baricitinib trial was sponsored by
Lilly, the company developing the drug.
Dr. Keystone said that he has received re-
search support from Lilly, and that he has
financial relationships with several other
drug companies. The GLPG0634 study
was sponsored by Galapagos. Dr. Van-
houtte said that he is an employee of
Galapagos. ■

DR. EDWARD KEYSTONE

To watch aninterview with 
Dr. Georg Schett, click the icon at left
or visit www.rheumatology news.com.
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Only Time Will Tell Tofacitinib’s Role

B Y  M I T C H E L  L . Z O L E R

BERLIN – If the Food and Drug Admin-
istration follows the advice of its Arthritis
Advisory Committee and approves tofaci-
tinib as a new drug for treating rheumatoid
arthritis later this summer, the oral, small-
molecule drug
may start to mus-
cle in on the treat-
ment turf now
occupied by
anti–tumor necro-
sis factor drugs,
some experts have
predicted.

The attraction
would be the good
efficacy tofacitinib
has shown in five
phase III trials, a
decent safety pro-
file that looks on
par with anti–tumor necrosis factor drugs,
and delivery as a twice-daily oral pill, a prop-
erty that will give tofacitinib an edge over the
anti-TNFs and other biologics that require
injection or infusion.

“The fact that [tofacitinib] is oral is some-
thing of an advantage, so there will be a role
for it, and it makes sense therapeutically,” Dr.
Joel M. Kremer said at the meeting. “But we
will need to be smart” on using tofacitinib
and other new drugs from the same class to
treat patients with rheumatoid arthritis, and
their use relative to methotrexate and the bi-
ologics, said Dr. Kremer, professor of med-
icine at Albany (N.Y.) Medical College.

Another view was that tofacitinib will
need to prove its value in larger numbers of
patients, and though it will be a welcome
new option – first to market from the class
of Janus kinase (JAK) inhibitors – it will take
its initial place post approval behind the
anti-TNFs, which have more than a decade’s
track record, said Dr. Iain B. McInnes in a
separate talk at the meeting. Many rheuma-
tologists “feel they will kick in after a first bi-
ologic treatment,” which itself comes after
first-line methotrexate, said Dr. McInnes, a
rheumatologist and professor and Muir-
head Chair of Medicine at the University of
Glasgow, Scotland.

“The efficacy we’ve seen [from tofaci-
tinib and other JAK inhibitors] is very en-
couraging, but safety will be a major 

driver of clinical decisions and [will] influ-
ence the order of choice. If a patient does
not get an adequate response from
methotrexate after 3-6 months, I would add
a biologic drug, especially an anti-TNF. In-
evitably, there will be less safety assurance
with the new drugs. The current role for JAK

inhibitors is closer to the options like abata-
cept, rituximab, and tocilizumab, but I think
that may change” once JAK inhibitors enter
routine practice, Dr. McInnes said in his talk.

“I have a lot of experience with tofacitinib,
and I’m very comfortable with it; if a patient
wanted this drug, I would use it,” said Dr.
Roy Fleischmann, who led phase II and
phase III trials with tofacitinib and is codirec-
tor of rheumatology at Texas Health Pres-
byterian Medical Center in Dallas. “What
will practicing rheumatologists with no ex-
perience with the drug do? We’ll see what
the FDA says. They might use it after
methotrexate, because the data are strong.
It will be up to patients: an oral drug or an
injected one.”

Pfizer, the company developing tofaci-
tinib, reported data from five phase III trials
and safety experience in about 4,800 patients
to the FDA Advisory Committee in May.
And four of the five trials examined use of
the drug in RA patients as monotherapy; in
combination with methotrexate; in combi-
nation with background methotrexate in pa-
tients who failed to respond to an anti-TNF
drug; and in combination with a back-
ground disease-modifying antirheumatic
drug. The fifth study, a 2-year trial that so far
has reported results from an interim, 1-year
analysis only, examined tofacitinib’s ability
when used in combination with methotrex-
ate to stop radiographic progression of joint

damage, compared with methotrexate
alone. Results from across the studies
showed consistent efficacy, including inhibi-
tion of radiographic progression that signif-
icantly surpassed placebo patients, and a
“consistent side effect profile,” Dr. Kremer
said. “I consider it on the same shelf for po-

tential infections
and adverse
events as the [al-
ready approved]
biologics,” he said
in an interview.
He said he would
shy away from
prescribing tofaci-
tinib, or any bio-
logic, to patients
who get frequent
pneumonia, cel-
lulitis, or other in-
fections.

Perceived safe-
ty will likely be the major driver – or imped-
iment – for use of tofacitinib during the first
year or 2 after its approval, predicted Mad-
huri Borde, Ph.D., director of the immune
and inflammatory disorders group of Deci-
sion Resources, a pharmaceutical-market con-
sulting company in Burlington, Mass. In
mid-May, Dr. Borde presented 52 U.S.
rheumatologists with active RA practices
the same tofacitinib data that the FDA Ad-
visory Committee saw, and she asked the
rheumatologists what they thought of the
drug and how they might use it soon after
it hit the U.S. market.

The results showed that rheumatolo-
gists were impressed by the efficacy results,
saw safety as being similar to anti-TNF
drugs, and mostly saw tofacitinib current-
ly as a drug they would use when RA pa-
tients don’t respond to an anti-TNF agent. 

“For physicians, it boils down to their
comfort with the safety profile,” she said in
an interview, and they think safety is still a
little uncertain.

Dr. Kremer said that he has financial
relationships with Pfizer and several oth-
er drugs companies. Dr. McInnes said
that he has financial relationships with
Pfizer and several other drugs compa-
nies. Dr. Fleischmann said that he has fi-
nancial relationships with Pfizer and
several other drugs companies. Dr. Bor-
de said that she had no disclosures. ■

DR. IAIN B. MCINNESDR. JOEL M. KREMER DR. ROY FLEISCHMANN
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Synovitis in RA Increases Progression 
B Y  M I T C H E L  L . Z O L E R

BERLIN – Treated patients in remission
from rheumatoid arthritis who are rheuma-
toid factor–positive and have a high level of
joint synovitis visible on MRI have an in-
creased risk for progressive joint damage,
according to a review of 287 patients from
six international registry cohorts.

The presence of joint synovitis during re-
mission signaled an especially poor progno-
sis in rheumatoid factor–positive patients,
who accounted for slightly more than half
of the group studied. Among RA patients
in remission who were RF-positive and had
an RA MRI score (RAMRIS) of 6 or more,
42% subsequently had progressive joint ero-
sions, Dr. Espen A. Haavardsholm said. 

In contrast, among RF-positive patients
in remission with a RAMRIS of 5 or less,
12% had radiographic progression. Among
all RF-negative patients, the rate of radio-
graphic progression was less than 20% re-
gardless of their RAMRIS. When RA
patients are in remission on treatment, if
they are RF-negative their risk of radio-
graphic progression is low and MRI exam-
inations aren’t needed. But if they are
RF-positive and if they score 6 or more for
synovitis on MRI, their risk for progression

is high, and they need close monitoring and
no change in their treatment. Patients with
a score of 5 or less, as well as those who are
RF-negative, are candidates
for less rigorous follow-up
and a possible step-down in
their treatment, said Dr.
Haavardsholm, a rheuma-
tologist at Diakohnjemmet
Hospital in Oslo. “If a pa-
tient [in remission] is RF-
positive, they are a good
candidate for MRI.”

Dr. Haavardsholm and
his associates from the
OMERACT (Outcome
Measures in Rheumatol-
ogy) MRI in RA Task Force
used data collected on 287
RA patients in remission or with low disease
activity on treatment who were in registries
in Oslo, Paris, Sydney, Leeds, and two dif-
ferent cohorts in Copenhagen. The patients
ranged from 43 to 63 years old, and their av-
erage RA duration was about 2 years. Vir-
tually all patients were on treatment with a
disease-modifying antirheumatic drug, 15%
were also on treatment with a biologic
agent, and a quarter were on an oral corti-
costeroid. 

Nearly three-quarters were in remission,
with the rest having low disease activity. The
researchers had baseline MRI results for all

patients. A multivariate
stepwise regression analy-
sis and calculation of a re-
ceiver-operator curve for
various cutoffs of the
RAMRIS for synovitis
showed that best dichoto-
mous separation occurred
when a RAMRIS of 0-5
was considered low and a
score of 6 or more was
considered high. 

Using this cutoff, the re-
searchers found that
among RF-positive pa-
tients, those with a score

of at least 6 had a 4.4-fold increased risk for
progressive joint disease compared with
patients with a baseline score of 5 or less, a
statistically significant difference, he said. 

Among patients who were RF-negative,
a RAMRIS of 6 or more boosted the risk for
joint progression by 9% compared with pa-
tients with a score of 5 or less, a difference
that was not statistically significant.

Dr. Haavardsholm reported no disclo-
sures. ■

DR. ESPEN A. HAAVARDSHOLM

Hydroxychloroquine Cuts RA Diabetes Risk
B Y  B R U C E  J A N C I N

BERLIN – Prescribing hydroxychloro-
quine for the treatment of rheumatoid
arthritis may reduce the risk of develop-
ing type 2 diabetes by more than 40%.

That’s the provocative implication of a
longitudinal prospective observational
study of 10,583 U.S. patients with rheuma-
tologist-diagnosed RA whom the investi-
gatiors followed from 2000 through 2010.
It’s a clinically important observation in
light of the impact of diabetes on cardio-
vascular risk, presenter Dr. Marie
Holmqvist noted at the congress. 

Other, smaller studies have shown the
potential benefit of treatment with hy-
droxychloroquine in lowering the risk of
diabetes in patients with RA, leading some
investigators to dub hydroxychloroquine
“a diabetes drug in disguise” (BMJ Case

Rep. 2009;2009. pii: bcr08.2008.0654).
At baseline, the patients with RA had an

average age of 60 years and a mean 13.6-
year disease duration. One-quarter of
them were on hydroxychloroquine as
mono- or combination therapy, 30% were
on methotrexate with or without a tumor
necrosis factor inhibitor, and 42% were on
other or no DMARDs. 

During follow-up, 6.4% of subjects with
RA were diagnosed with new-onset type
2 diabetes. The incidence was 1.34 cases
per 100 person-years. In a multivariate
analysis adjusted for rheumatoid arthritis
duration, ethnicity, body mass index, em-
ployment status, income, age, gender, co-
morbidity, and Health Assessment
Questionnaire score, hydroxychloroquine
use was independently associated with a
41% reduction in the likelihood of devel-
oping diabetes compared with Centers for

Disease Control and Prevention–generat-
ed figures for the matched U.S. popula-
tion. 

Methotrexate with or without a TNF
inhibitor was associated with a 20% de-
crease in the risk of diabetes as long as a
patient wasn’t also on prednisone. If the
methotrexate regimen included pred-
nisone, the protective effect was lost. 

Use of hydroxychloroquine with pred-
nisone remained protective, with an asso-
ciated 40% risk reduction. Prednisone by
itself was associated with a 30% increased
risk of developing diabetes, reported Dr.
Holmqvist of Karolinska University,
Stockholm.

The study was funded by the Karolin-
ska Institute and the U.S. National Data
Bank for Rheumatic Diseases. Dr.
Holmqvist reported having no financial
conflicts. ■



20 • eular Report 2012

Methotrexate Cuts Antibody Production
B Y  M I T C H E L  L . Z O L E R

BERLIN – Methotrexate cut the immune
response to adalimumab in a dose-depend-
ent way, in a series of 272 consecutive
rheumatoid arthritis patients at one Dutch
medical center.

Dr. Charlotte Krieckaert reported that
RA patients on adalimumab or other bio-
logic drugs that could trigger antibody pro-
duction should get “as much methotrexate
as they can tolerate,” ideally about 25
mg/week.

“We saw incremental value from
methotrexate, and it was most valuable
during the first 6 months” on adalimumab.
“Maybe we can taper off the methotrexate”
after 6 months, but so far this has not been
studied.

A prior report by Dr. Krieckaert and her
associates, at the Reade Centre for Rehabil-
itation and Rheumatology in Amsterdam,
documented that patients who produce
antibodies against adalimumab have blunt-
ed beneficial effects from the treatment and
have a lower remission rate ( JAMA
2011;305:1460-8).

The problem of an immune response by
some RA patients to biologics first ap-
peared with infliximab, an effect that
methotrexate also helped reduce. Antibody
reactions against adalimumab were identi-

fied more recently, commented Dr. Jane
Gibson, chief of the Fife (Scotland)
Rheumatic Diseases Unit. “I think in 2 or 3
more years, once antibody responses to bi-
ologics are routinely measured in practice,
you’ll find physicians tailoring the
methotrexate dose,” finding the minimum
weekly dosage of methotrexate that an RA
patient needs to prevent an immune re-
sponse to whatever biologic the patient also
takes, Dr. Gibson said in an interview.

The consecutive series that Dr. Krieck-
aert and her associates review included 272

patients who were begun on
adalimumab in an observa-
tional cohort. In all, 70 (26%)
received no methotrexate, 40
(15%) received a low dose, 54
(20%) got an intermediate
dose (12.5-20 mg/week), and
108 (40%) got a high dose. 

During 3 years of follow-
up, 76 patients (28%) devel-
oped a significant immune
response to the adalimumab,
accounting for half of those
getting no methotrexate,
35% of patients on a low
methotrexate dose, 22% on
an intermediate dose, and
14% on a high dose.

An odds ratio analysis
showed that low-dose methotrexate cut
the frequency of immune responses by
64%, an intermediate dose cut the inci-
dence of antibody production by 78%, and
high dose cut the rate by 86% compared
with no methotrexate, all statistically signif-
icant differences. Only high doses of
methotrexate significantly cut the rate of
antibody production compared with low
doses.

Dr. Krieckaert said that she had no dis-
closures. Dr. Gibson said she had no dis-
closures. ■

Dr. Charlotte Krieckaert said data support routine use
of methotrexate with biologics such as adalimumab.
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Is Gene Key to Kawasaki Artery Damage? 
B Y  B R U C E  J A N C I N

BERLIN – A recently identified poly-
morphism in the fibroblast growth factor
23 gene may be a useful predictor of high
risk for coronary artery damage in pa-
tients with Kawasaki disease. 

Fibroblast growth factor is a phospho-
rus-regulating hormone. Fibroblast
growth factor 23 (FGF23) has previously
been identified as a contributor to left ven-
tricular hypertrophy in patients with
chronic kidney disease (Circulation
2009;119:2545-52), and as having a possi-
ble role in the atherosclerotic process. 

She and her coinvestigators have recent-
ly identified an FGF23 polymorphism in-
volving a C insertion in the intronic
region between nucleotides 36 and 37.

Now they have implicated the polymor-
phism as having a possible functional role
in the predisposition to coronary artery
disease in patients with Kawasaki disease. 

First the investigators demonstrated that
the polymorphism was present in 35% of
100 healthy Italian white subjects. Then
they extended their DNA analysis to 118
white patients with Kawasaki disease and
76 age- and sex-matched healthy control
children. The Kawasaki disease patients
(median age, 33 months) underwent two-
dimensional echocardiography at hospital
admission, at day 15, and at 2, 6, and 12
months. Coronary artery damage in the
form of an aneurysm or global dilation de-
veloped in 28 of the 118 patients.

Of patients with Kawasaki disease, 31%
possessed the FGF23 polymorphism.

Strikingly, the polymorphism was present
in 24 of the 28 patients (86%) with coro-
nary artery disease, but in only 12 of 90
(13%) with normal arteries, reported Dr.
Falcini, a rheumatologist at the Universi-
ty of Florence (Italy). 

Moreover, Kawasaki disease patients
with the FGF23 polymorphism had signif-
icantly higher serum FGF23 levels than
those with the wildtype FGF23 gene: a
mean of 120, compared with 38 pg/mL.
How those substantially higher serum
levels of the hormone relate to coronary
artery damage in patients with Kawasaki
disease is a top research priority. 

The study was funded by an Italian
medical research foundation. Dr. Falcini
reported having no relevant financial con-
flicts. ■
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Behçet’s Presentation Varies by Sex
B Y  B R U C E  JA N C I N

BERLIN – Many of the classic manifes-
tations of Behçet’s disease show a signifi-
cant and previously unappreciated
gender-based difference in expression,
judging from the results of a new study of
more than 10,000 patients. 

For example, the most common form of
skin involvement – erythema nodosum –
is more common in women than men
with Behçet’s disease, whereas papulo-
pustular lesions and pseudofolliculitis oc-
cur more frequently in men with this
highly variable multisystem disorder, Dr.
Alfred Mahr reported at the congress.

Dr. Mahr, chairman of the internal med-
icine department at Saint-Louis Hospital
in Paris, presented a meta-analysis of the
published literature on Behçet’s disease
supplemented by new and unpublished
data on 721 patients in the German Reg-
istry for Adamantiades-Behçet’s Disease
for 1990-2011. All told, the analysis includ-
ed 30 published studies which, along with
the unpublished data, comprised more
than 10,000 affected patients. 

The most common expression of
Behçet’s disease was genital ulcers, affect-
ing 79% of subjects, closely followed by
skin involvement, at 77%. Erythema no-
dosum was present in 53% of patients,

papulopustular skin lesions in 38%, and
pseudofolliculitis in 29%. Other frequent
manifestations of Behçet’s disease includ-
ed eye disease, affecting 49% of subjects,
joint disease in 40%, major blood vessel in-
volvement in 9.5%, and either deep vein
or superficial thrombophlebitis in 31%. 

Joint involvement was present in half of
men with Behçet’s disease, compared with
more than 60% of women. Even more
striking was the gender difference in ma-

jor vessel involvement, which affected
roughly 30% of men and 10% of women.
And cardiac involvement was document-
ed in 14 men but just 1 woman (see chart). 

These observations on gender differ-
ences in Behçet’s disease may help in the
differential diagnosis of this multisystem
disorder, and they could shed light on dis-
ease pathogenesis, Dr. Mahr noted. 

Dr. Mahr reported having no financial
conflicts. ■

Behçet’s Disease Manifestations in Men vs. Women
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Spondyloarthritis Often Develops After IBD
B Y  B R U C E  JA N C I N

BERLIN – The cumulative incidence of
spondyloarthropathy in the first decade
after diagnosis of inflammatory bowel
disease climbs from about 1 in 50 patients,
to 1 in 14 at 30 years, according to find-
ings from the first population-based study
to scrutinize the issue. 

The incidence of SpA following diagno-
sis of ulcerative colitis is about half that
seen in Crohn’s disease patients, accord-
ing to said Dr. Eric L. Matteson, a profes-
sor of medicine and chair of the
department of rheumatology at the Mayo
Clinic, Rochester, Minn. Along with his
coinvestigators, Dr. Matteson analyzed
the medical records of Olmsted County,
Minn., residents who had been diagnosed

with inflammatory bowel disease (IBD)
during 1970-2004. The 311 patients diag-
nosed with Crohn’s disease and 365 with
ulcerative colitis were followed longitudi-
nally through June 2011.
The median age at diagno-
sis of IBD was 33 years. 

The prevalence of diag-
nosed SpA prior to diagno-
sis of IBD was 1%. The
cumulative incidence of
SpA following an estab-
lished IBD diagnosis was
2.3% at 10 years, 4.2% at 20
years, and 7.1% at 30 years.
The overall cumulative in-
cidence of ankylosing
spondylitis was 0.2% at 10
years, rising to 0.7% at 20

years. The 10-, 20-, and 30-year cumulative
incidence rates for SpA development after
diagnosis of Crohn’s disease were 2.6%,
6.1%, and 9.8%, respectively, as compared

with 1.9%, 2.8%, and
4.9% in the years follow-
ing diagnosis of ulcera-
tive colitis. Clinical
features of SpA that ap-
peared only after diagno-
sis of IBD included
oligoarthritis in 3.1%, 
polyarthritis in 1.3%,
sacroiliitis in 1.6%, psori-
asis in 2.2%, uveitis in
2.9%, and plantar fasciitis
in 5%.

They reported no fi-
nancial conflicts. ■DR. ERIC L. MATTESON
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Watch for Renal Comorbidities in AS

B Y  B R U C E  J A N C I N

BERLIN – Ankylosing spondylitis pa-
tients are at sharply increased risk of var-
ious forms of acute and chronic renal
comorbidity, according to the first pop-
ulation-based study to examine the is-
sue. 

The explanation for this elevated renal
risk is likely twofold: the
well-documented nephro-
toxic effects of long-term
therapy with nonsteroidal
anti-inflammatory drugs
(NSAIDs), the first-line
treatment mainstay in anky-
losing spondylitis (AS); and
extra-articular manifesta-
tions of the disease process
itself, according to Adrian
R. Levy, Ph.D., of the re-
search firm Oxford Out-
comes in Vancouver, B.C. 

He presented a retrospec-
tive cohort study utilizing
Quebec’s administrative
physician-billing database.

He identified 8,616 individuals with AS
in the Canadian province during 1996-
2006, and determined their rate of diag-
nosed renal comorbidities. Then he
compared the AS group to a randomly
generated sample of 1% of the general
Quebec population without AS. 

Overall, diagnosed renal complica-
tions were present in 3.4% of men and

2.1% of women with AS, compared with
2% and 1.6%, respectively, in the gener-
al population. Age- and gender-adjusted
prevalence ratios demonstrated signifi-
cantly excess risks of various forms of
renal disease in the AS population (see
chart), Dr. Levy said at the meeting.

The magnitude of the increased risk
was greatest in younger patients with

AS. For example, the preva-
lence ratio for any of the renal
conditions under study was
2.4-fold greater among 20- to
39-year-old men with AS than
controls, but only 1.5-fold
greater in AS patients over 60
years of age. 

The clinical implications are
clear, Dr. Levy emphasized:
Close and careful monitoring
for renal complications is de
rigueur in individuals with AS,
especially if they are on long-
term, full-dose, continuous
NSAID therapy. 

The study was funded by
Abbott. ■

Increases in Prevalence of Complications for
AS Patients, Compared With Controls
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Early Detection, Treatment of SpA Urged
B Y  B E C K Y  M C C A L L

BERLIN – Patients with nonradio-
graphic axial spondyloarthritis should be
treated as aggressively as patients with
ankylosing spondylitis, as the burden of
disease is comparable based on clinical
disease activity measures, pain levels,
and global assessment scores. 

Using data from registries and ran-
domized controlled trials, Dr. Joachim
Sieper, head of the medical clinic of
rheumatology at the Benjamin Franklin
University Clinic, Charité Medical Uni-
versity Berlin, compared disease burden
in the two patient groups. “The question
arises as to whether patients in the ear-
lier phase of disease have a similar level
of disease activity, pain, and stiffness as
later-stage patients with ankylosing
spondylitis,” he said at the congress. 

Dr. Sieper explained that it is known
that a delay exists between the onset of
symptoms and the final diagnosis of

ankylosing spondylitis (AS). Data from
the ABILITY 1 trial showed that time to
diagnosis was delayed by a mean of 7.2
years in patients with
nonradiographic axial
spondyloarthritis. 

Even when patients
have symptoms, diagno-
sis can take several years,
suggesting that referral
needs to be considered
earlier in patients pre-
senting with symptoms.

Before the onset of
structural damage, a di-
agnosis can be made on
the basis of an MRI scan
that shows bone inflam-
mation, he explained.
“However, we also know that MRI can
have limited sensitivity, so we might
miss some patients.” It is possible, how-
ever, to classify these patients on the ba-
sis of clinical findings. 

According to the new ASAS (Assess-
ment of Spondyloarthritis International
Society) classification criteria for axial

spondyloarthritis, pa-
tients can be divided into
those who have already
developed radiographic
damage as seen in the
sacroiliac joints on x-ray,
termed AS patients, and
those who do not yet
have structural damage,
termed nonradiographic
axial spondyloarthritis
(nr axSpA) patients, who
require MRI or clinical
parameters for diagno-
sis (Best Pract. Res. Clin.
Rheumatol. 2012;26:135-

45). Dr. Sieper analyzed baseline disease
activity data derived from spondy-
loarthritis registries and randomized
controlled trials to determine the extent

DR. JOACHIM SIEPER

Continued on following page
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Tooth Loss in Adults Linked to Arthritis 
B Y  B R U C E  J A N C I N

BERLIN – Multiple tooth loss appears to
be a marker for increased risk of subse-
quent rheumatoid arthritis – and the
more missing teeth, the higher the arthri-
tis disease activity and the worse the
treatment response, according to studies
presented at the congress. 

Tooth loss is considered a
surrogate marker for periodon-
titis, a common chronic inflam-
matory process involving the
gums and other tooth-support-
ing structures. Investigators are
increasingly interested in ex-
ploring a possible causal rela-
tionship between this oral
disease and chronic diseases
elsewhere in the body having a
prominent systemic inflamma-
tory component, including
coronary artery disease and
rheumatoid arthritis (RA). 

Dr. Gisela Westhoff reported
on 540 patients with early
arthritis participating in the on-
going observational CAPEA
(Course and Prognosis of Early Arthritis)
study. Patients averaged 56 years of age,
with a mean symptom duration of 13
weeks at enrollment. A total of 59% were
negative for rheumatoid factor and/or
positive for anti–citrullinated protein an-
tibody, 67% met current diagnostic crite-
ria for RA, and 87% were on
disease-modifying antirheumatic drugs. 

At 6 months, 52% of the patients
achieved a good response to treatment ac-
cording to EULAR response criteria. An-
other 32% had a moderate response, and

16% had no response. 
Patients had a mean of 19 teeth at en-

rollment. In all, 24% of subjects had 10
or fewer teeth, 15% had 11-20, and 22%
had 28 or more teeth. Patients missing
teeth tended to be older, heavier, and
smokers. At 6 months of follow-up, those
with 10 or fewer teeth had a significant-

ly greater erythrocyte sedimentation
rate, higher tender and swollen joint
counts, and a higher Disease Activity
Score-28 than did those with more than
10 teeth. 

In a multivariate analysis adjusted for
age, body mass index, and other poten-
tial confounders, patients with 10 or few-
er teeth at baseline were 3.8 times as
likely to have an insufficient treatment re-
sponse as those with at least 28 teeth. The
only other significant predictor of poor
therapeutic response was smoking,

which was associated with a 1.7-fold in-
creased likelihood, noted Dr. Westhoff of
the German Rheumatism Research Cen-
ter in Berlin. 

In a separate presentation, Dr. Axel
Finckh of University Hospital, Geneva,
reported that tooth loss was associated
with swollen joints in a group of healthy

individuals at increased risk of de-
veloping RA. 

He presented data from an on-
going prospective observational
study of 366 first-degree relatives
of patients with RA. All were
healthy at enrollment, at which
time they had a mean of 28 teeth.
Six percent had 20 or fewer teeth,
20% had 21-27, and 28% had a full
complement of 32 teeth. 

Subjects with one or more
swollen joints on physical exami-
nation had an average of 26 teeth,
compared with 29 teeth for those
with no swollen joints. In a mul-
tivariate analysis, patients with
less than 20 teeth were at 8.1-fold
greater risk of having at least one
swollen joint than those with 32

teeth. Individuals with 20-28 teeth were
at 4.1-fold increased likelihood, while
those with 28-31 teeth were at 3.6-fold in-
creased risk. 

Moreover, participants with less than
20 teeth had an adjusted 5.3-fold in-
creased likelihood of having morning
stiffness lasting more than 1 hour for at
least 6 weeks than subjects with 32 teeth. 

This study was sponsored by the Swiss
League Against Rheumatism. Neither
Dr. Finckh nor Dr. Westhoff reported
having any financial conflicts. ■

The more teeth someone is missing, the greater the risk
for rheumatoid arthritis, probably due to periodontitis.
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of disease burden between the two clas-
sifications of axial SpA patients. 

Analysis showed that the ages of pa-
tients between the two groups were
similar across the databases, at around
35-40 years, as were the levels of human
leukocyte antigen-B27 (HLA-B27) posi-
tivity. 

The ratio of females was higher in pa-
tients with nr axSpA (around 60%) than
in patients with established AS (around
25%). 

“This is probably because females de-
velop structural damage later, but they
still have a similar level of inflammation
all the time,” he pointed out. 

Scores on the Bath Ankylosing
Spondylitis Disease Activity Index (BAS-
DAI) hovered at 6.3-6.5 in both groups.
Pain level and patient global assessment
were similar in the two groups, accord-
ing to the registry data and a random-
ized controlled trial.

The proportion of abnormal C-reac-
tive protein levels was higher in AS pa-
tients than in the nr axSpA patients (68%

vs. 36%-38%, depending on the trial).
“The level of total pain is comparable

no matter which of the groups a patient
falls into,” he said.

Nor were there differences between
the groups in terms of patient and physi-
cian global assessment scores. 

The Patient’s Global Assessment of
Disease Activity on a 0-10 visual analog
scale was 5.0 for AS patients and 4.9 for
nr axSpA patients, according to one tri-
al.

Dr. Sieper disclosed ties with Abbott,
Merck, Pfizer, and UCB. ■

Continued from previous page
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Certolizumab Eased Skin and Joint
Symptoms in Psoriatic Arthritis

B Y  B R U C E  J A N C I N

BERLIN – The tumor necrosis factor in-
hibitor certolizumab pegol significantly
lessened both joint and skin symptoms of
psoriatic arthritis in a pivotal phase III clin-
ical trial. 

“This will be the basis for seeking reg-
ulatory approval for this drug in the treat-
ment of psoriatic arthritis. It’s a very
important development because we don’t
have quite the armamentarium of drugs
for treating psoriatic arthritis that we do
in treating rheumatoid arthritis,” Dr.
Philip J. Mease observed when he present-
ed the results of the study, known as
RAPID-PsA, at the meeting. 

The ACR 20, ACR 50, and ACR 70 re-
sponses (that is, 20%, 50%, and 70% im-
provements, respectively, in certain
parameters specified by the American
College of Rheumatology) to certolizum-
ab were two- to fourfold higher than in
placebo-treated controls. Also impressive
were the proportion of certolizumab-
treated patients with at least a PASI 75
(that is, a 75% improvement in the Psori-
asis Area and Severity Index), as well as
the documented improvement in physical
functioning. But perhaps most striking of
all was the kinetics of the response to cer-
tolizumab. 

“As early as 1 week with this agent, it
separates from placebo. There’s a very fast
onset of action with certolizumab,” not-
ed Dr. Mease of the University of Wash-
ington, Seattle. 

The 24-week, three-armed, phase III,
double-blind clinical trial included 409
psoriatic arthritis (PsA) patients. They
were randomized to placebo or to a load-
ing dose of 400 mg of subcutaneous cer-
tolizumab (Cimzia) at weeks 0, 2, and 4,
then were further randomized to contin-
ue certolizumab at either 200 mg every 2
weeks or 400 mg every 4 weeks. 

These patients had severe PsA, with a
mean baseline of 20 tender and 11 swollen
joints. Nearly two-thirds of subjects had en-
thesitis and one-third had dactylitis. Their
median baseline PASI was in the 7-8 range,
with C-reactive protein levels ranging from
7 mg/L to 9 mg/L. All subjects had failed
at least one disease-modifying an-

tirheumatic drug, and about half had failed
two or more. Moreover, 20% of subjects
had previously received a TNF inhibitor
that over time had become ineffective. 

“That makes it presumably tougher to
achieve the kinds of responses we see in
most other trials where patients are re-
quired to be naive to anti-TNF medica-
tions. But this design more approximates
a real-world situation in which some of
the patients you’re treating receive cer-
tolizumab as first-line therapy, but others
may receive it as second- or third-line
anti-TNF medication,” the rheumatolo-
gist explained. 

The ACR 20 response to the pegylated
humanized TNF inhibitor at week 12 (the
prespecified primary study end point) was
closely similar in the twice-monthly and
once-monthly dosing groups, as was the
ACR 50 response. However, the twice-
monthly 200-mg regimen was superior at

achieving ACR 70. 
Skin responses were “quite robust,” Dr.

Mease declared. At week 12, among pa-
tients with at least 3% body surface area
involvement at baseline, PASI 75 respons-
es were documented in 47% of patients in
either of the certolizumab arms, vs.14%
of placebo-treated controls. At week 24,
PASI 75 responses were noted in 62% of
patients on twice-monthly certolizumab,
in 61% of those on once-monthly thera-
py, and in 15% of controls. (See box.)

Improved physical functioning was re-
flected in a mean 0.54-point reduction at

week 24 from a mean baseline HAQ-DI
(Health Assessment Questionnaire–Dis-
ease Index) score of 1.3 in the twice-
monthly certolizumab group and a
0.46-point decrease with once-monthly
therapy, both of which were well beyond
the 0.35-point reduction threshold con-
ventionally deemed to be a minimally
clinically important improvement. In con-
trast, HAQ-DI scores decreased by a mean
of only 0.19 points in the control group. 

Side effects were the same as those
seen in the treatment of rheumatoid
arthritis, for which certolizumab is ap-
proved in the United States and Europe
with the same dosing choices. 

He noted that he was presenting a first
look at the RAPID-PsA results. Later this
year at the annual meeting of the Amer-
ican College of Rheumatology, he and his
coinvestigators will be able to share the re-
sults of ongoing analyses of the radio-

graphic response to treatment, as well as
certolizumab’s ability to treat enthesitis
and dactylitis. Dr. Mease predicted that
the dosing that’s ultimately approved for
PsA will mimic that used in RA, offering
patients the flexibility to choose between
once- and twice-monthly therapy. 

Dr. Mease reported financial relation
ships with UCB, which markets cer-
tolizumab. In addition, as a clinical trial-
ist he has financial relationships with
numerous other pharmaceutical compa-
nies that are interested in rheumatologic
diseases. ■

Psoriatic Arthritis Patients With PASI 75 Responses
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In rheumatoid arthritis,  

JAK pathways play an important role in the cycle  
of inflammation that leads to joint destruction1-4

Activated immune cells infiltrate the joint in rheumatoid arthritis (RA) and produce cytokines and  

chemokines. These proteins bind to cell surface receptors, initiating a signal transduction cascade  

through intracellular signaling pathways such as the Janus kinase (JAK) pathways. This signaling  

stimulates the production of additional pro-inflammatory proteins, triggering the recruitment and  

activation of additional immune cells in the synovium of joints. These immune cells cause inflammation  

and joint destruction, and continue the loop of inflammatory signaling found in RA.1-4


