
More patients could be
correctly identified as

having scleroder-
ma and potential-
ly be included in
epidemiological
studies and clini-
cal trials if exist-
ing classification
criteria were re-
placed with a
more inclusive
system. This sys-
tem currently still
is a proposal and
is under review by the Eu-
ropean League Against
Rheumatism and the
American College of

Rheumatology.
This morning, Dr. Frank

van den Hoogen
will present the
proposed new
classification cri-
teria for systemic
sclerosis devel-
oped by EULAR
in collaboration
with ACR. 

Dr. van den
Hoogen, who is
the director of
the Rheumatol-

ogy Centre at Sint
Maartenskliniek and head
of the department of

Can EULAR do something to
stimulate funding of small- to
medium-scale rheumatology

research in Europe? 
This was a question that the EU-

LAR Executive Committee pon-

dered some 2 years ago. The
question was a strategic one:
Should EULAR keep walking its
path of funding major projects it
had started in 2008 with its or phan
disease programme on systemic
sclerosis, followed by patient-re-
ported outcomes, and pain? Could
this be a sustainable strategy for

EULAR in view of the increasing
need for research on every scale to
alleviate the burden of rheumatic
and musculoskeletal diseases? Or
would it not be better to tr y to tap
financial sources that are out of

EULAR’s realm by offering them a
viable vehicle? A potential solution
was not far away: Under the lead-
ership of President Maxime
Dougados, EULAR started devel-
oping the idea of establishing a
Foundation dedicated to f unding
rheumatology research and based
in Switzerland. 

Now, the European Rheumatol-
ogy Research Foundation (ERRF)
is a fact. The Foundation is recog-
nised by the Swiss authorities as an
independent fund-raising and re-
search funding institution with
not-for-profit status. The ERRF
seeks to initiate research of the
highest quality, oriented towards a
broad range of rheumatic and
musculoskeletal diseases. Only
peer-reviewed research proposals
that fulfill this ambition shall be
considered for funding. Whereas
the ERRF will def ine its strategic
goals and operations independent-
ly, the intention is that it will coor-
dinate its research activities with
EULAR in order to avoid unneces-
sary overlap or otherwise ineffi-

Research continued on page 2

There’s a New Name in Rheumatology
Research Funding in Europe 

Scleroderma continued on page 2

‘More Inclusive’
Scleroderma Classification
Criteria to Be Unveiled

Thursday, 13 June
At a Glance

Registration 07:45 – 19:15
Exhibition 08:30 – 17:15
Scientific Sessions 08:15 – 17:00

08:15 – 09:45
Basic and Translational Science Sessions
NOD-ing off in immunity Room N109/110
Teaching lessons on inflammation from
cancer therapy Room N113/114

Practical Skills Session
Laboratory Course 2 Room N117

10:15 – 11:45
What Is New (WIN)
WIN Session 2 Hall 6

Abstract Sessions
Osteoarthritis Hall 8
Clinical scleroderma and
myositis Room N103/104

RA therapy beyond TNF
inhibition Hall 4

Genetics, genomics, and more N101/102
RA: Anti-TNF therapy Room Retiro
Other orphan diseases Room 107/108
Pathogenesis of lupus and
Sjögren’s syndrome Room 109/110

Epidemiology: Outcomes Room N111/112
Management of spondyloarthritis
and psoriatic arthritis Room N117

Novel treatment in SLE and
Sjögren's syndrome Room N118

Translating progress in bone
and joint research Room N119

PARE Session
Rebranding rheumatic and
musculoskeletal diseases: What is so
special about RMDs? Room N116

Abstract Session PReS
Clinical and basic developments in
paediatric rheumatology Room N105/106

Abstract Session HPR
Building blocks for better
care Room N113/114

How to Treat / Manage (HOT)
HOT Session 3 Hall 7
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Continued on page 14

DR. FRANK VAN DEN
HOOGEN

Exercise Programme
Improved Strength,
Walking in AS
Patients with ankylos-

ing spondylitis who
participated in a pro-
gressive muscle
strengthening pro-
gramme gained signifi-
cant improvements in
muscle strength and
walking performance
after 4 months, com-
pared with those who
did not participate, re-
sults from a ran-
domised, controlled
study suggest. 

The exercise pro-
gramme, which involved
resistance training with
the Swiss ball, was also

well tolerated and was
not associated with nega-
tive effects on disease ac-
tivity, reports one of the
investigators, Marcelo
Cardoso de Souza, a
physiotherapist and
member of a multidisci-
plinary rehabilitation
team in the rheumatol-
ogy division at the Fed-
eral University of Sao
Paulo, Brasil.

Exercise is recom-
mended for people with
AS, but the benefits of a
specific exercise pro-
gramme have not been
Exercise continued on page 8
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cient deployment of precious re-
search resources. 

A Unique Opportunity for Donors 
Clearly, effective fundraising will be
crucial for the ERRF’s ability to f ul-
fill its ambitious goals for the bene-
fit of rheumatology research and
ultimately the patients in Europe.
The Foundation seeks to raise funds
from interested commercial and
noncommercial donors that share
the ERRF’s vision and goals: Recog-
nising that research and innovation
in this f ield are crucial for improv-
ing both the prevention and the

management of rheumatic and
musculoskeletal disorders and,
hence, the living, working, and so-
cioeconomic conditions of the
more than 120 million people in 
Europe variously afflicted by RMDs.
While the ERRF will independently
develop its research strategy and
grant agenda, it is nevertheless in-
terested in engaging with and learn-
ing from various stakeholders,
including European centres of ex-
cellence in rheumatology research
and other stakeholders active in
rheumatology research. 

Equipped with starting capital do-

nated by EULAR, the ERRF is ready
to launch its f irst call for research
proposals, which will presently be an-
nounced on the Foundation’s web-
site: www.errf.net. Osteoarthritis,
affecting a substantial proportion of
the European population, has been
chosen by ERRF as a f irst topic. In
consultation with a group of OA ex-
perts, research priorities have been
identified that def ine the scope of
the call for proposals. For more infor-
mation and application procedures,
please visit the ERRF website.

An Expert Leadership Group
The ERRF is directed and supervised
by an international Board of Trustees
comprising renowned researchers and
scientific experts in rheumatology in

Europe. An international Executive
Committee will define the strategic
agenda for the Foundation, coordinate
the Foundation’s operational aspects,
and evaluate and decide on funding of
peer-reviewed research proposals. 

An international Scientific Com-
mittee of experts from relevant fields
of rheumatology will act as an advi-
sory body for all scientif ic and
methodologic aspects. Patients and
health professionals are represented
in both committees. 

Thus, the organisational structure of
the ERRF will ensure that the ERRF
fulfills a need in rheumatology re-
search and acts according to the high-
est standards and ethics of scientific
research. ■

www.errf.net

Osteoarthritis to Be First Topic 
Research from page 1

Abatacept, Adalimumab
Shown Equivalent in
Rheumatoid Arthritis in
2-Year Head-to-Head Trial
A2-year head-to-head com-

parison of abatacept and
adalimumab in rheumatoid
arthritis patients
who were on
background
methotrexate has
found equal im-
provement with
both biologics, ac-
cording to data to
be presented by
Dr. Michael H.
Schiff this morn-
ing. 

The ran-
domised, investigator-blind-
ed AMPLE trial is the f irst
2-year comparator study of
biologics done in biologic-
naive rheumatoid arthritis
patients. 

“Through 2 years of
treatment, in this f irst ac-
tive comparator study be-
tween biologic agents in
rheumatoid arthritis pa-
tients with an inadequate
response to methotrexate,
this robust data set demon-
strates that subcutaneous
abatacept and adalimumab
were equally efficacious in
clinical, functional, and ra-
diographic outcomes,” the
researchers reported.

Researchers recruited 646
patients with active
rheumatoid arthritis and an
inadequate response to

methotrexate, and ran-
domised them either to 125
mg of abatacept weekly

(without an IV
load) or 40 mg of
adalimumab bi-
weekly, with a
stable dose of
methotrexate.

“We will pre-
sent the data to
show that both
agents have an ex-
cellent retention
rate; similar effica-
cy for ACR 20, 50,

70, and 90; DAS remission is
the same at 50%; and x-r ay
nonprogression is also the
same,” said Dr. Schiff, who
is the medical director of
the Denver Arthritis Clinic
Research Unit and on the
faculty of the University of
Colorado School of Medi-
cine in Denver.

The study found similar
numbers of adverse events
in both arms, although there
were fewer discontinuations
in the abatacept arm, and
patients given abatacept also
had fewer injection site reac-
tions (4.1% vs. 10.4%). 

“Fewer infections (3.8%
vs. 5.8%) and opportunistic
infections (3 vs. 5) occurred
with abatacept, including
two cases of tuberculosis in

rheumatology at Radboud University in 
Nijmegen, the Netherlands, will highlight
how these joint ACR-EULAR criteria perform
better than did the preliminary criteria for
the diagnosis of systemic sclerosis developed
by the Arthritis and Rheumatism Association
(ARA) more than 30 years ago (Arthritis
Rheum. 1980;23:581-90). 

Indeed, the ACR-EULAR criteria had a sen-
sitivity of 91% and a specif icity of 92% to
correctly identify patients with systemic scle-
rosis. By comparison, the 1980 Preliminary
ARA Criteria had a sensitivity of 75% and a
specificity of 72%.

The whole process of developing the ACR-
EULAR criteria has taken about 5 years, Dr.
van den Hoogen explained in an interview.
“The ARA criteria were not as sensitive as we
wanted because they excluded some patients
with limited disease and also patients with
newly diagnosed disease,” he said. 

“Classification criteria are not exactly the
same as diagnostic criteria,” Dr. van den
Hoogen was keen to point out. “[They] are
generally more standardised and less inclusive,”
he observed. This is because physicians will see
patients with multiple symptoms and it would
not be possible to include every symptom seen
in routine practice in a set of classification cri-
teria.

The process of determining which items to
include was driven by both data and consen-
sus. Delphi exercises and a nominal g roup
technique were used to create a set of poten-
tial items for the classif ication of systemic
sclerosis. 

Several patient cases were then reviewed by
leading scleroderma experts based in Europe
and North America. The cases represented
the full spectrum of systemic sclerosis, in-
cluding those with a low and those with a
high probability of having the disease. Ex-
perts ranked the importance of the symp-
toms exhibited by each of these cases, and a
whittled down list with a scoring system w as

obtained. Systemic sclerosis was present if a
score of 9 or more out of a possible 19 was
achieved.

Skin thickening of the fingers of both
hands extending past the metacarpopha-
langeal (MCP) joints was considered to be in-
dicative of scleroderma, and was given a
score of 9. Conversely, patients with sk in in-
volvement likely to be due to another sclero-
derma-like disorder or skin thickening
sparing the f ingers were not likely to have
systemic sclerosis.

Other items included sk in thickening of the
fingers, with sub-items of puffy fingers (score
= 2) and whole finger skin thickening, distal to
the MCP (4); f inger tip lesions, with sub-items
of digital tip ulcers (2) and pitting scars (3),
telangiectasia (2), abnormal nailfold capillaries
(2); pulmonary arterial hypertension, intersti-
tial lung disease, or both (2); R aynaud’s phe-
nomenon (3); and the presence of any
scleroderma-related autoantibodies (3).

The ability of these criteria to correctly iden-
tify patients with and without systemic sclero-
sis was then prospectively tested in a random
sample of 200 individuals and further validated
in a cohort of 405 individuals that included
both early and prevalent cases of scleroderma
and its mimics who had been collected from
several European and North American sclero-
derma centres. 

“The proposed ACR-EULAR criteria for the
classification of systemic sclerosis should allow
more patients to be classif ied correctly as sys-
temic sclerosis,” Dr. van den Hoogen said. This
includes those with early (less than 3 years) and
limited disease.

Dr. van den Hoogen said that he had no
disclosures, except that this work was funded
jointly by EULAR and the ACR. ■

Abstract Session
Clinical scleroderma and myositis

Thursday 10:15 – 11:45
Room N103/104

New Criteria Are Highly Sensitive, Specific
Scleroderma from page 1

continued on page 8

DR. MICHAEL H.
SCHIFF
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Treating early for long-term 
success: The PRIZE in RA

Wednesday 12th June, 13:00–14:30
Hall 7
Chair: Tore Kvien

Thursday 13th June, 08:15–09:45
Plenary Hall 6
Chair: Juan Gómez-Reino

A programme funded and sponsored 
by Pfizer. Inc. All rights reserved

Treatment targets
in rheumatoid arthritis

The mosaic of RA: Assembling the 
pieces for optimal treatment outcomes

Thursday 13th June, 17:30–19:00
Hall 8
Chair: Bernard Combe
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Adalimumab an Effective First-, Second-Line Biologic in JIA
Adalimumab is safe and effective as

both a f irst- and second-line bio-
logic agent in patients with juvenile
idiopathic arthritis, according to data
to be presented at this morning’s pae-
diatric rheumatology abstract session
by Prof. Gerd Horneff. 

Prof. Horneff from the Asklepios
Klinik, St. Augustin, Germany, and
Dr. Heinrike Schmeling from the Al-
berta Children’s Hospital analysed
data from the German Biologics Reg-
ister for 329 children aged 4-18 years
with juvenile idiopathic arthritis ( JIA),
finding that a high proportion of pa-
tients showed a signif icant response
to treatment with adalimumab.

“The results of this study indicate
that adalimumab is highly effective as
a first and also as a second intro-
duced biological agent resulting in
substantial improvements in clinical
signs and symptoms in children with
juvenile idiopathic arthritis,” Dr.
Schmeling said in an interview.

Even patients who were using adal-
imumab as a second or third biologic
gained an additional response to adal-
imumab on top of their responses to
previous biologics. “The percentage
of patients who met the criteria of
30%/50%/70% improvement at last
documentation when adalimumab
was the f irst introduced biological
agent was 65%/61%/46%, compared
to 73%/65%/48% when adalimumab
was initiated after other biologics,”
the researchers report. 

Around one-third of patients had
rheumatoid factor–negative polyartic-
ular juvenile idiopathic arthritis,
22.9% had extended oligoarticular ju-
venile idiopathic arthritis, and 22% of
patients had a history of uveitis. 

The median age of onset of disease
was 6.7 years, and median age at
treatment initiation was 13.8 years,
with a median disease duration of 5.1
years. ANA positivity was found in
51% of patients and HLB27 positivity
in 19.8%. Most patients had been pr e-
viously treated with methotrexate
(92.4%), approximately one-third had
received other disease-modifying an-
tirheumatic drugs, and two-thirds
had been treated with biologics,
mostly etanercept. 

Many were also receiving concomi-
tant treatment with nonsteroidal
anti-inflammatory drugs (55.3%),
steroids (38%), methotrexate (57.8%),
and other disease-modifying anti-
rheumatic drugs (13%).

However, Dr. Schmeling empha-
sised that this study was not an at-
tempt to compare adalimumab to
other biologic treatments.

While no malignancies were ob-
served during adalimumab treat-
ment, 96 patients reported 220
adverse events, 14 of which were se-
rious. There were also more autoim-
mune adverse events among patients
treated with adalimumab, but Dr.
Schmeling said the numbers were
too small to draw any conclusions. 

Uveitis developed in 18 children
while on treatment, 13 of them had a
history of uveitis prior to Adalimum-
ab initiation. Treatment was discon-
tinued in 61 patients because of
inefficacy (9%), adverse events (5%),
remission (3%), patient request (9%),

and other unspecif ied reasons (2%). ■

Abstract Session PReS
Clinical and basic developments

in paediatric rheumatology
Thursday 10:15 – 11:45

Room N105/106

Hand OA Linked to Increased Heart Disease Risk

Symptomatic hand osteoarthritis
is associated with a signif icant
increase in the risk of coronary

heart disease events, although the as-
sociation was not signif i-
cant for asymptomatic
hand osteoarthritis.

This morning Dr. Ida K.
Haugen will present find-
ings from a population-
based cohort study of
1,348 participants from the
Framingham Heart Study,
which found more than
double the incidence of
coronary heart disease
among individuals with symptomatic
hand osteoarthritis (OA) (hazard ra-
tio, 2.26; 95% conf idence interval
1.22-4.18), compared with those
without hand OA. 

The study def ined symptomatic
hand OA as one or more hand joints
with Kellgren-Lawrence grade of 2
or above and pain in the same joint.

The definition excluded individuals
with rheumatoid arthritis (RA).

The association persisted even after
adjustment for lower limb pain (HR,

2.00; 95% CI 0.96-4.15), to
account for the physical in-
activity potentially associ-
ated with OA in lower limb
joints, according to Dr.
Haugen from Diakonhjem-
met Hospital in Oslo, and
her associates. 

However, individuals
with radiographic but not
symptomatic hand OA
showed a nonsignif icant in-

crease in the risk of coronary heart
disease (HR, 1.60; 95% CI 0.96-2.66). 

The study set out to examine a
possible association between hand
OA and cardiovascular disease, based
on the premise that hand OA is espe-
cially likely to be related to metabolic
rather than mechanical causes. 

“We hypothesised that the associa-

tion between hand OA and coronary
heart disease could be mediated
through metabolic factors, such as hy-
perlipidemia and diabetes, or a more
sedate lifestyle due to generalised
OA,” Dr. Haugen said in an inter view. 

“Radiographic hand OA is very
prevalent in the general population,
and only a proportion of those with
radiographic hand OA may experience
symptoms,” she said. “We believe that
symptomatic hand OA represents
more severe hand OA and, further, the
association between hand OA and
coronary heart disease may be mediat-
ed through factors associated to pain,
such as synovitis.”

Synovitis has been shown in other
diseases such as RA to increase the
risk of cardiovascular disease due to
the development of atherosclerosis,
Dr. Haugen said.

The study failed to f ind any signifi-
cant associations between hand OA –
either symptomatic or radiographic

only – and cardiovascular events,
overall mortality, heart failure, and
atherothrombotic stroke. 

“[W]e hypothesise that the varying
associations may be due to different
risk factors for coronary heart disease
versus cerebrovascular disease and
congestive heart failure; for example,
hypertension seems to be more im-
portant for cerebrovascular disease
than for coronary heart disease,” Dr.
Haugen said. 

While further research was needed
to explore the mechanisms of the as-
sociation, Dr. Haugen suggested that
clinicians note that patients with
hand OA may be at greater risk of
coronary heart disease and preventive
strategies may therefore be of
greater importance in this group. ■

Abstract Session
Osteoarthritis

Thursday 10:15 – 11:45
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 per-
fectionism 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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DR. IDA K. HAUGEN

Eular 2013 issue2.qxp  6/12/2013  8:22 AM  Page 4



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

2013 EULAR CONGRESS NEWS � THURSDAY EDITION 5

Cycling for the Cause From Brussels to Madrid

Agroup of people dedicated to increasing
public and political awareness of
rheumatic diseases set off from Brussels

on their bicycles on June 6th and rode from
there to Madrid, crossing the f inish line at the
IFEMA Feria de Madrid to g reat fanfare on
Wednesday.

This marks the eighth year that the cyclists
have biked from Brussels to whatever Euro-
pean city was hosting the EULAR Cong ress.
The cyclists included four rheumatologists,
one general practitioner, 10 health profession-
als in rheumatology, and 30 patients and 10
members of their families. Their trip has be-

come legendary, and this year several mem-
bers of the European Union saw them off in
Brussels.

The riders were undaunted by their trip of
1,600 km, biking 60 km to 80 km per da y and
riding a bus for some parts of the trip. Their
evenings were spent in hotels.

The cyclists, who form the group Bikers
Against Rheumatism in Europe, have their
own website: www.barie.eu. Among their
sponsors this year are the Royal Belgian Soci-
ety of Rheumatology, Patient association, pri-
vate sponsors, and sympathisers, according to
Prof. Patrick Durez, the trip’s organiser. ■
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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

Date of preparation: May 2013 TRA301

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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High Protein, Low Fat, Sugar Diet Might Help in OA

Anti-inflammatory diets – ones
low in fat and sugar but high in
protein – might slow the pro-

gression of osteoarthritis, according
to data to be presented this afternoon
by Dr. Marian Hannan of the depart-
ment of medicine at Harvard Med-
ical School, Boston.

When it comes to diet and OA [os-
teoarthritis], “there are two compo-
nents. The first component is weight

loss. The other is
dietary factors
that address in-
flammation. Even
though OA isn’t
known as an in-
flammatory con-
dition, one does
have inflamed
joints. And there
are a lot of in-
flammatory cy-

tokines that are affected by diet. If you
want to minimise the possibility of the
onset or progression of OA, we should
be looking more at nutrition as a mod-
ifiable factor. Currently, I don’t think
anybody thinks about it,” said Dr.
Hannan, also the editor of Arthritis
Care & Research.

There has not been much study of
the topic, and past investigations
tended to focus on single nutrients,
such as the spice tur meric, which is
known to have anti-inflammatory
properties. Although some “very in-
teresting ideas were looked at,” none
panned out with further investiga-
tion, she said.

So the f ield’s shifted away from sin-
gle nutrient studies to take a broader
look at diet and inflammation. The
idea of anti-inflammatory diets was
borrowed from diabetes and cardio-
vascular research. “We know there
are diets that lower your inflamma-
tion,” and they’ve been shown to
help in both conditions, she said.

“Just about any heart-related diet
you can think of is an anti-inflamma-
tory diet. [They are] akin to the
Mediterranean diet but with more
protein in addition to the nuts, fruits,
and other” foods. “Those are the diets
you want to model your intake after.
It’s not so much about caloric restric-
tion. You can eat a lot of things; it’s
not like your limited to grapefruits or
tomatoes, which makes it appealing to
people,” Dr. Hannan said. 

In her talk, she plans to r eview the
literature for anti-inflammatory diets
in chronic disease, and highlight
findings of particular interest in OA.
She’ll also touch on two randomised
clinical trials investigating the role of
nutrition, as well as exercise, on OA

progression. Despite the lack of
hard data to support with any cer-
tainty the benef it of putting OA pa-
tients on anti-inflammatory diets, “I
think we’ve got pretty good evi-
dence that [these diets] lower meta-

bolic loads and help people lose
pounds. And from those per spec-
tives” efforts to modify diets should
be encouraged, even while their pos-
sible anti-inflammatory benefits in
OA are investigated. ■

Clinical Science Session
Nutrition and inflammation
Thursday 13:30 – 15:00

Room N103/104

DR. MARIAN HANNAN
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well defined, noted Mr. de Souza. The results of
the randomised, controlled, single-blind, prospec-
tive trial of 60 patients with AS will be pr esented
this morning by coinvestigator Dr. Fabio Jennings.

In the study, 30 patients were randomised to the
supervised exercise programme, which entailed
eight resistance exercises using
free weights on a Swiss ball
twice a week for 16 weeks, with
increases in loads every 4 weeks.
The 30 patients in the control
group continued regular treat-
ment with medications, with no
exercise. Demographics, clinical
features, and medications were
similar in the two groups at
baseline.

The impact of the exercise on functional capacity,
quality of life, muscle strength, and mobility were
evaluated using the BASFI (Bath Ankylosing
Spondylitis Functional Index), HAQ-S (Health As-
sessment Questionnaire for Spondyloarthropathies),
the 6-minute walk test, and other assessment tools,
every 4 weeks. Disease activity was measured with
the BASDAI (Bath Ankylosing Spondylitis Disease
Activity Index), erythrocyte sedimentation rate
(ESR), and C-reactive protein levels.

After 4 months, there were statistically significant
differences between the two groups in the strengths
of the muscles used in performing the exercises (ab-

dominal, squat, tricep, reverse fly, and rowing exer-
cises), favoring the intervention group. These pa-
tients also had signif icant improvements in the
6-minute walk test; and they were satisfied with the
treatment, as reflected by significant differences be-
tween the two groups in the Likert scale used to as-

sess patient satisfaction at all
time points measured. In addi-
tion, disease activity – as mea-
sured by the BASDAI, ESR, and
C-reactive protein – did not
worsen among those who par-
ticipated in the exercise pro-
gramme.

The study shows that this
type of exercise programme, us-
ing a Swiss ball to improve mus-

cle strength, “is a benef icial and safe intervention,” in
people with AS, Mr. de Souza said in an inter view.
For these patients, improvement in muscular perfor-
mance and functional capacity is important, he
added, noting that before clinicians refer patients to
such a program, patients should undergo a medical
evaluation and the program should be provided by
an experienced professional. ■

Abstract Session HPR
Building blocks for better care

Thursday 10:15 – 11:45
Room N113/114

Marcelo Cardoso de Souza found that training with
the Swiss ball strengthened key muscle groups. 
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Patients Like Training
Exercise from page 1

The muscle strengthening
programme improved AS
patients’ results in the 6-minute
walk test, and measures of
disease activity did not worsen
during the training.

Atacicept Improved Disease Markers,
Delayed Flares in Patients With Nonrenal SLE
Atacicept was associated with fa-

vorable pharmacodynamic ef-
fects and changes in disease-related
markers in an efficacy tri-
al of patients with nonre-
nal systemic lupus
erythematosus.

Two different doses of
atacicept were compared
against placebo in 461 pa-
tients with active nonre-
nal systemic lupus
erythematosus (SLE) in
the phase II/III study.
“There were declines in
antibodies to DNA, im-
munoglobulins, as well as in the
number of mature B cells and plas-
ma cells” in patients who received
atacicept, compared with those on
placebo, said trial investigator Prof.
David Isenberg, who will be pre-
senting the pharmacodynamic find-
ings of the study this morning.

“And in subjects with abnor mal
values at screening, atacicept was
also associated with favorable ef-
fects on the complement C3 and
C4 levels,” he said in an inter view
in advance of the presentation.

In the study, atacicept was associ-
ated with a signif icant beneficial ef-
fect in preventing and delaying the

onset of flares; the efficacy results
are being presented in today’s
poster session.

Atacicept is a f usion
protein that blocks the B
cell–stimulating factors
BLyS and APRIL. Beli-
mumab (Benlysta), the
monoclonal antibody ap-
proved in the United
States, EU, and other
countries for the treat-
ment of active, autoanti-
body-positive SLE, blocks
BLyS only.

After a corticosteroid
taper for 10 weeks, patients in the
study were randomised to treat-
ment with 75 mg or 150 mg of at-
acicept (administered
subcutaneously twice a week for 4
weeks, then weekly for 48 weeks),
or placebo. The 150-mg arm was
terminated prematurely after two
patients died of pulmonary infec-
tions. A total of 285 patients com-
pleted the study (111 on place bo,
112 on 75 mg of atacicept, and 62
on 150 mg).

Treatment was associated with
the following changes in pharma-
codynamic and disease-related
markers at 52 weeks: Total IgG

dropped by a median of 30%
among those on 75 mg and b y 38%
on 150 mg, and total IgA dropped
by a median of 53% and 58%, re-
spectively, compared with increases
of 2%-3% among those on placebo.

Total IgM dropped by a median of
66% and 69% among those on the 75-
mg and 150-mg doses, respectively,
compared with a drop of almost
1.5% among those on placebo.

Patients who tested positive for
anti-dsDNA antibodies had their
levels drop by 32% on 75 mg and
by 38% on 150 mg, compar ed with
an increase of 14% on placebo, re-
ported Prof. Isenberg, academic di-
rector of rheumatology at
University College London. C3 and
C4 complement levels increased in
association with both doses of at-
acicept, but not with placebo. Ma-
ture B cell and plasma cell le vels
declined significantly in the two
treatment groups, compared with
levels in those on placebo. ■

Abstract Session
Novel treatment in SLE and 

Sjögren’s syndrome
Thursday 10:15 – 11:45

Room N118

PROF. DAVID
ISENBERG

the adalimumab arm that led to dis-
continuations,” the researchers re-
ported.

Abatacept also resulted in more au-
toimmune adverse events than adali-
mumab (3.8% vs. 1.8%), although
most were clinically unimportant and
none were described as serious. “EU-
LAR /ACR guidelines recommend
starting a patient on methotrexate and
then optimising the dose over 3-6
months, and if a patient has an in-
complete response to methotrexate,
then to add a biological agent,” said
Dr. Schiff in an interview. 

Dr. Schiff said anti-TNF agents have
been the first choice of most rheuma-
tologists, and adalimumab is the most
chosen anti-TNF agent worldwide,
which is why it was selected as one of
the agents for the head-to-head trial.
Abatacept employs another method
of action: T-cell inhibition.

“This paper has important clinical
significance because a patient and his
or her rheumatologist want to have
data to make an informed choice of a
biologic agent to add when an incom-
plete response to methotrexate oc-
curs.” ■

Abstract Session
RA therapy beyond TNF 

inhibition
Thursday 10:15 – 11:45

Hall 4

Continued from page 2
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Roche-sponsored satellite symposia at EULAR 2013

Tailoring choice of therapy to meet 
patients’ needs: 

What are the differences between
available treatment options in RA?
Friday 14 June 2013, 08:15–09:45, Hall 8, IFEMA Madrid

This educational programme features an eminent panel of rheumatology experts, 

who will be sharing insights and data behind the key considerations underlying 

treatment choice in current clinical practice – with a view to both meeting 

individual patients’ needs and optimising outcomes in RA

Chair: Maxime Dougados, France

Evolving choices in RA treatment: What are the important 

differences between the mechanisms of action?

Ernest Choy, UK

Translating the evidence into clinical context: What are the 

considerations for tailoring treatments to optimise outcomes in RA?

Paul Emery, UK

Insights into the safety profiles of RA treatments: What does the 

long-term evidence tell us?

Andrea Rubbert-Roth, Germany

Summary 

Maxime Dougados, France

Question and answer session

This presentation is not intended for physicians practicing in the USA

Different needs, different options: 

Clinical challenges and considerations
in tailoring RA treatments to patients
Friday 14 June 2013, 17:30–19:00, N101 + N102, IFEMA Madrid

Chair/Moderator: John Isaacs, UK

Panel

Maya Buch, UK

Andrew Östör, UK

Cem Gabay, Switzerland

Please join us for an interactive panel discussion featuring the latest clinical trial 

and registry data, real-time audience opinion polls and live audience Q&A. 

Our distinguished faculty will be discussing their clinical insights and experience 

on topics that include:

This presentation is not intended for physicians practicing in the USA

Published by F. Hoffmann-La Roche Ltd, 4070 Basel, Switzerland  © 2013  All trademarks mentioned enjoy legal protection. www.roche.com
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1Early. Effective. Sustained.1,2

Prescribing Information can be found overleaf.
* RA: Rheumatoid arthritis. References: 1. Bristol-Myers Squibb. ORENCIA® (abatacept) SmPC 2012. 2. Weinblatt ME, Schiff M, Valente R, et al. Arthritis Rheum. 2013;65(1):28-38. 3. Thaler KJ, Gartlehner G, Kien C, et al.  

Drug Class Review: Targeted Immune Modulators: Final Update 3 Report [Internet]. Portland (OR): Oregon Health & Science University. 2012 Mar. 4. Choy EH. Clin Exp Rheumatol. 2009;27(3):510-518. 5. Moreland LW, Alten R, 
Van den Bosch F, et al. Arthritis Rheum. 2002;46(6):1470-1479. 6. Emery P. Expert Opin Investig Drugs. 2003;12(4):673-681. 7. Weisman MH, Durez P, Hallegua D, et al. J Rheumatol. 2006;33(11):2162-2166.

NEW  
SUBCUTANEOUS 
 FORMULATION1

The first and only 
selective T-cell  
co-stimulation 
modulator 
approved for  
the treatment  
of RA*1,4-7

Now available in 
both IV and SC 
formulations1
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Adverse events should be reported. Reporting forms and information can be found at www.mhra.gov.uk/yellowcard. 

Adverse events should also be reported to Bristol-Myers Squibb Pharmaceuticals Ltd Medical Information on 0800 731 1736 or medical.information@bms.com.

ORENCIA® (abatacept) PRESCRIBING INFORMATION

See Summary of Product Characteristics before prescribing.

PRESENTATION: 250 mg powder for concentrate for solution for IV infusion containing 250 mg abatacept 

per vial. Each ml contains 25 mg of abatacept, after reconstitution; 125 mg pre-filled syringe for SC injection. 

Each pre-filled syringe contains 125 mg of abatacept in 1 ml. INDICATION: Rheumatoid arthritis (IV infusion 

and SC pre-filled syringe): Treatment of moderate to severe active rheumatoid arthritis (RA), in combination 

with methotrexate, in adult patients who have responded inadequately to previous therapy with one or more 

disease-modifying anti-rheumatic drugs (DMARDs) including methotrexate (MTX) or a Tumour Necrosis Factor 

(TNF) -alpha inhibitor. A reduction in the progression of joint damage and improvement of physical function have 

been demonstrated during combination treatment with abatacept and methotrexate. See SmPC. Polyarticular 

Juvenile Idiopathic Arthritis (pJIA) {IV infusion only}: Orencia 250 mg powder for concentrate for solution 

for infusion is indicated for treatment of moderate to severe active pJIA in paediatric patients 6 years of age and 

older who have had an insufficient response to other DMARDs including at least one TNF inhibitor. DOSAGE 

and ADMINISTRATION: Treatment should be initiated and supervised by specialist physicians experienced in 

the diagnosis and treatment of RA. Orencia 250 mg powder for concentrate for solution for IV infusion Adults and 

elderly: Patients weighing < 60kg: 500mg (2 vials). Patients weighing ≥ 60kg ≤ 100kg: 750mg (3 vials). Patients 

weighing > 100kg: 1000mg (4 vials). Treatment of pJIA: Paediatric patients, 6 to 17 years of age, weighing less than

75 kg: 10 mg/kg paediatric patients weighing 75 kg or more: to be administered adult dosage, not exceeding 

a maximum dose of 1,000 mg.  See SmPC for details of reconstitution and administration as a 30 minute IV 

infusion. After initial administration, Orencia should be given at 2 and 4 weeks, then every 4 weeks thereafter. 

Children: Use in children below 6 years of age is not recommended. Orencia 125 mg solution for injection (SC 

pre-filled syringe) Adults and elderly: Treatment should be initiated with a loading dose using an intravenous 

infusion. Following this loading dose, the first 125 mg subcutaneous injection of Orencia should be given within 

a day, then 125 mg subcutaneous injections once weekly. Patients who are unable to receive an infusion may 

initiate weekly injections of subcutaneous Orencia without an intravenous loading dose. Patients transitioning 

from Orencia IV therapy to SC administration should administer the first subcutaneous dose instead of the next 

scheduled intravenous dose. Children: Administration in children below 18 years of age is not recommended. 

The continuation of treatment with abatacept should be re-assessed if patients do not respond within 6 months. 

CONTRAINDICATIONS: Hypersensitivity to the active substance or excipients. Severe and uncontrolled 

infections such as sepsis and opportunistic infections. WARNINGS AND PRECAUTIONS: Allergic Reactions:

Caution in patients with a history of allergic  reactions. Orencia  should  be  discontinued if a patient develops 

serious allergic or anaphylactic reaction. Infections: Caution should be exercised when considering the use in 

patients with a history of frequent infections, or underlying conditions which may prompt to infection. Treatment 

with Orencia should not be initiated with patients with active infections until infections are controlled. Screening 

for tuberculosis and hepatitis B should be performed prior to therapy. Any patient who develops a new infection 

should be closely monitored and Orencia should be discontinued if a patient develops a serious infection. Monitor 

patients for signs of infection when transitioning from TNF-antagonist to Orencia. Co-administration of Orencia 

with biologic immunosuppressive or immunomodulatory agents could potentiate the effects of abatacept on 

the immune system. Treatment with immunosuppressive therapy may be associated with progressive multifocal 

leukoencephalopathy (PML). Orencia treatment should be discontinued if neurological symptoms suggestive 

of PML occur, and appropriate diagnostic measures initiated. Malignancies: The potential role of Orencia in 

the development of malignancies is unknown, see SmPC. Elderly: Caution should be used when treating 

elderly patients due to a higher incidence of infections and malignancies in this patient group. Autoimmune 

processes: Theoretical risk of deterioration in autoimmune disease. Immunisation: Live vaccines should not be 

given simultaneously or within 3 months of discontinuation of Orencia. See SmPC. DRUG INTERACTIONS:

Concomitant therapy of Orencia with a TNF-inhibitor is not recommended. No major safety issues were identified 

with the use of Orencia in combination with sulfasalazine, hydroxychloroquine or leflunomide. PREGNANCY 

AND LACTATION: Do not use in pregnancy unless clearly necessary. Women should use contraception and 

not breast-feed during treatment and for up to 14 weeks after last dose treatment. UNDESIRABLE EFFECTS:

In adult placebo-controlled trials the following adverse drug reactions were reported. Very Common (≥ 1/10):

upper respiratory tract infection including tracheitis, nasopharyngitis. Common (≥ 1/100 to < 1/10): Lower 

respiratory tract infection (including bronchitis), urinary tract infection, herpes simplex, rhinitis, pneumonia, 

influenza, leukopenia, headache, dizziness, paraesthesia, conjunctivitis, hypertension, flushing, blood pressure 

increased, cough, abdominal pain, diarrhoea, nausea, dyspepsia, mouth ulceration, aphthous stomatitis, 

vomiting, liver function test abnormal (including transaminases increased), rash (including dermatitis), alopecia, 

pruritus, pain in extremity, fatigue, asthenia, injection site reactions. Uncommon (≥ 1/1,000 to < 1/100): Tooth 

infection, onychomycosis, herpes zoster, sepsis, musculoskeletal infections, skin abscess, pyelonephritis, pelvic 

inflammatory disease, basal cell carcinoma, skin papilloma, thrombocytopenia, hypersensitivity, depression, 

anxiety, sleep disorder, migraine, dry eye, visual acuity reduced, vertigo, palpitations, tachycardia, bradycardia, 

hypotension, hot flush, vasculitis, blood pressure decreased, bronchospasm, wheezing, dyspnea, gastritis, 

increased tendency to bruise, dry skin, urticaria, psoriasis, arthralgia, amenorrhea, menorrhagia, influenza like 

illness, weight increased. Rare (≥ 1/10,000 to < 1/1,000); Bacteraemia, gastrointestinal infection, lymphoma, lung 

neoplasm malignant, throat tightness. See SmPC for further details. LEGAL CATEGORY: POM MARKETING 

AUTHORISATION NUMBER AND BASIC NHS PRICE: Orencia 250 mg concentrate for solution for infusion 

- EU/1/07/389/001, 1 vial pack: £302.40 Orencia 125 mg solution for Injection- EU/1/07/389/008, 4 pre-filled 

syringes with needle guard: £1209.60. MARKETING AUTHORISATION HOLDER: Bristol-Myers Squibb Pharma

EEIG, Uxbridge Business Park, Sanderson Road, Uxbridge, Middlesex UB8 1DH. Tel: 0800-731-1736. DATE OF

PREPARATION: October 2012. Job No: 427UK12PM087
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12:00 – 13:15
Poster Tours Poster Area
HP: Lessons to learn from practice
Finding new targets in RA
Genetics and beyond
Innate and adaptive immunity
Management of SpA 1
Osteoporosis
Small molecules: New and old revisited
Spondyloarthritis: Basic and translational
Take care of orphans
Treatment in SLE and Sjögren’s syndrome
What is driving systemic sclerosis? Answers
from pathophysiology

13:30 – 15:00
What Is New (WIN)
Win Session 3 Hall 6

Clinical Science Sessions
New drugs for lupus: State of the art Hall 8
Nutrition and
inflammation Room N103/104

Challenges in Clinical Practice Session
Difficult vasculitis: A difficult
challenge Hall 4

How to Treat / Manage (HOT)
HOT Session 4 Hall 7

Outcomes Science Session
Performance of RA remission
criteria Room N101/102

PReS Session
Still’s disease Room N105/106

Primary Care Session
Hot topics for primary care Room Retiro

Basic and Translational Science Sessions
Basics of skeletal muscle
biology Room N107/108

Bone: A tale of cells and
hormones Room N109/110

Fellows in Training Session
ABC of science Room N111/112

Health Professionals Session
The foot health needs of people 
with in flammatory arthritis in 
the era of biologic 
therapies Room N113/114

Practical Skills Sessions
MRI Basic 2 Room N117
Dealing with journalists: Media
training by media
professionals Room N118

Crystals in synovial fluid 2 Room N115

PARE Session
Patient rights to crossborder healthcare
and other entitlements Room N116

15:30 – 17:00
What Is New (WIN)
WIN Session 4 Hall 6

Clinical Science Sessions
Modern assessment of disease activity
in inflammatory arthritis Hall 8

Impact of imaging on clinical
practice Room N103/104

Challenges in Clinical Practice Session
Peripheral neuropathy in rheumatic
diseases Hall 4

How to Treat/Manage (HOT)
HOT Session 5 Hall 7

Outcomes Science Session
Investigating in a world of
confounders Room N101/102

Primary Care Session
Life-long management of rheumatic
diseases Room Retiro

Basic and Translational Science Sessions
Tissue repair by DMOADs: 
The proof of the
pudding Room N107/108

Translational model of
fibrosis and myositis Room N109/110

Fellows in Training Session
Finding the truth in medical literature:
How to read clinical
journals Room N111/112

Joint Clinical/HPR/PARE Session
The concept of health in rheumatic
disease: The ability to adapt and
self-manage Room N113/114

Practical Skills Sessions
Ultrasound advanced 1 Room N117
ABCs of biopsies: When to
perform and how to interpret Room N115

EULAR Projects in Paediatric 
Rheumatology
The challenges of PReS
today Room N118

PARE Session
Gender differences in care
and treatment Room N116

Continued from page 1
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Other Diseases Present at Inflammatory Arthritis Onset

Amajority of patients with inflammatory
arthritis have one or more additional chron-
ic diseases at the onset of the disease, ac-

cording to a study to be pr esented this afternoon.
The results argue for close cooperation

among primary care physicians and spe-
cialists, both of whom care for inflamma-
tory arthritis (IA) patients, says Jennie
Ursum, Ph.D., who will present the re-
search on behalf of colleagues at the
Netherlands Institute for Health Services
Research, Utrecht; and the VU University
Medical Centre and the Jan van Breemen
Research Institute, both in Amsterdam.

“Despite the fact that IA patients are
mainly treated in specialised care, the
general practitioner plays an important role in the
management of other chronic diseases,” said Dr.
Ursum, a researcher with the Netherlands Insti-
tute.

If the primary care physician and specialist are
not coordinating care, there is the potential for
drug misadventures, and noncompatible treatment
regimens, she said.

The study used data from the Netherlands Inf or-
mation Network of General Practice. The LINH is
a longitudinal database that began in its present
form in 2001. Physicians who participate record

data on all patient contacts, including diagnoses,
referrals, and prescriptions; patient sex and age;
type of health insurance; and place of residence.
Some 83 practices and 335,000 patients are regis-

tered.
For Dr. Ursum’s nested-case control

study, data – including information on
consultations, morbidity, prescriptions,
and referrals to other health profession-
als – were extracted from electronic
medical records.

The data included 3,354 patients with
newly diagnosed IA who were seen
from 2001 to 2010. Each patient w as
matched for age, sex, and general prac-
tice with two control patients, making

for 6,708 controls. The researchers compared the
presence of 121 different chronic diseases be-
tween patients and controls with lo gistic regres-
sion analyses.

They found that 70% of inflammatory arthritis
patients had at least one other chronic disease at
the onset of IA, compared with 59% of control
patients. Cardiovascular disease was the most
prevalent condition, affecting some 35% of the
IA patients. 

Twenty-seven percent of IA patients had muscu-
loskeletal diseases and 22% had neurological dis-

eases. The IA patients had the highest incr eased
risk for musculoskeletal and neurological diseases.

While it might not be sur prising that IA patients
had a high risk of musculoskeletal conditions, that
grouping does not just include inflammation of
the joints, said Dr. Ursum.

The authors studied diagnosis codes and found a
prevalence of 2% or higher for shoulder syn-
drome, spinal cord diseases, tennis elbow, and os-
teoporosis. The highest risk was for a diagnosis of
carpal tunnel syndrome.

Although the study did not delve into why
these conditions might be present in IA patients,
“there might be a shared etiology for some dis-
eases,” said Dr. Ursum. “However, based on the
results of this study we can only hypothesise
about this,” she said.

One hopes that the physicians who attend her
presentation will learn to stay alert for the pres-
ence of these other conditions in their IA patients ,
Dr. Ursum said. “Co-operation between different
physicians is important to gain the best treatment
for patients,” she said. ■

Primary Care Session
Hot topics for primary care
Thursday 13:30 – 15:00

Room Retiro

Satellite Programme Thursday 13 June 2013
08:15 – 09:45 Pfizer Hall 6
Treatment Targets in Rheumatoid
Arthritis Chair: J. Gómez Reino, 

Spain
08:15 – 08:20
Introduction J. Gómez Reino,

Spain
08:20 – 08:45
Targeting the inflammatory cascade:
Mechanism of action of oral cytokine 
signalling inhibitors G. Firestein, 

USA
08:45 – 09:10
Targeting new agents: Balancing the 
clinical profile with safety considerations
and management in clinical practice 

R. van Vollenhoven, 
Sweden

09:10 – 09:35
Targeting the future: Interpreting 
the EULAR treatment 
recommendations R. Landewé, 

Netherlands
09:35 – 09:45
Panel discussion All
09:45
Summary and close J. Gómez Reino,

Spain

08:15 – 09:45 AbbVie Hall 7
Understanding the Synergy Between
Methotrexate and Biologics in
Rheumatoid Arthritis Chair: G.R.

Burmester, Germany
08:15 – 08:30
Methotrexate is the anchor drug in
rheumatoid arthritis 
management D. Aletaha, 

Austria

08:30 – 09:00
Understanding the synergy between met-
hotrexate and biologics G.R. Burmester, 

Germany
09:00 – 09:15
Through the eyes of the patient: Patient-
reported outcomes R. Fleischmann, 

USA
09:15 – 09:35
Methotrexate-related tolerability: 
Is it really of concern? J. Kremer, 

USA
09:35 – 09:45
Panel discussion All

08:15 – 09:45 MSD N103/N104
Current and Future Strategies for the
Management of Osteoporosis: ignaling
a Change in the Conversation Chair: N.

Guanabens, Spain
08:15 – 08:20
Welcome & opening N. Guanabens,

Spain
08:20 – 08:40
Optimising current osteoporosis 
management with a focus on 
vitamin D E. Jodar, 

Spain
08:40 – 09:00
Looking to the future: The impact of se-
lective cathepsin K inhibition on bone
homeostasis R. Baron, 

USA 
09:00 – 09:35
Odanacatib: A novel approach to the
treatment of osteoporosis D. Hosking, 

UK

09:35 – 09:45
Questions & answers 

08:15 – 09:45 Bristol-Myers Squibb &
Company Hall 4
Confirming the Path to Optimise Long-
Term Patient Benefit Chairs: P. Emery,

UK & E. Mar tin-Mola, Spain
08:15 – 08:20
Welcome and introduction P. Emery,

UK & E. Martin-Mola, Spain
08:20 – 08:35
Revisiting the concept of remission: 
Impact on long-term treatment 
goals J. Smolen, 

Austria
08:35 – 08:55
Investigating long-term treatment 
benefit: The value of head-to-head 
biologic trials in RA M. Schiff, 

USA
08:55 – 09:10
Demonstrating long-term structural 
benefit: New insights in joint 
damage assessment D. van der Heijde 

Netherlands
09:10 – 09:25
Considering long-term benefit-risk bal-
ance: How to make the right choice of
biologic R. Alten, 

Germany
09:25 – 09:40
Panel discussion and Q&A All
09:40 – 09:45
Summary and close E. Martin-Mola,

Spain & P. Emery, UK

08:15 – 09:45 Sudler Medical 
Communications N105/N106
The Real Story of SLE: Understanding
the Spectrum of the Disease Chair: M.

Petri, 
USA

08:15 – 08:25
Introduction: Re-evaluating the natural
history of SLE M. Petri, 

USA
08:25 – 08:40
Managing early lupus D. Isenberg, 

UK
08:40 – 08:55
Severe SLE: Latest advancements 
and innovation F. Houssiau, 

Belgium
08:55 – 09:10
Moderate lupus: The unmet needs of an
underserved majority M. Petri, 

USA
09:10 – 09:25
Updates in SLE pathogenesis and emerg-
ing therapeutic targets: 
Impact on clinical practice R. Furie,

USA
09:25 – 09:45
Audience Q&A and panel discussion All
An application has been made to the
EACCME® for CME accreditation for
this event. This event has been funded by
an unrestricted educational grant from
UCB Pharma.

08:15 – 09:45 IBSA/Laboratoires
Genévrier Retiro

continued on page 17

JENNIE URSUM, PH.D.
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ACTIVATED
JAK

CYTOKINE

INSIDE
AN ACTIVATED
IMMUNE CELL

INACTIVE
JAK

ACTIVATED
STATS

JOINT
INFLAMMATION

NUCLEUS

ACTIVATED
IMMUNE CELLS

Find out more at 
JAKpathways.com

References: 1. Ghoreschi K, Laurence A, O’Shea JJ. Janus kinases in immune cell signaling. Immunol Rev 2009; 228(1): 273–287. 2. McInnes IB, Schett G. Cytokines in the

pathogenesis of rheumatoid arthritis. Nat Rev Immunol 2007; 7(6): 429–442. 3. McInnes IB, Liew FY. Cytokine networks—towards new therapies for rheumatoid arthritis. Nat Clin
Pract Rheumatol 2005; 1(1): 31–39. 4. Shuai K, Liu B. Regulation of JAK-STAT signalling in the immune system. Nat Rev Immunol 2003; 3(11): 900–911. 5. McInnes IB, Schett G.

The Pathogenesis of Rheumatoid Arthritis. New Engl J Med 2011; 365(23): 2205–2219.

The JAK pathways play an important role in the
inflammatory process that leads to joint destruction.1–5

STATS TRANSLOCATE 
TO THE NUCLEUS 
AND ACT AS 
TRANSCRIPTION  
FACTORS4

THE ACTIVATED 
JAK PROTEINS 
ACTIVATE STATS4

THIS ACTIVATES 
INTRACELLULAR 
SIGNALLING 
PATHWAYS SUCH AS 
JAK PATHWAYS4

THE CYTOKINES BIND 
TO CELL SURFACE 
RECEPTORS4

ACTIVATED IMMUNE CELLS 
INFILTRATE THE JOINT AND 
PRODUCE PRO-INFLAMMATORY 
CYTOKINES2

Discover the intracellular world of Janus kinase (JAK) pathways in RA

1

2

3

5

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

6

4
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A modern approach to an old disease:
Glycosaminoglycans (GAGs) 
therapy in OA Chair: P.

Richette, France
Welcome and introduction P. Richette, 

France
Novel discoveries on the mechanism of
action of GAGs in OA Y. Henrotin, 

Belgium
From clinical studies to real life: 
recent data on the clinical ef ficacy of
chondroitin sulphate in OA and its po-
tential to reduce the consumption of
NSAIDs P. Richette, 

France
Ultrasound applications in 
rheumatology T. Tamborrini, 

Switzerland
Tailoring the viscoinduction/viscosup-
plementation treatment to the joint af-
fected by OA and its effects on the
disease stage A. Migliore, 

Italy
Discussion and conclusion P. Richette, 

France

08:15 – 09:45 Celgene 
Corporation N107/N108
Advancing the Understanding of
Psoriatic Arthritis: Burden, Pathogenesis
and Management Chair: P. Helliwell, 

UK
Welcome, introductions & 
opening remarks P. Helliwell, 

UK
The burden of psoriatic 
arthritis P. Helliwell, 

UK
The role of extra-and intracellular sig-
naling pathways in the pathophysiology
of psoriatic arthritis G. Schett, 

Germany
New therapeutic approaches 
to the management of
psoriatic arthritis A. Kavanaugh, 

USA

17:30 – 19:00 Pfizer Hall 8
The Mosaic of RA: Assembling the
Pieces for Optimal Treatment
Outcomes Chair: B. Combe, 

France
17:30 – 17:35
Welcome and introduction B. Combe, 

France
17:35 – 18:00
Why aren’t we starting biologics 
earlier? M. Dougados, 

France
18:00 – 18:25
How do you treat the methotrexate-in-
tolerant patient? P. Nash, 

Australia
18:25 – 18:50
What do we do when TNF 
inhibitors fail? B. Combe, 

France
18:50 – 18:55
Panel discussion All
18:55 – 19:00
Summary and close B. Combe, 

France

17:30 – 19:00 AbbVie Hall 7
Unravelling Immunogenicity: What Do

We Need to Know to Optimise 
Clinical Management of Rheumatoid
Arthritis? Chair: E. Keystone, 

Canada
17:30 – 17:40
Welcome and introduction E. Keystone, 

Canada
17:40 – 18:00
Principles for characterising a biologic:
The interplay of pharmacokinetics and 

immunogenicity D. Mould, 
USA

18:00 – 18:25
Characterisation of TNF inhibitor 
biologics: The clinical 
perspective T. Kvien, 

Norway
18:25 – 18:40
Treatment paradigms in RA: 
Putting adalimumab clinical 

data into context E. Keystone, 
Canada

18:40 – 18:55
Faculty panel Q&A All
18:55 – 19:00
Summary and close E. Keystone, 

Canada

Continued from page 15

continued on page 18
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17:30 – 19:00 MSD N103/N104
Moving Beyond the Joint: What Does Rheumatoid
Arthritis Mean to the 
Patient? Chair: E. Martin-Mola,

Spain
17:30 – 17:40
Chair’s welcome and opening remarks E. Martin-Mola, 

Spain
17:40 – 18:05
Management of disease symptoms: 
Relief for our patients now

H. Schulze-Koops,
Germany

18:05 – 18:25
Remission as the primary goal of
treatment in RA J. Smolen, 

Austria
18:25 – 18:45
Treating the individual: Reclaiming quality of life 
for the RA patient P. Taylor, 

UK
18:45 – 19:00
Question-And-Answer Session Faculty

17:30 – 19:00 UCB Pharma Hall 4
Long-Term Treatment Outcomes in RA: 
Early Decision for Sustained 
Success Chair: G. Burmester, 

Germany
17:30 – 17:35
Introduction and welcome G. Burmester, 

Germany
17:35 – 17:50
Early treatment decisions: Current guidelines vs. 
clinical practice G. Burmester, 

Germany
17:50 – 18:10
Early response and sustained treatment 
outcomes B. Haraoui, 

Canada
18:10 – 18:30
Treatments for sustained outcomes: Physician choice
vs. patient preference J.-M. Alvaro-Gracia, 

Spain
18:30 – 18:50
Induction-maintenance in rheumatoid arthritis: 
Is it possible? R. van Vollenhoven, 

Sweden
18:50 – 19:00
Question and answer 
session Faculty

17:30 – 19:00 Servier N101/N102
Osteoarthritis: State of the Art Chairs: F. Berenbaum, 

France & M. Cutolo, Italy
17:30 – 17:35
Welcome and introduction M. Cutolo, 

Italy
17:35 – 17:55
A major health burden in Europe M. Cutolo, 

Italy
17:55 – 18:15
What’s new in our understanding of the physiopatholo-
gy of osteoarthritis? F. Berenbaum, 

France
18:15 – 18:35
Diagnosis of osteoarthritis: beyond the 
symptoms P. Conaghan, 

UK
18:35 – 18:55
Joint degradation in osteoarthritis: 
can we prevent the inevitable ? T. Spector, 

UK

18:55 – 19:00
Conclusion F. Berenbaum, 

France
17:30 – 19:00 Novartis N105/N106
IL-17 Pathway: From Pathogenesis to Potential
Treatment in Arthritides Chair: J. Sieper, 
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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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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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