
Patients with systemic sclero-
sis should be screened annu-

ally for pulmonary arterial
hypertension, according to new
recommendations from an in-
ternational review committee,
as should patients with mixed
connective tissue diseases or
other connective tissue diseases
with scleroderma features.

While transthoracic
echocardiography remains
the main diagnostic tool for
pulmonary arterial hyperten-

sion (PAH), physicians also
should consider using pul-
monary function tests and
blood tests that measure the
level of the protein NT-pro- 
BNP to aid in early diagnosis,
the committee suggested.

PAH affects up to 15% of
patients with connective tissue
diseases and is a leading cause
of death for patients with sys-
temic sclerosis and mixed con-
nective tissue disease, said

EULAR Celebrates Researchers

Recent research has suggested that tumor
necrosis factor inhibitors can signif icant-

ly reduce diabetes risk in people with
rheumatoid arthritis. 

On Friday morning, Dr. Siri Lillegraven of
Diakonhjemmet Hospital in Oslo, Norway,
will present results from the CORRONA
study, which Dr. Lillegraven, its lead author,
called “the f irst large study to f ind the same
association.” The study used CORRONA
registry data from more than 15,000 patients
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At Wednesday evening's Opening Plenary Session, EULAR President Prof. Maxime Dougados presented awards for
the six top abstracts in basic science research (top left), the top three health professional research abstracts
(bottom left), and the six top abstracts in clinical science research (bottom right). This year for the first time,
EULAR presented awards for the top three undergraduate clinical science research abstracts (top right).
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and about 22,000 RA treatment
regimens with a mean duration be-
tween 1.5 and 2.4 years.

Dr. Lillegraven and her colleagues
found an adjusted hazard ratio for
type 2 diabetes of 0.35 for TNF in-
hibitors (95% confidence interval,
0.13-0.91), compared with a refer-
ence group of non-
methotrexate,
nonhydroxychloroquine,
nonbiologic disease-modi-
fying antirheumatic drugs
such as cyclosporine, sul-
fasalazine, and lefluno-
mide. The DMARDs
hydroxychloroquine and
methotrexate were sepa-
rately compared with this
reference group. 

“It was a statistically significant
finding, and the model was adjusted
for differences between patients
who received TNF inhibitors and
the patients who received the com-
parator drugs,” Dr. Lillegraven said
in an interview. 

One of Dr. Lillegraven’s coau-
thors on the study, Dr. Daniel
Solomon of Brigham and
Women’s Hospital in Boston earli-
er reported a lower risk of type 2
diabetes for individuals taking TNF
inhibitors or hydroxychloroquine,
compared with nonbiologic
DMARDs ( JAMA 2011;305:2525-
31). 

In that study, which enrolled
about 14,000 patients and evaluat-
ed about 22,000 treatment
episodes, the multivariate adjusted
hazard ratio for diabetes was 0.62
(95% CI, 0.42-0.91) for TNF in-
hibitors, compared with other non-
biologic DMARDs. The effect was
even greater for hydroxychloro-
quine, compared with other nonbi-
ologics (HR, 0.54; 95% CI,
0.36-0.80). 

Dr. Lillegraven and her col-
leagues saw a similar effect size for
hydroxychloroquine, compared

with the nonbiologic DMARDs,
but this did not reach statistical sig-
nificance. 

As both studies were observation-
al in design, Dr. Lillegraven noted,
the results do not carry the weight
of randomised, controlled trial f ind-
ings. “We would have loved to have

a clinical trial that con-
firmed the findings,”
she said, adding that de-
signing such a trial
would be difficult. “The
outcome is relatively
rare, and you will not
likely get enough dia-
betes outcomes to be
able to conclude
whether an exposure
had an effect.” In Dr.

Lillegraven and her colleagues’
study, for example, only 84 incident
cases of diabetes occurred.

Last year, investigators reported
that TNF inhibitors were associat-
ed with a halving of diabetes risk,
compared with RA patients who
had never used them (HR, 0.49;
95% CI 0.24-0.99), in a cohor t of
1,587 RA patients without diabetes
at enrollment who were followed
for 3-4 years (Arthritis Care Res.
2012;64:215-21), and several studies
have suggested a relationship be-
tween the biologic pathways that
TNF inhibitors affect and diabetes.

Dr. Lillegraven said that her
study’s f indings, added to the ear-
lier f indings, support “a potential
for tailoring treatment in high-
risk individuals.” But it is still too
early to draw any definite conclu-
sions regarding how this should
be carried out in the clinic , she
cautioned. ■

Abstract Session
Cardiovascular and other 

comorbidities in patients with 
rheumatoid arthritis
Friday 10:15 – 11:45

Hall 8

Results Hint at Tailored Therapy
TNF Inhibitors from page 1

committee chair Dr. Dinesh
Khanna, an associate professor
of medicine and director of
the scleroderma program at
the University of Michigan in
Ann Arbor. 

But diagnosis of PAH is of-
ten delayed in these patients,
potentially leading to un-
favourable outcomes, Dr.
Khanna said, and previous rec-
ommendations for PAH
screenings have not provided
detailed instructions for pa-
tients with connective tissue
diseases. He will discuss the
committee’s key findings and
recommendations this after-
noon.

Dr. Khanna and his col-
leagues reviewed the literature
for studies on screening and di-
agnosis of PAH in connective tissue
diseases. 

Using RAND/UCLA methodolo-
gy, they developed case scenarios
and had a task force panel of three
rheumatologists, one internist, four
pulmonologists, and two cardiolo-
gists – all familiar with pulmonary
vascular disease – vote on the sce-
narios. 

Among their f indings, the commit-
tee recommended that each year
physicians screen patients with sys-
temic sclerosis (SSc) and related spec-
trum disorders for PAH using
transthoracic echocardiography and
pulmonary function tests.

Echocardiography, pulmonary func-
tion tests, and blood tests for NT-
ProBNP should be ordered if new
signs or symptoms develop. All SSc pa-
tients with a positive screening test
should be referred for right heart
catheterisation, which is mandatory
for the diagnosis of PAH, the commit-
tee said. 

The committee did not recommend
screening for mixed connective tissue
disease patients who did not have scle-
roderma features; patients with lupus;

or patients with other connective tissue
diseases, as the prevalence of PAH is
either low or poorly defined in these
populations.

The recommendations should not
substitute for “individualised, direct as-
sessment of the patient, coupled with
clinical decision making by a compe-
tent health care practitioner,” the com-
mittee cautioned, noting that their
recommendations did not take into ac-
count the cost-effectiveness of tests
studied.

Other members of the review
committee were from the University
of California, Los Angeles; Massa-
chusetts General Hospital, Boston;
Stanford (Calif.) University; Universi-
ty of Zurich; University Hospital of
Lille (France); University of Paris
South; McGill University, Montreal;
Johns Hopkins University, Baltimore;
and St. Joseph Hospital, Phoenix. ■

Clinical Science Session
Targeting vascular remodeling

and PAH in systemic sclerosis
Friday 13:30 – 15:00

Room N105/106

Preventing Delayed Diagnosis
PAH Screening from page 1

Joint Stabilisation Unnecessary in Knee OA Physical Therapy
Most patients with knee osteoar thritis do well

with a typical physical therapy programme
that works on building muscle strength and regain-
ing performance of daily activities, and do not ini-
tially need joint stabilisation exercises, according to
a study directed by researchers at the Amsterdam
Rehabilitation Research Center. 

Jesper Knoop and his colleagues found that only
a small subset of patients benefit from a pro-
gramme focusing first on joint stabilisation. These

include patients with stronger upper leg muscles at
the start of therapy and those with lower laxity of
the knee joint. Mr. Knoop, a PhD student and
physical therapist at the rehabilitation center, will
present the results Saturday morning.

In a randomised controlled trial at the Reade
Centre for Rehabilitation and Rheumatology,
Amsterdam, 159 patients with knee osteoar thritis
and knee instability were assigned to one of two
12-week physical therapy regimens. The experi-

mental exercise programme focused on knee sta-
bilisation for the f irst 4 weeks, muscle strength
for the middle 4 weeks, and performance of daily
activities for the last 4 weeks. The control exer-
cise programme focused on muscle strength for 8
weeks and performance of daily activities for 4
weeks. Patients were largely female (61%) with a
mean age of 62 years and mean body mass inde x
of 29 kg/m2; 70% had a K ellgren-Lawrence

DR. SIRI LILLEGRAVEN
Annual echocardiograms and lung function tests
are recommended, Dr. Dinesh Khanna said.
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Subclinical Small Joint RA Inflammation Seen on MRI

Ahigh percentage of patients with
early rheumatoid arthritis have
inflammation

of the small joints
that can be detect-
ed with MRI but
not by physical ex-
amination.

Results of a
cross-sectional
study, to be pre-
sented by Dr. An-
nemarie Krabben
on Friday morning,
found that 66% of
wrist, 27% of
metacarpopha-
langeal (MCP), and
13% of metatar-
sophalangeal (MTP) joints that were
not clinically swollen showed signs of
inflammation on MRI. 

“You would expect that inflamma-
tion on MRI would be present in the

clinically swollen joints, but we also
saw inflammation in the nonswollen

joints,” Dr. Krabben,
of Leiden University
Medical Center in the
Netherlands, explained
in an interview.

Furthermore,
“when you look at the
joints with MRI-de-
tected inflammation, a
lot of these didn’t have
clinical inflammation,”
Dr. Krabben added. 

Clinical joint
swelling was absent in
60% of wrist, 53% of
MCP, and 78% of
MTP joints with bone

marrow oedema detected on MRI. If
severe MRI-detected oedema was
considered, joint swelling was absent
in 35%, 39%, and 58% of wrist, MCP,
and MTP joints, respectively.

The study involved patients with
early arthritis who were part of the
Leiden Early Arthritis Clinic cohort.
This cohort was established in 1993
to detect and treat inflammatory dis-
orders early in the disease
state (Rheumatology [Ox-
ford] 2011;50:93-100). 

Upon entry into the co-
hort, patients underwent a
physical examination that
included 68 tender and 66
swollen joint counts and
1.5-Tesla MRI of the wrist,
MCP, and MTP joints. The
latter were used to deter-
mine the presence and ex-
tent of synovitis, bone
marrow oedema, and tenosynovitis.

In total, 1,790 small joints were ex-
amined in 179 patients who had a me-
dian duration of symptoms of 15
weeks. Overall, 30% of wrist, 15% of
MCP, and 11% of MTP joints were

swollen at physical examination and
the majority also showed inflamma-
tion on MRI.

“There was a lot of subclinical in-
flammation, especially bone mar-

row oedema, in the
nonswollen joints,” Dr.
Krabben said. Bone mar-
row oedema is linked to
erosive disease progres-
sion, she observed and
suggested that the next
step is to see what hap-
pens to patients with sub-
clinical inflammation at
baseline, and whether this
will eventually progress to
erosive disease. ■

Abstract Session
Imaging in diagnosis of 
rheumatic diseases
Friday 10:15 – 11:45

Room N103/104

MRI of the wrist shows
subclinical inflammation in a
patient with early arthritis
symptoms.
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2013 EULAR RA Management Guidelines to Be Presented
The 2013 EULAR recommendations for the man-

agement of rheumatoid arthritis will revisit the
2010 recommendations with new evidence from
three systematic literature reviews and will address
common misinterpretations of the previous rec-
ommendations, according to the chair of the task
force, Prof. Josef S. Smolen.

Prof. Smolen, chairman of the depart-
ment of medicine 3 at the Medical Uni-
versity of Vienna, will present the
updated guidelines in a session Saturday.
His talk will be complemented by back-
ground information on the 2010 recom-
mendations by Prof. Robert B.M.
Landewé of the University of Amster-
dam and presentations of the search re-
sults by Dr. Cécile Gaujoux-Viala of the
Pitié Salpêtrière Hospital in Paris, Dr.
Jackie Nam of the U.K. National Insti-
tute for Health Research’s Musculoskele-
tal Biomedical Research Unit at the University of
Leeds, and Dr. Sofia Ramiro of the Hospital Gar-
cia de Orta, Almada, Portugal.

The 2010 recommendations for the management
of RA with synthetic and biological disease-modi-
fying antirheumatic drugs (DMARDs) comprised 3
overarching principles and 15 recommendations.
Those included recommendations dealing with
treatment targets and how to arrive at the targeted
therapeutic goal, namely by using composite mea-
sures of disease activity and adapting or changing
therapy every 3-6 months, Prof. Smolen said in an
interview.

This recommendation has often been misinter-
preted to mean that if the treatment goal was not
reached after 3 months, therapy should be changed.
This is not accurate and will be addressed more
clearly in the new recommendations, he noted.

Also addressed is the 2010 recommendation re-

garding monotherapy with synthetic DMARDs
rather than therapy with a combination of synthet-
ic DMARDs, which also has been misinter preted in
part, he said. This section included the statement
that, based on the evidence available at that time,
there was no indication that synthetic DMARD
combination treatment was superior to synthetic

DMARD monotherapy. The recommen-
dation was not intended to indicate that
the use of combination synthetic
DMARD therapy was wrong, “but it did
intend to say it’s not necessary to use
combination therapy because monother-
apy was similarly effective,” he explained.

Since the publication of the 2010 rec-
ommendations, the results of studies on
synthetic DMARD combination thera-
pies, with and without g lucocorticoids,
and even comparisons with biologic
agents have become available. The re-

sults of those studies, in the context of a systemat-
ic literature review, are included in the new
guidelines and also will be presented in the session,
Prof. Smolen said.

“Then the question arose more recently whether
one should use biological DMARDs as combina-
tion therapy or as monotherapy, and this will also
be addressed according to the latest available data,”
he added.

Among the other topics that will be discussed in
more detail is recommendation number 14 from
2010, which stated that DMARD-naive patients
“with poor prognostic markers might be consid-
ered for combination therapy of MTX [methotrex-
ate] plus a biological agent.” This recommendation
will be addressed “in light of data that recently be-
came available,” Prof. Smolen said. “Is there a ma-
jor benefit to initiating DMARD therapy with a
biological-synthetic DMARD combination rather

than synthetic DMARD therapy? That question
will be more clearly answered.”

Prof. Smolen pointed out that, based on available
evidence at the time, the 2010 recommendation to
use biological agents in patients at high risk f or a bad
outcome failing synthetic DMARDs also stated that
“current practice” was to use a tumor necrosis f actor
inhibitor. This was at a time when there was relative-
ly little experience with other biologicals such as
tocilizumab, abatacept, or rituximab in RA. The
committee has reassessed this issue to determine
whether this statement should be maintained, and
this topic also will be presented during the session.

The task force also discussed whether biosimilars
or tofacitinib, the oral Janus kinase ( JAK) inhibitor –
which is approved in the United States, Japan, and
Russia for moderate to severe RA but not yet in Eu-
rope – should be addressed. The results of those de-
liberations will also be presented by Prof. Smolen.

The EULAR task force that updated the recom-
mendations included Prof. Smolen, the chair ; Dr.
Landewé, an epidemiologist; other rheumatolo-
gists from all regions of Europe; patients; a health
economist; and infectious disease experts. The rec-
ommendations were based on three systematic lit-
erature reviews: one on synthetic DMARDs, one
on biologic DMARDs, and one on safety issues re-
lated to treatment.

The 2010 recommendations were published in
June 2010 (Ann. Rheum. Dis. 2010;69:964-75).
The update of these recommendations has been
drafted. ■

How to Treat/Manage
HOT Session 10 – Update of EULAR
Rheumatoid Arthritis Management 

recommendations
Saturday 12:00-13:30

Hall 7

PROF. JOSEF S.
SMOLEN
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News From EUSTAR

Patient recruitment for five ob-
servational trials began last
April as a part of the interna-

tional research project “DeSScipher,”
which is the largest-ever international
research project for systemic sclero-
sis. The start of these trials was the

culmination of years of planning and
effort by the Scleroderma Trials and
Research group of the European
League Against Rheumatism
(EUSTAR) as a part of the European
Union’s Seventh Framework Pro-
gramme in the f ield of rare diseases.
We wrote about the project ’s applica-
tions to several research groups in
last year’s EULAR Congress News,
and we are proud to report that the
project was funded by the EU and
began in December 2012.

Every EUSTAR centre and all other
systemic sclerosis (SSc) patient care
centres can now become contributing
centres to DeSScipher, which is short
for “To decipher the optimal man-
agement of systemic sclerosis.” The
five observational studies that are
now underway will be conducted
over a period of at least 2 years and
are designed to cover different evolu-

tionary phases of the disease, from
early functionally relevant manifesta-
tions, such as dig ital ulcers (observa-
tional trial 1) and hand ar thritis
(observational trial 2), to more severe
organ manifestations, such as intersti-
tial lung disease (observational trial

3), pulmonary hypertension (obser-
vational trial 4), and severe heart dis-
ease (observational trial 5).

The objective of DeSScipher is to
improve clinical practise in the man-
agement of SSc for both adult and ju-
venile patients, to facilitate earlier
detection and prevention of SSc and
its organ manifestations and subse-
quently initiate disease- or organ-spe-
cific treatment, and to improve at
least the quality of life of affected pa-
tients. Moreover, DeSScipher aims to
compare outcomes of prevention and
treatment regimens in SSc to def ine
appropriate outcome measures for
further SSc trials. International evi-
dence-based guidelines for the diag-
nosis and management of adult and
juvenile SSc will be based on the
DeSScipher results and developed un-
der the auspices of EULAR. The re-
sults and guidelines will be tr anslated

into all national languages through
the cooperation of the Federation of
European Scleroderma Associations,
disseminated to physicians and pa-
tients by means of annual “National
SSc Days” at key centres of the DeS- 
Scipher partners, and presented at

conferences as well as via the pro-
ject homepage,
www.desscipher.eu.

Beyond DeSScipher, the EU-
STAR group has carried out sever-
al research projects over the past
year, including the publishing of
an update on the prof ile of the
EUSTAR cohort and a comparison
between juvenile and young adult-

onset SSc patients that revealed that
they have comparable organ involve-
ment in adulthood. Other studies re-
ported on the characteristics of SSc
patients without ANA or Raynaud’s
phenomenon and with coexisting anti-
topoisomerase I and anticentromere
antibodies, TGF beta-receptor gene
variants in patients suffering from pul-
monary hypertension, and the out-
comes of biologic therapy in
SSc-associated polyarthritis and my-
opathy. The VEDOSS (Very Early Di-
agnosis of Systemic Sclerosis) cohort is
still recruiting patients to evaluate cri-
teria for very early SSc diagnosis, but
basic science data from the cohor t
should soon be available regarding ge-
netic factors, antiplatelet-derived
growth factor receptor autoantibodies,
and useful serum markers in early dis-
ease stages. There also are several oth-
er ongoing basic science research

activities, such as an analysis of
RANK, RANKL, and OPG polymor-
phisms, the genetic background of
SSc-related pulmonary hypertension,
alterations of oxidative stress respons-
es and immune regulation, and serum
levels of Dkk-1 and their correlation
with fibrosis or the expression of
renin-angiotensin system in the gastric
mucosa of scleroderma patients.

We look forward to an interesting
future overall with the DeSScipher
project and ongoing research activi-
ties. If you want to stay up to date
about current EUSTAR activities and
the DeSScipher project, please visit
www.eustar.org or www.desscipher.
eu. ■

For the EUSTAR group and the
DeSScipher project,

Ulf Müller-Ladner (EUSTAR
Chairman) and Marc Frerix

(DeSScipher project coordinator
team) 

Ultrasound Indicates Knee OA Damage, not Symptoms 
Inflammation on ultrasound is a reflection of the

radiographic severity of knee osteoarthritis,
rather than of pain, according to a University of
Nottingham (England) study to be presented Sat-
urday afternoon by lead author
Michelle Hall, Ph.D.

“We found a direct correla-
tion between measures of
gray-scale ultrasound [inflam-
mation] features and radi-
ographic severity. The
relationship between US [ul-
trasound] features and knee
pain was not as strong. Our
findings question the impor-
tance of inflammation for people with OA [os-
teoarthritis] and knee pain in the comm unity. The
same may not be true for hospital patients,” she
said in an interview. 

The idea of the project was to better understand
the association between knee OA, pain, and in-
flammation. Although US features are more com-
mon in painful knee OA, “the association between

them [has been] inconclusive,” the researchers not-
ed in their abstract. 

They x-rayed and assessed the knees of 243 par-
ticipants from the surrounding community for

pain, stiffness, and function.
Participants also had knee ul-
trasounds to check for effu-
sions, synovial hypertrophy,
popliteal cysts, and power
Doppler signals within the syn-
ovium, which, when present,
suggest “a more active inflam-
mation,” said Dr. Hall, a lectur-
er in the university’s division of
physiotherapy education.

Of the 243 participants, 59 had knee pain, 62 had
symptomatic radiographic OA, and 32 had asymp-
tomatic radiographic OA; an additional 90 par tici-
pants served as controls. 

Gray-scale US features of inflammation were
more common in symptomatic radiographic OA
(effusions in 57 [92%], synovial hypertrophy in 51
[82%], and popliteal cysts in 24 [39%]) than in con-

trols and people with knee pain ( P less than .05). 
Those same features also were strongly associat-

ed with radiographic OA (adjusted odds ratio for
effusion = 13.39, 95% conf idence interval 6.14-
29.02; aOR for synovial hypertrophy = 14.39, 95%
CI 6.28-32.94; and aOR for popliteal cysts = 3.19,
95% CI 1.42-7.17). 

However, only synovial hypertrophy was indepen-
dently associated with pain (aOR 6.56, 95% CI 2.85-
15.11). Likewise, follow-up data for 65 non-OA and
51 OA participants showed “no relationship between
change in pain severity and changes in US inflamma-
tory features. No independent associations were
found between power Doppler signal and pain or r a-
diographic OA.” The findings suggest that synovial
changes are “predominantly a secondary rather than
primary feature of OA,” the investigators noted. ■

Basic and Translational Science Session
Inflammation and mechanics in OA: 
exclusive or synergistic entities?

Saturday 12:00 – 13:30
Room N107/108

‘We found a direct correlation
between measures of gray-scale
ultrasound [inflammation] features
and radiographic severity. The
relationship between US features
and knee pain was not as strong.’

Correction
In "Abatacept, Adalimumab

Shown Equivalent in Rheuma-
toid Arthritis in 2-Year Head-to-
Head Trial," page 2 of
Thursday's EULAR Congress
News, Dr. Michael H. Schiff was
incorrectly identified as being
the medical director of the Den-
ver Arthritis Clinic Research
Unit. He no longer holds that
position.
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The JAK pathways play an important role in the
inflammatory process that leads to joint destruction.1–5
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Discover the intracellular world of Janus kinase (JAK) pathways in RA
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THE PRO-INFLAMMATORY PROTEIN PRODUCTION TRIGGERS THE RECRUITMENT
AND ACTIVATION OF ADDITIONAL IMMUNE CELLS. THESE CELLS INFILTRATE
THE SYNOVIUM WHERE THEY CAUSE INFLAMMATION AND JOINT DESTRUCTION,
CONTINUING THE LOOP OF INFLAMMATORY SIGNALLING.1–5
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Prof. Bresnihan and Prof.
Dayer Honoured for Their
Service to Rheumatology

This year’s recipients of the EULAR Meritorious Service
Award in Rheumatology are Prof. Barry Bresnihan and

Prof. Jean-Michel Dayer.
Prof. Bresnihan’s award is being made posthumously fol-

lowing his death in 2010. In addition to his contrib utions
to rheumatology both in Ireland and Texas, Prof. Bresni-
han was a ranked rugby player from 1966-1971. He set up
a laboratory at University College Dublin’s Medical
School, and at its teaching hospital, St. V incent’s. Between
both institutions, he created a matrix of specialised clinics
and multidisciplinary teams in rheumatology and rapidly
developed a clinical practice. While busy with those
achievements, Prof. Bresnihan produced more than 200

major papers, two
books, and 13 chap-
ter-length contribu-
tions to specialist
collections in rheuma-
tology.

Prof. Dayer is Emer-
itus Professor of Medi-
cine at the Centre
Médical Universitaire
Faculty of Medicine in
Geneva, Switzerland.
He has written 288
published papers in
peer-reviewed jour-
nals, 27 others, 72 re-
view articles, and 31
book chapters. ■

Stene Prize Awarded
For an Essay on
Healthy Ageing With
Rheumatic Disease
The 2013 Edgar

Stene Prize has
been awarded to
Mette Toft of Elsi-
nore, Denmark,
which is north of
Copenhagen. Ms.
Toft’s award win-
ning essay was
written on the
topic: “Health is a
state of complete
physical, mental
and social well-be-
ing and not mere-
ly the absence of
disease or inf irmi-
ty.” Her winning
essay was entitled:
“Growing up or growing older – my secret for healthy age-
ing with a rheumatic or musculoskeletal disease.” Her essay
was chosen from among those submitted b y the members of
the EULAR PARE Standing Committee. The award, which
comes with a cash prize of 2,000 euros, is g iven in recogni-
tion of the best essay written by someone with a rheumatic
disease. Ms. Toft was diagnosed with systemic lupus er ythe-
matosus in 2005. She has also been diagnosed with other
rheumatic diseases as well as multiple contact allergies and
multiple chemical sensitivity. ■

EULAR Names Four Honorary Members

Four devoted friends to EULAR are ending
their service on the Executive Committee
this month and are being honoured with

Honorary Memberships. 
Josef S. Smolen is Professor of Medicine and

Rheumatology at Medical University of Vienna,
and Chairman of the Department of Medicine 3
at the Medical University of Vienna and the 2nd
Department of Medicine at the Hi-
etzing Hospital in Vienna, Austria.
Prof. Smolen served as EULAR
President during 2005-2007. From
2007 to 2013 he has ser ved as Liai-
son/leader EULAR EU Public Af-
fairs Group.

Paul Emery is the Arthritis Re-
search UK Professor of Rheuma-
tology as well as Director of the
Leeds Institute of Rheumatic &
Musculoskeletal Medicine Univer-
sity of Leeds. Prof. Emery is also
Director of the Leeds Muscu-
loskeletal Biomedical Research
Unit at the Leeds Teaching Hospi-
tals NHS Trust. He served as EU-

LAR President from 2009 to 2011.
Mikkel Østergaard is Professor in the Depart-

ment of Rheumatology at the Copenhagen Uni-
versity Hospital at Glostrup. He served on the
EULAR Standing Committee of Musculoskeletal
Imaging from 2009 to 2013 and w as its chair
from 2010 to 2012.

Kåre Birger Hagen is head of the Research

Unit of the National Resource Centre for Reha-
bilitation in Rheumatology at Diakonhjemmet
Hospital, Oslo. In addition, he is Research Coor-
dinator at the Diakonhjemmet Hospital and Pro-
fessor in the Department of Health Sciences at
the University of Oslo. He has served as vice
president representing Health Professionals in
Rheumatology from 2009 to 2013. ■

Prof. Østergaard (left), President Dougados, and Dr. Hagen.

PROF. BARRY BRESNIHAN 

Mette Toft of Elsinore, Denmark,
accepted her award from Prof. Dougados.

P
H
O
T
O
S
:
B
E
R
N
A
R
D
O
D
IA
Z
P
IS
O
N

Valerie Bresnihan (left) accepted the award for her late husband,
posing with President Dougados and Prof. Dayer.

Prof. Smolen (left), President Dougados, and Prof. Emery .
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Will doing these activities be 
challenging for your digital 

ulcer patients?

Digital ulcers (DUs) are a frequent and persistent problem for
patients with systemic sclerosis (SSc)1,2 and can significantly
impact their quality of life.3-11

Here on stand 57, hall 10 we’re talking not only about a
clinical management approach to help reduce the burden of
this debilitating condition, but also about earlier detection
via capillaroscopy.

To find out more and get some hands on experience with
capillaroscopy, come and join us during exhibition times.

Come to Stand 57 and let’s talk

Date of preparation: May 2013 TRA301
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Power Doppler Ultrasound Detects Synovitis in
Clinically Inactive Juvenile Idiopathic Arthritis

Ultrasonography with power
Doppler may be more sensitive
than a clinical examination in

detecting synovitis among patients
with inactive juvenile idio-
pathic arthritis, Spanish re-
searchers have found. The
technology could help
physicians determine the
best course of treatment
for these patients.

Using ultrasonography
in a group of children
with clinically inactive ju-
venile idiopathic arthritis
( JIA), pediatric rheumatol-
ogist Dr. Paz Collado of Severo
Ochoa University Hospital in
Madrid, and her colleagues at f ive
other hospitals found that 37 of
1,496 (2.5%) joints studied had
Grayscale synovial hypertrophy and
18 of the 37 (48%) presented with
an increased power Doppler signal,
representing synovial hyperaemia,
as a sign of inflammation. Dr. Colla-
do will discuss the study on F riday
afternoon.

“The current clinical definition of

inactive disease, now applied to pa-
tients with no clinical symptoms or
signs of arthritis activity, could actual-
ly mean low disease activity with no

functional impairment for
some patients,” Dr. Collado
said in an interview. The
technology could be useful
in identifying disease persis-
tence before discontinuing
treatment but should be a
complementary tool, she
said. “Clinical history and
imaging techniques should
be used together to con-
firm or reject persistent in-

flammation that could lead to damage
in JIA.”

Ultrasonography also could be ide-
al for monitoring therapy, she said.

Dr. Collado and her colleagues
studied the prevalence of abnormal-
ities detected by ultrasonography in
34 children with JIA aged 4-16 years.
Half of the study patients had at-
tained one or more previous periods
of disease inactivity. Twenty-three
patients had attained clinical remis-
sion with disease-modifying an-

tirheumatic drugs (DMARDs), and
11 patients did so of f medication.
Investigators performed clinical and
ultrasonography assessments blindly
on 44 joints in each patient, and
used the OMERACT (Outcome
Measure in Rheumatology in Clini-
cal Trials) definitions for synovitis
and tenosynovitis. They evaluated
areas including the shoulder, elbow,
wrist, hip, knee, ank le, mid-foot,
and hands. “Just the presence of
Doppler signal inside the intr a-artic-
ular synovium or in the synovial
sheath was considered as inflamma-
tory activity for our study,” the au-
thors said.

Researchers found inflammation
more often in some joints , such as
knees, ankles, wrists, and small
joints of fingers. “Thirteen (38.2%)
patients had evidence of at least one
abnormal ultrasound finding; al-
though the number of ultrasound
abnormalities detected in patients
who achieved remission on
DMARDs was higher than in those
who achieved remission off medica-
tion, there were no signif icant dif-

ferences between the two groups in
detecting Grayscale synovitis (P =
.86), Grayscale tenosynovitis (P =
.78), and power Doppler signal (P =
.38),” the authors wrote.

“Our study shows that a propor-
tion of patients presenting with clini-
cally inactive disease had Grayscale
synovitis and some of them seem to
have had inflammatory activity as de-
tected by power Doppler,” said the
authors. “The significance of these
findings has importance in order to
obtain an accurate definition of dis-
ease status in the g rowing skeleton of
JIA patients.”

Researchers contributing to the
study were from Ramón y Cajal Uni-
versity Hospital, La Paz University
Hospital, Gregorio Marañón Hospi-
tal, and Niño Jesús Hospital, all in
Madrid; and Valle de Hebrón Univer-
sity Hospital in Barcelona. ■

Clinical Science Session
Relapsing and remitting arthri-

tis: when to stop therapy
Friday 13:30 – 15:00

Hall 8

DR. PAZ COLLADO
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Tracleer® (bosentan) Abbreviated Prescribing Information (Please refer to the full SmPC before prescribing)

Tracleer 62.5mg and 125mg film-coated tablets; 32mg dispersible tablets

Uses Treatment of pulmonary arterial hypertension (PAH) to improve exercise capacity and symptoms in patients with

WHO functional class III. Efficacy has been shown in primary (idiopathic and heritable) PAH, PAH secondary to scleroderma

without significant interstitial pulmonary disease and PAH associated with congenital systemic-to-pulmonary shunts and

Eisenmenger’s physiology. Some improvements have also been shown in patients with PAH WHO functional class II.

Tracleer is also indicated to reduce the number of new digital ulcers in patients with systemic sclerosis and ongoing digital

ulcer disease.

Dosage and administration Treatment should only be initiated and monitored by a physician experienced in the treatment

of PAH or systemic sclerosis. Tablets are to be taken orally morning and evening, with or without food. The dispersible

tablets should be added to a little water on a spoon, and the liquid stirred to aid dissolution, before swallowing. If necessary

the dispersible tablet can be divided along the break-marks. The dispersible tablet has been studied only in paediatric

patients with PAH. Treatment should be initiated at a dose of 62.5 mg twice daily for 4 weeks and then increased to the

maintenance dose of 125 mg twice daily. In the case of PAH clinical deterioration despite Tracleer treatment for at least 

8 weeks, alternative therapies should be considered. However, some PAH patients who show no response after 8 weeks

of treatment with Tracleer may respond favourably after an additional 4 to 8 weeks of treatment. PAH patients not

responding well to 125 mg twice daily of Tracleer may slightly improve their exercise capacity when the dose is increased

to 250 mg twice daily. A careful benefit/risk assessment should be made, taking into consideration that the liver toxicity

is dose-dependent. If the decision to withdraw Tracleer is taken, it should be done gradually while an alternative therapy

is introduced. Controlled clinical trial experience in patients with digital ulcers associated with systemic sclerosis is limited

to 6 months and there are no data on the safety and efficacy in patients under the age of 18 years. The digital ulcer

patient’s response to treatment and need for continued therapy should be re-evaluated on a regular basis. Dosage in

hepatic impairment Mild: No dose adjustment required. Moderate/Severe: Contraindicated. Dosage in renal impairment:

No dose adjustment required. No dose adjustment is required in patients undergoing dialysis. Dosage in elderly patients:

No dose adjustment required. Children and patients with low body weight with PAH: Pediatric pharmacokinetic data have

shown that bosentan plasma concentrations in children were not increased by increasing the dose of Tracleer above 2

mg/kg body weight twice daily (see section 5.2). Based on the pharmacokineticresults, higher doses are unlikely to be

more effective, and greater adverse event rates cannot formally be excluded in young children if the dose is increased.

There is only limited clinical experience in paediatric patients under 2 years of age.

Contraindications Hypersensitivity to the active substance or any of the excipients, moderate to severe hepatic impairment,

baseline values of liver aminotransferases (AST and/or ALT), greater than 3 times the upper limit of normal, concomitant

use of cyclosporine A, pregnancy, women of childbearing potential who are not using a reliable (barrier) method of

contraception (see later).

Special warnings and precautions for use The efficacy of Tracleer has not been established in patients with severe

pulmonary arterial hypertension. Transfer to a therapy that is recommended at the severe stage of the disease (e.g.

epoprostenol) should be considered if the clinical condition deteriorates. The benefit/risk balance of Tracleer has not been

established in patients with WHO class I functional status of PAH. Tracleer should only be initiated if the systemic systolic

blood pressure is higher than 85 mmHg. Tracleer has not been shown to have a beneficial effect on the healing of existing

digital ulcers.

Liver function Elevations in liver aminotransferases, i.e. aspartate and alanine aminotransferases (AST and/or ALT),

associated with Tracleer are dose-dependent. Liver enzyme changes typically occur within the first 26 weeks of

treatment, but may also occur late in treatment. Recommendations are as follows:

intervals.

�5 and � 8 x ULN) and if the rise

is � 3 and � 5 x ULN confirm by another liver test; if confirmed, a decision should be made on an individual

basis to continue Tracleer, possibly at a reduced dose, or to stop Tracleer administration.). Continue to monitor

aminotransferase levels at least every 2 weeks. If the aminotransferase levels return to pre-treatment values

consider continuing or re-introducing Tracleer according to the conditions described below.

risks and when liver aminotransferase levels are within pre-treatment values. The advice of a hepatologist is

recommended. AST/ALT levels must then be checked within 3 days after re-introduction, then again after 2

weeks, and thereafter according to the recommendations above.

�8 x ULN rise in liver aminotransferases, treatment

must be stopped and re-introduction of Tracleer is not to be considered.

Haemoglobin concentration Tracleer has been associated with dose-related decreases in haemoglobin concentration. In 

placebo-controlled studies, decreases were not progressive, and stabilised after the first 4–12 weeks of treatment. It is 

recommended that haemoglobin concentrations be checked prior to initiation of treatment, monthly for the first 4 months

and quarterly thereafter. In the post-marketing period, cases of anaemia requiring red blood cell transfusion have been 

reported. Women of childbearing potential Not to be initiated in women of childbearing potential unless they practice

reliable contraception and have a negative pre-treatment pregnancy test. Before the initiation of Tracleer treatment, the 

absence of pregnancy should be checked by a negative pregnancy test, appropriate advice on reliable methods of

contraception provided, and reliable contraception initiated. Due to potential pharmacokinetic interactions Tracleer may 

render hormonal contraceptives ineffective. Therefore, women of child-bearing potential must not use hormonal

contraceptives (including oral, injectable, transdermal, and implantable forms) as the sole method of contraception but 

should use an additional or an alternative reliable method of contraception. In case of any doubt on the contraceptive

advice, consultation with a gynaecologist is recommended. Because of possible hormonal contraception failure during

Tracleer treatment, and also bearing in mind the risk that pulmonary hypertension severely deteriorates with pregnancy, 

monthly pregnancy tests during treatment are recommended to allow early detection of pregnancy. Pulmonary veno-

occlusive disease (PVOD) Cases of life threatening pulmonary oedema have been reported with vasodilators (mainly

prostacyclin) when used in those patients. Should signs of pulmonary oedema occur in PAH patients, the possibility of

associated veno-occlusive disease should be considered. There have been rare reports of pulmonary oedema in patients

treated with Tracleer who had a suspected diagnosis of PVOD. PAH patients with concomitant left ventricular failure No 

specific study has been performed. It is recommended that patients be monitored for signs of fluid retention. Should this

occur, treatment with diuretics is recommended, or the dose of existing diuretics should be increased. Treatment with

diuretics should be considered in patients with evidence of fluid retention before the start of treatment with Tracleer. PAH

associated with HIV infection (lopinavir+ritonavir and other boosted protease inhibitors) patient’s tolerability of Tracleer

should be closely monitored with special attention, at the beginning of the initiation phase, to the risk of hypotension

and to liver function tests. An increased long-term risk of hepatic toxicity and haematological adverse events cannot be 

excluded when bosentan is used in combination with antiretroviral medicinal products. Due to potential for interactions 

related to the inducing effect of bosentan on CYP450 patients should be monitored carefully regarding their HIV infection

and the HIV therapy. Nevirapine: due to a marked hepatotoxicity of nevirapine that could cumulate with bosentan liver

toxicity, this combination is not recommended. Other antiretroviral agents: No specific recommendation can be made

with regard to other available antiretroviral agents. Pulmonary hypertension secondary to chronic obstructive pulmonary

disease (COPD) Safety and tolerability of bosentan was investigated in an exploratory, uncontrolled 12 week study in 11 

patients with pulmonary hypertension secondary to severe COPD (stage III of GOLD classification). An increase in minute

ventilation and a decrease in oxygen saturation were observed and the most frequent adverse event was dyspnoea, which

resolved with discontinuation of bosentan. Concomitant use with other medicinal products Glibenclamide: Not recommended,

due to an increased risk of elevated liver aminotransferases. Fluconazole: Not recommended. Rifampicin: Not recommended.

Concomitant administration of both a CYP3A4 inhibitor and a CYP2C9 inhibitor should be avoided. Hormonal contraceptives: 

Hormone based contraceptives alone, regardless of the route of administration are not considered as reliable methods

of contraception. Tracleer 32 mg dispersible tablets contain a source of phenylalanine (Aspartame – E951). This may be 

harmful for people with phenylketonuria.

Pregnancy and lactation Tracleer is contraindicated in pregnancy. Tracleer may render hormonal contraceptives ineffective.

Before the initiation of Tracleer treatment in women of child-bearing potential, the absence of pregnancy should be

checked, appropriate advice on reliable methods of contraception provided, and reliable contraception initiated. If there 

is any doubt about what contraceptive advice should be given to the individual patient, consultation with a gynaecologist

is recommended. Because of possible hormonal contraception failure during Tracleer treatment, and also bearing in mind

the risk that pulmonary hypertension severely deteriorates with pregnancy, monthly pregnancy tests during treatment

are recommended to allow early detection of pregnancy. Use during lactation: Not recommended.

Ability to drive and use machines Tracleer may cause dizziness, which could affect the ability to drive or use machines.

Side effects In 20 placebo-controlled studies, conducted in a variety of therapeutic indications, a total of 2,486 patients

were treated with bosentan at daily doses ranging from 100 mg to 2000 mg and 1,838 patients were treated with placebo.

The mean treatment duration was 45 weeks. The most commonly reported adverse drug reactions (as occurring in at

least 1% of patients on bosentan and at a frequency at least 0.5% more than on placebo) are headache (11.5% vs 9.8%),

oedema/fluid retention (13.2% vs 10.9%), abnormal liver function test (10.9% vs 4.6%) and anaemia/haemoglobin

decrease (9.9% vs 4.9%). Treatment with bosentan has been associated with dose-dependent elevations in liver

aminotransferases and decreases in haemoglobin concentration (see section 4.4, Special warnings and precautions for

use). Following is the convention used for frequency: convention: very common (�1/10); common (�1/100 to �1/10);

uncommon (�1/1,000 to �1/100); rare (�1/10,000 to �1/1,000); very rare (� 1/10,000). Reports from post marketing experience

are included in Italics. No clinically relevant differences in undesirable effects were observed between the overall dataset and

the approved indications.

1 Frequency cannot be estimated from the available data.
2 Hypersensitivity reactions were reported in 9.9% of patients on bosentan and 9.1% of patients on placebo.
3 Headache was reported in 11.5% of patients on bosentan and 9.8% of patients on placebo.
4 These types of reactions can also be related to the underlying disease.
5 Oedema or fluid retention was reported in 13.2% of patients on bosentan and 10.9% of patients on

placebo.

In the post-marketing period rare cases of unexplained hepatic cirrhosis were reported after prolonged therapy with Tracleer

in patients with multiple co-morbidities and therapies with medicinal products. There have also been rare reports of liver

failure. These cases reinforce the importance of strict adherence to the monthly schedule for monitoring of liver function

for the duration of treatment with Tracleer.

Uncontrolled studies in paediatric patients with PAH (AC-052-356 [BREATHE-3]; AC-052-365 [FUTURE 1])

The safety profile in this population (BREATHE-3: n = 19, Tracleer 2 mg/kg twice daily; treatment duration 12 weeks;

FUTURE 1: n = 36, Tracleer 2 mg/kg twice daily for 4 weeks followed by 4 mg/kg twice daily; treatment duration 12 weeks)

was similar to that observed in the pivotal trials in adult patients with PAH. In BREATHE-3, the most frequent adverse events

were flushing, headache, and abnormal liver function. In FUTURE-1, the most frequent adverse events were infections and

abdominal pain/discomfort. There were no cases of liver enzyme elevations in the FUTURE-1 study.

Laboratory abnormalities Liver test abnormalities In clinical studies, dose-dependent elevations in

liver aminotransferases generally occurred within the first 26 weeks of treatment, usually developed gradually, and were

mainly asymptomatic. In the post-marketing period rare cases of liver cirrhosis and liver failure have been reported. The

mechanism of this adverse effect is unclear. These elevations in aminotransferases may reverse spontaneously while

continuing treatment with the maintenance dose of Tracleer or after dose reduction, but interruption or cessation may be

necessary (see section 4.4). In the 20 integrated placebo-controlled studies, elevations in liver aminotransferases �3 times

the upper limit of normal (ULN) were observed in 11.2% of the bosentan-treated patients as compared to 2.4% of the

placebo-treated patients. Elevations to �8 × ULN were seen in 3.6% of the bosentan-treated patients and 0.4% of the

placebo-treated patients. Elevations in aminotransferases were associated with elevated bilirubin (�2 × ULN) without

evidence of biliary obstruction in 0.2% (5 patients) on bosentan and 0.3% (6 patients) on placebo.

Haemoglobin A decrease in haemoglobin concentration to below 10 g/dL from baseline was reported in 8.0% of bosentan-

and 3.9% of placebo-treated patients respectively.

Overdose Massive overdose may result in pronounced hypotension requiring active cardiovascular  support.

Packaging quantity Tracleer 62.5 mg: 14, 56 or 112 film-coated tablets. Tracleer 125 mg: 56 or 112 film-coated tablets.

Not all pack sizes may be marketed. Tracleer 32 mg: 56 dispersible tablets.

Marketing Authorisation Holder and Numbers Actelion Registration Ltd Chiswick Tower, 13th Floor 389 Chiswick High

Road London W4 4AL UK

EU/1/02/220/001/2/3/4/5/6

Legal category Prescription Only Medicine

Date of PI preparation November 2012

Qualitative and quantitative composition: Each film-coated tablet contains 62.5 mg or 125 mg bosentan

(as monohydrate) respectively. Each dispersible tablet contains 32 mg bosentan (as monohydrate). Excipient: 3.7 mg of

Aspartame (E951) are present in each dispersible tablet other excipients Tracleer 62.5 mg and 125 mg film-coated tablets:

Pregelatinised starch; Sodium starch glycollate; Povidone; Glycerol dibehenate; Magnesium stearate; Film coat: Hypromellose;

Glycerol triacetate; Talc; Titanium dioxide (E171); Iron oxide yellow (E172); Iron oxide red (E172); Ethylcellulose Tracleer 32

mg dispersible tablets: Cellulose microcrystalline; Calcium hydrogen phosphate anhydrous; Croscarmellose sodium; Silica

colloidal anhydrous; Tartaric acid; Tutti frutti flavour; Aspartame (E951); Acesulfame potassium; Magnesium stearate.

References: 1. Schiopu, E, Impens, AJ and Phillips, K. Digital ischemia in scleroderma spectrum of diseases. Int J Rheumatol.

2010; DOI: 10.1155/2010/923743. 2. Hachulla, E, Clerson, P, Launay, D, et al. Natural history of ischemic digital ulcers in

systemic sclerosis: single-center retrospective longitudinal study. J Rheumatol. 2007; 34 (12): 2423-2430. 3. Denton, C,

Guillevin, L, Krieg, T, et al. Demographics and previous complications/interventions of patients with digital ulcers in different

subsets of scleroderma: preliminary findings from the DUO registry. Presented at ACR. October 2009; Abstract: THU0307.

4. Korn, JH, Mayes, M, Matucci Cerinic, M, et al. Digital ulcers in systemic sclerosis: prevention by treatment with bosentan,

an oral endothelin receptor antagonist. Arthritis Rheum. 2004; 50 (12): 3985-3993. 5. Matucci-Cerinic, M, Denton, CP,

Furst, DE, et al. Bosentan treatment of digital ulcers related to systemic sclerosis: results from the RAPIDS-2 randomised,

double-blind, placebo-controlled trial. Ann Rheum Dis. 2011; 70 (1): 32-38. 6. Berezne, A, Seror, R, Morell-Dubois, S, et al.

Impact of systemic sclerosis on occupational and professional activity with attention to patients with digital ulcers. Arthritis

Care Res (Hoboken). 2011; 63 (2): 277-285. 7. Hunsche, E, Denton, C, Krieg, T, et al. Work and daily activity impairment in

patients with digital ulcers (DUs) - results from the DUO registry. Presented at the International Society for Pharmacoeconomics

and Outcomes Research (ISPOR) 13th Annual European Congress. November 6-9 2010; Abstract: PSY63. 8. Chung, L and

Fiorentino, D. Digital ulcers in patients with systemic sclerosis. Autoimmun Rev. 2006; 5 (2): 125-128. 9. Ingraham, K and

Steen, V. Morbidity of digital tip ulcerations in scleroderma [abstract]. Arthritis Rheum. 2006; 54 (9 Suppl): P578. 10. Steen,

V, Denton, CP, Pope, JE, et al. Digital ulcers: overt vascular disease in systemic sclerosis. Rheumatology (Oxford). 2009; 48

Suppl 3 iii19-24. 11. Tracleer (bosentan) SmPC. Actelion. November 2012.

Adverse events should be reported. Reporting forms and information

can be found at www.yellowcard.gov.uk. Adverse events should also be

reported to Actelion Pharmaceuticals UK Limited on 0845 0750555 (UK)

or 1890 771648 (Ireland)

Tracleer 32 mg comprimidos dispersables no está comercializado en España
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System organ class Frequency Adverse reaction

Blood and lymphatic system 

disorders

Common

Not known1

Uncommon

Uncommon

Anaemia, haemoglobin 

decrease, (see section 4.4)

Anaemia or haemoglobin decreases 

requiring red blood cell transfusion

Thrombocytopenia

Neutropenia, leukopenia

Immune system disorders Common

Rare

Hypersensitivity reactions (including 

dermatitis, pruritus and rash)2

Anaphylaxis and/or 

angioedema

Nervous system disorders Very common

Common

Headache3

Syncope4

Cardiac disorders Common Palpitations4

Vascular disordersa Common

Common

Flushing 

Hypotension4

Gastrointestinal disorders Common Gastrooesophageal reflux disease, 

Diarrhoea

Hepatobiliary disorders Very common

Uncommon

Rare

Abnormal liver function test, (see section 4.4)

Aminotransferase elevations associated with 

hepatitis and/or jaundice (see section 4.4)

Liver cirrhosis, liver failure

Skin and subcutaneous 

disorders

Common Erythema

General disorders and 

administration site conditions 

Very common Oedema, fluid retention5
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Metabolic Syndrome May Independently Increase
Risk for Severe Knee Osteoarthritis

Metabolic syndrome increases
the risk of severe knee os-
teoarthritis, but not severe hip

osteoarthritis, independent of
weight, according to a study that
Australian researchers will present
Saturday afternoon.

The findings “suggest [a] different
pathogenesis of knee and hip OA [os-
teoarthritis]. We can only speculate
as to why some factors have more
impact” on knee OA. “The relative
importance of bone and soft tissue
health in the pathogenesis of hip and
knee OA, which may be affected by
metabolic factors, may account for
this difference,” said rheumatologist
and senior investigator Dr. Anita
Wluka of Monash University in Mel-
bourne.

She and her colleagues came to
their conclusions after examining the
metabolic profiles of 685 patients
who eventually went on to knee re-
placements for severe OA, and 580
who eventually got new hips. They’d
all had some combination of dyslip- 
idaemia, hypertension, or impaired
fasting glucose for several years be-
forehand; waist circumferences in the
men had been at least 94 cm, and in
the women at least 80 cm. 

After adjusting for age, gender,

birth country, education, and body
mass index [BMI], Dr. Wluka and
her colleagues found that both cen-
tral obesity (hazard ratio = 1.51,
95% confidence interval, 1.20-1.91)
and hypertension (HR = 1.25, 95%
CI, 1.05-1.50) increased the risk of
severe knee OA. 

Also, “there was a dose-response
relationship between the number of
metabolic syndrome components

and knee OA risk, independent of
BMI” (one component HR = 2.1,
95% CI, 1.11-4.01; two components
HR = 2.94, 95% CI, 1.57-5.52; thr ee
or more components HR = 3.13,
95% CI, 1.66-5.91). 

Although the f indings were statisti-
cally significant for knee OA, “no sig-
nificant associations were observed
for hip OA,” Dr. Wluka said. 

The results suggest that controlling

metabolic problems might help in
knee OA, whether or not people lose
weight. It’s going to take clinical
studies to know for sure,
Dr. Wluka said. 

The connection’s been
made before. “Increasing
evidence suggests [that
there are] associations be-
tween osteoarthritis and
the metabolic syndrome
and its components,” she
and her associates noted in
their abstract. 

Perhaps “hypertension
associates with OA through subchon-
dral ischaemia” and “ectopic lipid de-
position in chondrocytes induced by
dyslipidaemia initiate[s] OA develop-
ment … by deregulated cellular lipid
metabolism in joint tissues. Hyper-
glycaemia and OA [might] interact at
both local and systemic levels; local
effects of oxidative stress and ad-
vanced glycation end-products are
implicated in cartilage damage,
whereas low-grade systemic inflam-
mation results from glucose accumu-
lation and contributes to a toxic
internal environment that can exacer-
bate OA,” Chinese researchers sug-
gested recently (Nat. Rev.
Rheumatol. 2012;8:729-37).

“Obesity-related metabolic factors,
particularly altered levels of
adipokines, [may] contribute to OA

development by inducing
the expression of proin-
flammatory factors as well
as degradative enzymes,
leading to the inhibition of
cartilage matrix synthesis
and stimulation of sub-
chondral bone remodel-
ing,” they wrote. 

A U.S. team noted that
“there is growing evidence
that OA is not simply a dis-

ease related to aging or mechanical
stress of joints but rather a ‘metabol-
ic disorder’ in which various interre-
lated lipid, metabolic, and humoral
mediators contribute to the initiation
and progression of the disease
process. Indeed, OA has been linked
not only to obesity but also to other
cardiovascular risk factors, namely,
diabetes, dyslipidemia, hypertension,
and insulin resistance” (Metab. Syndr.
Relat. Disord. 2010;8:295-305). ■

Clinical Science Session
Metabolic syndrome and

rheumatic diseases
Saturday 12:00 – 13:30

Hall 8

Congress Dinner at the Palacio del Negralejo 

Friday, 14 June, 20:30 – 24:0 0
Price: EUR 95 per person (not included in the registration fee)

The Congress Dinner is a great opportunity to see and experience an
historic building while enjoying a relaxed evening with dinner among
colleagues from around the world. In 1790, on the ruins of the “Ne-
grales” castle, a family from Madrid’s nobility built their country
palace. Later, well into the 19th century, the Marquis of Villamejor
founded his famous stables, home to the renowned “Figueroa” stud. In
1982 the owners decided to turn this fabulous complex into a venue for
events and functions, keeping the original style but introducing all the
modern functionality required for events. Such was the determination
and perfectionism put into the restoration that Palacio del Negralejo
can today be considered an ethnological museum where one can find
countless antique farm implements, household, and decorative items.
Join this evening and taste the Spanish flavour of the place!
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grade of at least 2.
Physical function was assessed at

baseline and 6, 12, and 38 weeks lat-
er by a therapist unaware of which
regimen patients received. Out-
come measures included Western
Ontario and McMaster Universities
Arthritis Index (WOMAC) physical
function – the primary outcome –
as well as pain, global perceived ef-
fect, and knee stability. 

“Both treatment groups demon-
strated large (20%-40%) and clini-
cally relevant reductions in activity
limitations, pain, and knee instabili-
ty,” the researchers said. Investiga-
tors found no signif icant differences
in WOMAC physical function or
other outcome measures except for
global perceived improvement,
which was 87% in the experimental
group versus 73% in the control
group (P = .04). Patients in both
groups reported more than 30% de-
creases in knee instability.

“We were very surprised by the
results, as we specifically included
patients with knee instability, for

which a targeted knee stabilisation
treatment could be presumed to be
superior,” Mr. Knoop said. “While
the experimental programme re-
sulted in large improvements, the
control programme did equally
well. This means that physical ther-
apists can just provide regular
strength training.”

But “adding knee stabilisation
training can be effective in some
subgroups,” he added, “namely in
those with knee instability but with
sufficiently strengthened muscles
and those with knee instability but
adequate passive restraint system
(ligaments, capsule). Here, the addi-
tion of knee stabilisation training
can enhance treatment effects. For
those with very weak muscles, it
seems to be better to f irst provide
strength training for the most opti-
mal treatment outcomes.” ■

Health Professionals Session
Optimisation of care for

patients with hip 
and knee osteoarthritis
Saturday 8:30 – 10:00

Room N113/114

DR. ANITA WLUKA
‘There was a dose-response
relationship between the number
of metabolic syndrome
components and knee
[osteoarthritis] risk, independent
of [body-mass index].’

Continued from page 2
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Metabolic Syndrome May Independently Increase
Risk for Severe Knee Osteoarthritis

Metabolic syndrome increases
the risk of severe knee os-
teoarthritis, but not severe hip

osteoarthritis, independent of
weight, according to a study that
Australian researchers will present
Saturday afternoon.

The findings “suggest [a] different
pathogenesis of knee and hip OA [os-
teoarthritis]. We can only speculate
as to why some factors have more
impact” on knee OA. “The relative
importance of bone and soft tissue
health in the pathogenesis of hip and
knee OA, which may be affected by
metabolic factors, may account for
this difference,” said rheumatologist
and senior investigator Dr. Anita
Wluka of Monash University in Mel-
bourne.

She and her colleagues came to
their conclusions after examining the
metabolic profiles of 685 patients
who eventually went on to knee re-
placements for severe OA, and 580
who eventually got new hips. They’d
all had some combination of dyslip- 
idaemia, hypertension, or impaired
fasting glucose for several years be-
forehand; waist circumferences in the
men had been at least 94 cm, and in
the women at least 80 cm. 

After adjusting for age, gender,

birth country, education, and body
mass index [BMI], Dr. Wluka and
her colleagues found that both cen-
tral obesity (hazard ratio = 1.51,
95% confidence interval, 1.20-1.91)
and hypertension (HR = 1.25, 95%
CI, 1.05-1.50) increased the risk of
severe knee OA. 

Also, “there was a dose-response
relationship between the number of
metabolic syndrome components

and knee OA risk, independent of
BMI” (one component HR = 2.1,
95% CI, 1.11-4.01; two components
HR = 2.94, 95% CI, 1.57-5.52; thr ee
or more components HR = 3.13,
95% CI, 1.66-5.91). 

Although the f indings were statisti-
cally significant for knee OA, “no sig-
nificant associations were observed
for hip OA,” Dr. Wluka said. 

The results suggest that controlling

metabolic problems might help in
knee OA, whether or not people lose
weight. It’s going to take clinical
studies to know for sure,
Dr. Wluka said. 

The connection’s been
made before. “Increasing
evidence suggests [that
there are] associations be-
tween osteoarthritis and
the metabolic syndrome
and its components,” she
and her associates noted in
their abstract. 

Perhaps “hypertension
associates with OA through subchon-
dral ischaemia” and “ectopic lipid de-
position in chondrocytes induced by
dyslipidaemia initiate[s] OA develop-
ment … by deregulated cellular lipid
metabolism in joint tissues. Hyper-
glycaemia and OA [might] interact at
both local and systemic levels; local
effects of oxidative stress and ad-
vanced glycation end-products are
implicated in cartilage damage,
whereas low-grade systemic inflam-
mation results from glucose accumu-
lation and contributes to a toxic
internal environment that can exacer-
bate OA,” Chinese researchers sug-
gested recently (Nat. Rev.
Rheumatol. 2012;8:729-37).

“Obesity-related metabolic factors,
particularly altered levels of
adipokines, [may] contribute to OA

development by inducing
the expression of proin-
flammatory factors as well
as degradative enzymes,
leading to the inhibition of
cartilage matrix synthesis
and stimulation of sub-
chondral bone remodel-
ing,” they wrote. 

A U.S. team noted that
“there is growing evidence
that OA is not simply a dis-

ease related to aging or mechanical
stress of joints but rather a ‘metabol-
ic disorder’ in which various interre-
lated lipid, metabolic, and humoral
mediators contribute to the initiation
and progression of the disease
process. Indeed, OA has been linked
not only to obesity but also to other
cardiovascular risk factors, namely,
diabetes, dyslipidemia, hypertension,
and insulin resistance” (Metab. Syndr.
Relat. Disord. 2010;8:295-305). ■
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historic building while enjoying a relaxed evening with dinner among
colleagues from around the world. In 1790, on the ruins of the “Ne-
grales” castle, a family from Madrid’s nobility built their country
palace. Later, well into the 19th century, the Marquis of Villamejor
founded his famous stables, home to the renowned “Figueroa” stud. In
1982 the owners decided to turn this fabulous complex into a venue for
events and functions, keeping the original style but introducing all the
modern functionality required for events. Such was the determination
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baseline and 6, 12, and 38 weeks lat-
er by a therapist unaware of which
regimen patients received. Out-
come measures included Western
Ontario and McMaster Universities
Arthritis Index (WOMAC) physical
function – the primary outcome –
as well as pain, global perceived ef-
fect, and knee stability. 

“Both treatment groups demon-
strated large (20%-40%) and clini-
cally relevant reductions in activity
limitations, pain, and knee instabili-
ty,” the researchers said. Investiga-
tors found no signif icant differences
in WOMAC physical function or
other outcome measures except for
global perceived improvement,
which was 87% in the experimental
group versus 73% in the control
group (P = .04). Patients in both
groups reported more than 30% de-
creases in knee instability.

“We were very surprised by the
results, as we specifically included
patients with knee instability, for

which a targeted knee stabilisation
treatment could be presumed to be
superior,” Mr. Knoop said. “While
the experimental programme re-
sulted in large improvements, the
control programme did equally
well. This means that physical ther-
apists can just provide regular
strength training.”

But “adding knee stabilisation
training can be effective in some
subgroups,” he added, “namely in
those with knee instability but with
sufficiently strengthened muscles
and those with knee instability but
adequate passive restraint system
(ligaments, capsule). Here, the addi-
tion of knee stabilisation training
can enhance treatment effects. For
those with very weak muscles, it
seems to be better to f irst provide
strength training for the most opti-
mal treatment outcomes.” ■
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Study Design

Primary Endpoint
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 visit www.ASPIRAtrial.com  
email ASPIRAtrial@infi.com
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12:00 – 13:15
Poster Tours Poster Area
Cartilage and joint homeostasy
Clinical Scleroderma
Management of SpA 2
Methodological issues in the study 
of RMDs

Pathogenesis of Lupus and 
Sjögren’s syndrome

RA - Anti-TNF therapy
RA - prognosis, predictors 
and outcome

Research highlights in primary care
The mysteries of inflammation: 
revealed?

Update on therapies for vasculitis

13:30 – 15:00
What is New (WIN)
WIN Session 6 Hall 6

How to Treat/Manage (HOT)
HOT Session 7 Hall 7

Clinical Science Sessions
Relapsing and remitting arthritis:
when to stop therapy Hall 8

Osteoporotic fractures and
fracture healing in
osteoporosis Room N103/104

Targeting vascular remodeling 
and PAH in systemic 
sclerosis Room 105/106

Challenges in Clinical Practice
Session
Refractory lung fibrosis in 
rheumatic diseases Hall 4

Outcomes Science Session
Referring patients with low 
back pain  and 
spondyloarthritis Room N101/102

Primary Care Session
Opportunities and hazards in medical 
treatment of rheumatic 
disease Room Retiro

Basic and Translational Science
Sessions
New pathways in spondyloarthritis:
the IL23 axis and beyond
Room N107/108

Resolving inflammation through
endogenous pathways Room N109/110

Educational Session
Young Investigator Forum 1: 
Getting your message 
across Room N111/112

Fellows in Training Session
World Rheumatology: education 
and training offerings for 
fellows and other health 
professionals Room N113/114

EULAR Projects in Education and Training
Educational pearls Room N115

Joint Clinical / HPR / PARE Session
Family planning, pregnancy and 
parenthood Room N116

Practical Skills Session
Ultrasound Basic 2 Room N117
EULAR Projects in Epidemiology and Health
Services
Guidelines for the conduct and report of T rial
Extension Studies Room N118

15:30 – 17:00
What is New (WIN)
WIN Session 7 Hall 6
Clinical Science Sessions
Osteoarthritis: a multiple
phenotypes disease Hall 8

Continued from page 1

Continued on page 16
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Defining Who Will Benefit From Stepped Care for Pain

Tailored behavioral medicine
treatment has been shown to be
as effective as referral to conven-

tional physical therapy in patients
with musculoskeletal pain. Provided
in a stepped manner, it may also
spare health care resources. 

However, it remains uncertain
which patients are most likely to ben-
efit most from stepped care. 

In a talk titled “Step-Up: An innov-
ative stepped-care protocol for tai-
lored behavioral medicine treatment
in the management of musculoskele-

tal pain in primary care,” Pernilla
Åsenlöf, Ph.D., of Uppsala University
in Sweden, will describe the protocol
of a new randomised, controlled trial
designed to enroll nearly 600 pa-
tients. The results, she hopes, will
make it easier for primary care physi-
cians to refer patients with pain to
the right level of care. 

“The first step of the tailored mod-
el is a minimal intervention: advice

that the patient needs to keep mov-
ing and that there is no danger al-
though it may hurt,” Dr. Åsenlöf said
in an interview. “We know today that
this kind of simple advice can be as
effective as comprehensive physio-
therapy programs and manipulation
exercises, and it seems to be cost ef-
fective for some patients. We would
like to f ind out who will benefit from
a minimal intervention.” 

Dr. Åsenlöf and her colleagues
have published several studies on
tailored behavioral medicine treat-
ment in musculoskeletal pain, in-
cluding the results of a randomised
trial (n = 122) that r evealed short-
term, pain-related disability out-
comes to be similar between
patients randomised to conventional
physical therapy and those who re-
ceived the tailored behavioral inter-
vention, with the latter f aring better
(Euro. J. Pain 2009;13:1080-8). 

“Patients who received the tailored
behavioral medicine intervention im-
proved more in pain-related disability
and even in pain intensity than [did]
those under conventional physical
therapy,” Dr. Åsenlöf said. “And,
most remarkably, the effects were
shown to have been maintained 2
years after the study.”

For their new study, Dr. Åsenlöf
and her colleagues aim to collect psy-

chological data that will help them
identify characteristics of patients
most likely to benefit from minimal
intervention. “We need to identify
these ‘adaptive copers,’ so we don’t
have to put our health care resources
into them,” she said. “We want to
find out which clinical indi-
vidual profile will respond
from the f irst step and
which will benefit from
treatment closely matched
to their risk prof ile in the
second step.” The study as
designed is powered to do
so.

Dr. Åsenlöf ’s research
team is recruiting patients
aged between 18 and 65
years with musculoskeletal
pain, including f ibromyalgia. The re-
searchers will conduct a psychologi-
cal screening of all patients,
excluding any deemed clinically de-
pressed or at risk of suicide. The re-
searchers will pay particular attention
to patients seen to exhibit fear of
movement and avoidance, “which is
closely associated with depression,”
Dr. Åsenlöf said. “We want to see
whether we can affect it with our in-
terventions.”

All patients in the study will be gin
with a minimal intervention – advice
on staying active. Patients deemed in

need of additional interventions,
based on a standardised pain screen-
ing assessment, will be randomised
to two different forms of treatment.
Both groups will be assigned super-
vised exercise twice a week for 8
weeks.

The experimental group,
however, will also meet
weekly with a physical
therapist specially trained
in behavioral medicine,
who will work with pa-
tients on the behavioral
components assumed to
match each of the two pre-
defined risk profiles. The
investigators will collect
data at 8 weeks, then at 12
and 24 months posttreat-

ment.
“We are using standard question-

naires and adhering to published rec-
ommendations for core outcomes,”
Dr. Åsenlöf said. “But an important
feature with this behavioral medicine
intervention is that we are doing
functional behavioral analysis in each
case.” ■

Abstract Session Primary Care
From epidemiology to 

effective practise
Friday 10:15 – 11:45

Room Retiro

DR. PERNILLA
ÅSENLÖF

To the RA Patient, Remission Is About Personal Goals
Remission in rheumatoid arthritis is clinically de-

fined as a disease activity score of 2.6 or less – a
number that, for many patients, holds little meaning.

“For patients, it’s less about a numerical score
that the health professional arrives at and more
about that individual’s personal goals: Can they
walk the dog? Can they dance at a wedding?” said
Ailsa Bosworth, head of the U.K.’s Na-
tional Rheumatoid Arthritis Society. “If
they are not meeting these goals, yet the
health professional thinks they’re in clini-
cal remission, then we’ve got a discon-
nect.”

To understand how patients envision
remission, to learn how clinicians are
communicating about it, and to help
both clinicians and patients better def ine
remission goals, Ms. Bosworth and her
colleagues convened a focus group and
drafted a 34-question patient survey to discern
what was happening in clinics across the United
Kingdom and what could be improved. 

At her Friday morning talk, titled “What Is Re-
mission to You? Defining Remission From a Pa-
tient’s Perspective,” Ms. Bosworth will present
results from that survey, which drew about 1,100
responses. 

Half of the patients surveyed had not discussed

remission with their doctors or nurses, Ms.
Bosworth and her colleagues report, and 9 out of
10 were unaware of what constitutes clinical re-
mission in RA. While the vast majority of patients
reported that setting personal goals was important
to them, they also reported difficulty communicat-
ing such goals to their physicians, with three-quar-

ters not sharing goals with clinicians and
half skeptical or uncertain as to whether
such goals even mattered to their doc-
tors. 

“There are some quite substantial mes-
sages here, particularly for health profes-
sionals in how they go about talk ing
about remission,” Ms. Bosworth said in an
interview. “We hear rheumatologists in
national and international conferences
talking about treat-to-target strategies,
tight control, and remission as if this were

the norm; however, the reality of that happening in
clinics in the United Kingdom is much less than
you’d imagine sitting in a EULAR session.” 

Ms. Bosworth said that the survey study was not
intended to diminish the impor tance of the DAS28
protocol in getting to remission, but rather to en-
hance it. “Research has clearly shown that if you
follow the protocol, you improve outcomes,” she
said. “We encourage patients to f ind out their DAS

scores.” Ms. Bosworth and her colleagues also
learned through their focus group and surveys that
patients “did not view DAS28 as a potential mea-
sure to work toward remission, but rather just as
something used to adjust access to biolo gics.” 

Ms. Bosworth noted that with juvenile idiopathic
arthritis, remission is one of the overriding goals
pediatric rheumatologists aim for. “Yet, somehow,
this doesn’t translate in the same way to adults.
There doesn’t routinely seem to be this discussion
about what can we do to get you into a state
where you can do everything you want to do, from
the word go,” she said.

Adult patients, also, may be diagnosed too late
or have accumulated disease damage that makes
the concept of disease remission harder to
achieve. In this case, “clinicians need to talk to the
individual and ascertain what they want to do,
then help them achieve these goals,” Ms.
Bosworth said, “more than focusing on an arbi-
trary number that may or may not mean some-
thing to the patient.” ■

Abstract Session PARE
From abstract to concrete – the variety of 

activities in the PARE organisations
Friday 10:15 – 11:45

Room N116

AILSA BOSWORTH

‘Patients who received the tailored
behavioral medicine intervention
improved more in pain-related
disability and even in pain
intensity than [did] those under
conventional physical therapy.’
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What is coming after TNFi in axial SpA?
NSAIDs again or new drugs? Room N103/104

Basic and Translational Science Sessions
Cell-cell interactions and 
vascular functions Room N107/108

Cholesterol in the middle Room N109/110

Outcomes Science Session
Administrative databases: How safe
is it to use them as a
research source? Room N101/102

PReS Session
Predicting outcome of rheumatic
diseases in children Room N105/106

Practical Skills Sessions
MRI Advanced 1 Room N117
Diagnostic and prognostic use
of capillaroscopy in
rheumatology 2 Room N118

How to Treat / Manage (HOT)
HOT Session 8 Hall 7

Challenges in Clinical Practice Session
Opportunistic infections in rheumatic
diseases Hall 4

Primary Care Session
Collaboration between primary and
secondary care: early detection of
inflammatory arthritis Room Retiro

Educational Session
Young Investigator Forum 2: 
Getting your message 
across Room N111/112

Health Professionals Workshop Session
Using psychological approaches in
the clinical setting: What can
we do and how? N113/114

PARE Session
What is new? Latest advances in
management and treatment Room N116

Saturday, 15 June
At a Glance
Registration 08:30 – 15:30
Exhibition 09:30 – 14:00
Scientific Sessions 08:30 – 14:45

08:30 – 10:00
What is New (WIN)
WIN Session 8 Hall 6

Clinical Science Sessions
What we learn from osteoarthritis
cohorts? Hall 8

Clinical trials addressing
macrophage and chemokines
in RA Room N103/104

How to Treat / Manage (HOT)
HOT Session 9 Hall 7

Basic and Translational Science Sessions
EFIS - EULAR Session: Tertiary
Lymphoid structures in diseases:
good or bad for the
patients? Room N105/106

Enter the regenerative rheumatologist –
endogenous stem cells and joint
repair in osteoarthritis Room N107/108

The science of pain Room N109/110

Challenges in Clinical Practice Session
Osteoporotic fractures despite
maximum treatment Hall 4

Outcomes Science Session
Challenges in outcome
measures Room N101/102

Fellows in Training Session
How to optimise health professional input
in your practice Room N111/112

Health Professionals Session
Optimisation of care for patients
with hip and knee
osteoarthritis Room N113/114

Practical Skills Session
Ultrasound Advanced 2 Room N117

Joint Clinical / HPR / PARE Session
Social media in RMD Room N116

10:30 – 11:45
Poster Tours Poster Area
Getting a grip of the evidence
A tour around imaging
Clinical aspects in paediatric 
rheumatology

Clinical myositis, overlaps and 
scleroderma

Gout and crystal arthritis
Osteoarthritis
Pharmacologic and non-pharmacologic
treatment of fibromyalgia and 
musculoskeletal pain

Psoriatic arthritis
RA – Clinical aspects and co-morbidity
Spondyloarthritis – clinical aspects, 
biomarkers and imaging

Update on non-TNF inhibitors in RA

12:00 – 13:30
What is New (WIN)
WIN Session 9 Hall 6
Clinical Science Sessions
Metabolic syndrome and rheumatic 
diseases Hall 8

Clinical trial 
methodology Room N103/104

How to Treat / Manage (HOT)
HOT Session 10 Update of EULAR
Rheumatoid Arthritis Management
recommendations Hall 7

Challenges in Clinical Practice Session
Neuropsychiatric complications
in SLE Hall 4

Outcomes Science Session
How to assess
comorbidities Room N101/102

Basic and Translational Science Sessions
Inflammation and mechanics in OA;
exclusive or synergistic
entities? Room N107/108

Sugars and lectins in
autoimmunity Room N109/110

Health Professionals Session
Vision 2020 - get to know your EULAR
Health Professionals; future
goals and objectives Room N113/114

Practical Skills Session
MRI Advanced 2 Room N117

PARE Session
The three musketeers – Equity for all:
Availability, affordability and
acceptability of arthritis health
care in Europe Room N116

13:45 – 14:45
Highlight Sessions
Clinical Hall 8
Health Professionals Room N113/114
PARE Room N116

Continued from page 13
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Cholesterol, Triglycerides Correlate With PsA Activity

Individuals with high disease activi-
ty in psoriatic arthritis have a high-
er odds of elevated total

cholesterol and triglyceride levels
than do individuals with low disease
activity, according to data being pre-
sented Friday afternoon by Dr. Anna
Broder, on behalf of Dr. Monalyn
Labitigan.

A study of data from the Consor-
tium of Rheumatology Researchers
of North America (CORRONA) reg-
istry found that psoriatic arthritis pa-
tients with moderate to high disease
activity had 60% greater odds of total
cholesterol levels above 200 mg/dL
(odds ratio, 1.6; 95% conf idence in-
terval, 1.1-2.2; P = .010) and of
triglyceride levels above 150 mg/dL
(OR, 1.6; 95% CI, 1.2-2.3; P = .005),
compared with those with low dis-
ease activity.

The presence of enthesitis/dactyli-
tis was also associated with an in-
creased risk of total cholesterol
greater than 200 mg/dL (OR, 1.6;

95% CI, 1.1-2.5; P = .02), but the
study found no other signif icant asso-
ciations between disease activity and
other lipid levels. 

Previous research had suggested
that not only do obese patients have
an increased risk of developing pso-
riatic arthritis, but that obesity is
also associated with a reduced abili-
ty to achieve minimal disease activi-
ty.

“The link between the two seems
to be the presence of inflammatory
cytokines such as IL-1, IL-6, TNF-al-
pha, and leptin,” said Dr. Labitigan,
a fellow in the division of rheuma-
tology at the Albert Einstein Col-
lege of Medicine, New York, in an
interview.

“Studies conflict in terms of the
pattern of dyslipidaemia for psoriatic
arthritis. However, our f indings sug-
gest that it may be more similar to
that of obesity rather than rheuma-
toid arthritis, where increasing dis-
ease activity and worsening

inflammation lead to a decrease in
overall lipid levels.”

The differing patterns of dyslip- 
idaemia observed in psoriatic arthritis
and rheumatoid arthritis
imply that the relationship
is beyond the effect of
medications, Dr. Labitigan
said.

The study examined
data from 725 patients
with psoriatic arthritis,
284 (39%) of whom had
moderate to high disease
activity, defined as a Clin-
ical Disease Activity In-
dex score of greater than
10 and/or the presence of enthesi-
tis/dactylitis. 

There was a higher proportion of
women in the moderate to high dis-
ease activity group, compared with
the low disease activity group (57%
vs. 46%, P = .006). Moderate to
high disease activity also occurred
more often among smokers (12.7%
vs. 7.7%, P = .029) and was associ-
ated with a higher mean body mass
index (31.7 vs. 30.6 kg/m2, P = .02). 

Patients in the moderate to high

disease activity group also had a
higher log erythrocyte sedimenta-
tion rate (2.44 vs. 2.13, P = .003)
and log C-reactive protein (1.63 vs.

1.31, P = .002), as well as
shorter disease duration
(mean, 8.7 vs. 11.2 years; P
= .001).

Researchers adjusted the
models to account for fac-
tors such as gender, dura-
tion of disease, disease-
related medication use (in-
cluding prednisone), smok-
ing, BMI, diabetes, use of
cholesterol-lowering med-
ications, and consumption

of fish oil.
The results point to a possible link

between high disease activity, abnor-
mal lipid profile, and an increased
cardiovascular risk in psoriatic ar thri-
tis that warrants further investiga-
tion, the researchers said. ■

Basic and Translational 
Science Session

Cholesterol in the middle
Friday 15:30 – 17:00

Room N109/110

High disease activity increased the odds for
elevated total cholesterol and triglyceride levels.

DR. MONALYN
LABITIGAN

Staying Positive, Healthy Keeps Long-Term OA Pain in CHECK
Patients with knee osteoarthritis who “retreated”

into a passive coping strategy and engaged in
an unhealthy lifestyle were likely to develop more
long-term pain than were patients who stayed
physically healthy and emotionally strong in a
large Dutch cohort study.

“To diminish pain in patients with earl y sympto-
matic OA [osteoarthritis], attention should be g iv-
en not only to pain complaints, but also to
effective use of coping strategies and unhealthy
lifestyle factors,” said the lead author of the study,
Janet Wesseling, Ph.D., of the University Medical
Center, Utrecht, the Netherlands. “This is a further
argument to take coping and lifestyle factors into
account in the management of early OA.”

Dr. Wesseling will present the results of the
study on Friday afternoon.

Her findings were extracted from data in the
CHECK (Cohort Hip and Cohort Knee) study, a
10-year prospective cohort study with a mir ror co-
hort in the United States. It’s following 1,002 pa-
tients with early OA-related complaints of hip
and/or knee pain.

The study’s pain trajectory subanalysis includ-
ed 5-year data on 705 patients with symptomatic
knee OA. She identif ied three trajectories in
these patients: good, moderate, and poor pain
outcomes.

Patients with a good outcome tr ajectory (n =
222) had over time a slight decrease in pain severity
and ended up with a low pain severity. Those with
a moderate outcome trajectory (n = 294) had a
stable course of moderate pain over time. The

poor outcome trajectory group (n = 189) had an
increase in pain severity over time and ended up
with severe pain. 

Compared with the good outcome g roup, partic-
ipants in the other g roups were significantly more
likely to have a higher body mass index (odds ratio

= 1.1). Patients in the moderate and poor outcome
groups also were significantly more likely to
smoke than were those in the good outcome
group (moderate outcome, OR = 1.8; poor out-
come, OR = 2.3).

There were significant differences in coping
strategies as well. The poorer-outcome groups
were more likely to have a passive coping style.
They were significantly more likely to worry
about their condition than was the good outcome
group (moderate outcome, OR = 2.3; poor out-
come, OR = 3.5), and more likely to rest often
(moderate outcome, OR = 1.6; poor outcome, OR
= 2.4).

Distinguishing different trajectories could have
implications for treatment, Dr. Wesseling noted in
an interview. Clinicians can suggest ways to im-
prove the way patients choose to deal with their
condition – beginning with an up-front conversa-
tion. 

“At the very least, the topic should be discussed
during counseling on OA. Physicians should be alert
to increasing stress levels in their patients. Some-
times, physicians can help counsel patients about
managing stress, but a psychological consult might
also be useful. And self-management programs can
help patients manage and tolerate their pain.” ■

Clinical Science Session
Osteoarthritis: a multiple 

phenotypes disease
Friday 15:30 – 17:00

Hall 8
‘Take coping and lifestyle factors into account in the
management of early OA,’ said Janet W esseling, Ph.D.
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Satellite Symposia Programme Friday 14 June
08:15 – 09:45 Roche Hall 8
Tailoring choice of therapy to 
meet patients’ needs: What 
are the differences between
available treatment 
options in RA? Chair: M. Dougados, 

France
08:15 - 08:25
Introduction M. Dougados, 

France
08:25 - 08:45
Evolving choices in RA treatment: 
What are the important differences 
between the mechanisms 
of action? E. Choy, 

UK
08:45 - 09:05
Translating the evidence into 
clinical context: What are the 
considerations for tailoring 
treatments to optimize 
outcomes in RA? P. Emery, 

UK
09:05 - 09:25
Insights into the safety profiles of RA 
treatments: What does the long-ter m 
evidence tell us? A. Rubbert Roth, 

Germany
09:25 - 09:35
Summary M. Dougados, 

France
09:35 - 09:45
Question and Answer Session All

08:15 – 09:45 GSK N101/N102
Insights, advances and outcomes: 
what’s next for lupus? Chairs: J.

Go’mez-Reino, Spain &
X. Mariette, France

08:15 - 08:20
Welcome J. Go’mez-Reino, 

Spain & X. Mariette, France
08:20 - 08:35
The reality of SLE: Insights from 
the Spanish RELESSER 
registry J. Pego-Reigosa, 

Spain
08:35 - 08:55
Understanding the clinical drivers 
of SLE morbidity M. Urowitz, 

Canada
08:55 - 09:15
The biology of organ 
damage C. Chizzolini, 

Switzerland
09:15 - 09:35
Reflections on current treatment
strategies for SLE after 40 years of
experience M. Neuwelt,

USA
09:35 - 09:45
Conclusions and panel 
discussion J. Go’mez-Reino,

Spain & X. Mariette, France

08:15 – 09:45 
AstraZeneca N105/N106
How Today’s Evidence Is 
Shaping Tomorrow’s 
RA Therapy Chair: E. Keystone, 

Canada

08:15 - 08:25
Opening remarks E. Keystone, 

Canada
08:25 - 08:45
What are the issues for achieving suc-
cess for patients with RA? E. Keystone, 

Canada
08:45 - 09:05 
How can clinical trials and real 
world experience inform clinical 
practice? R. van Vollenhoven, 

Sweden
09:05 - 09:25
How understanding the mechanism of
disease provides therapeutic 
opportunity in RA P. Taylor,

UK
09:25 - 09:45
Moderated Q&A and closing 
remarks Faculty

08:15 – 09:45 medac Retiro
Disease control through optimizing
the use of non-biologic 
treatment Chair: E. Nasonov,

Russia
Escalating and de-escalating 
MTX in RA: Conclusions from A Span-
ish Expert Consensus J. Calvo-Alen, 

Spain
Anti-biological antibodies and 
immunogenicity G-J. Wolbink, 

Netherlands
A practical way to good clinical 
outcomes in RA T. Sokka-Isler, 

Finland
Treat to target concept in RA: 
Russian experience E. Nasonov, 

Russia

08:15 – 09:45 
Bioiberica N107/N108
Advances in the Management of
Joint and Bone Diseases: Where are
we Heading? Chairs: P.

Du Souich, Canada & 
I. Möller, Spain

08:15 – 08:22
Welcome and Introduction P. Du Souich, 

Canada
08:22 – 08:34
The role of the Inflammasome 
in Osteoarthritis 
Pathogenesis V. Byers Kraus, 

USA
08:34 – 08:46
Effects of glucosamine and Chon-
droitin Sulfate on Knee Osteoarthritis
Structural Changes over Time: 
Data from the OAI 
Cohort J. Martel-Pelletier, 

Canada
08:46 – 08:58
Use of Chondroitin Sulfate and 
Need for Total Knee Replacement: 
A Population-Based Cohort 
Study D. Prieto-Alhambra,

UK
08:58 – 09:10
Arthrotest: A Clinically Validated DNA

-based Test to Predict Knee 
Osteoarthritis Progression I. Möller, 

Spain
09:10 – 09:22
Genetics in Osteoporosis: New 
Tools to Predict Bone 
Fracture S. Ferrari, 

Switzerland
09:22 – 09:38
Question and Answer Session
09:38 – 09:45
Concluding Remarks P. Du Souich, 

Canada

08:15 – 09:45 Janssen N111/N112
State of the art – current practices 
and future management of psoriatic 
arthritis Chair: J. Smolen, 

Austria
08:15 - 08:20
Welcome and Introduction J. Smolen, 

Austria
08:20 - 08:40
Pathogenesis of psoriasis and 
psoriatic arthritis C. Ritchlin, 

USA
08:40 - 09:00
Clinical assessment and 
therapeutic strategies in 
psoriatic arthritis J. Smolen, 

Austria
09:00 - 09:30
Current and emerging targeted treat-
ment options in psoriasis and psoriatic 
arthritis: psoriasis L. Puig, 

Spain
Current and emerging targeted treat-
ment options in psoriasis and psoriatic
arthritis: Psoriatic arthritis I. McInnes, 

UK
09:30 - 09:45
Questions and closing 
remarks C. Ritchlin, 

USA

17:30 – 19:00 Roche N101/N102
Different needs, different options:
Clinical challenges and
considerations in tailoring 
RA treatments to 
patients Chair: J. Isaacs,

UK
This interactive programme will bring
together a panel of international ex-
perts in RA to discuss key considera-
tions in choosing RA therapy for the
different types of patients they see in
day-to-day practise.
The expert panel, comprising J. Isaacs
(UK), C. Gabay (Switzerland), A.
Östör (UK), and M. Buch (UK), will
centre their discussions around a num-
ber of topics relevant to daily clinical
practise, including:
� The growing range of treatment
options in RA
� The importance of considering pa-
tient factors in therapeutic decision-
making
� Medication nonadherence in RA, in-
cluding available data on prevalence,

contributing factors, and impact on
clinical outcomes

17:30 – 19:00 MSD N105/N106
The Many Manifestations of
Spondyloarthritis: Advance 
in detection and 
management Chair: E. Collantes-

Estévez, Spain
17:30 - 17:40
Welcome & Chairman’s Introductory
Remarks E. Collantes-Estévez, 

Spain
17:40 – 18:00
Identifying, Managing, and 
Assessing SpAs D. van der Heijde, 

Netherlands
18:00 - 18:20
Perspectives on Managing Complex
Disease Manifestations D. Elewaut, 

Belgium
18:20 - 18:40
Using Biologics for Disease 
Management in SpAs J. Braun, 

Germany
18:40 - 19:00
Question and Answer Session All
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Important Treatment Considerations
Indications
Rheumatoid Arthritis (RA)

HUMIRA, in combination with methotrexate, is indicated for:
• The treatment of moderate to severe active RA in adult patients when the response to disease-modifying antirheumatic drugs

(DMARDs), including methotrexate, has been inadequate.
• The treatment of severe active and progressive RA in adults not previously treated with methotrexate.
HUMIRA can be given as monotherapy in case of intolerance to methotrexate or when continued treatment with methotrexate
is inappropriate.
HUMIRA has been shown to reduce the rate of progression of joint damage as measured by X-ray and to improve physical
function when given in combination with methotrexate.
Polyarticular Juvenile Idiopathic Arthritis (JIA)

HUMIRA, in combination with methotrexate, is indicated for the treatment of active polyarticular juvenile idiopathic arthritis in
children and adolescents aged 2 to 17 years who have had an inadequate response to one or more DMARDs. HUMIRA can be
given as monotherapy in case of intolerance to methotrexate or when continued treatment with methotrexate is inappropriate.
HUMIRA has not been studied in children aged less than 2 years.
Ankylosing Spondylitis (AS)

HUMIRA is indicated for the treatment of adults with severe active ankylosing spondylitis who have had an inadequate response
to conventional therapy.
Axial Spondyloarthritis Without Radiographic Evidence of AS

HUMIRA is indicated for the treatment of adults with severe axial spondyloarthritis without radiographic evidence of AS but with
objective signs of inflammation by elevated CRP and/or MRI, who have had an inadequate response to or are intolerant to
nonsteroidal anti-inflammatory drugs.
Psoriatic Arthritis (PsA)

HUMIRA is indicated for the treatment of active and progressive psoriatic arthritis in adults when the response to previous DMARD
therapy has been inadequate. HUMIRA has been shown to reduce the rate of progression of peripheral joint damage as measured by
X-ray in patients with polyarticular symmetrical subtypes of the disease and to improve physical function.
Psoriasis (Ps)

HUMIRA is indicated for the treatment of moderate to severe chronic plaque psoriasis in adult patients who failed to respond to
or who have a contraindication to, or are intolerant to other systemic therapy, including cyclosporine, methotrexate, or PUVA.
Crohn’s Disease (CD)

HUMIRA is indicated for the treatment of moderately to severely active Crohn’s disease in adult patients who have not responded
despite a full and adequate course of therapy with a corticosteroid and/or an immunosuppressant, or who are intolerant to or
have medical contraindications for such therapies.
Ulcerative Colitis (UC)

HUMIRA is indicated for the treatment of moderately to severely active ulcerative colitis in adult patients who have had an
inadequate response to conventional therapy, including corticosteroids and 6-mercaptopurine (6-MP) or azathioprine (AZA), or
who are intolerant to or have medical contraindications for such therapies.
Pediatric Crohn’s Disease

HUMIRA is indicated for the treatment of severe active Crohn’s disease in pediatric patients (6 to 17 years of age) who have had
an inadequate response to conventional therapy, including primary nutrition therapy, a corticosteroid, and an immunomodulator,
or who are intolerant to or have contraindications for such therapies.
Contraindications

• Hypersensitivity to the active substance or to any of the excipients
• Active tuberculosis or other severe infections, such as sepsis, and opportunistic infections
• Moderate to severe heart failure (NYHA class III/IV)

Important Treatment Considerations
Infections

•  Patients treated with HUMIRA are more susceptible to serious infections. Impaired lung function may increase the risk for
developing infections. Patients must be closely monitored for infection, including tuberculosis (TB), before, during, and after
treatment with HUMIRA.

• Do not start HUMIRA in patients with an active infection, including chronic or localized infections, until infections are
controlled. The risks and benefits of HUMIRA treatment should be considered prior to initiation in patients who have been
exposed to TB and patients who have traveled to areas with high risk of TB or endemic mycoses such as histoplasmosis,
coccidioidomycosis, or blastomycosis.

•  Patients who develop a new infection while taking HUMIRA should be monitored closely and undergo a complete diagnostic
evaluation. Discontinue HUMIRA if a patient develops a new serious infection or sepsis, and initiate appropriate antimicrobial
or antifungal therapy.

• Physicians should exercise caution when considering HUMIRA in patients with a history of recurring infection or with underlying
conditions which may predispose patients to infections, including the use of concomitant immunosuppressive medications.

Serious Infections

•  Serious infections, including sepsis, due to bacterial, mycobacterial, invasive fungal, parasitic, viral, or other opportunistic
infections, such as listeriosis, legionellosis, and pneumocystis, have been reported in patients receiving HUMIRA.

•  Other serious infections seen in clinical trials include pneumonia, pyelonephritis, septic arthritis, and septicemia.
Hospitalization or fatal outcomes associated with infections have been reported.

Tuberculosis

•  Reactivation and new onset of TB, including pulmonary and extrapulmonary (ie, disseminated) TB, have been reported in
patients treated with HUMIRA.

• Before initiating therapy with HUMIRA, all patients must be evaluated for active and inactive (latent) TB. Evaluation should include
a detailed medical history, possible previous exposure to people with active TB, and previous and/or current immunosuppressive
therapy. Appropriate screening tests (TB skin test and chest X-ray) should be performed in all patients according to local
guidelines. In severely ill or immunocompromised patients, there is a risk of false negative tuberculin skin test results.

• Do not initiate therapy with HUMIRA if active TB is diagnosed.
•  If inactive (latent) TB is diagnosed, begin anti-TB prophylaxis treatment according to local guidelines before starting HUMIRA.

Anti-TB therapy should also be considered in patients with significant risk factors for TB and a negative test for TB, and in
patients with history of latent or active TB if an adequate course of anti-TB treatment cannot be confirmed, before starting
HUMIRA. The risks and benefits of therapy should be carefully considered.

•  Some patients previously treated for active TB have redeveloped TB while being treated with HUMIRA. The risk of false
negative TB skin test results exists, especially in patients who are severely ill or immunocompromised. Tell patients to seek
medical advice if signs/symptoms (persistent cough, wasting/weight loss, low grade fever, listlessness) suggestive of a TB
infection occur during or after therapy with HUMIRA.

Other Opportunistic Infections

•  Opportunistic infections, including invasive fungal infections, have been observed in patients receiving HUMIRA. These 
infections have not been consistently recognized in patients taking TNF-antagonists and resulted in delay of appropriate
treatment, sometimes with fatal outcomes.

•  In patients who develop signs and symptoms of infection (fever, malaise, weight loss, sweats, cough, dyspnea, and/or
pulmonary infiltrates) or other serious systemic illness, with or without concomitant shock, an invasive fungal infection should
be suspected and administration of HUMIRA promptly discontinued. Diagnosis and administration of empiric antifungal therapy
should be made in consultation with a physician having expertise in the care of patients with invasive fungal infections.

Hepatitis B Reactivation

•  Reactivation of hepatitis B has occurred in patients receiving a TNF-antagonist, including HUMIRA, who are chronic carriers of
this virus (ie, surface antigen positive). Some cases have had a fatal outcome.

•  Patients should be tested for HBV infection before initiating treatment with HUMIRA. For patients who test positive for hepatitis
B infection, consultation with a physician with expertise in the treatment of hepatitis B is recommended.

•  Carriers of HBV who require treatment with HUMIRA should be closely monitored for signs and symptoms of active HBV 
infection throughout therapy and for several months following termination of therapy.

•  In patients who develop HBV reactivation, HUMIRA should be stopped and effective antiviral therapy with appropriate
supportive treatment should be initiated.

Neurologic Events

• TNF-antagonists, including HUMIRA, have been associated in rare instances with new onset or exacerbation of clinical
symptoms and/or radiographic evidence of central nervous system demyelinating disease, including multiple sclerosis, optic
neuritis, and peripheral demyelinating disease, including Guillain-Barré syndrome.

•  Caution should be exercised when considering HUMIRA in patients with pre-existing or recent-onset central or peripheral
nervous system demyelinating disorders.

Allergic Reactions

•  In postmarketing, serious allergic reactions, including anaphylaxis, have been reported very rarely following HUMIRA
administration.

•  If an anaphylactic reaction or other serious allergic reaction occurs, stop HUMIRA and institute appropriate therapy.
• The needle cover of the syringe contains natural rubber (latex). This may cause severe allergic reactions in patients sensitive

to latex.
Immunosuppression

•  In a study of 64 patients with rheumatoid arthritis that were treated with HUMIRA, there was no evidence of depression of
delayed-type hypersensitivity, depression of immunoglobulin levels, or change in enumeration of effector T, B, or NK cells,
monocyte/macrophages, and neutrophils.

Malignancies and Lymphoproliferative Disorders

•  In the controlled portions of clinical trials of TNF-antagonists, more cases of malignancies, including lymphoma, have been
observed among patients receiving a TNF-antagonist compared with control patients. In the postmarketing setting, cases of
leukemia have been reported in patients treated with a TNF-antagonist.

•  Malignancies, some fatal, have been reported among children, adolescents, and young adults (up to 22 years of age) treated
with TNF-blocking agents (initiation of therapy ≤18 years of age), including HUMIRA, in the postmarketing setting.
Approximately half the cases were lymphomas. The other cases represented a variety of different malignancies and included
rare malignancies usually associated with immunosuppression.

•  Rare postmarketing reports of hepatosplenic T-cell lymphoma (HSTCL), a rare and very aggressive lymphoma that is usually
fatal, have been identified in patients treated with HUMIRA. Some cases of HSTCL with HUMIRA have occurred in young adult
patients on concomitant treatment with azathioprine or 6-mercaptopurine used for inflammatory bowel disease. The potential
risk with the combination of azathioprine or 6-mercaptopurine and HUMIRA should be carefully considered.

• No studies have been conducted that include patients with a history of malignancy or in whom treatment with HUMIRA is 
continued following development of malignancy. Thus, additional caution should be exercised in considering HUMIRA
treatment of these patients.

•  All patients, and in particular patients with a medical history of extensive immunosuppressant therapy or psoriasis patients
with a history of PUVA treatment, should be examined for the presence of non-melanoma skin cancer prior to and during
treatment with HUMIRA. Melanoma and Merkel cell carcinoma have also been reported in patients treated with
TNF-antagonists including adalimumab.

•  In an exploratory clinical trial evaluating the use of another anti-TNF agent, infliximab, in patients with moderate to severe
chronic obstructive pulmonary disease (COPD), more malignancies, mostly in the lung or head and neck, were reported in
infliximab-treated patients compared with control patients. All patients had a history of heavy smoking. Therefore, caution
should be exercised when using any TNF-antagonist in COPD patients, as well as in patients with increased risk for malignancy
due to heavy smoking.

•  With current data, it is not known if HUMIRA treatment influences the risk for developing dysplasia or colon cancer. All patients
with ulcerative colitis who are at increased risk for dysplasia or colon carcinoma (for example, patients with long-standing
ulcerative colitis or primary sclerosing cholangitis), or who had a prior history of dysplasia or colon carcinoma, should be
screened for dysplasia at regular intervals before therapy and throughout their disease course. This evaluation should include
colonoscopy and biopsies per local recommendations.

Hematologic Reactions

•  Rare reports of pancytopenia, including aplastic anemia, have been reported with TNF-antagonist agents.
•  Adverse events of the hematologic system, including medically significant cytopenia (eg, thrombocytopenia, leukopenia), have

been reported with HUMIRA.
•  All patients should be advised to seek immediate medical attention if they develop signs and symptoms suggestive of blood

dyscrasias while on HUMIRA.
• Discontinuation of HUMIRA therapy should be considered in patients with confirmed significant hematologic abnormalities.
Vaccinations

•  Similar antibody responses to the standard 23-valent pneumococcal vaccine and the influenza trivalent virus vaccination were
observed in a study in 226 adult subjects with RA who were treated with HUMIRA or placebo. No data are available on the
secondary transmission of infection by live vaccines in patients receiving HUMIRA.

•  It is recommended that polyarticular JIA patients, if possible, be brought up to date with all immunizations in agreement with
current immunization guidelines prior to initiating HUMIRA therapy.

•  Patients on HUMIRA may receive concurrent vaccinations, except for live vaccines. Administration of live vaccines to infants
exposed to HUMIRA in utero is not recommended for 5 months following the mother’s last HUMIRA injection during pregnancy.

Congestive Heart Failure

•  Cases of worsening congestive heart failure have been reported in patients receiving HUMIRA.
•  HUMIRA should be used with caution in patients with mild heart failure (NYHA class I/II).
•  HUMIRA is contraindicated in moderate to severe heart failure.
• Treatment with HUMIRA must be discontinued in patients who develop new or worsening symptoms of congestive heart failure.
Autoimmune Processes

• Treatment with HUMIRA may result in the formation of autoimmune antibodies. The impact of long-term treatment with
HUMIRA on the development of autoimmune diseases is unknown.

•  If a patient develops symptoms suggestive of a lupus-like syndrome following treatment with HUMIRA and is positive for
antibodies against double-stranded DNA, further treatment with HUMIRA should not be given.

Concurrent Administration of Biologic DMARDs or TNF-Antagonists

•  Serious infections were seen in clinical studies with concurrent use of anakinra and another TNF-antagonist, etanercept, with
no added clinical benefit compared to etanercept alone.

• The combination of HUMIRA and anakinra is not recommended.
• Concomitant administration of adalimumab with other biologic DMARDs (eg, anakinra and abatacept) or other TNF-antagonists

is not recommended based upon the possible increased risk for infections, including serious infections, and other potential
pharmacological interactions.

Surgery

• There is limited safety experience of surgical procedures in patients treated with HUMIRA.
• The long half-life of adalimumab should be taken into consideration if a surgical procedure is planned.
•  A patient who requires surgery while on HUMIRA should be closely monitored for infections, and appropriate actions should

be taken.
• There is limited safety experience in patients undergoing arthroplasty while receiving HUMIRA.
Small Bowel Obstruction

•  Failure to respond to treatment for Crohn’s disease may indicate the presence of fixed fibrotic stricture that may require
surgical treatment. Available data suggest that HUMIRA does not worsen or cause strictures.

Elderly Population

• The frequency of serious infections among HUMIRA-treated subjects over 65 years of age (3.8%) was higher than for those
under 65 years of age (1.4%). Some of those had a fatal outcome.

•  Particular attention regarding the risk for infection should be paid when treating the elderly.
Pregnancy and Lactation

•  For HUMIRA, limited clinical data on exposed pregnancies are available.
• Due to its inhibition of TNF-�, HUMIRA administered during pregnancy could affect normal immune responses in the newborn.
• Administration of HUMIRA is not recommended during pregnancy. Women of childbearing potential are strongly recommended to

use adequate contraception to prevent pregnancy and continue its use for at least five months after the last HUMIRA treatment.
•  HUMIRA may cross the placenta into the serum of infants born to women treated with HUMIRA during pregnancy.

Consequently, these infants may be at increased risk for infection.
•  Administration of live vaccines to infants exposed to HUMIRA in utero is not recommended for at least 5 months following the

mother’s last HUMIRA injection during pregnancy.
•  It is not known whether HUMIRA is excreted in human milk or absorbed systemically after ingestion. However, because human

immunoglobulins are excreted in milk, women must not breast-feed for at least five months after the last HUMIRA treatment.
Effect on Ability to Drive and Use Machines

•  HUMIRA may have a minor influence on the ability to drive and use machines. Vertigo and visual impairment may occur
following administration of HUMIRA.

Undesirable Effects

• The most commonly reported adverse reactions are infections (such as nasopharyngitis, upper respiratory tract infection, and
sinusitis), injection site reactions (erythema, itching, hemorrhage, pain, or swelling), headache, and musculoskeletal pain.

Prescribing information varies; refer to the individual country product label for complete information. Complete
Summary of Product Characteristics or Prescribing Information are available at the following sites: Europe: http://
www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/000481/WC500050870.pdf
USA: http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/125057s0278lbl.pdf
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An unmatched legacy. 

YEARS OF EFFICACY DATA
FOR RA IN LABEL1*10

INDICATIONS19

YEARS OF CLINICAL TRIAL
EXPERIENCE, BEGINNING WITH
RHEUMATOID ARTHRITIS (RA)3†

15

CLINICAL TRIALS IN THE LARGEST PUBLISHED
ANTI-TUMOUR NECROSIS FACTOR (TNF)
CROSS-INDICATION SAFETY DATABASE271

MORE THAN

PATIENTS IN GLOBAL CLINICAL STUDIES2

23,000

Please see Important Treatment Considerations on reverse.

References: 1. HUMIRA [summary of product characteristics]. AbbVie Inc.; April 2013. 

2. Burmester GR, Panaccione R, Gordon KB, et al. Adalimumab: long-term safety in 23 458 

patients from global clinical trials in rheumatoid arthritis, juvenile idiopathic arthritis, ankylosing

spondylitis, psoriatic arthritis, psoriasis and Crohn’s disease. Ann Rheum Dis. 2013;72(4):517-

524. 3. Burmester GR, Mease P, Dijkmans BAC, et al. Adalimumab safety and mortality rates 

from global clinical trials of six immune-mediated inflammatory diseases. Ann Rheum Dis. 

2009;68(12):1863-1869.

©2013 AbbVie Inc. May 2013

HUMIRA, in combination with methotrexate, is indicated for:

• The treatment of moderate to severe active RA in adult patients when the response to disease-modifying antirheumatic drugs (DMARDs), including methotrexate,

has been inadequate.

• The treatment of severe active and progressive RA in adults not previously treated with methotrexate.

HUMIRA can be given as monotherapy in case of intolerance to methotrexate or when continued treatment with methotrexate is inappropriate.

HUMIRA has been shown to reduce the rate of progression of joint damage as measured by X-ray and to improve physical function when given in combination with methotrexate.

*Rheumatoid Arthritis (RA)

†First person dosed in April 1997.

Please note: Not all indications are approved in all countries.
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