
N
ew EULAR recommendations
on the diagnosis and manage-

ment of lupus nephritis call for re-
nal biopsy at the first suspicion of
kidney involvement.

About half of people with sys-
temic lupus erythematosus (SLE)
will develop lupus nephritis with a
concomitant increase in the risks
for renal failure, cardiovascular dis-
ease, and death. 

“The management of lupus
nephritis has been a hotly debated
issue, and there is considerable vari-

ation and uncertainty among treat-
ing physicians,” Dr. George K. Bert-
sias of the University of Crete in
Heraklion, Greece, said in an in-
terview. Areas of uncertainty in-
clude which initial immunosup-
pressive agents to use, and how to
dose corticosteroids.

However, Dr. Bertsias said,
“growing evidence from clinical tri-
als has begun to shape a rational ap-
proach to patient care.”

This morning Dr. Bertsias will be
presenting new recommendations

for the management of adult and
pediatric lupus nephritis. He is the
lead author of the recommenda-
tions, part of a joint project by EU-
LAR and the European Renal As-
sociation – European Dialysis and
Transplant Association (ERA-
EDTA).

The project’s 32-member work-
ing committee included specialists
in rheumatology and nephrology,
as well as internists, pediatricians,
and pathologists with expertise

T
he results of two of the
first studies directly com-
paring biologic agents in

patients with rheumatoid arthritis
will be reported this week, pro-
viding clinically useful informa-
tion to help guide treatment, ac-
cording to the investigators
presenting the data.

In the ADACTA (Adalimumab
Actemra) study, tocilizumab
monotherapy was significantly
more effective than adalimumab
monotherapy in reducing the
signs and symptoms of rheuma-
toid arthritis in patients who could
not tolerate methotrexate or in
whom methotrexate was consid-
ered ineffective or inappropriate.
The study provides evidence of
“clear superiority of one agent
compared with the other, which is
quite important,” the study’s lead
author, Dr. Cem Gabay, said in an
interview. 

These results are useful in the

treatment of patients who cannot
tolerate methotrexate or who will
be treated with monotherapy,
which is “not trivial,” he said, not-
ing that registries in different
countries indicate that up to 30%
of patients with RA are on
monotherapy with a biologic

agent. And findings from the 
AMPLE (Abatacept Versus Adali-
mumab Comparison in Biologic-
Naive RA Subjects With Back-
ground Methotrexate) study
showed that abatacept was com-
parable to adalimumab in terms of

Lupus Nephritis Guidance Available

See Head-to-Head page 2

See Lupus page 2

Head-to-Head Trial Data on

Biologics for RA to Be Presented

RA’s Morning Stiffness Frequently Impairs Work Quality

M
orning stiffness in patients with
rheumatoid arthritis is detrimen-

tal to the working lives of nearly half of
patients surveyed recently. The find-
ings highlight the dramatic toll the dis-
ease can take on a young person’s work
and career, according to Prof. Frank
Buttgereit, who will be presenting find-
ings on this research this afternoon.

With his co-investigators, Prof.
Buttgereit found that 47% of rheuma-
toid arthritis (RA) patients who con-
tinue to work reported that their morn-

ing stiffness impaired their work per-
formance, and they functioned at ap-
proximately two-thirds their usual ca-
pacity.

Findings from earlier research
showed that morning stiffness resulting
from RA was associated with early re-
tirement from work (Rheumatology
2008;47:980-4). Prof. Buttgereit’s find-
ings address the impact of morning
stiffness in RA patients who continue
working with the disease. “We wanted
to explore this further from the pa-

tient’s perspective. RA affects adults of
all ages, including those in early adult-
hood and those in the prime of life,” he
said in an interview. 

Rheumatology currently focuses on
disease definition, control, and remis-
sion, but the patient experience is ex-
tremely important, too, said Prof.
Buttgereit, Deputy Head of the De-
partment of Rheumatology and Clini-
cal Immunology, Charité University
Medicine, Berlin. “We need to ask pa-
tients about the impact their condition

is having on their lives. Work is impor-
tant to this age group. Giving up work
because of ill health or having to take
early retirement can have significant
economic and social consequences.”

Working-age patients from 18 years
to retirement age were included in the
survey, which was conducted across 11
European countries including Belgium,
Denmark, Finland, France, Germany,
Italy, Norway, Poland, Spain, Sweden,
and the United Kingdom. 

See Quality page 16
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Update on non anti-TNF biologics Hall 1.1
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Regional pain and fibromyalgia: Understanding mech-
anisms and effective management Hall 4.1
Early pathogenic mechanisms: Clues for targeted
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ACR 20, 50, and 70 responses and in the
inhibition of radiographic progression
at 1 year. 

These results “will be pivotal in help-
ing a clinician make an evidence-based
choice,” according to Dr. Michael
Schiff, the lead author. 

“We have an unmet need in RA ther-
apeutics to do head-to-head trials so we
can take better care of our patients. 

“The AMPLE study is the trial design
of the future, but it is already here at 
EULAR 2012,” he added.

Dr. Gabay’s presentation on Friday
during the late-breaking abstract ses-
sion will give findings from ADACTA,
a multicentre, randomised, double-
blind, 24-week study, that compared
tocilizumab, an inhibitor of IL-6 re-
ceptor signaling (8 mg/kg IV every 4
weeks), plus placebo in 163 patients, to
adalimumab (40 mg subcutaneously
every 2 weeks) plus placebo in 162 pa-
tients for 24 weeks.

Tocilizumab has been studied in tri-
als as monotherapy, but this is the first
study that directly compared tocilizum-
ab to an anti-TNF agent. 

The mean decrease from baseline in
DAS28 at 24 weeks, the primary end
point, was 3.3, compared with 1.8
among those on adalimumab, a signif-
icant difference.

Other statistically significant differ-
ences in favor of the tocilizumab arm
at 24 weeks occurred in DAS28 remis-
sion rate (39.9% vs. 10.5%), DAS28 low
disease activity (51.5% vs. 19.8%), ACR
20 (65% vs. 49.4%), ACR 50 (47.2% vs.
27.8%), and ACR 70 (32.5% vs. 17.9%),
according to Dr. Gabay, professor of
medicine and head of the division of
rheumatology at University Hospitals
of Geneva. 

Differences in swollen and tender
joint counts, erythrocyte sedimenta-
tion rate (ESR), and patient global as-
sessment also favored the tocilizumab
arm, but these differences were not

statistically significant.
The incidence of adverse events was

similar in the two arms, as were serious
adverse events and serious infections,
and the overall safety profile of both
treatments was consistent with what
has been previously reported, accord-
ing to Dr. Gabay. 

Patients in both arms had lab value
changes, which included LDL eleva-
tions and neutrophil reductions, but
the proportion of patients with abnor-
mal lab values was higher among those
on tocilizumab. 

The two deaths were in the tocilizum-
ab-treated patients; one was a sudden
death, and the other was from a report-
ed illicit drug overdose. 

In the interview, Dr. Gabay said that
these results add to the treatment strat-
egy for clinicians who have patients who
cannot take methotrexate, providing
them with “an opportunity to treat them
with something that is effective and is
even more effective than other treat-
ments used as monotherapy.”

Dr. Gabay said that what he finds par-
ticularly interesting is that in another
study in which investigators compared
tocilizumab alone or in combination
with methotrexate, there were no dif-
ferences in clinical efficacy between
those on combination or monotherapy,
whereas in other studies, treatment
with an anti-TNF agent combined with
methotrexate has been superior to an
anti-TNF alone. 

“So clearly with one drug, you’ll need
to use it in combination with methotrex-
ate in order to achieve a good or very
good response, whereas with the other
you don’t need methotrexate,” Dr.
Gabay noted.

In future studies comparing
tocilizumab to anti-TNF drugs, it will
be important to include assessments of
structural damage, which were not
done in ADACTA, he said.

In another presentation to be given

on Thursday, Dr. Schiff, of the Univer-
sity of Colorado, Denver, will report on
the results of AMPLE, a study of 646
biologic-naive patients with active RA
and an inadequate response to metho-
trexate, in North and South America.
AMPLE directly compared two biolog-
ic DMARDs combined with methotrex-
ate: subcutaneous abatacept (125 mg
weekly with no IV load) and 40 mg of
subcutaneous adalimumab biweekly.

At 1 year, almost 65% of those on
abatacept and about 63% of those on
adalimumab had achieved an ACR 20
response, a difference of 1.8% that sup-
ported the noninferiority of abatacept
to adalimumab, Dr. Schiff reported. 

At 4 weeks, almost 43% of those on
abatacept and almost 48% of those on
adalimumab had achieved an ACR 20
response at 4 weeks, with a response
that remained comparable through the
end of the 12-month period. 

At 1 year, about 46% of each group
had achieved an ACR 50 response and
29% of those on abatacept and 26% of
those on adalimumab had achieved an
ACR 70 response. 

The rates of radiographic nonpro-
gression were comparable in both
groups.

Safety was comparable – no new safe-
ty signals were seen with either abata-
cept or adalimumab over 1 year – al-
though fewer patients discontinued
abatacept than adalimumab for adverse
events (3.5% vs. 6.1%).

Another difference is that there were
significantly fewer injection site reac-
tions in those treated with abatacept
(4% vs. 9%), Dr. Schiff reported. 

Ten patients on abatacept had au-
toimmune adverse events, compared
with three on adalimumab, but none
were categorized as serious adverse
events. 

This is the second study to compare
abatacept with an anti-TNF, Dr. Schiff
said in the interview.

His remark referred to the ATTEST
(Abatacept or Infliximab Versus Place-
bo, a Trial for Tolerability, Efficacy and
Safety in Treating RA) trial, which

found that the efficacy of abatacept
was similar to that of infliximab. In that
study, safety signals were better for the
abatacept arm of this study. 

Dr. Schiff pointed out that AMPLE is
the first powered head-to-head study
comparing, in patients with established
RA, a non-TNF biologic, abatacept, to an
anti-TNF, adalimumab, in a standard-of-
care setting, using biologic treatment
on background methotrexate.

In the EULAR/ACR guidelines and
in usual clinical practice, a patient with
RA is started on methotrexate or an-
other nonbiologic DMARD, and if a pa-
tient does not meet their target for
suppression of disease activity on either
of those approaches, adding a biologic
is then recommended, he noted. 

The implications of the AMPLE re-
sults for clinical practice are that a clini-
cian can choose either abatacept or an
anti-TNF like adalimumab, based on the
study results, he said in the interview. 

A literature review showed that the
AMPLE study was among the 5 of a to-
tal of 91 studies of biologic DMARDs in
patients with RA that were identified as
comparing biologic DMARDs head-to-
head in patients with RA. 

This finding comes from a search of
recently conducted or ongoing ran-
domised controlled studies of biologic
DMARDs in the clinicaltrials.gov data-
base through Oct. 1, 2009 (Arch. Intern.
Med. 2012;172:237-44). 

It is time to “go one step forward and
forget all these placebo-controlled tri-
als. Today, it is much more relevant and
closer to clinical practice to compare
one active drug with another active
drug,” Dr. Gabay said. ■

Abstract Session
Update on non anti-TNF 

biologics
Thursday, 10:15 – 11:45

Hall 1.1

Abstract Session
Late breaking abstracts
Friday, 15:30 – 17:00

Hall 4.1

on lupus nephritis. There was a patient rep-
resentative on the committee. Its final rec-
ommendations, 28 in all, combine evidence
from a systematic literature review and expert
opinion. 

The recommendations, which Dr. Bertsias
will present in detail, cover the diagnosis,
treatment, monitoring, and prognosis of lupus
nephritis. “The consensus among experts was
excellent, and these recommendations should
facilitate the medical care of lupus nephritis
patients without restricting physician autono-
my,” Dr. Bertsias said in the interview. 

The recommendations include specific di-
agnostic issues such as the necessary indica-
tions to perform a first renal biopsy in SLE pa-
tients. No clinical, serologic, or laboratory
tests can accurately predict renal biopsy find-
ings in SLE, the committee members found,
according to Dr. Bertsias. 

And any sign of renal involvement, espe-

cially proteinuria, should be an indication for
biopsy. Assessment should include glomerular
changes, activity and chronicity indices, tubu-
lointerstitial lesions, and vascular lesions, the
committee decided.

A broad range of treatment and manage-
ment issues are also addressed, including de-
tailed indications for immunosuppressive treat-
ment (and its duration and intensity); initial
dosage and tapering of glucocorticoids; ad-
junct treatments; and tailoring treatments in
accordance with the International Society of
Nephrology (ISN)/Renal Pathology Society
(RPS) 2003 classification of lupus nephritis. 

Further recommendations address the di-
agnosis and management of patients with an-
tiphospholipid antibody–associated nephropa-
thy; pediatric patients; and women who are
pregnant or planning a pregnancy. ■

Abstract Session
Lupus and Sjögren’s: 

Basics, Diagnosis, Treatment
Thursday, 10:15 – 11:45

Hall 5.1

The Trial Design of the Future
Head-to-Head • from page 1

Biopsy Is Key
Lupus • from page 1

Congress Dinner at the Station Berlin

Friday, 8 June 20:30 – 24:00
Price: EUR 95 per person (not included in the Registration Fee)

The original Station building was opened in 1875 and de-
molished in 1887. The building that stands on the same

location today was opened in 1913 and was used as the
largest package hub of Berlin until 1997. Today, although no
longer used as a station, it represents all the characteristics
of a charming industrial monument, including cathedral-like
vaults, a glass roof, and steel beams. The Station is conve-
niently located close to the Potsdamer Platz allowing for has-
sle-free access by underground train and with plentiful park-
ing nearby.
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Joint Involvement Is Common in Adult CF

A
lthough bone and joint manifes-
tations are well known to occur
in children with cystic fibrosis,

they have received very little attention in
adults, according to Dr. Ali Jawad of the
Royal London Hospital and London
Chest Hospital.

This does not mean that these com-
plications are rare or that clinicians can
afford to miss them as they are likely to
become disabling and interfere with
treatment for cystic fibrosis (CF) if not
diagnosed early, Dr. Jawad said in an in-
terview. 

This morning, Dr. Jawad will present
data on musculoskeletal complications in
a cohort of 143 adults with cystic fibro-
sis who attended the quarterly muscu-
loskeletal clinic at the hospital’s CF unit.

With his coinvestigators, Dr. Jawad
found that more than 13% of CF patients
aged 16 and older in the cohort were af-
fected by musculoskeletal complications.
The age of onset was lower for female
patients than males.

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

Other musculoskeletal diseases seen in
the cohort included spondyloarthritis,
chondromalacia patellae, vitamin D de-
ficiency, back pain, and rotator cuff
tendinopathy. One patient had erosive
disease on ultrasound examination, but
that condition could not be confirmed by
x-ray. None was seen to have hyper-
trophic osteoarthropathy, which is char-
acterised by abnormal proliferation of
the skin and bone tissue at the distal parts
of the extremities.

“Our CF service is multidisciplinary,
and includes practitioners from other
disciplines such as hepatology, en-
docrinology, and rheumatology, along
with specialist nurses, physiotherapists,
and a nutritionist,” Dr. Jawad said. Be-
cause most of the patients in the service
receive nutritional advice, he added, vit-
amin D deficiency was rare.

Patients are customarily started on
nonsteroidal anti-inflammatory drugs
(NSAIDs) and, if these prove insuffi-

cient, are moved on to disease-modifying
antirheumatic drugs (DMARDs). “Pa-
tients’ response to DMARDs vary,” Dr.
Jawad said. “We initially start with sul-
phasalazine and/or hydroxychloroquine.
If there is no response, we add or replace
one of these with methotrexate. We
have one patient on methotrexate for
whom we are now considering a tumor
necrosis factor inhibitor such as etaner-
cept.”

For patients with CFA and other com-
plications, “early diagnosis is essential,”
Dr. Jawad said, because joint pain,
swelling, and limitation of movement
may become disabling and interfere with
exercise and chest clearance, all of which
are essential components of the treat-
ment schedule for CF.

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

Early diagnosis and appropriate man-
agement are especially important for CF
patients, because joint pain, swelling,
and limitation of movement may be-
come disabling and interfere with mo-
bility, exercise, and clearing the airway of
thick mucus, all essential components of
CF daily treatment. ■

Abstract Session
Don’t forget the “orphans”
Thursday, 10:15 – 11:30

Room PARIS 2

Dr. Ali Jawad will discuss the essential nature of early diagnosis.

Autoantibodies Can Lead to

More Severe Disease Course

A
utoantibody formation to citrullinated
vimentin directly induces bone loss and

provides a novel link between the adaptive
immune system and bone,
according to study findings
to be presented by Prof.
Georg Schett today.

“We now understand
why ACPA/CCP antibod-
ies are leading to a more se-
vere disease course in
[rheumatoid arthritis],”
said Prof. Schett, chair of
the Department of Medi-
cine 3 at the University of
Erlangen Nuremberg. 

ACPA/CCP, or anti-cit-
rullinated protein antibod-
ies/cyclic citrullinated pro-
tein, are among the
strongest risk factors for
bone destruction, accord-
ing to the authors. They hypothesized that
the autoantibodies directly influence bone
metabolism. 

The results showed “a strong association
between autoantibodies against citrullinated
proteins and serum markers for osteoclast-
mediated bone resorption,” in the serum of
patients who had rheumatoid arthritis (RA),
the authors wrote. 

In addition, researchers found that hu-
man osteoclasts expressed enzymes eliciting
protein citrullination, and “revealed specific

inducible N-terminal citrullination of vi-
mentin during their differentiation process,”
they wrote. 

Dr. Schett said that the
findings have several im-
plications on practice. 

“Consider that ACPA/
CCP-positive RA patients
have a high risk for bone
loss. Also, consider that
bone damage starts very
early in such patients and
may even be seen in
ACPA/CCP-positive pa-
tients without RA,” he said
in an interview. He advised
that physicians carefully
monitor structural bone
damage and bone density
in ACPA/CCP-positive RA
patients. Treating to target
may minimise inflamma-

tory burden, which is an additional risk fac-
tor for bone loss such patients. 

Dr. Schett and colleagues next will study
patients with either early RA or pre-RA who
have ACPA/CCP antibodies in order to see
if they show any signs of bone changes. ■

Scientific Session
New developments in the pre-clinical

phases of rheumatoid arthritis
Thursday, 08:15 – 09:45

Room PARIS 2

Prof. Georg Schett

Berlin’s Museum Island 
Welcomes You

Berlin’s Museum Island is a unique ensemble of five museums
that was built on a the small island in the Spree River and the

Kupfergraben from 1824 to 1930. Unesco called Museum Island
“an outstanding example of the Enlightenment vision of making art
publicly accessible, given material form in a central urban setting.” 

The island’s five museums include these: The Altes Museum (1830),
a masterpiece of neoclassical architecture and design; The Alte Na-
tionalgalerie, where one will find one of the largest collections of 19th
century sculpture and paintings in Germany; The Bode Museum, one
of the world's largest numismatic collections and a selection of paint-
ings from the Gemäldegalerie; The Neues Museum, which houses a col-
lection of prehistoric, early history, and Egyptian works of art; and The
Pergamon Museum, where the collection includes the Ishtar Gate of
Babylon and the Pergamon Altar.
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Will doing these activities be 
challenging for your digital 

ulcer patients?

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

Here on stand 433, hall 4.2 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 433 and let’s talk 

Date of preparation: May 2012 TRA236

2012 EULAR CONGRESS NEWS � THURSDAY EDITION 5

Cycling for the Cause From Brussels to Berlin

A
band of people dedicated to increasing pub-
lic and political awareness of rheumatic dis-
eases rode their bicycles from Brussels to

Berlin, crossing the finish line at Messe Berlin on
Wednesday afternoon. For the seventh year in a row,
the glow of achievement lit their faces.

There were over 80 riders, who included about 10
rheumatologists, 10 health professionals in rheuma-
tology, and 60 patients and family members. Still oth-

er riders joined the group for the duration of their
trip across Belgium, according to Prof. Patrick
Durez, the trip’s organiser.

The cyclists, who form the group Bikers Against
Rheumatism in Europe, have their own website, pro-
moting the event at www.barie.eu. The group set
out from Brussels on June
2nd, arriving  today at the
EULAR Congress. ■
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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 62.5mg twice daily for 4 weeks and then increased to the maintenance dose of 
125mg 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 125mg twice daily of Tracleer may slightly improve their exercise 
capacity when the dose is increased to 250mg 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 pharmacokinetic results, 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:

at monthly intervals.

In the event of a rise in liver aminotransferases treatment should be stopped (>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.

the potential 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.

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.

System organ class Frequency Adverse reaction
Blood and lymphatic system 
disorders

Common Anaemia, haemoglobin decrease, (see sec-
tion 4.4)

Not known1 Anaemia or haemoglobin decreases requiring 
red blood cell transfusion

Uncommon Thrombocytopenia
Uncommon Neutropenia, leukopenia

Immune system disorders Common Hypersensitivity reactions (including dermatitis, 
pruritus and rash)2

Rare Anaphylaxis and/or angioedema
Nervous system disorders Very common Headache3

Common Syncope4

Cardiac disorders Common Palpitations4

Vascular disorders Common Flushing 
Common Hypotension4

Gastrointestinal disorders Common Gastrooesophageal reflux disease
Diarrhoea

Hepatobiliary disorders Very common Abnormal liver function test, (see section 4.4)
Uncommon Aminotransferase elevations associated with 

hepatitis and/or jaundice (see section 4.4)
Rare Liver cirrhosis, liver failure

Skin and subcutaneous 
disorders

Common Erythema

General disorders and 
administration site conditions 

Very common Oedema, fluid retention5

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 62.5mg: 14, 56 or 112 film-coated tablets. Tracleer 125mg: 56 
or 112 film-coated tablets. Not all pack sizes may be marketed. Tracleer 32mg: 56 dispersible tablets. 
Marketing Authorisation Holder and Numbers: Actelion Registration Ltd BSI Building 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: April 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. December 2011.

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)
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Half With Sjögren’s Responded to Rituximab

R
ituximab appears to be highly ef-
fective for patients who have re-
fractory, systemic primary Sjö-

gren’s syndrome.
More than half of the patients with

systemic disease who received rituximab
experienced a significant improvement in
their disease activity scores, according to
Dr. Gael Cinquetti, who will be dis-
cussing these findings in detail during an
abstract session this morning.

“Our study shows that rituximab has
good efficacy and satisfactory tolerance
in these patients,” he said. “In patients
with primary Sjögren’s syndrome and
systemic involvement, rituximab has a
good efficacy (60%) and satisfactory tol-
erance.”

The results are even more important
because they show the drug’s benefit in
refractory patients – a group excluded
from randomized placebo-controlled tri-
als, he added.

Among the data to be presented by Dr.
Cinquetti of the Military Hospital
Legouest in Metz, France, are findings of
the AutoImmune and Rituximab reg-
istry (AIR), an independent registry of
the French Society of Rheumatology.
The registry includes data on 3,662 pa-
tients with refractory autoimmune dis-
ease, who have been treated with ritux-
imab; 86 of them have refractory
systemic primary Sjögren’s. None have
been included in any rituximab trial.
Their median follow-up time is 5 years. 

Dr. Cinquetti presented data on 79 pa-
tients, whose median follow-up was 35
months. 

The patients’ median age was 12 years.
The disease was articular in 27 patients,
peripheral in 12 or central nervous sys-
tem in 6, pulmonary in 9 cases, renal in
6 cases, muscular in 3, hematologic in 2,
involved vasculitis in 8, including 5 with
cryoglobulinemia, involved autoimmune
pancreatitis in 1, and showed glandular
involvement in 4 patients. 

The patients’ median EULAR Sjö-
gren’s Syndrome Disease Activity Index
(ESSDAI) was 11.

Most patients (67) underwent two 1-g
rituximab infusions; 11 patients had in-
fusions of 375 mg/m2. For those who
had two infusions, the median time be-
tween cycles was 11 months. Several had
concomitant therapy, including
methotrexate (7), cyclophosphamide (1),
azathioprine (1), mycophenolate mofetil
(1), and hydroxychloroquine (7); corti-
costeroids with a median dose of 18 mg
also were used in 29 patients.

Some patients (47) experienced clini-
cally relevant improvement after the first
cycle of rituximab. This group included
63% of those with articular disease, 50%
of those with peripheral nervous system
involvement, 33% of those with central
nervous system involvement, 78% of pa-
tient with pulmonary disease, 83% of
those with renal disease, 62% of those
with vasculitis, and 100% of those with
hematologic disease and autoimmune
pancreatitis. None of those with mus-
cular involvement experienced any im-
provement. Efficacy was seen in two pa-

tients with only glandular involvement.
Rituximab also exerted a steroid-spar-

ing effect, Dr. Cinquetti noted. The mean
daily dosage of corticosteroid dropped
from 18 mg to 11 mg.

Four children had serious, immediate
infusion reactions; there was also one
case of delayed serum sickness. Two
cancers developed after rituximab treat-
ment; both of these patients died.

Rituximab was discontinued in 41 pa-

tients because of lack of efficacy in 35
and serious adverse events in 6.

“Our study shows that the use of rit-
uximab in patients with primary Sjö-
gren’s is mostly restricted to those with
systemic involvement,” Dr. Cinquetti
said. “In these patients there is good ef-
ficacy and satisfactory tolerance.”

In patients with pSS [primary Sjögren’s
syndrome] and systemic involvement,
rituximab had a good efficacy (60%) and

satisfactory tolerance. Controlled trials
are now required to confirm the thera-
peutic interest of rituximab in patients
with pSS-related systemic complica-
tions.” ■

Abstract Session
Lupus and Sjögren’s: Basics, 

Diagnosis, Treatment
Thursday, 10:15 – 11:45

Hall 5.1
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New Data Suggest How

Sepsis Triggers Gout

A
dramatic drop in serum uric acid lev-
els associated with infection may be
the mechanism underlying the ten-

dency for patients to experience gout attacks
during sepsis, according to data to be pre-
sented this morning by Dr. Mario Andres. 

Gout results from urate crystal deposition
as a consequence of hyperuricaemia. The
best known trigger of gout attacks is a drop
in serum uric acid, usually following treat-
ment with uric acid–lowering medications.

However, gout attacks are also seen among
patients who are admitted to a hospital suf-
fering from acute inflammatory diseases, or
who have had surgery. Dr. Andres and Prof.
Eliseo Pascual, both of the Hospital General
Universitario De Alicante in Alicante, Spain,
have been investigating the pathogenesis of
gout attacks among these patients.

The findings to be presented this morning
by Dr. Andres are the result of research he
conducted with Prof. Pascual from an ongo-
ing study that has enrolled 17 patients con-
secutively admitted to the ICU for sepsis or
septic shock

This builds on earlier research presented at
the 2010 EULAR congress by Dr. Andres and
Prof. Pascual that showed that patients ad-
mitted for pneumonia or pancreatitis, or
surgery for colonic cancer or hip replacement,
saw drops in serum uric acid due to a raised
renal fractional excretion of uric acid (FEUA),
which indicates a raised renal urate clearance
(Ann. Rheum. Dis. 2010;69[suppl. 3]:122).

For patients admitted with sepsis, “their
serum uric acid is as a mean very low, due to
an abnormally high FEUA,” Prof. Pascual, a
coauthor of the study, said in an interview. The
sickest patients were also those with the high-
est FEUA.

FEUA exhibited a significant positive cor-
relation with their APACHE II (Acute Physi-
ology and Chronic Health Evaluation) scores.
No patients in the study were being treated
with a uric acid–lowering medication, said
Prof. Pascual, head of the rheumatology sec-
tion at Hospital General Universitario de Al-
icante and professor of medicine (rheuma-
tology) at Universidad Miguel Hernández in
Alicante.

“Chances are that this phenomenon is a re-
sult of inflammation, but this requires addi-
tional research,” Prof. Pascual said. “The
practical implication is that gout attacks in
hospitalised patients are triggered by the
same mechanism as those that occur at the
initiation of serum uric acid–lowering thera-
py: a descent – likely a rapid one in both sit-
uations – in serum uric acid levels,” he said.

“What matters is that during sepsis the re-
nal clearance of urate raises quite a lot and
consequently serum uric acid levels drop,”
Prof. Pascual said in an interview. “This ex-
plains why gout attacks occur in the setting
of hospital admission with severe inflamma-
tory diseases. This same mechanism triggers
a gout attack at the start of hypouricaemic
treatment. We now wonder why urate levels
become elevated in sepsis,” he said.

“My own personal feeling is that we have
to aim for lower serum urate levels, since a
higher rate of clearing the crystals appears as
very desirable, at least in some circum-
stances,” he said ■

Abstract Session
Metabolic and crystal diseases of

bone and joint
Thursday, 10:15 – 11:45

Room BERLIN 1

X-Ray Findings Used

To Describe Knee OA

D
istinct phenotypes based on
radiographic findings can be

used to predict the progression of
knee osteoarthritis in patients pre-
senting with early symptoms, ac-
cording to new data from the
prospective Cohort Hip and Co-
hort Knee (CHECK) follow-up
study out of the Netherlands to be
presented this morning.

In 417 of the study’s 1,002 en-
rolled patients for whom complete
baseline, 2-year, and 5-year radi-
ographic data were available, Knee
Images Digital Analysis (KIDA) of
separate radiographic factors iden-
tified five phenotype clusters: se-
vere, defined as the most progres-
sion of all of the radiographic
features; no progression; early, de-
fined as progression of all radi-
ographic features, specifically be-
tween baseline and 2 years; late,
defined as progression of all radi-
ographic features, specifically be-
tween 2 and 5 years; and bone
density progression, according to
lead investigator Paco M.J. Wels-
ing, Ph.D., of University Medical
Center Utrecht (the Netherlands).

An evaluation of the predictors
for the various clusters showed
that a larger medial joint space
width, varus angle, osteophyte
area, eminence height, and bone
density at baseline were associated
with both severe progression and
bone density progression. Addi-
tionally, a larger varus angle and
smaller osteophyte area were as-

sociated with no progression, and
a smaller eminence height and
bone density were associated with
early and late progression, he said,
noting that, of the five models, the
bone density model had the best
area under the curve (AUC), at
0.91.

Among the 417 patients includ-
ed in the analysis, progression was
classified as severe in 17, none in
108, early in 110, late in 69, and
bone density in 113, the study
found. At baseline, “the clinical
characteristics were similar across
the clusters and the [Western On-
tario and McMaster universities]
scores were only slightly lower in
the no progression cluster com-
pared with the other clusters, Dr.
Welsing said in an interview, and
Kellgren Lawrence grading was
not predictive for any of the clus-
ters.

Predicting progression pheno-
types could play a role in deter-
mining management strategies
and designing clinical trials, 

“The phenotypes might repre-
sent relevant subgroups for the
evaluation of treatment strategies
in clinical trials, which could drive
the discovery of more targeted
treatment,” according to Dr. Wels-
ing. ■

Abstract Session
Osteoarthritis 

Thursday, 10:15 – 11:45
Hall 6.2 B

Epidemiololgy and health services Room
NEW YORK 1
How to Manage/Treat (HOT) 
How to manage 3 Hall 5.2 A
PARE Session
How to get a job, and how to keep it
Room NEW YORK 3
12:00 – 13:15
Primary Care Session
Hot topics for primary care: What’s
new? Hall 4.1
Poster Tours 
Poster Area
T01: (Epi)-Genetics and genomics 1:

Where are we?
T02: Novel aspects of joint 

homeostasis and pathology
T03: B-cells and beyond
T04: RA small molecules: Old and new
T05: SLE, APS, Sjögren’s
T06: Clinical scleroderma 1 and inflam-

matory myopathy
T07: Spondyloarthritis treatment
T08: PReS: Basic research in paedi-

atric rheumatology
T09: Orphan diseases and infectious

arthritis
T10: Health professionals: Clinical as-

pects of care

13:30 – 15:00
What Is New (WIN)
WIN session 3 Hall 1.2
Clinical Science Sessions
Vasculitis: New therapies changing out-
comes Hall 1.1
Molecular targets for therapy in fibrotic
diseases Hall 6.2 A
How to Manage/Treat (HOT)
How to manage 4 Hall 5.2 A
Outcomes Science Session 
Soft predictors of hard outcomes
Hall 5.2 B
Challenges in Clinical Practice Session
Myositis Hall 6.2 B
Joint PReS / EULAR Session 
Autoinflammation 2: Linking auto-
inflammation to autoimmunity Hall 6.1
Fellows in Training Session
EULAR scientific training bursaries: An
opportunity to win Hall 5.1
Primary Care Session
Supporting self management in OA: The
role of primary care Hall 4.1
Basic and Translational Science 
Sessions
EULAR-EFIS session: B regulatory cells
Room EUROPA 2
Collateral damage in muscles
Room BERLIN 2
Joint Clinical / HPR / PARE Session
Patient involvement in research: Past,
present, and future Room DUBLIN

Practical Skills Sessions
Crystals in synovial fluid 2
Room PARIS 2
MRI Workshop Advanced 1 
Room BERLIN 1
EULAR Projects in Paediatric
Rheumatology
Working Parties 2.0: Vision on the 
future Room NEW YORK 1
PARE Session
What’s New: Latest advances in 
treatment and management
Room NEW YORK 3
PReS Session 
ENCA Session: Rheumatic diseases in
childhood: Making the transition to adult
health care easier Room NEW YORK 2
PReS AHP Session
Thieves market: Sharing difficult cases
and best practices in taking care of
children with rheumatic diseases
Room LONDON 3
15:30 – 17:00
What Is New (WIN)
WIN session 4 Hall 1.2
Clinical Science Sessions
Personalised medicine Hall 1.1
New insights in osteoarthritis Hall 6.2 A
How to Manage/Treat (HOT)
How to manage 5 Hall 5.2 A
Outcomes Science Session
Update on ACR/EULAR RA classifica-
tion criteria: What have we learned?
Hall 5.2 B

Challenges in Clinical Practice 
Session
Underrecognized and challenging man-
ifestations in systemic sclerosis Hall
6.2 B
PReS Session
Macrophage activation syndrome
Hall 6.1
Fellows in Training Session
Dealing with journalists Hall 5.1
Primary Care Session
Work and workability in rheumatic 
diseases: What does it mean for 
primary care? Hall 4.1
Basic and Translational Science 
Sessions 
Immunological memory 
Room EUROPA 2
Innate lymphoid cells: Straddling 
innate and adaptive immunity
Room BERLIN 2
Health Professionals Session
Promotion of physical activity in
rheumatology targeting patients,
providers and the public 
Room DUBLIN
Practical Skills Sessions 
Ultrasound advanced 1 Room PARIS 2
MRI workshop basic 2 Room BERLIN 1
PARE Session 
Co-morbidity Room NEW YORK 3

Continued from page 1
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RA Diagnosed Earlier Using 2010

EULAR/ACR Classification Criteria

T
he 2010 EULAR/ACR classification
criteria for rheumatoid arthritis ap-
pear to be more sensitive than the

1987 criteria for the early identification of RA
patients, but the two sets of criteria may iden-
tify different patient groups, according to re-
search to be presented by Dr. Jenny
Humphreys this afternoon.

Looking at 260 patients enrolled in the

Norfolk Arthritis Register, a primary
care–based inception cohort, who presented
between 1990 and 1995 with early inflam-
matory arthritis symptoms, the investigators
found that the 2010 criteria identified as
many patients with early RA at baseline as did
the 1987 criteria over 5 years, Dr. Humphreys
said in an interview. All subjects were 16 years
of age or older at the time they enrolled in

the Norfolk Arthritis Register.
Specifically, the incidence rates for RA

according to the 2010 criteria were 53.9
cases per 100,000 population for women
at baseline and 24.5 cases per 100,000
population for men at baseline, which
were similar to the cumulative 5-year in-
cidence rates of 55.7 cases for women
and 26.5 cases for men according to the
1987 criteria, said Dr. Humphreys, a clin-
ical research fellow and doctoral student
at the Arthritis Research UK Epidemiol-
ogy Unit, University of Manchester
(England).

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

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

“What we have shown is that the in-
cidence of RA using the 2010 criteria is
greater when patients first present to
health care services,” compared with the
previous criteria from 1987, Dr.
Humphreys said.

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

For example, 4% of patients who satis-
fied the 1987 criteria cumulatively over 5
years never satisfied the new criteria, and
14% who satisfied the new criteria never
satisfied the 1987 criteria. The patients
who satisfied the earlier criteria but not the
new criteria had more hand joint involve-
ment, symmetrical arthritis, and morning
stiffness than did those who satisfied both
sets of criteria or just the 2010 criteria.

“This means we need to explore in de-
tail the long-term outcomes in those pa-
tients who only ever meet one criteria
set,” Dr. Humphreys said.

The incidence of a disease is always
important in health economics because
it gives an idea of the frequency of its oc-
currence in the population, and re-
sources may be allocated based on this.
In addition, it has been suggested that the
2010 criteria could be used as eligibility
criteria for certain interventions in RA
patients, although this has not been val-
idated and is not currently recommend-
ed. Our data suggest that if that were the
case, similar amounts of resources would
be required but they may need to be
made available earlier, when patients
first present with symptoms. ■

Outcomes Science Session
Update on ACR/EULAR RA 

classification criteria: 
What have we learned?

Thursday, 15:30 – 17:00
Hall 5.2 B

Dr. Jenny Humphreys
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In rheumatoid arthritis,

JAK signaling stimulates  
pro-inflammatory cytokines that  
perpetuate joint destruction1,2

Janus kinase (JAK) signaling stimulates  
the production of pro-inflammatory  
proteins (eg, cytokines and  
chemokines), which contributes  
to the persistent inflammation  
and joint destruction found in  
rheumatoid arthritis (RA).1,2

Discover more at  

EULAR Booth #432A,  
Hall 4.2
June 6-9, 2012

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.
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08:15 – 09:45 Roche Room 1.2
Strengthening the Treatment Para-
digm in RA: A Role for Biologic
Monotherapy?

Chair: J. Smolen, Austria

08:15 – 08:20
Introduction 

J. Smolen, Austria
08:20 – 08:35
RA treatment recommendations: Re-
examining the evidence base 

M. Dougados, France
08:35 – 08:55
Monotherapy “in the real world”: Re-
evaluating need and options 

P. Emery, UK
08:55 – 09:15
Supporting treatment decisions in
monotherapy: New insights and long-
term safety data 

A. Rubbert-Roth, Germany
09:15 – 09:25
IL-6 receptor inhibition in clinical
practice: Forming a consensus based
on current knowledge 

J. Smolen, Austria
09:25 –09:30
Summary 

J. Smolen, Austria
09:30 – 09:45
Question and answer session All

08:15 – 09:45 Abbott Room 1.1
Achieving Comprehensive Disease
Control in RA

Chair: E. Keystone, Canada

Is comprehensive disease control of
RA an achievable goal? 

E. Keystone Canada

Redefining the comprehensive disease
control of RA with “Treat to Target” 

A. Kavanaugh, USA

Increasing acceptance of therapeutic
strategy & improve RA disease out-
comes 

P. Nash, Australia

Aligning patients and nurses to joint-
ly fight RA to target

All & M. de Wit, Netherlands & 
J. Mooney, UK

08:15 – 09:45 AstraZeneca 
Room 6.1
Unravelling Intracellular Signalling
Pathways in Rheumatoid Arthritis:
Towards a New Generation of Thera-
peutics

Chair: I. McInnes, UK

08:15 – 08:20
Opening remarks 

I. McInnes, UK
08:20 – 08:40
Rheumatoid arthritis as a heteroge-
neous disease: Challenge or opportu-
nity? 

I. McInnes, UK
08:40 – 09:00
Intracellular kinases: Information
highways inside the immune cells 

G. Schett, Germany

09:00 – 09:20
Small molecules for a large chal-
lenge: Kinase inhibitors for the treat-
ment of rheumatoid arthritis 

M. Genovese, USA
09:20 – 09:45
Moderated Q&A and closing remarks

08:15 – 09:45 Lilly Room 4.1
Clinical Challenges for the Treatment
of Glucocorticoid-Induced Osteoporo-
sis (GIOP)

Chair: F. Jakob, Germany

08:15 – 08:25
Welcome and Introductions

F. Jakob, Germany
08:25 – 08:50
Fragility fractures in patients with
GIOP 

C. Cooper, UK
08:50 – 09:15
Moving from the ACR to the IOF/ECTS
Guidelines 

T. Thomas, France
09:15 – 09:40
Treatment of men with GIOP 

J. Ringe, Germany
09:40 –09:45
Closing Commentary

08:15 – 09:45 IBSA – Laboratoires
Genèvrier Room Dublin
Osteoarthritis: Prevention & 
Management 

Chair: M. Matucci Cerinic, Italy

Welcome and introduction 
M. Matucci Cerinic, Italy

Pain mechanisms in osteoarthritis 
H.-G. Kress, Austria

Synovial membrane, subchondral
bone, and cartilage: What are their
roles in OA? 

X. Chevalier, France

Treatment of OA: Where are we now? 
D. Uebelhart, Switzerland

Structure modification in osteoarthri-
tis: Evidence for chondroitin sulfate 

M. Hochberg, USA

Discussion and conclusion

08:15 – 09:45 medac Room Paris 2
Treatment of Rheumatic Diseases:
New Therapeutic Approaches & 
Recommendations

Chair: U. Müller-Ladner, Germany

08:25 – 08:45
JIA: New recommendations and well-
known therapies 

N. Ruperto, Italy
08:45 – 09:05
Maximizing the efficacy of therapy of
patients with rheumatoid arthritis 

D. Aletaha, Austria
09:05 – 09:25
Methotrexate versus methotrexate
and adalimumab in early arthritis
therapy: Data from the High Induc-
tion Therapy With Antirheumatic
Drugs (HIT HARD) study 

F. Buttgereit, Germany

09:25 – 09:45
New insights in the molecular mech-
anism of methotrexate: What do they
offer? 

U. Müller-Ladner, Germany

08:15 – 09:45 Savient Pharmaceuti-
cals Room New York 1
Crystal Burden Along the Gout Con-
tinuum: Implications for Manage-
ment

Chair: G. Nuki, UK

Gout: a new perspective on an old
disease 

T. Bardin, France

Painting the picture of refractory
chronic gout: A series of case studies 

H. Baraf, USA

A novel treatment approach for the
management of refractory chronic gout 

H. Schulze-Koops, Germany

17:30 – 19:00 Abbott Room 1.1
New Developments in Axial SpA: The
Diagnosis, Management, and Treat-
ment of Axial SpA

Chair: D. van der Heijde, 
Netherlands

17:30 – 17:35
Introduction and objectives for sym-
posium 

D. van der Heijde, Netherlands
17:35 – 17:50
Defining axial SpA 

F. van den Bosch, Belgium
17:50 – 18:20
Challenges affecting the diagnosis
and management of axial SpA 

D. van der Heijde, Netherlands
18:20 – 18:45
Advances in the treatment of 
axial SpA 

J. Sieper, Germany
18:45 – 18:55
Question and answer session

D. van der Heijde, Netherlands
18:55 – 19:00
Summary and close 

D. van der Heijde, Netherlands

17:30 – 19:00 MSD Room 5.2a
Striving for Remission in Rheuma-
toid Arthritis Patients: The Changing
Face of Disease Management
Chair: H. Schulze-Koops, Germany &

I. McInnes, UK

17:30 – 17:35
Welcome and introductory remarks 

H. Schulze-Koops, Germany
17:35 – 17:45
Milestones in treatment of rheuma-
toid arthritis 

I. McInnes, UK
17:45 – 18:05
The management recommendations
for rheumatoid arthritis: How does
the evidence support improving out-
comes? 

E. Keystone, Canada
18:05 – 18:25
How does new clinical data move us
forward?

P. Emery, UK

18:25 – 18:45
How do we align our therapeutic
goals with individual patient needs? 

I. McInnes, UK
18:45 – 19:00
Question and Answer Session All

17:30 – 19:00 Pfizer Room 5.2b
Treat to Target: Targeting the Moder-
ately Active Patient

Chair: J. Smolen, Austria

17:30 – 17:40
Chairman’s welcome: Treating to target 

J. Smolen, Austria
17:40 – 18:00
Targeting the moderately active patient 

P. Nash, Australia
18:00 – 18:25
Patient reported outcome targets 

B. Combe, France
18:25 – 18:45
Partnering with patients to achieve
treatment targets

Speaker TBD
18:45 – 18:55
Panel discussion All

18:55 – 19:00
Summary, close, and evaluations 

J. Smolen, Austria

17:30 – 19:00 Grunenthal Room 6.2b
MOR and NRI: More Than Meets the
Eye? A Novel Concept of Mecha-
nism-Based Analgesia in Severe
Musculoskeletal Pain

Chairpersons: R. Baron, Germany & 
C. Baerwald, Germany

Managing chronic pain in rheumatol-
ogy today: Have we met the chal-
lenges?

C. Baerwald, Germany

MOR-NRI: An innovative mechanism-
oriented concept for treating severe
chronic pain – Introducing tapentadol

A. Dickenson, UK

Latest treatment strategies in chron-
ic severe musculoskeletal pain: The-
ory and clinical reality with a focus
on osteoarthritis pain 

D. Aletaha, Austria

Targeting severe neuropathic and
non-neuropathic low back pain: Lat-
est clinical evidence on mechanism-
based analgesia 

R. Baron, Germany

17:30 – 19:00 Room 4.1 Bristol-
Myers Squibb
Making the Logical Choice in RA
Treatment: Defining the Path for Op-
timal Patient Outcomes

Chair: G. Burmester, Germany

17:30 – 17:35
Welcome and introduction 

G. Burmester, Germany
17:35 – 17:45
Strategic play: Translating treatment
recommendations into treatment
choices 

G. Burmester, Germany

Satellite Programme Thursday 7 June 2012 

Continued on following page
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ROCHE-SPONSORED SATELLITE SYMPOSIUM AT EULAR 2012

The changing landscape of 
biologic monotherapy in RA: 
Current and future perspectives
Friday 8 June 2012, 08:15–09:45 and repeated at 17:30–19:00
Room Paris 2, ICC Berlin

Please join us for an interactive panel discussion 
featuring clinical trial and registry data, real-time 
audience opinion polls and live audience questions.
Our faculty of international experts will be discussing:

RA treatment recommendations and the role of 
biologic monotherapy

Current use of biologic monotherapy in
‘the real world’

The evidence base supporting biologic monotherapy

Long-term considerations in the use of biologic 
monotherapy

Chair/Moderator
Prof. Andrea Rubbert-Roth, Germany

Panel:
Prof. Tom Huizinga, The Netherlands

Dr Andrew Östör, UK

Prof. Graeme Jones, Australia

Prof. Jacques-Eric Gottenberg, France
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17:45 – 18:00
Putting the pieces in place:
Connecting mechanism of ac-
tion to treatment choices
in clinical practice 

M. Cutolo, Italy
18:00 – 18:25
Understanding the right moves:
Matching patients to treatment
through evidence-based medicine 

R. Westhovens, Belgium
18:25 – 18:45
RA in check: First powered
head-to-head study comparing
two subcutaneous biologic
agents 

M. Schiff, USA
18:45 – 19:00
Panel discussion and Q&A 

17:30 – 19:00 UCB Pharma
Room Dublin
Defining and Delivering Best
Practice in SLE

Chair: M. Petri, USA

17:30 – 17:45
Standard of care in SLE is NOT
working: Why we need to do
better 

M. Petri, USA
17:45 – 18:00
Cardiovascular risk in lupus: a
major unmet need 

I. Bruce, UK
18:00 – 18:15
Targeting CD22 in SLE: New
perspectives on the implication
of B cells in lupus pathogenesis

T. Dörner, Germany
18:15 – 18:30
Current predictors of disease
severity and biomarkers of the fu-
ture: What are we searching for? 

I. Gunnarsson, Sweden
18:30 – 18:45
What does being a responder
mean in clinical practice?

R. Furie, USA
18:45 – 19:00
Questions and answers Panel

17:30 – 19:00 Fidia Room
Paris 2
MO.RE. … About Osteoarthritis

Chairs: L. Punzi, Italy & 
K. Pavelka, Czech Republic

Introduction 
L. Punzi, Italy

International guidelines: An up-
date on the role of intra-articu-
lar hyaluronic acid (I.A.H.A.) 

P. Richette, France

The importance of physico-
chemical and rheological char-
acterization in the evaluation of
a new viscosupplement 

D. Galesso, Italy

Experimental model as the basis
for efficacy and safety 

C. Little, Australia

Fidia’s innovative I.A.H.A: Clini-
cal evidence 

K. Pavelka, Czech Republic

Early and Sustained Remission May

Lengthen Survival in Polyarthritis

E
arly remission and sustained re-
mission are associated with im-
proved survival in patients with

inflammatory polyarthritis, according to
findings from the Norfolk Arthritis Reg-
ister to be presented this afternoon by
Dr. Carlo Alberto Scirè.

The findings provide further evidence
of the importance of targeting remis-

sion, Dr. Scirè said in an interview.
“Several previous studies have demon-

strated the influence of clinical remission
in terms of reduction of joint damage
and development of functional disabili-
ty in patients with inflammatory poly-
arthritis, including rheumatoid arthritis.
Given that rheumatoid arthritis also as-
sociates with increased mortality, we

aimed to explore the relationship be-
tween clinical remission and mortality,”
said Dr. Scirè of the Italian Society for
Rheumatology, epidemiology unit, Mi-
lan, Italy.

The Norfolk Arthritis Register, a pri-
mary care–based inception cohort of pa-
tients with inflammatory polyarthritis,

Continued from previous page

Continued on following page
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provides a unique source of data with which to explore
this relationship, he noted.

For the study, Dr. Scirè and his coinvestigators
analysed data from the more than 1,600 patients re-
cruited between 1990-1994 and 2000-2004, who were
followed for a median of 10 years. The investigators
found that more than a third of the patients met pre-
defined remission criteria at least once within the first
3 years.

After the investigators adjusted for demographics,
baseline disease activity and severity, and cumulative
treatment variables, 20% more of these patients sur-
vived compared with those who did not achieve re-

mission within the first 3 years of follow-up. 
The number of times patients achieved remission

was also associated with a significant decrease in the
risk of all-cause mortality, with a 10% decrease in risk
per each additional time they achieved.

The greatest reduction in mortality risk was seen in
those who achieved remission at 1 year after the first
assessment, compared with those who did not achieve
remission during the first 3 years. No similar associa-
tion was found for patients who achieved remission af-
ter the first year, Dr. Scirè noted.

Registry patients included in the study were consec-
utive patients with early inflammatory polyarthritis.
They were assessed at baseline through the 51 tender
and swollen joint count, the Health Assessment Ques-

tionnaire, and blood testing. The joint counts were also
assessed at 1-, 2-, and 3-year follow-up. 

Remission for this study was defined as the absence
of clinically detectable joint inflammation.

“This study provides evidence of an association be-
tween the achievement of the absence of clinically de-
tectable joint inflammation [used as an indicator of clin-
ical remission] and decrease [in] mortality, supporting the
relevance of targeting remission when treating rheuma-
toid arthritis in clinical practice,” Dr. Scirè said. ■

Outcomes Science Session
Soft predictors of hard outcomes

Thursday, 13:30 – 15:00
Hall 5.2 B

Continued from previous page

Adalimumab Slows Bone

Destruction in Finger OA

T
he beneficial effects of adalimumab
treatment that were demonstrated

in a recent trial of patients with erosive
osteoarthritis of the interphalangeal fin-
ger joints have been confirmed in a 12-
month open-label extension study.

The findings, which will be presented
today by Dr. Ruth
Wittoek, are impor-
tant given the lack of
treatment options for
patients with erosive
finger osteoarthritis.
Untreated, erosive
osteoarthritis can
progress from
Heberden’s nodes to
ankylosis of the joint,
through pathologic
bone remodeling.

“Currently there
are no treatment op-
tions other than
symptomatic treat-
ment. Therefore, it is
important for this
population, particularly since erosive OA
is not a rare disease, that new biologic
treatment agents are under investiga-
tion,” said Dr. Wittoek of the depart-
ment of rheumatology at the Universi-
ty Hospital Ghent (Belgium). 

In the initial randomised, placebo-con-
trolled, double-blind trial of 60 patients,
adalimumab proved safe and effective
for reducing the progression of inflamed
interphalangeal joints to erosive stages
when given subcutaneously at a dose of
40 mg every other week for 52 weeks;
erosive evolution was documented in
14.5% of inflamed joints with palpable
swelling in patients in the placebo group,
compared with 3.6% in the treatment
group.

Most (50) of the 60 patients from the
initial trial enrolled in the extension
study and received 40 mg of adalimum-
ab every other week for an additional 52
weeks. Hand x-rays taken after 6 and 12
months of treatment demonstrated that
1 of 49 joints (2%) that were inflamed at
baseline, and 6 of 228 (2.6%) that were
not inflamed at baseline developed ero-
sive changes during the course of the
study.

In an analysis of the evolution of 148
of the target joints from the initial ran-

domised controlled trial (in patients who
continued in the extension study), six of
the joints showed signs of extreme ero-
sion. Also, the mean Ghent University
Scoring System (GUSS) score change af-
ter 12 months was +22.2, which indicat-
ed overall erosion, Dr. Wittoek said.

No difference in the
mean GUSS change
was seen between the
patients in the exten-
sion study based on
whether they were
treated with placebo
or adalimumab in the
initial study. (The
change was 22.1 and
22.3 in the groups, re-
spectively, she noted.)

The follow-up radi-
ographic findings in
this open-label exten-
sion study confirm
the potency of adali-
mumab for delaying
the radiographic pro-

gression of OA-associated joint erosion
in interphalangeal finger joints, she said.

“Very few new erosive joints were
seen. … We are convinced that structure
modification is a major target in erosive
OA,” she said.

“In erosive OA, remodeling covers a
wide spectrum, and is actually a repara-
tive phenomenon secondary to the de-
structive, erosive changes. And so it
mainly involves restoring of the erosion,
with juxta-articular bone formation,
which in extreme proportion can lead to
ankylosis.

“We need to find a good balance be-
tween progress toward the remodeled
phase and extreme remodellation, but
treatment with adalimumab does gen-
erally seem to halt the radiographic ero-
sive progression in erosive OA in a safe
way,” Dr. Wittoek said.

“TNF-alpha blockers are potentially
very useful, as are other biological agents
that target cytokines other than TNF al-
pha, but we still have many challenges
ahead of us,” she said. ■

Outcomes Science Session
Soft predictors of hard outcomes

Thursday, 13:30 – 15:00
Hall 5.2 B

Dr. Ruth Wittoek

There were approximately 100 re-
spondents from each country, except
Norway, where there were 55 re-
spondents. Contributors were inter-
viewed by telephone using a struc-
tured questionnaire.

Patients in the study had RA that
was diagnosed at least 6 months pre-
viously. The majority of respondents
(84%) had RA for 2 or more years, and
16% had early RA, which they defined
as being of less than 2 years duration.
Prof. Buttgereit added that although
the age range of respondents from
each country was similar (31%, 45
years; 32%, 46-55 years; 37%, 55
years), “the proportion of working
patients across the different countries
varied from 38% in Norway to 63% in
Italy.”

Of the 534 (50%) of respondents
considered “in work,” 314 (59%) were
full time, 129 (24%) part time or on
reduced hours, 47 (9%) were self-em-
ployed, 24 (4%) were students, and 20
(4%) combined work and retirement
(semi-retired).

Commenting on the findings relat-
ing to the proportion of patients who
were employed, Prof. Buttgereit said:
“All the respondents in the survey
were of working age, so if RA had no
impact on working life, it might be ex-
pected that there should be no differ-
ence in the proportion of workers in
the sample and in the population as a
whole. Yet we found that 21% of
these working-age respondents were
retired or semi-retired.”

The impact of morning stiffness on
attendance and performance at work
showed that amongst the patients at
work, 15% had taken sick leave of a
mean 4.5 days in the past month as a
direct consequence of morning stiff-
ness. 

Arriving late to work, by a mean of
2.2 hours, was also reported to be a
consequence of morning stiffness in
33% of workers.

The majority of respondents (77%)
said this was most commonly due to
taking longer to get ready, or prob-
lems getting dressed (38%). 

In terms of working performance,
nearly half (47%) of patients consid-
ered that morning stiffness had an ad-
verse impact on their work for a mean
of 8.8 hours per week. 

Furthermore, during these hours,
patients reported performing at only
59% of their usual level.

With his colleague, Prof. Risto
Tuominen from Turku University,
Finland, Prof. Buttgereit is also pre-
senting a poster (FRI0442) on the sur-
vey at this year’s conference. 

This discusses survey results relat-
ing to the nonworkers in the survey. 

“Morning stiffness was given as the
key reason for early retirement. 

“Here we show that 71% of the 
retired or semi-retired respondents
had retired early, with morning 
stiffness being given as the most com-
mon reason,” reported Professor
Buttgereit. 

Providing some context for these
findings, Professor Buttgereit said: 

“I find these results quite remark-
able, when you think that many 
European rheumatologists (around
38%) dismiss morning stiffness as sim-
ply a consequence of the disease; this
was shown in a previous survey I con-
ducted,” he continued (Scand. J.
Rheumatol. Suppl. 2011;125:28-39).

When asked whether the medica-
tion a patient was prescribed was
taken into account, the researcher
stressed that his primary interest was
the effect of morning stiffness on
patients’ working lives generally,
rather than looking at the influence
of medication on this situation. 

He said all the respondents taking
part in the survey experienced morn-
ing stiffness at least three times a
week. 

“The reality is that, whether this pa-
tient group is on medication or not,
morning stiffness has a considerable
impact on their daily lives,” he said. 

Professor Buttgereit concluded that
the impact of RA on work has im-
portant health, social, and economic
consequences. 

“I’d like to think that this work con-
tributes to the debate and might stim-
ulate a more holistic view of the prob-
lems that RA presents to patients.”■

Primary Care Session
Work and workability in rheumatic

diseases: What does it mean
for primary care?

Thursday, 15:30 – 17:00
Hall 4.1

Morning Stiffness Limits Work
Quality • from page 1
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Date of preparation: April 2012
427HQ12NP027

Thursday 7th June, 2012  |  17:30–19:00  |  Room 4.1

Defining the path for optimal patient outcomes

Ensure that you make the right moves to 
optimise outcomes for your patients based on the 
latest and most powerful evidence.

MAKING THE LOGICAL  
CHOICE IN RA TREATMENT:

Welcome and introduction 

Chair: Gerd-Rüdiger Burmester, Germany 

Strategic play: Translating treatment 
recommendations into treatment choices 
Gerd-Rüdiger Burmester, Germany

Putting the pieces in place: Connecting 
mechanism of action to treatment choices 
in clinical practice  
Maurizio Cutolo, Italy

Understanding the right moves:  
Matching patients to treatment through 
evidence-based medicine  
René Westhovens, Belgium

RA in check: First powered  
head-to-head study comparing two 
subcutaneous biologic agents 
Michael Schiff, USA

Panel discussion and Q&A 
All faculty

Refreshments will be available outside  

the room from 17:00
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Under the Microscope: Berlin Offers Its

Visitors an Illustrious Medical History

G
ermany in the 19th and early
20th centuries represented the
pinnacle of medical education

and research, and German was consid-
ered by many to be the lingua franca of
science.

Although French chemist Dr. Louis
Pasteur (1822-1895) is considered the fa-
ther of germ theory, it wasn’t until the
efforts of the German bacteriologist,
Robert Koch (1843-1910) that the theo-
ry was translated into a practical under-
standing of human diseases. Following
the dictums of what would become his
famous postulates, Dr. Koch showed
how germs caused disease in humans.

By 1875, he had found the bacillus that
causes anthrax, and soon the medical
community was racing to discover the

bacterial and viral causes of a host of pre-
viously incomprehensible diseases that
had ravaged humanity throughout his-
tory. With remarkable rapidity in one of
the most exciting eras of medical science,
researchers discovered the microbial
causes of leprosy (1879), typhoid fever
(1880), diphtheria (1882), tuberculosis
(1882), cholera (1883), tetanus (1884),
pneumonia (1884), and bubonic plague
(1894).

Germ theory as promulgated by Dr.
Koch also had far-reaching implications
for the ancient (and phenomenally lethal)
art of surgery. German surgeons Gustav
Neuber (1850-1932) and Ernst von
Bergmann (1836-1907), both colleagues
of Koch in the 1880s, became the major
proponents of sterilizing everything that
entered the operating theater. With pro-
found insight, they also promoted the
need to sterilize the gowns and masks of
the surgeons and nurses.

As can be expected, Dr. Koch’s un-
matched contributions to medical sci-
ence are represented in the historical
memory of Berlin, the city in which he
accomplished some of his most impor-
tant work. In the late 1880s, he was pro-
fessor of hygiene at the University of
Berlin. In 1891 he became the director of
the new Prussian Institute for Infectious
Diseases (eventually renamed as the
Robert Koch Institute) in Berlin. Today,
a museum with many of his artifacts is

located at the Robert Koch Institute. It
is open on Mondays from 10:00 until
16:00 with short tours available. Other
weekday visits can be arranged by special
appointment. A unique feature of the In-
stitute is that it also houses the ashes of
Dr. Koch in an on-site marble mau-
soleum room.

Knowledge of the causes of diseases
led to the development of the first in-
telligently directed efforts at chemical
warfare against the causative microor-
ganisms, again pioneered in Germany.

In 1884, Dr. Friedrich Loeffler (1852-
1915), a German bacteriologist, used
Koch’s postulates to identify Corynebac-
terium diphtheriae as the cause of the
childhood killer, diphtheria. He also
demonstrated that the bacteria produced

a soluble toxin, the
first description of a
bacterial exotoxin.
In the 1890s, the
German physician
Emil von Behring
(1854-1917), who
had worked as an
assistant to Dr.
Koch, developed an
antitoxin from ani-
mal blood that was
not effective against
the bacterium but
neutralized the exo-
toxin in the victim.
For this research he
was awarded the
very first Nobel

Prize in Physiology or Medicine (1901).
The first successful vaccine for diphthe-
ria was developed in 1913 by Dr.
Shibasaburo Kitasato (1852-1931) and
Dr. von Behring.

Perhaps the most well-known develop-
ment from German medicine was Dr.
Paul Ehrlich’s “magic bullet,” the foun-
dation of antibacterial medicines. Dr.
Ehrlich (1854-1915) had worked with Dr.
von Behring on the diphtheria vaccine
and based his own later research on the
bacterial staining properties of the various
coal tar dyes, byproducts of the then
inimitable German chemical industry –
which demonstrated that compounds
could selectively target bacteria. He and
his colleague, Dr. Sahachiro Hata (1873-
1938), developed Salvarsan, an arsenical

compound that destroyed the syphilis mi-
croorganism and exploded into the mar-
ketplace in 1910. This was the true launch
of the antimicrobials revolution, which
reached its zenith with the discovery of
antibiotics, the first being penicillin.

Germany also launched a fundamental
shift in human medicine with the work
of the great anatomist, Dr. Rudolph Vir-
chow (1821-1902), whose efforts in the
late 19th century revolutionised cell the-
ory and the role of cells and tissues in the
development of disease and promulgat-
ed the role of pathological anatomy in
the analysis of patients. He was the first
to identify leukemia and the mechanism
of pulmonary embolisms.

In 1856, Dr. Virchow became director
of the newly created institute of pathol-
ogy. By 1890 he had expanded the mu-
seum’s original collection to some 19,000
specimens.

The Berlin Museum of Medical Histo-
ry replaces the Rudolf Virchow’s Patho-
logical Museum, which was destroyed by
bombing during World War II. The mu-
seum’s permanent exhibition “On the
Trace of Life” currently houses some 750
pathological-anatomical wet and dry spec-
imens as well as models and graphics of
historical medical facilities including an
anatomical theater, a medical laboratory,

and a patient ward. The ruins of the for-
mer Rudolf Virchow lecture hall, de-
stroyed in World War II, form a portion of
the Museum’s conference room.

The Museum is open Tuesday thru
Sunday from 10:00 to 17:00 with addi-
tional hours till 19:00 on Wednesday and
Saturday (www.bmm-charite.de/en/in-
dex.html). ■

Dr. Robert Koch translated the germ
theory into a practical understanding. 

Dr. Paul Ehrlich’s “magic bullet” laid
the foundation for development of
antibiotic medications.
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Dr. Rudolf Virchow revolutionised
understanding of cells’ role in disease. 
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The Virchow Hospital is part of Berlin’s Humboldt University.
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Prescribing Information 

Humira (adalimumab) 40 mg solution for injection in pre-filled pen or  

pre-filled syringe or vial containing 40 mg solution for injection. 

Refer to Summary of Product Characteristics for full information. 

Presentation: Each 0.8ml single dose pre-filled pen, pre-filled syringe or vial contains 40mg of adalimumab. 

Other Ingredients: Mannitol (Ph. Eur.), Citric acid monohydrate, Sodium citrate, Sodium dihydrogenphosphate 
dihydrate, Sodium monohydrogenphosphate dihydrate, Sodium chloride, Polysorbate 80, Sodium hydroxide, Water 
for injektion. 

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 anti-rheumatic drugs 
(DMARDs) including methotrexate has been inadequate. Humira is also indicated for 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 JIA, in children and adolescents aged 4 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. Psoriatic 
arthritis (PsA): Humira is indicated for the treatment of active and progressive PsA in adults when the response to 
previous disease-modifying anti-rheumatic drug 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. Ankylosing spondylitis (AS): Humira is indicated for the 
treatment of adults with severe active AS who have had an inadequate response to conventional therapy. Crohn’s 
disease (CD): Humira is indicated for treatment of severe, active CD, in 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 UC 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. 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. 

Dosage and administration: Humira treatment should be initiated and supervised by specialist physicians 
experienced in the diagnosis and treatment of conditions for which Humira is indicated. Patients treated with 
Humira should be given the special alert card. After proper training in injection technique, patients may self-inject 
with Humira if their physician determines that it is appropriate and with medical follow-up as necessary. During 
treatment with Humira, other concomitant therapies (e.g., corticosteroids and/or immunomodulatory agents) should 
be optimised. RA, PsA or AS: 40mg administered every other week as a single dose via subcutaneous injection. RA: 
In monotherapy some patients who experience a decrease in their response to Humira may benefit from an increase 
in dose intensity to 40mg every week. There may be a need for dose interruption, for instance before surgery or if a 
serious infection occurs. Available data suggest that re-introduction of Humira after discontinuation for 70 days or 
longer resulted in the same magnitudes of clinical response and similar safety profile as before dose interruption. 
JIA: The recommended dose of Humira for patients with JIA aged 4-12 years, is 24mg/m2 body surface area up 
to a maximum single dose of 40mg adalimumab administered every other week via subcutaneous injection. The 
volume for injection is selected based on patients’ height and weight (see SmPC for height and weight dosing chart). 
For adolescents aged 13-17 years, a dose of 40mg administered every other week is administered regardless of 
body surface area. For RA, JIA, PsA and AS, available data suggest that the clinical response is usually achieved 
within 12 weeks of treatment. Continued therapy should be carefully reconsidered in a patient not responding 
within this time period. CD: The recommended Humira induction dose regimen for adult patients with severe CD 
is 80mg at Week 0 followed by 40mg at Week 2. In case there is a need for a more rapid response to therapy, the 
regimen 160mg at Week 0 (dose can be administered as four injections in one day or as two injections per day for 
two consecutive days), 80mg at Week 2, can be used with the awareness that the risk for adverse events is higher 
during induction. After induction treatment, the recommended dose is 40mg every other week via subcutaneous 
injection. Alternatively, if a patient has stopped Humira and signs and symptoms of disease recur, Humira may be 
re-administered. There is little experience from re-administration after more than 8 weeks since the previous dose. 
During maintenance treatment, corticosteroids may be tapered in accordance with clinical practice guidelines. Some 
patients who experience decrease in their response may benefit from an increase in dosing frequency to 40mg 
Humira every week. Some patients who have not responded by Week 4 may benefit from continued maintenance 
therapy through Week 12. Continued therapy should be carefully reconsidered in a patient not responding within 
this time period. UC: The recommended Humira induction dose regimen for adult patients with moderate to severe 
ulcerative colitis is 160 mg at Week 0 (dose can be administered as four injections in one day or as two injections 
per day for two consecutive days) and 80 mg at Week 2. After induction treatment, the recommended dose is 40 
mg every other week via subcutaneous injection. During maintenance treatment, corticosteroids may be tapered in 
accordance with clinical practice guidelines. Some patients who experience decrease in their response may benefit 
from an increase in dosing frequency to 40 mg Humira every week. Available data suggest that clinical response 
is usually achieved within 2-8 weeks of treatment. Humira therapy should not be continued in patients failing to 
respond within this time period. Ps: The recommended dose of Humira for adult patients is an initial dose of 80mg 
administered subcutaneously, followed by 40mg subcutaneously given every other week starting one week after 
the initial dose. Continued therapy beyond 16 weeks should be carefully reconsidered in a patient not responding 
within this time period. 

Contraindications: Active tuberculosis or other severe infections such as sepsis, and opportunistic infections; 
moderate to severe heart failure (NYHA class III/IV) and hypersensitivity to adalimumab or any of the excipients. 

Precautions and Warnings: Infections: Patients taking TNFantagonists are more susceptible to serious infections. 
Impaired lung function may increase the risk for developing infections. Patients must therefore be monitored closely 
for infections, including tuberculosis, before, during and for 4 months after treatment with Humira. Treatment with 
Humira should not be initiated in patients with active, chronic or localized infections until infections are controlled. In 
patients who have been exposed to tuberculosis and patients who have travelled in areas of high risk of tuberculosis 
or endemic mycoses, such as histoplasmosis, coccidioidomycosis, or blastomycosis, the risk and benefits of 
treatment with Humira should be considered prior to initiating therapy (see Opportunistic infections). Patients who 
develop a new infection while undergoing treatment with Humira should be monitored closely and undergo a 
complete diagnostic evaluation. Administration of Humira should be discontinued if a patient develops a new serious 
infection or sepsis, and appropriate antimicrobial or antifungal therapy should be initiated until the infection is 
controlled. Physicians should exercise caution when considering the use of Humira in patients with a history of 
recurring infection or with underlying conditions which may predispose 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 septicaemia. Hospitalisation or fatal outcomes associated with 
infections have been reported. Tuberculosis: There have been reports of tuberculosis in patients receiving Humira. It 
should be noted that in the majority of those reports, tuberculosis was extra-pulmonary, i.e. disseminated. Before 
initiation of therapy with Humira, all patients must be evaluated for both active or inactive (latent) tuberculosis 
infection. Appropriate screening tests, should be performed in all patients, local recommendations may apply. If 
active tuberculosis is diagnosed, Humira therapy must not be initiated. If latent tuberculosis is suspected, a physician 
with expertise in the treatment of tuberculosis should be consulted and the benefit/risk balance of therapy with 
Humira should be considered. If inactive (‘latent’) tuberculosis is diagnosed, appropriate treatment must be started 
with anti-tuberculosis prophylaxis therapy before the initiation of Humira, and in accordance with local 
recommendations. In patients who have several or significant risk factors for tuberculosis and have a negative test 
for latent tuberculosis, anti-tuberculosis therapy should also be considered before the initiation of Humira. Use of 
anti-tuberculosis therapy should also be considered before the initiation of Humira in patients with a past history of 
latent or active tuberculosis in whom an adequate course of treatment cannot be confirmed. Some patients who 
have previously received treatment for latent or active tuberculosis have developed active tuberculosis while being 
treated with Humira. Other opportunistic infections: Opportunistic infections, including invasive fungal infections 
have been observed in patients receiving Humira. These infections have not consistently been recognised in patients 
taking TNF-antagonists and this resulted in delays in appropriate treatment, sometimes resulting in fatal outcomes. 
For patients who develop the signs and symptoms such as fever, malaise, weight loss, sweats, cough, dyspnoea, 

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 should be promptly discontinued. Diagnosis and 
administration of empiric antifungal therapy in these patients should be made in consultation with a physician with 
appropriate expertise. Hepatitis B Reactivation: Reactivation of hepatitis B (HBV) has occurred in patients receiving a 
TNF-antagonist including Humira, who are chronic carriers of this virus (i.e., surface antigen positive) some cases 
have had fatal outcomes. Patients should be tested for HBV infection before initiating treatment. Patients that test 
positive should have a consultation with a physician. In patients who develop HBV reactivation, Humira should be 
stopped and effective anti-viral therapy with appropriate supportive treatment should be initiated. Carriers of HBV 
should be closely monitored for signs and symptoms of active HBV infection throughout therapy and for several 
months following termination of Humira. Neurological events: Humira has been associated, in rare cases, with new 
onset or exacerbation of clinical symptoms and/or radiographic evidence of central nervous system demyelinating 
disease including multiple sclerosis, 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: Postmarketing serious allergic reactions 
including anaphylaxis have been reported very rarely. If an anaphylactic reaction or other serious allergic reaction 
occurs, administration of Humira should be discontinued immediately and appropriate therapy initiated. The needle 
cover of the syringe contains natural rubber (latex). This may cause severe allergic reactions in patients sensitive to 
latex. Malignancies and lymphoproliferative disorders: In clinical trials, more cases of malignancies including 
lymphoma and leukaemia have been observed among patients receiving a TNF-antagonist compared with control 
patients. These data cannot exclude a possible risk of malignancy in patients including children and adolescents 
treated with TNF antagonists. Furthermore, there is an increased background lymphoma risk in RA patients. Rare 
postmarketing cases of hepatosplenic T-cell lymphoma have been identified in patients treated with adalimumab. 
Some of these cases 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. A risk for the development of hepatosplenic T-cell 
lymphoma in patients treated with Humira cannot be excluded. Caution should be exercised in considering Humira 
treatment of patients with a history of malignancy. 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. Caution should also be 
exercised when using TNF-antagonists in COPD patients, as well as in patients with increased risk of malignancies 
due to heavy smoking. With current data it is not known if adalimumab treatment influences the risk for developing 
dysplasia or colon cancer. All patients with ulcerative colitis at increased risk of dysplasia or colon carcinoma or with 
a prior history of dysplasia or colon carcinoma should be screened for dysplasia at regular intervals before therapy 
and throughout their disease course. Evaluation should include colonoscopy and biopsies per local recommendations. 
Haematologic reactions: Pancytopaenia including aplastic anaemia has rarely been reported with TNF blocking 
agents. Adverse events of the haematologic system, including cytopaenia (eg thrombocytopaenia, leucopaenia) have 
been reported with Humira. Patients should be advised to seek immediate medical attention if they develop signs and 
symptoms suggestive of blood dyscrasias. Vaccinations: Patients on Humira may receive concurrent vaccinations, 
except for live vaccines. It is recommended that JIA patients, if possible, be brought up to date with all immunisations 
in agreement with current immunisation guidelines prior to initiating Humira therapy. Congestive heart failure: 
Humira should be used with caution in patients with mild heart failure (NYHA class I/II) and discontinued in patients 
who develop new or worsening symptoms of congestive heart failure. Autoimmune process: Humira may result in 
the formation of autoimmune antibodies. 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. Surgery: There is limited safety experience of surgical procedures in patients treated 
with Humira. The long half life of Humira should be taken into consideration when a surgical procedure is planned, 
and the patient should be monitored for infections. Small bowel obstruction: Failure to respond to treatment for CD 
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 was higher than those under 65 years of age. Some of those had a fatal 
outcome. Particular attention regarding the risk for infection should be paid when treating the elderly. 

Interactions: Combination of adalimumab with anakinra or abatacept is not recommended. 

Pregnancy and lactation: Administration of adalimumab is not recommended during pregnancy. Women of 
childbearing potential should use adequate contraception and continue its use for at least five months after the last 
Humira treatment. Administration of live vaccines to infants exposed to adalimumab in utero is not recommended for 
at least 5 months following the mother’s last adalimumab injection during pregnancy. Women must not breast-feed 
for at least five months after the last Humira treatment. 

Driving and machinery: Humira may have a minor influence on the ability to drive and use machines. 

Side Effects: From clinical trials unless marked with ‘1’ which indicates spontaneous reporting data. Very 
common ≥ 1/10: Respiratory tract infections (including lower and upper respiratory tract infection, pneumonia, 
sinusitis, pharyngitis, nasopharyngitis and pneumonia herpes viral), leucopaenia (including neutropaenia and 
agranulocytosis), anaemia, lipids increased, headache, abdominal pain, nausea and vomiting, elevated liver 
enzymes, rash (including exfoliative rash), musculoskeletal pain, injection site reaction (including injection site 
erythema). Common ≥ 1/100 to < 1/10: Systemic infections (including sepsis, candidiasis and influenza), intestinal 
infections (including gastroenteritis viral), skin and soft tissue infections (including paronychia, cellulitis, impetigo, 
necrotising fasciitis and herpes zoster), ear infections, oral infections (including herpes simplex, oral herpes and 
tooth infections), reproductive tract infections (including vulvovaginal mycotic infection), urinary tract infections 
(including pyelonephritis), fungal infections, skin cancer excluding melanoma (including basal cell carcinoma and 
squamous cell carcinoma), benign neoplasm, leucocytosis, thrombocytopaenia, hypersensitivity, allergies (including 
seasonal allergy), hypokalaemia, uric acid increased, blood sodium abnormal, hypocalcaemia, hyperglycaemia, 
hypophosphataemia, dehydration, mood alterations (including depression), anxiety, insomnia, paraesthesias 
(including hypoaesthesia), migraine, sciatica, visual impairment, conjunctivitis, vertigo, tachycardia, hypertension, 
flushing, haematoma, asthma, dyspnoea, cough, GI haemorrhage, dyspepsia, gastroesophageal reflux disease, 
sicca syndrome, worsening or new onset of psoriasis (including palmoplanter pustular psoriasis), urticaria, bruising 
(including purpura), dermatitis (including eczema), onychoclasis, hyperhydrosis, alopecia, pruritis, muscle spasms 
(including blood creatine phosphokinase increased), renal impairment, haematuria, chest pain, oedema, coagulation 
and bleeding disorders (including activated partial thromboplastin time prolonged), autoantibody test positive 
(including double stranded DNA antibody), blood lactate dehydrogenase increased, impaired healing. Uncommon 
≥ 1/1000 to < 1/100: Neurological infections (including viral meningitis), opportunistic infections and tuberculosis 
(including coccidioidomycosis, histoplasmosis and mycobacterium avum complex infection), bacterial infections, 
eye infections, joint infections, diverticulitis, lymphoma, solid organ neoplasm (including breast cancer, lung 
neoplasm and thyroid neoplasm), melanoma, idiopathic thrombocytopaenic purpura, sarcoidosis, cerebrovascular 
accident, tremor, neuropathy, blepharitis, eye swelling, diplopia, deafness, tinnitus, myocardial infarction, arrhythmia, 
congestive heart failure, aortic aneurysm, vascular arterial occlusion, thrombophlebitis, pulmonary embolism, 
interstitial lung disease, chronic obstructive pulmonary disease, pneumonitis, pleural effusion, pancreatitis, 
dysphagia, face oedema, cholecystitis and cholelithiasis, hepatic steatosis, bilirubin increased, night sweats, scar, 
rhabdomyolysis, systemic lupus erythematosus, nocturia, erectile dysfunction, inflammation. Rare ≥ 1/10,000 
to < 1/1,000: Leukaemia, anaphylaxis, demyelinating disorder (e.g. optic neuritis, Guillian-Barré syndrome), 
pancytopaenia, multiple sclerosis, cardiac arrest, pulmonary fibrosis, intestinal perforation, reactivation of hepatitis B,  
erythema multiforme, Stevens-Johnson syndrome, angioedema, cutaneous vasculitis, lupus-like syndrome. Not 
Known: Hepatosplenic T-cell lymphoma. 

Prescribers should consult the summary of product characteristics for further information on side effects. 

Overdose: No dose-limiting toxicity was observed during clinical trials. The highest dose level evaluated has been 
multiple intravenous doses of 10 mg/kg (approximately 15 times the recommended dose). 

Package Quantities: Pre-filled Pen:- Each carton contains 2 pre-filled pens, each with 1 alcohol pad, in a blister. 
Pre-filled Syringe:- Each carton contains 2 single use pre-filled syringes (type I glass) for patient use and 2 alcohol 
pads. Vial: Each carton contains 1 vial, 1 empty sterile injection syringe, 1 needle, 1 vial adapter and 2 alcohol pads. 

Storage Conditions: Store in a refrigerator at 2 - 8 °C. Keep in the outer carton, do not freeze. 

Only available on prescription.

Pharmaceutical entrepreneur: Abbott Laboratories Ltd., Abbott House, Vanwall Business Park, Vanwall Road, 
Maidenhead, Berkshire, SL6 4XE, Vereinigtes Königreich

Date of Information: April 2012
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THE POWER TO FIGHT AS

Inspiring physicians and patients to jointly fight AS

HUMIRA is proven to fight for your patients with active severe AS by helping them achieve significant improvements in: 

   Signs and symptoms: 58.2% of HUMIRA patients (n=208) achieved ASAS20 at week 12 vs 20.6% of placebo (n=107) patients 
(P<0.001, coprimary endpoint)1

   Disease activity: Significant improvements on the Bath Ankylosing Spondylitis Disease Activity Index (BASDAI), Bath Ankylosing 
Spondylitis Functional Index (BASFI), and total back pain measure were achieved in HUMIRA patients vs placebo at 12 weeks (P<0.001)1

   Quality of Life (QoL) measure: ASQoL improvements occurred as early as 2 weeks after starting HUMIRA (–1.9 vs –0.1 for placebo; 
P<0.001) and continued through to week 24 (–3.6 vs –1.1 for placebo; P<0.001)2

   Extended results: 5-year open-label extension data on the efficacy and safety of HUMIRA are available3

References: 1. van der Heijde D, Kivitz A, Schiff MH, et al; for the ATLAS Study Group. Efficacy and safety of adalimumab in patients with ankylosing spondylitis. Arthritis Rheum. 
2006;54(7):2136-2146. 2. Davis JC Jr, Revicki D, van der Heijde DMF, et al. Health-related quality of life outcomes in patients with active ankylosing spondylitis treated with adalimumab: 
results from a randomized controlled study. Arthritis Rheum. 2007;57(6):1050-1057. 3. Sieper J, van der Heijde D, Dougados M, Brown LS, Lavie F, Pangan AL. Early response to 
adalimumab predicts long-term remission through 5 years of treatment in patients with ankylosing spondylitis. Ann Rheum Dis. 2012;71(5):700-706. 4. van der Heijde D, Schiff MH, 
Sieper J, et al; for the ATLAS Study Group. Adalimumab effectiveness for the treatment of ankylosing spondylitis is maintained for up to 2 years: long-term results from the ATLAS trial. 
Ann Rheum Dis. 2009;68(6):922-929. 5. van der Heijde D, Salonen D, Weissman BN, et al; for the ATLAS study group. Assessment of radiographic progression in the spines of patients 
with ankylosing spondylitis treated with adalimumab for up to 2 years. Arthritis Res Ther. 2009;11(4):1-8.  

HUMIRA is indicated for the treatment of adults with severe active ankylosing spondylitis (AS) who have had an 
inadequate response to conventional therapy. 
ATLAS study design: 24-week, double-blind, randomised, placebo-controlled study. Patients (N=315) with active 
ankylosing spondylitis (defined as fulfilment of at least 2 of the following 3 criteria: a Bath Ankylosing Spondylitis 
Disease Activity Index [BASDAI] score ≥4, a total back pain score ≥4 cm [VAS; 0-10 cm], or a duration of morning 
stiffness ≥1 hour) received HUMIRA 40 mg or placebo every other week for 24 weeks. The coprimary endpoints 
were 1) ASAS20 response at week 12 for HUMIRA compared to placebo and 2) change in modified Stoke AS 
Spine Score (mSASSS) from baseline to week 104 for the HUMIRA cohort (n=307) compared to the OASIS cohort 
(n=169)—the mSASSS results were not significantly different between the cohorts (P=0.771). Following 
completion, all patients were eligible to continue on open-label HUMIRA for up to 5 years.1,3-5

Please see Prescribing Information on the following page.
Prescribing Information varies; refer to the individual country product label for complete information.

 The
Power
 To Fight

Ankylosing Spondylitis
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