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Welcome to the EULAR
Report 2013

The Annual European Congress of Rheumatology hosted by the Eu-
ropean League Against Rheumatism (EULAR) is recognized as the pri-
mary platform for European rheumatology education and information

exchange in the world. This year’s EULAR Congress was no exception. Over
14,000 attendees came to Madrid from 120 countries around the world (60%
from Europe) to hear the best in rheumatology research and clinical advances.
The scientific program contained presentations selected from 3,889 abstracts
submitted.

We hope that this report is of interest and value for those of you who were
unable to attend the EULAR Congress in Madrid and for those who did (since
nobody can expect to see all of the best of the Congress while there). The
EULAR Report brings you highlights of some of the best presentations, fo-
cusing on the sort of clinical and therapeutical findings that change the way
rheumatologists practice medicine.

We hope that you will enjoy these accounts of the latest in rheumatology
clinical and translational research.

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

For details about the next EULAR Congress, to be held 11-14 June 2014
in Paris, please visit www.eular.org.
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Revised EULAR Rheumatoid Arthritis 
Guidelines Keep Synthetic DMARDs First

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

In newly updated recommendations
for managing rheumatoid arthritis, a
EULAR task force retained much

from its prior 2010 version but included
some significant changes such as elevat-
ing the biologic drugs tocilizumab and
abatacept to the same status as tumor
necrosis factor inhibitors.

The 2013 draft revision may be most
notable for what stayed the same from
2010, such as keeping conventional syn-
thetic disease-modifying antirheumatic
drugs (DMARDs) as the only first-line
interventions for newly diagnosed pa-
tients with rheumatoid arthritis (RA).
This means the update keeps all biolog-
ic DMARDs as secondary treatments
reserved for patients who fail to respond
adequately to or are intolerant of
methotrexate or the other conventional,
synthetic DMARDs cited as first-line
options: sulfasalazine, hydrochloro-
quine, and leflunomide.

By maintaining synthetic DMARDs –
either methotrexate monotherapy or in
combined regimens – as its only first-
line options for treating RA, the Euro-
pean League Against Rheumatism
(EULAR) Task Force appointed to devel-
op the new revision broke with the 2012
RA management recommendations of
the American College of Rheumatology
(ACR), which cited treatment with a tu-
mor necrosis factor (TNF) inhibitor as a
first-line option, with or without com-
bination with methotrexate, for patients
with early RA, high disease activity, and
poor prognostic features (Arthritis Care
Res. 2012;64:625-39). 

The reason to keep all biologic
DMARDs as second-line drugs was the
evidence that supports the “efficacy of
a treat-to-target strategy when adding
biologics after insufficient response to
methotrexate,” said Dr. Josef S. Smolen,
professor of rheumatology at the Med-
ical University of Vienna, who present-
ed the draft update during a session at
the Congress. Dr. Smolen stressed that
although the EULAR-appointed, 33-
member update task force had complet-
ed all their votes to approve the draft

recommendations, the update was still
subject to further review and change be-
fore its eventual publication. (See box to
read all 14 recommendations.) 

The new draft “does not advocate use
of biologics as first DMARD strategies
because the treat-to-target approach will
lead to a similar overall outcome while
avoiding the overtreatment of 20%-50%
of patients with early RA,” Dr. Smolen

explained. The revision also does not en-
dorse monotherapy with a TNF in-
hibitor or any other type of biologic
DMARD.

Another major break from the past in
the new revision is its leveling of the role
for tocilizumab and abatacept alongside
the several TNF inhibitor DMARDs now
on the worldwide market. Last year’s

Continued on following page

The draft 2013 EULAR rheumatoid
arthritis management recommenda-
tions include three overarching princi-
ples and 14 recommendations. Here is
a summary of the draft recommenda-
tions:

1. Therapy with DMARDs should
start as soon as rheumatoid arthritis is
diagnosed.
2. Treatment should aim to achieve re-
mission or low disease activity.
3. Monitoring should be frequent, and
if there is no improvement after a
maximum of 3 months or if the tar-
get has not been reached by a maxi-
mum of 6 months, treatment should
be adjusted.
4. Methotrexate should be part of the
first treatment strategy.
5. When methotrexate is contraindi-
cated or not tolerated, consider sul-
fasalazine or leflunomide as part of
the treatment regimen.
6. Early treatment with a combination
of conventional synthetic DMARDs is
a reasonable alternative to initial
methotrexate monotherapy.
7. Consider adding a low-dose gluco-
corticoid as part of initial treatment
for up to 6 months; taper down as rap-
idly as clinically feasible. 
8. If the treatment target is not
reached, consider changing to anoth-
er synthetic DMARD regimen; if the
patient has poor prognostic features,
consider adding a biological DMARD.

9. If a patient does not respond ade-
quately to treatment with convention-
al, synthetic DMARDs – with or with-
out concurrent treatment with a glu-
cocorticoid – a biological DMARD
should be started along with metho-
trexate. The biological DMARD could
be a TNF inhibitor, abatacept, or
tocilizumab.
10. Patients who fail to adequately re-
spond to a biological DMARD should
be switched to another biological
DMARD. Patients who fail a first TNF
inhibitor may be switched to a differ-
ent TNF inhibitor.
11. Treatment with tofacitinib can be
considered after patients fail treatment
with biological DMARDs.
12. For patients in persistent remis-
sion, first taper down the corticos-
teroid dosage. If remission persists
consider tapering down treatment
with any biological DMARD, espe-
cially if the patient is also receiving
one or more synthetic DMARDs.
13. In patients with sustained, long-
term remission, consider tapering
down the dosage of conventional, syn-
thetic DMARDs as a shared decision
between the patient and physician.
14. When adjusting therapy, take into
account progression of structural
damage, comorbidities, and safety is-
sues, as well as disease activity.

Source: Dr. Smolen

Summary of EULAR’s 2013 RA 
Management Recommendations
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ACR recommendations specified anti-
TNF drugs as an option for initial thera-
py of patients with high disease activity
and poor prognostic features, as well as
low disease activity patients who get in-
adequate benefit from synthetic
DMARDs. In the ACR recommenda-
tions, abatacept as well as rituximab fell
lower in the management algorithm,
while tocilizumab was completely off
the page.

Not only do the new EULAR recom-
mendations place tocilizumab and abata-
cept on the same level as the TNF
inhibitors, the EULAR draft further sin-
gles out tocilizumab as the “preferred
agent” for patients who must receive a bi-
ologic DMARD as monotherapy rather
than the preferred way, in combination
with methotrexate. “Preference is given
to combining all biologicals with
methotrexate,” Dr. Smolen said. The re-
vision also cites rituximab as another bi-
ologic DMARD to consider, but it’s not
ranked as high as the others.

In another change from 2010, the task
force specially noted the potential ben-
efit from using multiple
conventional synthetic
DMARDs for initial treat-
ment. “The 2013 task force
reiterates the evidence-
based view that conven-
tional synthetic DMARD
monotherpy is effective,
but based on some newer
trial data on conventional
synthetic DMARD combi-
nation therapy, the task
force more explicitly en-
dorses combination of
conventional synthetic DMARDs early
on. Preference to combination is not
given because of possible limitations in
the design of these trials and conflicting
trial data.”

The 2013 recommendations also spec-
ify a role for tofacitinib. Dr. Smolen
highlighted that the task force reached
a consensus on how to fit tofacitinib into
the treatment algorithm in early April,
before the European Medicines Agency

denied the drug European marketing ap-
proval in late April. Despite the drug be-

ing turned down as a
treatment option for Eu-
ropean patients, “the task
force was convinced of
the clinical, functional,
and structural efficacy of
tofacitinib based on avail-
able evidence.” However,
citing a possibly higher
risk for flare of herpes
zoster, compared with bi-
ologic DMARDs, the task
force said that tofacitinib
should be used only in pa-

tients who had failed at least one biolog-
ic drug and “preferably two” until more
experience and registry data became
available.

Dr. Smolen said he has been a consult-
ant to, a speaker for, or has received grant
support from 14 pharmaceutical compa-
nies. He also said he served as the princi-
pal investigator for seven trials that assessed
six different biologic agents for the treat-
ment of rheumatoid arthritis. ■

Continued from previous page

DR. JOSEF S. SMOLEN

Abatacept, Adalimumab Equivalent for RA
in 2-Year Head-to-Head Trial

B Y  B I A N C A  N O G R A DY

A2-year head-to-head comparison of
abatacept and adalimumab in

rheumatoid arthritis patients who were
on background methotrexate has found
equal improvement with both biologics,
according to results from a study present-
ed at the Congress. 

The randomized, investigator-blinded
AMPLE trial is the first 2-year compara-
tor study of biologics done in biologic-
naive rheumatoid arthritis patients. 

“Through 2 years of treatment, in this
first active comparator study between bi-
ologic agents in rheumatoid arthritis pa-
tients with an inadequate response to
methotrexate, this robust data set demon-
strates that subcutaneous abatacept and
adalimumab were equally efficacious in
clinical, functional, and radiographic out-
comes,” said Dr. Michael H. Schiff, a pro-
fessor of medicine at the University of
Colorado, Denver.

Click here to view a video interview with Dr. Michael H. Schiff.
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Researchers recruited 646 patients with
active RA and an inadequate response to
methotrexate, and randomized them to ei-
ther 125 mg of abatacept weekly (without
an IV load) or 40 mg of adalimumab bi-
weekly, with a stable dose of methotrexate. 

The data show that both agents have an
excellent retention rate, with 79% of the
abatacept and 65% of the adalimumab
groups completing the 2-year follow-up.

The two medications showed similar
efficacy for American College of
Rheumatology (ACR) 20, 50, 70, and 90
responses and rates of remission on the
Disease Activity Score-28 (DAS28), Dr.
Schiff said. For ACR 20, the 2-year re-
sponse rate was 60% in each group. The
ACR 50 response rate was 47% for the
adalimumab group and 45% for the
abatacept group. For the ACR 70, the
rates were 29% for adalimumab and
31% for abatacept, and for the ACR 90,
the rates were 8% for adalimumab and
15% for abatacept.

The 2-year DAS28 rate was virtually
identical in each group, with a mean de-
crease of about 2.2 from baseline. X-ray
nonprogression was seen in 84% of each
group at 2 years, Dr. Schiff said. 

The study found similar numbers of se-
rious adverse events in both arms (14% of

the abatacept group and 17% of the adal-
imumab group). However, serious ad-
verse events leading to discontinuation of
the study medication occurred in 5% of
patients taking adalimumab and 2% of
those taking abatacept.

There was one death in each group –
neither of which was related to the study
drugs. There were seven malignancies in
each group; four patients in each group
discontinued their study medication be-
cause of neoplasm.

Infections were the most common se-
rious side effects (31 total), occurring in
4% of the abatacept and 6% of the adal-
imumab groups). There were eight op-
portunistic infections – four in each
group. The adalimumab group had two
cases of pulmonary tuberculosis, one
case of disseminated tuberculosis, and
one case of disseminated histoplasmosis.
There were three cases of pneumonia in
the abatacept group and four in the
adalimumab group.

Autoimmune events were also relative-
ly common – 18 in all, with 12 in the abat-
acept group (4%) and 6 in the
adalimumab group (2%). Dr. Schiff said
none of these were serious or clinically
important.

During the question-and-answer peri-
od, Dr. Schiff said it’s not currently pos-
sible to predict which patients would

respond to the drugs. “We looked at re-
sponders in both groups and were not
able to differentiate them based on clini-
cal characteristics,” he said. “We are now
analyzing the biomarkers and hope to
have that information for EULAR 2014.”

“EULAR/ACR guidelines recommend
starting a patient on methotrexate and
then optimizing the dose over 3-6
months, and if a patient has an incom-
plete response to methotrexate, then to
add a biological agent,” said Dr. Schiff in
an interview. 

He noted that anti-tumor necrosis factor
(anti-TNF) agents have been the first choice
of most rheumatologists, and adalimum-
ab is the most widely chosen anti-TNF
agent worldwide, which is why it was se-
lected as one of the agents for the head-to-
head trial. Abatacept employs another
method of action: T-cell inhibition.

“This paper has important clinical sig-
nificance because a patient and his or
her rheumatologist want to have data to
make an informed choice of a biologic
agent to add when an incomplete re-
sponse to methotrexate occurs,” he said.

Dr. Schiff disclosed that he is a consult-
ant and speaker for Bristol-Myers Squibb
and AbbVie. ■

Senior writer Michele G. Sullivan
contributed to this report.

Continued from previous page
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Synthetic Triple Therapy Matches Anti-TNF
Therapy in Rheumatoid Arthritis

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

When rheumatoid arthritis pa-
tients fail initial treatment with
methotrexate monotherapy,

are they better served by a less expensive
step-up treatment or the one that
may better slow their ra- 
diographic progression and pro-
duce faster responses?

That seems to be the choice be-
tween step-up from methotrexate
monotherapy by adding synthetic
disease-modifying antirheumatic
drugs (DMARDs) such as sul-
fasalazine and hydroxychloroquine,
or by adding a tumor necrosis factor
(TNF) inhibitor such as etanercept.

The RACAT (Rheumatoid Arthri-
tis: Comparison of Active Thera-
pies) trial tested those two options in 353
rheumatoid arthritis (RA) patients at 36
U.S. or Canadian sites between July 2007
and December 2010. The study’s primary
endpoint, improvement in average disease
activity score in 28 joints (DAS28) from
baseline to 48 weeks of treatment, was
similar in both treatment arms, proving
the noninferiority of the triple synthetic
DMARD regimen against the etanercept,
biological arm, Dr. James R. O’Dell re-
ported in a poster at the Congress. The re-
sults also appeared online simultaneously
with Dr. O’Dell’s poster presentation (N.
Engl. J. Med. 2013 June 11 [doi: 10.1056/
NEJMoal1303006]). 

“We showed that starting first with a
TNF inhibitor or first with triple therapy re-
sulted in the same outcomes. But costs
were not the same. We [successfully] treat-
ed another 30% of patients who did not
need a biologic” with the synthetic triple
therapy. “And in the patients where triple
therapy doesn’t work, you can change
them to a biologic and they have identical
outcomes, clinically by DAS28 and ra- 
diographically,” compared with patients
who began on etanercept added to
methotrexate from the start, he said. Dr.
O’Dell is chief of rheumatology at the VA
Medical Center in Omaha, Neb., and pro-
fessor of medicine at the University of Ne-
braska.

“Nothing is lost for the patient; if they

don’t do well on triple therapy they can
switch to a biological. The data are persua-
sive and the economic case is easy to make.
You absolutely ought to go with triple ther-
apy,” he concluded based on the study find-
ings.

But “it is very difficult to get physicians
to buy into this” strategy, he said in an in-
terview. TNF inhibitors such as etanercept
and other biological DMARDs are “seduc-
tive,” Dr. O’Dell said, because they are ef-
fective, work quickly, and appear more
“targeted” than synthetic DMARDs, and
they are promoted by well-financed mar-
keting campaigns. 

Dr. O’Dell conceded that the study data
showed a signal of more radiographic pro-
gression with triple synthetic DMARD
treatment that could potentially, over time,
accrue to more substantial differences. At
48 weeks after the onset of treatment, pa-
tients on triple therapy had an average
0.54-point increase (worsening) in their van
der Heijde modified Sharp score, com-
pared with an average 0.29-point rise in the
patients who received etanercept, a 0.25-
point average difference in favor of etaner-
cept that did not reach statistical
significance. But this trend toward greater
radiographic progression in patients on
triple therapy was consistent with the sta-
tistically significant, roughly 1-point average
additional increased radiographic progres-
sion with triple therapy, compared with pa-
tients on methotrexate plus etanercept,
that was seen after 2 years of follow-up in
the TEAR (Treatment of Early Aggressive
Rheumatoid Arthritis) trial (Arthritis
Rheum. 2012;64:2824-35). 

The TEAR study, which enrolled pa-

tients with very early RA, included a sub-
group with an inadequate response to
methotrexate monotherapy, and in that
subgroup, patients randomized to triple
therapy and those randomized to etaner-
cept plus methotrexate had similar clinical

outcomes, consistent with the new
study findings.

“It’s hard to say that 1 or 2 units on
the Sharp score doesn’t matter much,
even if you don’t see the difference
for several years,” commented Dr.
Daniel Furst, professor of medicine
and director of the Rheumatology
Clinical Research Center at the Uni-
versity of California, Los Angeles. 

“Triple therapy is effective clini-
cally, but it doesn’t do so well for x-
rays. There are relationships
between a 1 or 2 Sharp score differ-

ence and long-term outcomes. Across the
board with biologics, the difference is 1 or
2 Sharp units. If one’s philosophy is to hit
the RA hard and stop it, then perhaps a bi-
ologic is better,” Dr. Furst commented in
an interview.

But another view was that triple therapy
could play a useful and cost-effective role.
The new findings, along with the TEAR re-
sults, make “initial treatment of early RA
with triple therapy a reasonable approach,”
said Dr. Joel M. Kremer, a professor of
medicine at Albany (N.Y.) Medical College
and director of research at the Center for
Rheumatology in Albany. The only clear
downside is that if triple therapy doesn’t
work, the patient loses time, but that’s true
for every treatment option, he noted. 

“We don’t usually have the opportunity
to hear the data for generic drugs” as much
as for brand-name formulations, Dr. Kre-
mer said in an interview. “Will data like this
substantially change prescribing patterns?
Probably not, but what might happen is
that insurers may look at these data and say
that patients should fail triple therapy be-
fore starting a biologic. That would be a sea
change” for rheumatology, he added.

“I have always used methotrexate first,
usually in combination with hydroxy-
chloroquine,” Dr. Kremer said. He has
not usually also prescribed sulfasalazine,
but said he would consider adding it

DR. DANIEL FURST DR. EDWARD C. KEYSTONE

Continued on following page
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based on the new data.
The new study enrolled patients with

a DAS28 score of 4.4 or higher despite at
least 12 weeks of stable methotrexate
therapy with a weekly dosage of 15-25
mg. The patients averaged about 57 years
old. After the first 24 weeks on random-
ized treatment, patients who did not have
a decrease in their DAS28 of at least 1.2
units switched to the alternative regi-
mens. The primary outcome was change
in DAS28 at week 48 according to initial
treatment assignment; the researchers
collected 48-week DAS28 scores from 309
enrolled patients. The mean change in
DAS28 from baseline at 48 weeks was a
2.12-unit reduction in the triple-therapy
patients and a 2.29-unit reduction in the
etanercept patients, an average 0.17-unit
difference between the two treatment
arms that was not statistically significant
and that fell within the study’s prespeci-
fied range for noninferiority for triple
therapy.

A similar percentage of patients, 27%, in
each of the treatment arms switched to the
alternative therapy at 24 weeks because of
a lack of an adequate initial response.
There were also no statistically significant

differences between the treatment arms in
their rate of American College of Rheuma-
tology (ACR) 20 and 50 responses at both
24 and 48 weeks.

The results showed significant differ-
ences between the treatment arms after the
first 24 weeks of treatment for higher-lev-
el responses. For example, the percentage
of patients achieving an ACR 70 response
was 5% in the triple-therapy patients and
16% in the etanercept patients, a statistical-
ly significant difference. The rate of pa-
tients with a DAS28 score of 2.6 points or
less at 24 weeks was 13% in the triple-ther-

apy patients and 22% in those on etaner-
cept, a significant difference.

Based on findings like these, “I would
start a biologic in a patient who failed
high-dose methotrexate and had poor
prognostic factors and highly active dis-
ease, because at 6 months etanercept
had the edge,” said Dr. Edward C. Key-
stone, director of the Centre for Arthri-
tis and Autoimmune Disease at Mount
Sinai Hospital in Toronto, and a coinves-
tigator on the new study. But for all the
other patients, “why not start on triple
therapy first if you can switch them lat-
er if needed and the patients do well?”
he asked. “The important observation is
that the same percentage of patients
failed in each arm. That is a huge mes-
sage.”

The RACAT study received no com-
mercial support. Dr. O’Dell said that he
had no disclosures. Dr. Furst has been a
consultant to or received grant support
from Abbott, Amgen, Bristol-Myers
Squibb, and other companies. Dr. Kremer
has been a consultant to or received grant
support from Pfizer, Abbott, Genentech,
and other companies. Dr. Keystone said
that he has been a consultant to or has re-
ceived research grants from Amgen, Pfiz-
er, Merck, and other companies. ■

Continued from previous page

Dr. James R. O’Dell at the EULAR Congress.
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Proposed ACR-EULAR Scleroderma
Classification Criteria Are More Inclusive

B Y  S A R A  F R E E M A N

New classification criteria for sclero-
derma presented at the Congress
correctly identify more patients

who could potentially be included in epi-
demiological studies and clinical trials than
is possible with existing classification sys-
tems. 

The new system is still a proposal and is
under review by the European League
Against Rheumatism (EULAR) and the
American College of Rheumatology
(ACR), according to Dr. Frank van den
Hoogen, who is the director of the rheuma-
tology center at Sint Maartenskliniek in
Nijmegen and head of the department of
rheumatology at Radboud University in
Nijmegen, both in the Netherlands.

In a validation cohort, the ACR-EULAR
criteria had a sensitivity of 91% and a speci-
ficity of 92% to correctly identify patients
with systemic sclerosis (SSc). By compari-
son, the 1980 Preliminary ARA Criteria had
a sensitivity of 75% and a specificity of
72%.

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

“The purpose of classification criteria is
to include similar patients in research,” Dr.
van den Hoogen said. “Classification crite-
ria are not synonymous with diagnostic cri-
teria,” he explained, “[they] are generally
more standardized and less inclusive.” This
is because physicians will see patients with
multiple symptoms and it would not be
possible to include every symptom seen in
routine practice in a set of classification cri-
teria. Nevertheless, diagnostic criteria do
tend to mirror classification criteria.

The process of determining which items
to include was driven by both data and con-
sensus. Delphi exercises and a nominal
group technique were used to create a set
of potential items for SSc classification. 

Several patient cases were then reviewed
by leading scleroderma experts based in Eu-
rope and North America. The cases repre-

sented the full spectrum of systemic scle-
rosis, including those with a low and those
with a high probability of having the dis-
ease. Experts ranked the importance of
the symptoms exhibited by each of these
cases, and a whittled down list with a scor-
ing system was obtained. SSc was present
with a score of 9 or more.

Skin thickening of the fingers of both
hands extending past the metacarpopha-
langeal (MCP) joints was considered to be
indicative of scleroderma, and was given a
score of 9. Conversely, patients with skin in-

volvement likely to be due to another scle-
roderma-like disorder or skin thickening
sparing the fingers were not likely to have
SSc.

Other items included skin thickening of
the fingers, with subitems of puffy fingers
(score = 2) and whole finger skin thicken-
ing, distal to the MCP (4); fingertip le-
sions, with subitems of digital tip ulcers
(2) and pitting scars (3), telangiectasia (2),
abnormal nailfold capillaries (2); pul-
monary arterial hypertension, interstitial
lung disease, or both (2); Raynaud’s phe-
nomenon (3); and the presence of any
scleroderma-related autoantibodies (3).

The ability of these criteria to correctly
identify patients with and without SSc was
then prospectively tested in a random sam-

ple of 200 individuals and further validat-
ed in a cohort of 405 individuals that includ-
ed both early and prevalent cases of
scleroderma and its mimics. 

“The proposed ACR-EULAR criteria for
the classification of [SSc] should allow
more patients to be classified correctly as
[SSc],” including those with early (less than
3 years) scleroderma and the 20% of pa-
tients who have limited disease but who do
not meet current classification criteria, Dr.
van den Hoogen said.

“New ACR [EULAR] criteria show in-

creased sensitivity in comparison to the old
[ARA] criteria,” concurred Dr. Suzana Jor-
dan of University Hospital Zurich. She
presented findings on the use of the pro-
posed system in 317 patients mainly with
early or mild disease from the Zurich scle-
roderma cohort.

Applying the criteria to this Swiss patient
population, Dr. Jordan noted that “75% of
[SSc] patients were correctly identified
compared to just over half of all patients
(51%) using the ARA criteria.” Further-
more, “50% of early scleroderma patients
who did not fulfill the old criteria met the
new,” she concluded.

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

Click here to view a video interview with Dr. Frank van den
Hoogen.
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Annual PAH Screening Recommended for
Systemic Sclerosis Patients

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

Patients with systemic sclerosis
should undergo annual screening
for pulmonary arterial hyperten-

sion using a combination of transtho-
racic echocardiography and pulmonary
function tests, an international expert
panel said.

These are the first evidence- and consen-
sus-based recommendations for pulmonary
arterial hypertension (PAH) screening in pa-
tients with systemic sclerosis, and the pan-
el also called for screening patients with
mixed or other connective tissue diseases
with scleroderma features. “Our hope is
that these recommendations will lead to
earlier detection of PAH in connective tis-
sue diseases and improve patient out-
comes,” Dr. Dinesh Khanna said while
presenting the screening recommendations
at the Congress.

About 5%-15% of patients with sys-
temic sclerosis develop PAH, and once
PAH occurs, up to 30% of patients will

die within 3 years, said Dr. Khanna, di-
rector of the scleroderma program at
the University of Michi-
gan, Ann Arbor.

“Despite having ap-
proved drugs available” to
treat systemic sclerosis and
other scleroderma-spec-
trum disorder connective
tissue diseases, these treat-
ments “have not had a
huge impact on survival.
The only thing we can of-
fer patients is screening,
followed by early diagnosis
and treatment,” Dr. Khan-
na said in an interview.

The new recommendations say that
patients with a tricuspid regurgitant ve-
locity measured by transthoracic
echocardiography greater than 2.8 m/s
require assessment for PAH by right
heart catheterization. Right heart
catheterization is also needed for pa-
tients with a tricuspid regurgitant veloc-

ity of 2.5-2.8 m/s if they also have signs
or symptoms of PAH such as dyspnea,

fatigue, chest pain, dizzi-
ness, loud pulmonary
sound, or peripheral ede-
ma. Another echo finding
that should trigger right
heart catheterization re-
gardless of signs or symp-
toms or tricuspid
regurgitation is right atrial
or ventricular enlarge-
ment.

The key measures on
pulmonary function tests
that trigger right heart

catheterization is a forced vital capacity
(FVC) to diffusion capacity of lungs for
carbon monoxide (DLCO) ratio of more
than 1.6, or a DLCO of less than 60% if
either appears in the setting of PAH
signs or symptoms. Alternatively, meet-
ing either of these pulmonary criteria
should lead to right heart catheterization

DR. HEATHER GLADUE

Continued on page 12
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regardless of signs and symptoms if the
patient’s most recent blood level of N-
terminal pro-brain natriuretic peptide
(NT-ProBNP) was greater than twice
the upper limit of normal.

The panel also said that patients should
undergo right heart catheterization re-
gardless of PAH signs and symptoms if
they fulfill the screening algorithm devel-
oped for the DETECT study (Ann.
Rheum. Dis. 2013 May 18 [doi:10.1036/
annrheumdis-2013-203301]). 

The panel recommended annual
transthoracic echo and pulmonary func-
tion test screening, or more frequently
if a patient shows new signs or symp-
toms. Measurement of NT-ProBNP
should happen at baseline, and then be
repeated if new signs or symptoms of
PAH appear. They also recommended
applying the full DETECT screening al-
gorithm in patients diagnosed with sys-
temic sclerosis or other scleroderma
spectrum connective-tissue disease for
more than 3 years and a DLCO that is
less than 60%. Right heart catheteriza-
tion is mandatory to definitively diag-
nose PAH, Dr. Khanna stressed. The
panel also said screening is not needed
in patients with mixed- or other connec-
tive tissue disorders who did not have
scleroderma-like features.

In a separate report at the meeting Dr.
Khanna and his associates assessed the
ability of transthoracic echocardiogra-
phy and pulmonary function tests to
screen patients with PAH. They used
data from 69 patients with PAH in two
separate reported series that together
had 347 patients with systemic sclerosis

who underwent assessment for suspect-
ed PAH ( J. Rheumatol. 2011;38:2172-9
and J. Rheumatol. 2010;37:2290-8). 

The new, retrospective analysis showed
that combining transthoracic echo and
pulmonary function test screens can have
a negative predictive accuracy of 98% for
correctly ruling out PAH in patients with
systemic sclerosis, reported Dr. Heather
Gladue, a rheumatology fellow at the
University of Michigan.

The recommendations panel cau-
tioned that its proposals should not sub-
stitute for individualized, direct
assessment of each patient. The panel
also noted that the cost-effectiveness of
its recommendations had not yet been
assessed. In addition to representatives

from the University of Michigan, the
task force included members from the
University of California, Los Angeles;
Massachusetts General Hospital,
Boston; Stanford (Calif.) University; the
University of Zurich; University Hospi-
tal in Lille, France; the University of
Paris-South; McGill University, Montre-
al; Johns Hopkins University, Baltimore;
and St. Joseph Hospital, Phoenix.

The task force was supported by the Scle-
roderma Foundation and the Pulmonary
Hypertension Association. Dr. Khanna said
that he has been a consultant to several
drug companies including Actelion, Bayer,
Genentech/Roche, Gilead, Merck, and
DIGNA. Dr. Gladue said that she had no
disclosures. ■

Continued from page 10

Click here to view a video interview with Dr. Dinesh Khanna
about the PAH screening recommendations.
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More Evidence Shows That TNF Inhibitors
Are Associated With Reduced Diabetes Risk

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

Recent research has suggested that
tumor necrosis factor inhibitors
can significantly reduce diabetes

risk in people with rheumatoid arthritis. 
Dr. Siri Lillegraven of Diakonhjem-

met Hospital in Oslo presented results
from the CORRONA (Consortium of
Rheumatology Researchers of North
America) study, which Dr. Lillegraven,
its lead author, called “the first large
study to find the same association” at
the Congress. The study used COR-
RONA registry data from 22,943 pa-
tients and about 22,000 RA treatment
regimens with a mean duration between
1.5 and 2.4 years.

Dr. Lillegraven and her colleagues found
an adjusted hazard ratio for type 2 diabetes
of 0.35 for TNF inhibitors (95% confidence
interval, 0.13-0.91), compared with a refer-
ence group of nonmethotrexate, nonhy-
droxychloroquine, nonbiologic disease-
modifying antirheumatic drugs such as cy-
closporine, sulfasalazine, and leflunomide.
The disease-modifying antirheumatic drugs
(DMARDs) hydroxychloroquine and
methotrexate were separately compared
with this reference group. 

“It was a statistically significant find-
ing, and the model was adjusted for dif-

ferences between patients who received
TNF inhibitors and the patients who re-
ceived the comparator drugs,” Dr. Lille-
graven said in an interview. 

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

In that study, which enrolled about
14,000 patients and evaluated about
22,000 treatment episodes, the multi-
variate adjusted hazard ratio for dia-
betes was 0.62 (95% confidence interval,
0.42-0.91) for TNF inhibitors, compared
with other nonbiologic DMARDs. The
effect was even greater for hydroxy-
chloroquine, compared with other non-
biologics (HR, 0.54; 95% CI, 0.36-0.80). 

Dr. Lillegraven and her colleagues saw
a similar effect size for hydroxychloro-
quine, compared with the nonbiologic
DMARDs, but this did not reach statis-
tical significance. 

As both studies were observational in
design, Dr. Lillegraven noted, the results
do not carry the weight of randomized,
controlled trial findings. “We would
have loved to have a clinical trial that

confirmed the findings,” she said, adding
that designing such a trial would be dif-
ficult. “The outcome is relatively rare,
and you will not likely get enough dia-
betes outcomes to be able to conclude
whether an exposure had an effect.” In
Dr. Lillegraven and her colleagues’
study, for example, only 84 incident cas-
es of diabetes occurred.

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

Dr. Lillegraven also analyzed the im-
pact of body-mass index and steroid
dosage on diabetes incidence in these pa-
tients. Those with a BMI of more than
30 kg/m2 had a statistically significant
sixfold increased rate of incident dia-
betes, compared with patients with a
BMI of less than 25 kg/m2. Patients
with a BMI of 25-30 kg/m2 had a signif-
icant, nearly twofold increased rate. Pa-
tients who received a steroid dose of at
least 7.5 mg/day had a statistically signif-
icant, twofold increased diabetes inci-
dence, compared with patients who did
not receive any steroid treatment.

Dr. Lillegraven said that her study’s
findings, added to the earlier findings,
support “a potential for tailoring treat-
ment in high-risk individuals.” But it is
still too early to draw any definite con-
clusions regarding how this should be
carried out in the clinic, she cautioned.

Dr. Lillegraven declared no conflicts of
interest relevant to her study. Dr.
Solomon declared unpaid consultancies
for Pfizer and Novartis. Three other
coauthors reported financial relation-
ships with pharmaceutical firms and
CORRONA, a database registry for
rheumatologic diseases; one is an em-
ployee of CORRONA. ■

Click here to view a video interview with Dr. Siri Lillegraven.
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MRI Scoring System for Joint-Space 
Narrowing Has Research Promise in RA

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

Amagnetic resonance imaging scor-
ing system of joint-space narrow-
ing in rheumatoid arthritis showed

“a very high” agreement with computed
tomography scores and may become a
useful tool in rheumatoid arthritis clinical
trials after further validation, judging
from data presented by Dr. Uffe Møller
Døhn.

In a small study, which was conduct-
ed to validate the
OMERACT-RAMRIS
MRI JSN scoring system
in the wrists and
metacar pophalangeal
(MCP) joints, there was
a very high agreement
between the joint-space
narrowing scores on
MRI and CT and moder-
ate agreement between
scores on MRI and x-ray,
said Dr. Møller Døhn of
Copenhagen University
Hospital at Glostrup at
the Congress. In addi-
tion, there was “high to
very high” inter- and in-
trareader reliability, par-
ticularly for the wrist
joints.

An OMERACT (Out-
come Measures in
Rheumatology) initia-
tive, this scoring system
is being developed to provide a more
precise and sensitive method of meas-
uring joint space damage in patients
with rheumatoid arthritis (RA), but it
needs to be validated through compar-
isons to other imaging methods. 

To evaluate the degree of agreement
with CT and x-ray scores, this study as-
sessed MRI and CT images of the wrist

and the second to fifth metacarpopha-
langeal (MCP 2-5) joints of 14 people
with RA and one healthy control, who
were from a clinical trial. Three readers
assessed the images twice, and a single
reader scored x-rays using the Sharp-Van
der Heidje method, said Dr. Møller
Døhn, who is in the center for rheuma-
tology and spine diseases at the hospital. 

The MRI scores of joint space narrow-
ing “were very highly correlated” with
CT scores, when comparing the wrist

and MCP scores both separately and
combined: Using intraclass correlation
coefficients (ICCs) as a measure of
agreement between scores and scorers,
the MRI and CT scores for joint space
narrowing were 0.94 for the MCP joints,
0.92 for the wrist, and 0.92 for the wrist
and MCP joints combined. But the ICCs
for the x-ray joint space narrowing

scores were lower: With MRI scores,
the ICCs were 0.49 for the MCP 2-5
joints and 0.55 for the wrist. With CT
scores, the ICCs were 0.56 for the MCP
2-5 joints and 0.43 for the wrist. 

“The most important next step is to
test the scoring system in a longitudi-
nal setting, in order to investigate the
sensitivity to change,” Dr. Møller Døhn
said in an interview. “Before the system
can be implemented as an outcome
measure in clinical trials, we need to

know if it is more sensitive than other
methods that are already available. If it
turns out that [joint space narrowing]
assessment of several joints on x-ray is
just as good as – or better than – MRI,
then it does not add information to
what we already use today.”

Dr. Møller Døhn reported that he had
no relevant financial disclosures. ■

The MRI scores of joint space narrowing “were very highly correlated” with CT scores, when
comparing the wrist and MCP scores both separately and combined.
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Algorithm Helps to DETECT Pulmonary
Arterial Hypertension in Systemic Sclerosis

B Y  S A R A  F R E E M A N

The use of a two-step algorithm sig-
nificantly increased the rate at
which pulmonary arterial hyper-

tension was diagnosed in patients with
systemic sclerosis in a
prospective, observational,
cross-sectional study. 

The results of the DE-
TECT study, presented at
the Congress, showed that
the two-step algorithm had
a sensitivity of 96% for cor-
rectly identifying the condi-
tion, which was higher than
the 71% sensitivity obtained
using methods recom-
mended currently by the
European Society of Cardi-
ology/European Respiratory Society
(ESC/ERS) guidelines. The ESC/ERS rec-
ommendations are mainly based on con-
sensus rather than robust evidence, and
focus on the use of transthoracic echocar-
diography.

“DETECT is unique because it shows
that if you just do an echocardiogram that
you miss 29% of people who subsequent-
ly have pulmonary arterial hypertension
[PAH], whereas if you apply the DE-
TECT algorithm you miss only 4% of the
people,” Dr. Dinesh Khanna, director of
the scleroderma program at the Univer-
sity of Michigan, Ann Arbor, said in an in-
terview.

Dr. Khanna, who was a coinvestigator in
the study, added: “PAH is a leading cause
of mortality; it has high prevalence [and]
it has a median survival of 2-3 years. … You
don’t want to miss these patients.” Dr.
Khanna presented recommendations for
annual screening of PAH in systemic scle-
rosis patients at another session at the
meeting. (See article on page 8.)

Although 4% of patients are still being
missed, this is a dramatic improvement
over current clinical practice, said DE-
TECT investigator Dr. Christopher Den-
ton, who presented the findings of the
international, multicenter trial. The study
was also recently published online (Ann.
Rheum. Dis. 2013 May 18 [doi:
10.1136/annrheumdis-2013-203301]).

“There is a general feeling that pa-
tients need to be screened so that diag-
noses can be made and licensed
therapies can be initiated,” said Dr. Den-
ton of the Royal Free Hospital in Lon-
don. “The goal of the study was to

rationalize a large number
of potential variables into
a small number that could
be developed into a risk
score,” he added, and “ul-
timately to ensure that the
most appropriate patients
are referred for diagnostic
right heart catheter stud-
ies.” Right heart catheter-
ization (RHC) remains the
only method for confirm-
ing a diagnosis of PAH.

A total of 646 adult pa-
tients with established scleroderma
(greater than 3 years) and reduced diffus-
ing capacity of the lung for carbon
monoxide (DLCO less than 60% of pre-
dicted) were screened and 466 enrolled in
the study. All of them underwent RHC,
and 145 (31%) were found to have PAH.
This was defined as a mean pulmonary
arterial pressure of 25 mm Hg or high-
er. 

Of the 145 patients with PAH, 87 met
World Health Organization (WHO)
group 1 criteria for mild PAH, and this was
the group of interest, as a diagnosis of
PAH “had been robustly excluded” by
normal methods, Dr. Denton said. This
group of patients was compared with the
group that did not have PAH (n = 321).

Patients with WHO group 1 PAH were
slightly older than patients who did not
have PAH (mean ages, 61 and 56 years).
The PAH patients also tended to have a
longer disease duration (163 vs. 130
months) and had slightly lower DLCO
(43% vs. 48% of predicted).

The DETECT investigators examined
112 variables, including demographic and
clinical parameters, serum tests, and elec-
tro- and echocardiogram results, that they
thought might be able to help differenti-
ate patients with PAH from those without
it. After expert analysis and various types
of statistical modeling, they ended up
with eight items that were used to devel-
op the two-step algorithm. 

Step 1 of the algorithm involves testing
for lung function, expressed as a ratio of
the percentage predicted forced vital capac-
ity and DLCO; the presence of current or

DR. CHRISTOPHER DENTON

Click here to view a video interview with Dr. Dinesh Khanna
about the DETECT study.
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MRI Detects High Level of Subclinical
Small Joint Inflammation in Early Arthritis

B Y  S A R A  F R E E M A N

Ahigh percentage of patients with
early arthritis have inflammation of

the small joints that can be detected
with MRI but not by physical examina-
tion.

Results of a cross-sectional study, pre-
sented by Dr. Annemarie Krabben at the
Congress, found that 66% of wrist, 27%
of metacarpophalangeal (MCP), and
13% of metatarsophalangeal (MTP)
joints that were not clinically swollen

showed signs of inflammation on MRI.
However, inflammation on MRI was
present in 92% of wrists, 86% of MCP,
and 29% of MTP joints that were clini-
cally swollen.

“You would expect that inflammation
on MRI would be present in the clinical-
ly swollen joints, but we also saw inflam-
mation in the nonswollen joints,”
explained Dr. Krabben of Leiden Univer-
sity Medical Center in the Netherlands.

Furthermore, “when you look at the
joints with MRI-detected inflammation, a

lot of these
didn’t have clini-
cal inflamma-
tion,” she added. 

Clinical joint
swelling was ab-
sent but signs of
bone marrow
edema was de-
tected on MRI
in 60% of wrist,
53% of MCP,
and 78% of
MTP joints. If
severe MRI-de-
tected edema
was considered,
joint swelling
was absent in
35%, 39%, and

58% of wrist, MCP, and MTP joints, respec-
tively. Joints without clinical swelling
showed signs of inflammation on MRI in
61% of wrist, 64% of MCP, and 77% of
MTP joints. 

The study involved patients with early
arthritis who were part of the Leiden Ear-
ly Arthritis Clinic cohort. Overall, patients
had undifferentiated arthritis (37%),
rheumatoid arthritis meeting the 2010
American College of Rheumatology-Euro-
pean League Against Rheumatism criteria
(36%), or other diagnoses (27%). This co-
hort was established in 1993 to detect and
treat inflammatory disorders early in the
disease state (Rheumatology [Oxford]
2011;50:93-100). 

Upon entry into the cohort, patients
underwent a physical examination that in-
cluded 68 tender and 66 swollen joint
counts and 1.5-Tesla MRI of the wrist,
MCP, and MTP joints. The latter were
used to determine the presence and ex-
tent of synovitis, bone marrow edema,
and tenosynovitis.

In total, 1,790 small joints were exam-
ined in 179 patients who had a median du-
ration of symptoms of 15 weeks. Overall,
30% of wrist, 15% of MCP, and 11% of
MTP joints were swollen at physical ex-
amination and the majority also showed
inflammation on MRI.

Click here to listen to an audio interview
with Dr. Annemarie Krabben.

N
IC

K
P

IE
G

A
R

I/I
M

N
G

 M
E

D
IC

A
L

M
E

D
IA

Continued on following page

past telangiectasia; serum anticentromere
antibody positivity; serum levels of N-ter-
minal prohormone brain natriuretic pep-
tide (NT-proBNP); serum urate levels; and
right axis deviation on an electrocardio-
gram. Step 2 involves measurement of
two echocardiographic parameters: right
atrium area and tricuspid regurgitation
velocity. 

“The aim is to make this a computer-
based system,” Dr. Denton explained. A
trial electronic version of the tool is be-
ing tested, which involves the aforemen-
tioned clinical variables being entered
first to determine if an echocardiogram
is warranted, and then determining if the
results of the echocardiogram warrant

further referral for RHC. 
The rates of referral for RHC were high-

er if the two-step algorithm was used,
compared with the use of ESC/ERS guide-
line–recommended methods (62% and
40%). The specificity of the algorithm was
48%, with positive and negative predictive
values of 35% and 98%, respectively. The
values for guideline-recommended meth-
ods were 69%, 40%, and 89%.

The DETECT algorithm has the poten-
tial to revise standards of care in patients
with systemic sclerosis. Dr. Denton not-
ed that not only was it a sensitive, nonin-
vasive screening tool, but that it also had
the potential to reduce the number of
missed diagnoses and to potentially iden-
tify PAH earlier in mildly symptomatic
patients.

“The reason to use a two-step ap-
proach is that this potentially will im-
prove the use of echocardiography as
well as the more invasive test of right
heart catheterization,” he commented.
“So we hope that this sort of approach
will ultimately improve the approach
and the standard of care for systemic
sclerosis.”

DETECT was an academic-led study
funded by Actelion. Dr. Denton has re-
ceived consulting and speaker fees and/or
research funding from, or has been a clin-
ical trial investigator for, several compa-
nies including Actelion, Boehringer
Ingelheim, and CSL Behring. Dr. Khanna
disclosed acting as a consultant for sever-
al companies including Actelion, Bayer,
and Celgene. ■
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Rheumatoid Arthritis Remission Similar for
Tocilizumab Alone or With Methotrexate

B Y  M I C H E L E  G. S U L L I VA N

Patients with early, active rheumatoid
arthritis who took tocilizumab – ei-

ther alone or in combination with
methotrexate – continued to benefit from
it by the end of a 2-year study.

About half of those on either treatment
strategy in the study achieved remission
by the end of the first year and this did not
change appreciably by the end of the sec-
ond year. There was also a very low rate
of radiographic progression, Dr. Tom
Huizinga said at the Congress.

The results confirm and extend the
earlier findings of ACT-RAY, a 2-year,
randomized, placebo-controlled study
of tocilizumab employed as a switch or
add-on therapy for patients with early,
active rheumatoid arthritis (RA). The 24-
week data, published earlier this year,
showed that tocilizumab was just as ef-
fective without methotrexate as with it,
suggesting that it could be employed as
monotherapy (Ann. Rheum. Dis.
2013;72:43-50).

All 553 patients in ACT-RAY received
open-label tocilizumab 8 mg/kg intra-
venously every 4 weeks. They were ran-
domized to the switch strategy
(tocilizumab 8 mg/kg IV every 4 weeks
with oral placebo) or the add-on strate-
gy (tocilizumab 8 mg/kg IV every 4
weeks plus 2.5 mg methotrexate), said
Dr. Huizinga, head of the department of
rheumatology at Leiden (the Nether-
lands) University Medical Center.

Most of the patients (81%) were
women; mean age was 53 years. Patients
had a mean disease duration of 8 years

and a mean Disease Activity Score–28
(DAS28) of 6.4. 

Most of the study group (433) com-
pleted the second year of treatment.
Reasons for withdrawal included lack of
efficacy (2% in the add-on strategy
group and 5% in the switch strategy
group) and adverse events (10% of add-
on patients and 11% of switch). There
were three deaths in the add-on group
and six in the switch group.

Sustained remission was defined as a
DAS28 of less than 2.6 at two consecutive
visits separated by 12 weeks. By week 52,
about 50% of the overall cohort (53% add-
on strategy and 47% switch strategy) had
achieved remission and were able to dis-
continue tocilizumab. 

By week 104, 86% of the overall cohort

had experienced a flare in disease activity,
with a median time of 90 days from
tocilizumab discontinuation. Most of
those patients restarted tocilizumab. The
medication continued to be effective. The
mean DAS28 at flare was 4.46, dropping
to a mean of 2.99 within 4 weeks of
restarting treatment.

The mean DAS28 score at week 104
was unchanged from the score at week 52,
decreasing by 3.6 from baseline in both
groups. The large majority of each group
experienced no radiographic progression
during year 2 (94% of the add-on and 91%
of the switch groups).

By the end of the study at week 104,
23% of the add-on group and 18% of the
switch group were in remission as meas-
ured by the Clinical Disease Activity In-
dex – virtually identical to CDAI
remission rates at week 52. 

The safety results were consistent with
previous findings, Dr. Huizinga said. Se-
rious adverse events and infections oc-
curred in 15% of the add-on group and
4% of the switch group.

Liver enzyme elevations were more
common among those in the add-on
group. Elevations of up to three times the
upper limit of normal of alanine amino-
transferase occurred in 58% of the add-
on group and 40% of the switch group.
Elevations of up to five times the upper
limit occurred in 13% of the add-on group
and 5% of the switch group. Aspartate
transaminase elevations of up to three
times the upper limit of normal occurred
in 51% of the add-on group and 30% of
the switch group. Elevations of up to five

Dr. Tom Huizinga: The issue of clinical
impact has not yet been addressed.
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“There was a lot of subclinical
inflammation, especially bone
marrow edema, in the
nonswollen joints,” Dr. Krabben
said. Bone marrow edema is
linked to erosive disease pro-
gression, she observed and sug-
gested that the next step is to see
what happens to patients with
subclinical inflammation at

baseline, and whether this will
eventually progress to erosive
disease.

The study was supported by
the Dutch Arthritis Foundation
(Reumafonds), the Netherlands
Organization for Health Re-
search and Development, and
the Center for Translational Mol-
ecular Medicine. Dr. Krabben has
received research funding from
Reumafonds. ■
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This MRI of the wrist
shows subclinical
inflammation in a
patient with early
arthritis symptoms.©
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New Scoring Method Assesses Large-Joint
Damage in Treated Rheumatoid Arthritis

B Y  S A R A  F R E E M A N

Anew radiographic scoring method
successfully assessed damage in the

large joints of patients with rheuma-
toid arthritis who were being treated
with biologic therapy, according to re-
search presented at the Congress. 

The ARASHI (Assessment of
Rheumatoid Arthritis by Scoring of
Large-Joint Destruction and Healing in
Radiographic Imaging) method, devel-
oped by a team in Japan, was tested
over a period of 2 years in 51 patients
who were being newly treated with tu-
mor necrosis factor–alpha (TNF-alpha)
inhibitors. 

“Evaluation of radiographic damage
of the small joints in the hands and feet
using the van der Heijde total Sharp score
in patients with early RA [rheumatoid
arthritis] has been established,” said Dr.
Isao Matsushita, assistant professor in the
orthopedic surgery department at the
University of Toyama, Japan.

While the Larsen grade is most often
used to assess large joints, this ra-
diographic grading system has several
limitations, including a “ceiling effect,” re-
sulting from the substantial variation
found within each of the six Larsen
grades (scored 0-5), he said in an inter-
view at the meeting. Dr. Matsushita and
his colleagues developed the ARASHI
method to offer a more sensitive means
of determining radiographic progression
in the large joints.

The ARASHI method is composed of
two parts (Mod. Rheumatol. 2013 April
27 [doi: 10.1007/s10165-012-0823-6]), Dr.
Matsushita explained. First, there is a sta-
tus score, which takes four categories
into account: joint space narrowing
(scored 0-3), erosion (scored 0-3), joint
surface (0-6), and joint stability (0-4).

Second, there is a change score, which
assesses the same four categories plus
the porosity of the joint.

A total of 57 patients with early RA
who were about to be treated with TNF-
alpha inhibitors were included in the
study, and 51 completed 2 years’ treat-
ment with these
agents. The
most frequently
prescribed TNF-
alpha inhibitors
were infliximab,
in 24 patients,
and etanercept,
used in 14; an-
other 7 patients
switched from
infliximab to
etanercept, and
6 patients were
treated with
a d a l i mu m a b.
The mean age
of the patients
was 60 years,
with a mean RA
duration of 10.6
years.

The investiga-
tors used the
ARASHI status
score to assess 96 hip and 86 knee joints
at baseline (before TNF-alpha inhibitor
treatment was started). They later com-
puted the ARASHI change score for the
joints at both 1-year and 2-year follow-up
visits. A 1-point or more increase in the
ARASHI change score constituted ra-
diographic progression. Higher scores in-
dicated higher levels of joint damage.

All of the hip and knee joints with a
status score of greater than 2 showed
progression of joint damage under TNF-
blocking therapies, Dr. Matsushita said.

He added that of the joints with a low
baseline ARASHI status score (0-2), only
6.5% showed progressive damage over
the course of the study. Furthermore,
the joint-space narrowing score was
more closely related to the joint damage
subsequently seen than was the erosion

score.
Taken together, these findings demon-

strate that the “ARASHI scoring method
is useful for the evaluation of radiograph-
ic damage in large weight-bearing joints,
and to predict the risk for progression in
patients with RA,” said Dr. Matsushita,
noting that the next step is to look at the
utility of the score in other large joints,
perhaps the shoulder, elbow, and ankle
joints.

Dr. Matsushita said that he had no dis-
closures. ■

The new system avoids the “ceiling effect” of the Larsen
grading system, Dr. Isao Matsushita said.
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times the upper limit of normal occurred
in 5% of the add-on and 2% of the switch
groups.

During a discussion period after his
presentation, Dr. Huizinga addressed the

issue of clinical impact, saying all of the
information isn’t in yet. Patients will be
followed for an additional year for struc-
tural or joint damage.

“Clinical meaningfulness is an intense
discussion that we will have to conduct,” he
said. “I’m not quite sure of it myself yet.”

The study was funded by F. Hoffmann-
La Roche. Dr. Huizinga disclosed that he
is a consultant for Abbott, Axis Shield Di-
agnostics, Biotest AG, Bristol-Myers
Squibb, Crescendo Bioscience, Roche,
Novartis, Schering-Plough, UCB, Wyeth,
and Pfizer. ■
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ONE BIOLOGIC 
MONOTHERAPY STANDS OUT
1 in 3 RA patients receive biologic monotherapy.1–7

RoACTEMRA is the only biologic proven superior to a TNF inhibitor 
(adalimumab) in RA monotherapy.8
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with steroids and antihistamines Appropriate treatment should be available 
for immediate use if anaphylaxis occurs. If an anaphylactic reaction or 
other serious hypersensitivity/serious infusion related reaction occurs, 
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Use with caution in patients with active hepatic disease/impairment. 
Transaminase elevations: Not recommended in patients with ALT or AST 
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guidelines for managing hyperlipidaemia. Vaccinations: Live and live 
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reported with biologics. Diverticulitis: Caution in patients with a history of 
intestinal ulceration or diverticulitis. Patients with symptoms of complicated 
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significant hypersensitivity reactions requiring treatment discontinuation 
were reported and were generally observed during the 2nd – 5th infusions. 
Fatal anaphylaxis has been reported. Other: Decreased neutrophil count, 
decreased platelet count, hepatic transaminase elevations, lipid parameter 
increases, very rare cases of pancytopenia. Legal Category: POM. 
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Ultrasound Speeds New Rheumatoid
Arthritis Diagnoses and Treatment

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

Routine joint scans by ultrasound in
patients with suspected rheuma-
toid arthritis led to faster diagnoses

and quicker initiation of disease-modify-
ing treatment in a multicenter-study of
more than 250 patients.

But the results did not address whether
this earlier diagnosis and treatment pro-
duced better outcomes. “While earlier di-
agnosis and treatment is known to lead to
better outcomes, a large, prospective
study is required to explore the long-
term clinical impact and cost-effectiveness
of wider routine use of ultrasound by
rheumatologists,” Dr. Stephen Kelly said
at the Congress.

Despite this current limitation of the
available evidence, Dr. Kelly is convinced
of the value of routine ultrasound exam-
inations for joint assessment in patients
with possible rheumatoid arthritis (RA).
“You can see raging inflammation in
joints that are not swollen or tender,” he
said in an interview. The discrepancy be-
tween clinical symptoms and the ultra-
sound appearance can be “surprising,”
said Dr. Kelly, a rheumatologist at Mile
End Hospital in Barts Health NHS Trust
in London. 

The current study involved observation
of patients referred by primary care physi-
cians to rheumatologists at four U.K. hos-
pitals. Each of the four sites selected
included some rheumatologists who rou-
tinely used ultrasound and others who
did not.

By the end of the study, 134 patients
had been assessed with ultrasound joint
examinations and 124 had been assessed
without ultrasound. All patients were ini-
tially seen in the referral rheumatology
clinics an average of 5 months after symp-
tom onset. They had a mean age of about
53 years, and about 70% were women.

Among the 134 patients assessed initial-
ly with ultrasound, the average time to a
formal RA diagnosis was 2.24 months,
and the median time was 0.89 months.
Among the patients not examined with
ultrasound, a formal RA diagnosis was
made at a mean of 2.76 months and a me-
dian of 2 months. These differences were
statistically significant. 

The investigators eventually diag-
nosed RA in 54 of the patients assessed
with ultrasound and in 58 patients as-
sessed without ultrasound. The median
time to the start of treatment with a dis-

ease-modifying antirheumatic drug
(DMARD) was 0.62 months among pa-
tients routinely examined with ultra-
sound and 1.41 months among those

V I E W  O N  T H E  N E W S

Ultrasound Helps Early Diagnosis in
Challenging Cases

The main issue when imaging joints in
patients with suspected rheumatoid

arthritis (RA) or early disease is: What
does imaging add to a standard clinical ex-
amination? Standard x-rays do not show
many erosions in patients
with early disease; ultra-
sound, as well as MRI, are
much more sensitive. Both
ultrasound and MRI can be
very helpful for difficult-to-
diagnose cases. In my expe-
rience, about 5%-10% of
early-diagnosis cases bene-
fit from using ultrasound
or MRI imaging of joints.

Ultrasound is more
widely used than MRI is and also costs
less. You can examine multiple joints
with ultrasound, you don’t need to inject
contrast, and you can also use the ultra-
sound to guide injections. For all these
reasons, ultrasound has rapidly become
widely used to aid early diagnoses. But
not every clinician has the expertise to
perform ultrasound examinations, and it
has not yet been definitively proven that
using ultrasound routinely for diagnosti-
cally challenging cases is cost effective. I
suspect it is cost effective to perform ul-
trasound examinations fairly broadly on
patients suspected of having RA, com-
pared with the financial and social costs
of delayed RA diagnosis in which the pa-
tient goes untreated for an added period
of time, but study results are still needed
to prove this.

In June, I chaired a task force that is-
sued the European League Against
Rheumatism’s first recommendations on
using joint imaging in the management
of RA (Ann. Rheum. Dis. 2013;72:804-

14). The 10 recommendations made by
the task force include several that support
and encourage the use of ultrasound or
MRI for both the initial diagnosis of RA
as well as subsequent management.

However, because evi-
dence is currently lacking
to fully document the fea-
sibility, cost, and training
required to use methods
like ultrasound in routine
practice, our recommen-
dations could not be un-
qualified. For example, our
first recommendation says,
“When there is diagnostic
doubt, conventional radi-

ography, ultrasound, or MRI can be used
to improve the certainty of a diagnosis
of RA above clinical criteria alone.” The
level of evidence for this recommenda-
tion is level III, which is not the highest
level. In addition, note that the recom-
mendation says “can be used” rather
than mandating the use of ultrasound or
another imaging method. In the same
way, our third recommendation says,
“Ultrasound and MRI are superior to
clinical examination in the detection of
joint inflammation; these techniques
should be considered for more accurate
assessment of inflammation.” Again, the
level of evidence, III, precluded us from
saying anything more definitive than
“should be considered.”

Philip G. Conaghan, M.B., Ph.D., is a
professor of musculoskeletal medicine at
Leeds (England) University. He said that
he is a speaker on behalf of or an advisor
to Bristol-Myers Squibb, Pfizer, and Roche.
He made these comments in an interview.

Continued on following page
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examined without ultrasound.
Put another way, among the patients

eventually diagnosed with RA, 67% were
diagnosed within a month of initial refer-
ral when their rheumatologists routine-
ly used ultrasound, compared with 37%
of the RA patients diagnosed within the
first month when ultrasound wasn’t
used.

Initiation of DMARD treatment for
the subgroup eventually diagnosed with
RA happened in the first month for 63%
of the patients routinely assessed by ul-
trasound, and in 32% of those worked-

up without ultrasound.
In a further analysis, the rheumatolo-

gists who assessed 134 patients with ul-
trasound were asked
whether their use of ultra-
sound made a difference.
Fifty-three percent said that
the first scan they obtained
was instrumental in mak-
ing their diagnosis, and
39% said that a subsequent
ultrasound exam was criti-
cal in their diagnostic
process.

The researchers also
asked the rheumatologists

who used ultrasound whether the ultra-
sound results played an important role
in management decisions. Thirty-eight

percent of the rheumatol-
ogists said that the first ul-
trasound scan they
obtained played an impor-
tant role in their manage-
ment decisions, and 57%
said that a subsequent ul-
trasound scan affected
management.

The study was sponsored
by AbbVie. Dr. Kelly said
that he had no personal dis-
closures. ■

Continued from previous page

Biologics Reduced Sick Leave in RA Patients
B Y  B I A N C A  N O G R A DY

Biologics and improved strategies for
their use have significantly reduced

the relatively high rate of sick leave
among patients with rheumatoid arthri-
tis, but more efficient, multiprofession-
al intervention strategies are still needed
to reduce its incidence, Mathilda Björk,
Ph.D., reported at the Congress.

Dr. Björk, of Jönköping University,
Sweden, conducted a subanalysis of the
Swedish Early Rheumatoid Arthritis co-
hort study (Swedish acronym – TIRA).
The study included patients with early
rheumatoid arthritis, and was designed
to calculate direct and indirect costs of

the disease over a 3-year period. There
have been two TIRA cohorts – one in
1996-1998 and one in 2005-2008. All had
early disease; they were a mean of 62
years at baseline.

At all follow-up visits, the patients met
with a multidisciplinary team including a
physician, an occupational therapist and
a physiotherapist, and were given individ-
ual treatment based on their needs.

Those in the more recent cohort were
treated more aggressively with disease-
modifying antirheumatic drugs
(DMARDs), mainly methotrexate, start-
ing at their first visit. They also received
biologics when required. 

Dr. Björk’s study examined sick leave

rates between the two TIRA cohorts:
1996-1998 and 2005-2008. The compari-
son found that sick leave rates in the new-
er cohort declined about 50% compared
to those in the older cohort.

In the early cohort, sick leave rates
were stable over the 3-year study period.
At baseline, 60% of the patients were
taking sick leave due to their RA; that
number was unchanged at 3 years.

In the newer cohort, the baseline sick
leave rate was similar, with 55% taking
leave due to their disease. But at the 3-
year follow-up, only 30% were on sick
leave.

“I think it’s good news,” Dr. Björk said
in an interview. Since both groups were
making use of the multidisciplinary team
treatment, DMARD treatment appeared
to be the main driver behind the differ-
ence. “They are being used more fre-
quently and in higher doses, and it’s
working.”

Dr. Björk said the study came about not
only because RA is associated with such
high indirect costs for sick leave, but also
because of the direct treatment costs of
new medications such as biological
agents. 

“The rationale behind the study was
to explore whether more effective dis-
ease control reduces sick leave in a post-
biologic cohort compared to a
prebiologic cohort, with the potential
for compensating some of the increased
treatment cost.”

The researchers suggested that changes
in political policies and the sickness insur-

Click here to view video interview with Mathilda Björk, Ph.D.
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Earlier Biologic Use Is on the Rise in Patients
With Juvenile Idiopathic Arthritis 

B Y  S A R A  F R E E M A N

Biologic agents are increasingly being
used in the treatment of juvenile id-

iopathic arthritis, earlier in the course of
the disease and in less severe cases, accord-
ing to longitudinal data from the Dutch
National Arthritis and Biologicals in Chil-
dren Register.

Etanercept was the most commonly
used biologic in nonsystemic cases of JIA,
while anakinra was the most commonly
prescribed biologic agent for systemic dis-
ease over a 12-year evaluation period.

“Treatment strategies in JIA have
changed over the past decade, especially
since the introduction of biologics,” said
Janneke Anink, a third-year postgraduate
student at Erasmus MC-Sophia Children’s
Hospital in Rotterdam, the Netherlands.
This has been possible because of a bet-
ter understanding of the immunologic
and biologic mechanisms underlying the
inflammatory joint disease.

Etanercept, which blocks tumor
necrosis factor (TNF), was the first bio-
logic agent to be registered in Holland
in 1999, Ms. Anink noted. Additional
anti-TNF therapies, such as infliximab
and adalimumab, became available in
2007-2008, followed by the interleukin
(IL-1) blockers canakinumab and anakin-
ra in 2009-2010, and, more recently, the
IL-6 blocker tocilizumab in 2011. 

Alongside the availability of these nov-
el drugs, treatment goals have changed,
from the prevention of long-term joint
damage and disability to achieving inac-
tive disease through more aggressive
and earlier therapy, Ms. Anink said at the
Congress (Ann. Rheum. Dis.
2013;72:154). It’s not known, however,
whether the use of these drugs actually

leads to better patient outcomes.
Ms. Anink and her associates therefore

set out to determine how prescription
trends had changed in Holland since bi-
ologic agents became available and how
such trends might have influenced pa-
tient outcomes. The team used data
from the Dutch National Arthritis and
Biologicals in Children (ABC) Register,
which is an ongoing, multicenter,
prospective, observational initiative that
began in 1999 with the aim of including
all patients with JIA who are treated
with a biologic agent for their condition.

Upon inclusion in the ABC Register,
key patient characteristics are collected,
including age, gender, JIA category, age at
diagnosis, disease duration, and prior
medication use. Patients are also assessed
for current medication use, adverse events
of treatment, and a host of laboratory and
disease activity parameters, which are as-
sessed again 3 and 6 months after inclu-
sion, and then annually.

A total of 429 cases were included in the
current analysis, of which 343 patients
had nonsystemic and 86 had systemic dis-
ease. Patients had started treatment with
at least one biologic agent between 1999
and 2010. There were 82 prescriptions for
biologic agents in 2010 for both systemic
and nonsystemic JIA, compared with only
12 during 1999-2000.

Biologic agents were prescribed after
shorter disease durations in 2008-2010,
compared with 1999-2001, dropping
from 5.3 years to 3.0 years, respectively,
in nonsystemic JIA and from 3.5 years to
0.4 years, respectively, for systemic dis-
ease, Ms. Anink reported.

Nonsystemic JIA patients with lower
disease activity at baseline were also be-
ing treated with these drugs. Indeed,

the median number of active joints at
baseline fell from 18 before biologic
therapy was given to 5. The median
number of joints with limited motion
decreased from 12 to 3, and Childhood
Health Assessment Questionnaire
(CHAQ) scores fell from 1.8 to 1.1 over
the same time periods.

Importantly, the proportion of pa-
tients with inactive disease after 3
months of therapy increased dramatical-
ly, from 0% in 1999-2001 to 34% during
2008-2010 for nonsystemic disease and
from 0% to 64% for systemic disease.

“We saw the threshold for prescription
decreased, which was earlier in the dis-
ease course and in patients with lower
disease activity,” Ms. Anink summarized.
“With these trends, we say the short-
term treatment outcomes improved in
all JIA categories.” 

Similar findings were presented sepa-
rately at the meeting by a German team.
Dr. Kirsten Minden of the German
Rheumatism Research Centre, Berlin, and
her associates reported that the use of tra-
ditional and biologic disease-modifying
agents for the treatment of polyarticular
JIA rose and occurred earlier over a 12-
year period (Ann. Rheum. Dis.
2013;72:731). Improved patient health sta-
tus, including functional capacity meas-
ured by the CHAQ score, disease activity
measured by the 10-joint Juvenile Arthri-
tis Disease Activity Score, and pain and
overall well-being, coincided with treat-
ment changes.

The ABC Register was financially sup-
ported by the Dutch Board of Health In-
surances (from 2003 to 2006), Pfizer
(formerly Wyeth International, since
2007), and Abbott (since 2010). Ms.
Anink had no disclosures to report. ■

ance system may also have had some im-
pact on the differences in sick leave be-
tween the two cohorts. 

Despite the significant reductions in
sick leave, she suggested that more could
be done to address the persistently high

rate of sick leave among individuals with
RA.

“The impact of rheumatoid arthritis
on an individual’s ability to work is a
complex interaction of biological, psy-
chological, social, and occupational fac-
tors,” she said. “The interventions need
to have a wider perspective than the

rheumatoid arthritis per se and [should
be] done in a close interaction between
the patient, clinicians, employers, and
policy makers early in the disease
process.”

Dr. Björk had no conflicts of interest
relevant to the study. ■
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Coping Strategies Put OA Pain in CHECK
B Y  M I C H E L E  G. S U L L I VA N

Patients with knee osteoarthritis who
“retreated” into a passive coping
strategy and engaged in an unhealthy

lifestyle were likely to develop more long-
term pain than were patients who stayed
physically healthy and emotionally strong,
in a large Dutch cohort study.

“To diminish pain in patients with early
symptomatic OA [osteoarthritis], attention
should be given not only to pain com-
plaints, but also to effective use of coping
strategies and unhealthy lifestyle factors,”
said the lead author of the study, Janet Wes-
seling, Ph.D., of University Medical Center,
Utrecht, the Netherlands. “This is a further
argument to take coping and lifestyle fac-
tors into account in the management of
early OA.”

Her findings were extracted from data in
the CHECK (Cohort Hip and Cohort
Knee) study, a 10-year prospective cohort
study with a mirror cohort in the United
States. It’s following 1,002 patients with ear-
ly OA-related complaints of hip and/or
knee pain (Ann. Rheum. Dis 2013;72[Sup-
pl. 3]:152).

The study’s pain trajectory subanalysis
included 5-year data on 705 patients with
symptomatic knee OA. Dr. Wesseling
identified three trajectories in these pa-
tients: good, moderate, and poor pain
outcomes.

Patients with a good outcome trajecto-
ry (n = 222) had over time a slight decrease
in pain severity and ended up with a low
pain severity. Those with a moderate out-
come trajectory (n = 294) had a stable
course of moderate pain over time. The
poor outcome trajectory group (n = 189)
had an increase in pain severity over time

and ended up with severe pain. 
Compared with the good-outcome

group, participants in the other groups
were significantly more likely to have a
higher body mass index (odds ratio = 1.1).
Patients in the moderate- and poor-out-
come groups were significantly more like-
ly to smoke than were those in the
good-outcome group
(moderate outcome,
OR = 1.8; poor out-
come, OR = 2.3), Dr.
Wesseling reported at
the Congress.

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

Over the long run, there were also dis-
ease-related physical differences, Dr. Wes-
seling noted.

After 5 years, patients in the poor-out-
come group experienced more joint de-
struction and changes in osteophyte size,
she said. By that time, 13% of patients in
the poor-outcome group had at least two
grade changes on the Kellgren-Lawrence
Grading Scale, indicating more joint space
narrowing, osteophyte formation, scle-
rosis, and bony contour deformity.

Over time, these patients also experi-
enced significantly more osteophyte en-
largement than did patients in the
moderate- and good-outcome groups, with
a mean growth of 5.2 mm, compared with
3.4 mm and 2.9 mm, respectively.

Surgical outcomes were significantly dif-
ferent in the poor-outcome group, Dr. Wes-

seling said. There
were 12 total knee re-
placements in the
poor-outcome group,
compared with 4 in
the moderate-out-
come group and just 1
in the good-outcome
group. 

Distinguishing dif-
ferent trajectories
could have implica-
tions for treatment,
Dr. Wesseling noted
in an interview. Clin-
icians can suggest im-
provements in the
way patients choose
to deal with their con-

dition – beginning with an up-front con-
versation.

“At the very least, the topic should be
discussed during counseling on OA. Physi-
cians should be alert to increasing stress
levels in their patients. Sometimes, physi-
cians can help counsel patients about
managing stress, but a psychological con-
sult might also be useful. And self-man-
agement programs can help patients
manage and tolerate their pain.”

The CHECK study is supported by the
Dutch Arthritis Association. Dr. Wessel-
ing and her colleagues had no disclosures
to report. ■

Janet Wesseling, Ph.D.: Have an up-
front talk about coping with pain.
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Symptomatic Hand Osteoarthritis Linked
to Increased Heart Disease Risk

B Y  B I A N C A  N O G R A DY

Symptomatic hand osteoarthritis is as-
sociated with a significant increase in
the risk of coronary heart disease

events, although the association was not
significant for asymptomatic hand os-
teoarthritis, according to results from a
study presented at the Congress.

A population-based cohort study of 1,348
participants from the Framingham Heart
Study found more than double the inci-
dence of coronary heart disease among in-
dividuals with symptomatic hand OA,
compared with those without hand OA
(hazard ratio, 2.26; 95% confidence interval,
1.22-4.18), Dr. Ida K. Haugen reported. 

The study defined symptomatic hand
OA as one or more hand joints with Kell-
gren-Lawrence grade of 2 or above and
pain in the same joint. The definition ex-
cluded individuals with rheumatoid arthri-
tis (RA).

The association persisted even after ad-
justment for lower limb pain (HR, 2.00;
95% CI, 0.96-4.15), to account for the phys-
ical inactivity potentially associated with
OA in lower limb joints, according to Dr.
Haugen from Diakonhjemmet Hospital in
Oslo, and her associates. 

However, individuals with radiographic
but not symptomatic hand OA showed a
nonsignificant increase in the risk of coro-
nary heart disease (HR, 1.60; 95% CI, 0.96-
2.66). 

The study set out to examine a possible
association between hand OA and cardio-
vascular disease, based on the premise
that hand OA is especially likely to be re-
lated to metabolic rather than mechanical
causes. 

“We hypothesized that the association
between hand OA and coronary heart dis-
ease could be mediated through metabol-

ic factors, such as hyperlipidemia and dia-
betes, or a more sedate lifestyle due to gen-
eralized OA,” Dr. Haugen said in an
interview. 

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

Synovitis has been shown in other dis-
eases such as RA to increase the risk of
cardiovascular disease due to the develop-
ment of atherosclerosis, Dr. Haugen said.

The study failed to find any significant as-
sociations between hand OA – either symp-

tomatic or radiographic only – and cardio-
vascular events, overall mortality, heart fail-
ure, and atherothrombotic stroke. 

“[W]e hypothesize that the varying asso-
ciations may be due to different risk factors
for coronary heart disease versus cere-
brovascular disease and congestive heart
failure; for example, hypertension seems to
be more important for cerebrovascular dis-
ease than for coronary heart disease,” Dr.
Haugen said. 

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

Dr. Haugen reported having no relevant
financial disclosures. ■

Click here to view a video interview with Dr. Ida K. Haugen.
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Ustekinumab Benefits in Psoriatic Arthritis
Preserved Through 1 Year

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

The lessening of the signs and
symptoms of psoriatic arthritis
that occurs during the first 6

months of ustekinumab treatment per-
sisted and improved further at the end of
1 year, with a favorable safety profile, ac-
cording to 52-week data from the PSUM-
MIT II trial.

The sustained benefits in American
College of Rheumatology (ACR) 20 re-
sponses and other efficacy endpoints
were evident even in patients who had
been treated previously with anti–tumor
necrosis factor (anti-TNF) agents and
among those who were anti-TNF naive,
although the benefits were greater in the
latter group patients, according to Dr.
Christopher T. Ritchlin, a professor in the
department of medicine, allergy/im-
munology, and rheumatology at the Uni-
versity of Rochester (N.Y.). This includes
beneficial effects on skin and enthesitis,
Dr. Ritchlin said at the Congress.

The PSUMMIT II study is a follow-up to
the PSUMMIT I study, the findings of
which showed that ustekinumab, a human
interleukin (IL)-12 and IL-23 antagonist,
showed significant effectiveness in patients
with psoriatic arthritis (PsA) who had not
been exposed to anti-TNF drugs.

Ustekinumab is currently approved for

treating moderate to severe plaque pso-
riasis in adults who are candidates for
phototherapy or systemic therapy in the
United States, or those who have failed to
respond to, have a contraindication to, or
are intolerant of other systemic therapies
in Europe. In December 2012, the man-
ufacturer, Janssen, announced that it had
filed for further approval for ustekinum-
ab in both the United States and Europe
for the treatment of active disease.

The PSUMMIT II study enrolled 312
patients with active PsA who had five or
more tender and five or more swollen
joints, and a C-reactive protein level of 0.3
mg/dL or higher. Patients who had been
treated previously with anti-TNF therapy
(n = 180) and those naive to anti-TNF
therapy (n = 132) were included and ran-
domized to one of two doses of ustek-
inumab (45 mg or 90 mg) or placebo
administered at week 0, 4, and 12. At 16
weeks, patients with less than a 5% im-
provement in tender and swollen joint
counts on placebo were switched to active
treatment, those on 45 mg ustekinumab
had their dose upped to 90 mg, and those
on 90 mg remained on that dose.

At 6 months, significantly more pa-
tients treated with ustekinumab than
placebo achieved the primary endpoint
of an ACR 20, and more patients on ac-
tive treatment had an ACR 50, and at

least a 75% improvement in the Psoria-
sis Area and Severity Index (PASI 75).

These results were sustained at 1 year,
with 47%-48% of those on 45 mg and 90
mg, and 56% of those who switched from
placebo to the 45-mg dose, achieving an
ACR 20. In addition, 26%-29% achieved
an ACR 50 (29% for those switched from
placebo), and 13%-18% achieved an ACR

70 (15% for placebo).
There were also improvements associ-

ated with treatment in HAQ-DI (Health
Assessment Questionnaire-Disability In-
dex) scores at week 52, according to Dr.
Ritchlin. The mean change in HAQ-DI
scores from baseline to week 52 were
–0.21 for placebo, –0.20 for the 45-mg
dose of ustekinumab, and –0.28 for the
90-mg dose.

Among those who had not been treat-
ed before with an anti-TNF agent, 59%-
60% of those on ustekinumab (73% for
those switched from placebo) achieved
an ACR 20 at week 52, compared with
37%-41% of those who had taken an
anti-TNF agent previously before being
treated with ustekinumab (30% for
placebo). Although responses among
anti-TNF naive patients were superior,
the responses among those who had
been treated with these agents previous-
ly were still significantly improved, an in-
dication that ustekinumab “offers an
alternative for patients who cannot take

Continued on following page

Dr. Christopher T. Ritchlin
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Click here to view a video interview with Dr. Arthur Kavanaugh
about the PSUMMIT II trial.
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or fail anti-TNF agents,” Dr. Ritchlin
said in an interview.

Treatment was “very effective” for
skin symptoms and for enthesitis, he
noted. Compared with baseline, dactyli-
tis was improved by a median of 95%
among those on the 45-mg dose, 91%
among those on the 90-mg dose, and
100% in those who switched from place-
bo to the 45-mg dose of ustekinumab.
Similar improvements in enthesitis were
seen, with the highest improvement
(60%) seen with the highest dose of
ustekinumab. PASI scores at baseline
ranged from 11 to 13 and improved by

56%-64% by follow-up at week 52.
In general, ustekinumab was well tol-

erated, with no deaths or cases of tuber-
culosis reported and with similar rates of
adverse events and serious adverse
events between the two doses ( just un-
der 6%). There were two malignancies:
one breast cancer and one squamous cell
carcinoma in two patients taking the 90-
mg dose of ustekinumab, who had both
been treated with anti-TNFs previously.
The rate of serious infections was less
than 1% among those treated with
ustekinumab. Through 60 weeks of
treatment, there were three major ad-
verse cardiovascular events, all myocar-
dial infarctions, in patients treated with

ustekinumab. These patients all had
multiple cardiovascular risk factors, Dr.
Ritchlin said. They had also been ex-
posed previously to anti-TNF treatment.

Radiographic data from the trial are ex-
pected and likely to be available by the
end of the year for presentation at the an-
nual American College of Rheumatology
meeting.

Dr. Ritchlin disclosed having received
grant and research support from
Janssen. Four of the nine remaining au-
thors are Janssen employees and share-
holders of Johnson & Johnson, Janssen’s
parent company. ■

Sara Freeman contributed to this report.
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Effects of Apremilast Sustained at 1 Year in
Psoriatic Arthritis Patients

B Y  S A R A  F R E E M A N

Apremilast improves the signs and
symptoms of psoriatic arthritis in

about 60% of patients at 1 year, accord-
ing to long-term data from the PALACE
1 trial.

At week 52, a 20% improvement in dis-
ease symptoms according to American
College of Rheumatology (ACR 20) re-
sponse criteria was achieved by 57%-63%
of patients treated with apremilast, pro-
viding evidence of sustained treatment ef-
fects. 

The PALACE 1 trial’s primary end-
point of an ACR 20 at 16 weeks, already
reported last year, was achieved by 31%
of patients treated with apremilast 20
mg and 40% of those given apremilast
30 mg, compared with 19% of those giv-
en placebo.

“Oral apremilast demonstrated long-
term efficacy, including improvement in
signs and symptoms and physical func-
tion, and skin manifestations,” Dr. Arthur
Kavanaugh, professor of medicine at the
University of California, San Diego, said
at the Congress.

Apremilast is an oral phosphodiesterase
4 inhibitor under investigation as a treat-
ment for active psoriatic arthritis (PsA). It
is being evaluated as a possible treatment
for skin psoriasis, ankylosing spondylitis,
rheumatoid arthritis, and Behçet’s dis-
ease.

PALACE 1 was a phase III, multicenter,
double-blind, placebo-controlled study of
apremilast for the treatment of active
PsA. A total of 504 patients with a docu-
mented diagnosis of PsA for at least 6
months were recruited into the study
(Ann. Rheum. Dis. 2013;72[Suppl. 3]:163).

Functional outcomes improved
Physical function improved according to

measurements on the Health Assessment
Questionnaire–Disability Index (HAQ-
DI).

At baseline, HAQ-DI scores were 1.21,
and “we saw that patients improved by
–0.35, which is certainly the level that pa-
tients can say, ‘I feel better and I can do my
daily activities better,’ ” Dr. Kavanaugh
said.

Click here to view a video interview with Dr. Arthur Kavanaugh
about the PALACE 1 and 3 trials.
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Additionally, 25% and 37% of patients
treated with apremilast 20 mg and 30
mg, respectively, achieved a 75% improve-
ment in the Psoriasis Area and Severity In-
dex at 52 weeks, which is a “very high
bar” to achieve, he noted. 

The main side effect seen was diar-
rhea, affecting 11%-19% of patients giv-
en apremilast and 2.4% given placebo.
However, diarrhea occurred mainly in
the first 6 months of therapy and could
be managed by taking appropriate meas-
ures on an individual patient basis, Dr.
Kavanaugh said. This might include pre-
scription of an antidiarrheal agent.

“Prolonged exposure to apremilast did
not result in any unexpected increased in-
cidence of adverse events or laboratory
abnormalities,” he noted. The latter could
mean that, if approved, apremilast might
not need routine laboratory monitoring.

The PALACE development program
PALACE 1 is one of several clinical trials
that have investigated the efficacy and
safety of apremilast in active PsA. In
these studies, 24 weeks’ treatment with
one of two oral doses (20 mg or 30 mg
twice daily) of apremilast was compared
to placebo. The primary endpoint of the
studies was the percentage of patients
achieving ACR 20 at 16 weeks.

The trial’s inclusion criteria required pa-
tients to have active disease despite prior
therapy with disease-modifying an-
tirheumatic drugs (DMARDs), biologic

agents, or both. Dr. Kavanaugh noted
that the majority of patients had failed
DMARD therapy in PALACE 1, with al-
most one-quarter receiving prior biolog-
ic therapy.

Patients who had a less than 20% reduc-
tion from baseline in swollen/tender joint
counts at 16 weeks were re-randomized
to receive apremilast 20 mg or 30 mg if
they had originally been treated with
placebo, while patients originally ran-
domized to active treatment stayed on
their initial dose if they failed to respond
significantly. At the end of the planned 24-
week treatment period, all remaining pa-
tients on placebo were re-randomized to
apremilast 20 mg or 30 mg until 1 year of
follow-up.

PALACE 3 data also reported
The results of PALACE 3 and combined
6-month safety data from the PALACE 1,
PALACE 2, and PALACE 3 trials were also
reported at the Congress.

In PALACE 3 (Ann. Rheum. Dis.
2013;72[Suppl. 3]:685), significantly
more patients achieved the primary end-
point of an ACR 20 at 16 weeks if they
were treated with either the 20-mg dose
(29.4%, P = .02) or 30-mg dose (42.8%,
P less than .0001) of apremilast, com-
pared with those given placebo (18.9%).
There was also statistically significant
and “clinically meaningful” improve-
ment in physical function and pain. “The
results of PALACE 3 support the effica-
cy and safety findings of the PALACE 1
study and help establish the profile of

apremilast in PsA,” the PALACE 3 inves-
tigators concluded.

The pooled safety findings revealed no
new safety concerns and showed apremi-
last was generally well tolerated (Ann.
Rheum. Dis. 2013;72[Suppl. 3]:85). Rates
of diarrhea at 24 weeks were 12.6% and
16.5% for the 20-mg and 30-mg doses of
apremilast, and 2.8% for placebo, respec-
tively. Other side effects of note included
nausea (10% and 16.1% vs. 4.6%),
headache (8.4% and 11.5% vs. 4.6%), and
upper respiratory tract infection (7% and
6% vs. 3%).

Time for regulatory approval
Based on the positive findings of the
PALACE 1, 2, and 3 studies, apremilast’s
developer, Celgene, is expected to file
for regulatory approval in the treatment
of active PsA. In doing so, apremilast
will join another novel agent, ustek-
inumab, in the queue for approval for
this indication. 

Ustekinumab is a human interleukin-
12 and -23 antagonist produced by
Janssen that is already approved in Eu-
rope and in the United States for skin
psoriasis. One-year data also show that
it is effective and well tolerated for PsA.
It is given subcutaneously, whereas
apremilast is an oral agent. 

Dr. Kavanaugh has provided expert ad-
vice to and/or received research grants
from the following companies: Astra- 
Zeneca, Bristol-Myers Squibb, Celgene,
Centocor-Janssen, Pfizer, Roche, and
UCB. ■

Continued from previous page

New Spondyloarthritis Index Measures 
Patient-Relevant Outcomes

B Y  S A R A  F R E E M A N

An international team has developed a
new composite health index specifical-

ly for use in patients with ankylosing
spondylitis.

The Assessment of SpondyloArthritis
International Society Health Index
(ASAS HI) is based on the ICF (Interna-
tional Classification of Functioning, Dis-
ability and Health) and includes 17
dichotomous items that ask about pa-
tients’ levels of pain, emotional func-
tioning, sleep habits, sexual function,

mobility, self-care, life in the communi-
ty, and employment. The ICF is a com-
prehensive and already well-recognized
and validated means of classifying and
describing functioning, disability, and
health in a systematic way, 

The tool has yet to be “field tested” to
see if it can measure changes in health
status in response to treatment, Dr. Uta
Kiltz said at the Congress, where she
won a clinical science abstract award for
her research.

Dr. Kiltz, of Rheumazentrum Ruhrge-
biet, Herne, Germany, noted that the de-

velopment of the tool involved five key
stages. These have been outlined previ-
ously (Rheumatology 2011;50:894-8),
and included a preparatory stage in
which potential items for inclusion were
identified. Dr. Kiltz and her colleagues
considered a total of 251 items obtained
from more than 60 existing question-
naires, such as the Bath Ankylosing
Spondylitis Functional Index, the
Dougados Functional Index, and the AS
Quality of Life Questionnaire.

The investigators then conducted an
Continued on following page
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Exercise Program Improved Strength and
Walking for Ankylosing Spondylitis Patients

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

Patients with ankylosing spondylitis
who participated in a progressive

muscle strengthening program gained
significant improvements in muscle
strength and walking performance after
4 months, compared with those who did
not participate, Dr. Fabio Jennings re-
ported at the Congress.

The exercise program, which involved
resistance training with the Swiss ball,
was also well tolerated and was not as-
sociated with negative effects on disease
activity, said Dr. Jennings of the rheuma-
tology division at the Federal Universi-
ty of Sao Paulo, Brazil.

Dr. Jennings and his colleagues per-
formed a randomized, controlled, single-
blind, prospective trial of 60 patients
with ankylosing spondylitis (AS).

Exercise is recommended for people
with AS, but the benefits of a specific ex-
ercise program have not been well de-
fined, Dr. Jennings noted. 

In the study, 30 patients were ran-
domized to the supervised exercise pro-
gram, which entailed eight resistance
exercises using free weights on a Swiss
ball twice a week for 16 weeks, with in-
creases in load every 4 weeks. The 30 pa-
tients in the control group continued
regular treatment with medications,
with no exercise. Demographics, clinical
features, and medications were similar in
the two groups at baseline. 

The impact of the exercise on func-

tional capacity, quality of
life, muscle strength, and
mobility was evaluated us-
ing the BASFI (Bath Anky-
losing Spondylitis
Functional Index), HAQ-S
(Health Assessment Ques-
tionnaire for Spondy-
loarthropathies), the
6-minute walk test, and
other assessment tools,
every 4 weeks. Disease ac-
tivity was measured with
the BASDAI (Bath Anky-
losing Spondylitis Disease
Activity Index), erythro-
cyte sedimentation rate
(ESR), and C-reactive pro-
tein levels.

After 4 months, there
were statistically signifi-
cant differences between
the two groups in the
strengths of the muscles
used in performing the ex-
ercises (abdominal, squat,
triceps, reverse fly, and
rowing exercises), favoring
the intervention group.
These patients also had
significant improvements
in the 6-minute walk test;
and they were satisfied
with the treatment, as re-
flected by significant differences be-
tween the two groups in the Likert scale
used to assess patient satisfaction at all

time points measured. 
In addition, disease activity – as meas-

Use of a Swiss ball to perform the exercise program was
“beneficial and safe,” Marcelo Cardoso de Souza said.
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international, cross-sec-
tional study involving
1,915 patients with AS
(mean age, 51 years). In
this second phase, they
sent a postal survey to pa-
tients to ask about various
parameters. An expert
committee then assessed
the results in the third
phase and selected 50
items for possible inclusion
in the final model. The

penultimate stage in the development
process involved sending a second postal

survey to 628 patients
with AS (mean age, 48.5
years).

In the final stage, an ex-
pert consensus meeting was
held where the final 17-item
tool was agreed upon (Ann.
Rheum. Dis. 2013;72:124). 

“ASAS HI is a new com-
posite index that captures
relevant information on
the health status of pa-
tients with AS,” Dr. Kiltz

said. “It is the first disease-specific index
which is based on the ICF, and the items
represent a whole range of abilities as
defined by the ICF.”

ASAS HI could eventually be used in
clinical trials and clinical practice as a
new composite index that captures rel-
evant information on the health status of
patients, Dr. Kiltz suggested.

“We are now doing a field test to test
the 17 items in a wider range of pa-
tients,” she said. After this is completed,
the specifics of the tool will be pub-
lished.

Dr. Kiltz had no conflicts of interest. ■DR. UTA KILTZ

Continued from previous page

Eular 2013 post digital.qxp  10/4/2013  1:32 PM  Page 28



THE EULAR REPORT 2013 29

ured by BASDAI, ESR, and C-reactive
protein – did not worsen among those
who participated in the exercise pro-
gram.

The study showed that this type of ex-
ercise program, using a Swiss ball to im-
prove muscle strength, “is a beneficial and
safe intervention” in people with AS, lead
author Marcelo Cardoso de Souza, a phys-
iotherapist and member of a multidiscipli-
nary rehabilitation team at the university,
said in an interview.

For these patients, improvement in
muscular performance and functional ca-
pacity is important, Mr. de Souza said,
noting that before clinicians refer patients
to such a program, patients should under-
go a medical evaluation, and the program
should be provided by an experienced
professional.

None of the investigators had relevant
financial conflicts of interest. ■

Evidence Grows for Use of TNF Inhibitors
in Axial Spondyloarthritis

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

Tumor necrosis factor inhibitors are
further solidifying their position as

the go-to drug class for patients with
spondyloarthritis who fail to adequately
respond to treatment with nonsteroidal
anti-inflammatory drugs.

Results from a series of reports
at the Congress gave further sup-
port for the safety and efficacy of
tumor necrosis factor (TNF) in-
hibitors for treating axial spondy-
loarthritis (SpA), and another
report at the meeting provided
some of the first evidence for effi-
cacy of the TNF inhibitor class in
patients with the less-studied vari-
ant, peripheral SpA.

TNF inhibitors “work well for
symptoms, and are the gold stan-
dard for treating active axial SpA,” said Dr.
Philip J. Mease, a rheumatologist at
Swedish Medical Center in Seattle. He re-
ported evidence for the efficacy of a TNF
inhibitor in patients with peripheral SpA
without psoriatic involvement, a form of
SpA that he said is increasingly being di-
agnosed after it was first defined a few
years ago. The study that Dr. Mease re-

ported on was the first to use the diagnos-
tic criteria for peripheral SpA published by
the Assessment of Spondyloarthritis
(ASAS) in 2011 (Ann. Rheum. Dis. 2011;
70:25-31).

The ABILITY-2 (Study of Adalimumab
in Subjects With Peripheral Spondy-

loarthritis) study enrolled patients in the
United States, Canada, and several Euro-
pean countries. Patients either had an in-
adequate response to at least two different
nonsteroidal anti-inflammatory drugs
(NSAIDs) or were intolerant of or had
contraindications for these drugs. Study
participants received either 40 mg of adal-
imumab (Humira) subcutaneously every

other week or placebo for 12 weeks.
The study’s primary endpoint was the

percentage of patients achieving the pe-
ripheral SpA response criteria 40 at 12
weeks, a composite endpoint that requires
at least a 40% improvement on each of
three measures: patient global assessment

of disease activity; patient global as-
sessment of disease pain; and
swollen and tender joint count, en-
thesitis count, or dactylitis count.

The rate of patients fulfilling the
primary endpoint was 39% in 84 pa-
tients treated with adalimumab and
20% in 81 patients on placebo, a sig-
nificant difference. Treatment with
adalimumab also was linked to “sub-
stantial” and statistically significant
improvements after 12 weeks in
physical function, health-related
quality of life, and work productiv-

ity, Dr. Mease reported.
Reports on using TNF inhibitors to

treat axial SpA at the congress included
results from the first randomized, con-
trolled, phase III trial of a TNF inhibitor
to enroll patients from the full range of
axial SpA, including roughly equal num-
bers of patients with ankylosing

DR. PHILIP J. MEASE DR. JOACHIM SIEPER

Continued on following page

Click here to view a video interview with Dr. Fabio Jennings.
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spondylitis and patients diagnosed with
axial SpA but without radiographic
changes. The phase III RAPID-axSpA
(Multicenter, Randomized, Double-
Blind, Placebo-Controlled Study to Eval-
uate Efficacy and Safety of Certolizumab
Pegol in Subjects with Active Axial
Spondyloarthritis) trial included 325 pa-
tients enrolled at 104 sites in the United
States and several other countries. The
study enrolled patients who had an ele-
vated blood level of C-reactive protein,
evidence of sacroiliitis on an MRI scan,
or both, and had failed to adequately re-
spond to treatment with at least one
NSAID.

Researchers randomized patients to
receive either 200 mg of certolizumab
pegol subcutaneously every 2 weeks,
400 mg of certolizumab pegol subcuta-
neously every 4 weeks, or placebo. All
patients randomized to receive cer-
tolizumab pegol began with three sub-
cutaneous loading doses of 400 mg
administered at the study’s start and af-
ter 2 and 4 weeks. Currently, certolizum-
ab pegol has no labeling for treating
patients with axial SpA, unlike several
other TNF inhibitors such as adalimum-
ab and etanercept. 

The study’s primary endpoint was the
percentage of patients achieving an
ASAS 20 response after 12 weeks of
treatment, which requires at least a 20%
improvement in at least three of these
four criteria: patient global assessment,
spinal pain assessment, function, and in-
flammation. This endpoint was reached
by 38% of the 107 placebo patients, 58%
of the 111 patients who received cer-
tolizumab pegol every 2 weeks, and 64%
of those who received certolizumab pe-
gol every 4 weeks, showing statistically
significant differences in favor of the ac-
tive treatment, reported Dr. Robert B.M.

Landewé at the Congress.
Response rates were similar among

the patients with ankylosing spondylitis
and those with no radiographic pathol-
ogy. After 24 weeks of treatment, the
rate of ASAS 20 responders fell to 29%
of the placebo patients, compared with
increases to 67% of patients receiving
certolizumab pegol every 2 weeks and to
70% in those getting the drug every 4
weeks.

Dr. Landewé, who is a professor of
rheumatology at the Academic Medical
Center in Amsterdam, also presented re-
sults for several other secondary meas-
ures of response. One of these, the
Ankylosing Spondylitis Disease Activity
Score (ASDAS), showed that inactive
disease developed after 24 weeks of
treatment in 4% of the placebo-treated
patients, 30% of the patients who re-
ceived certolizumab pegol every 2
weeks, and 31% of patients who re-
ceived the drug every 4 weeks. The re-
sults also showed no new signals of
adverse effects, compared with several
prior pivotal trials of certolizumab pe-
gol.

Another set of measures in the same
study focused on the impact of 24 weeks
of treatment on work and household
productivity and participation in social
activities. Among the 69% of patients in
the study who were employed, treat-
ment with either dosage of certolizum-
ab pegol was associated with an average
of 10 more productive days of paid work
per patient, compared with placebo, re-
ported Dr. Désirée van der Heijde, pro-
fessor of rheumatology at Leiden
University in the Netherlands. During
the 24 weeks of treatment, the active
regimens also resulted in an added 13-17
days of productive household work and
an average of about 10 added days of so-
cial or leisure activities, compared with
placebo-treated patients.

Results from a third study reported at
the meeting included outcomes from pa-
tients with axial SpA and objective evi-
dence of inflammation at entry who
remained on treatment with adalimum-
ab during 2 years of follow-up in the
ABILITY-1 study. This trial’s primary-
endpoint results, which were recently
published (Ann. Rheum. Dis. 2013;72:
815-22), showed that 40 mg of adali-
mumab administered every other week
was significantly better than placebo for
reducing disease activity after 12 weeks
of treatment. The new results came
from 107 patients who remained in the
study and received 104 weeks of adali-
mumab treatment.

After 2 years, 66% of patients showed
ASAS 40 responses, and 44% had inac-
tive disease based on their ASDAS, re-
ported Dr. Joachim Sieper, professor and
chief of rheumatology at Charité Uni-
versity Hospital in Berlin. Most of the
patients in remission at 104 weeks had
also been in remission after 52 and 80
weeks of treatment. In addition, the 2-
year data showed no new safety con-
cerns, compared with several other prior
reports of long-term treatment with
adalimumab, he said.

The ABILITY-1 and ABILITY-2 trials
were sponsored by AbbVie, which mar-
kets adalimumab. Dr. Mease has been a
consultant to and has received research
support from AbbVie and other compa-
nies. Dr. Sieper has been a consultant to
and has received research support from
Abbott (from which AbbVie was created)
as well as Merck, Pfizer, and UCB. The
RAPID axSpA trial was sponsored by
UCB, which markets certolizumab. Dr.
Landewé has been a consultant to and has
received research support from UCB and
other companies. Dr. van der Heijde has
been a consultant to and has received
grant support from UCB and other com-
panies. ■

Continued from previous page

Panel Sets Broad SpA Treat-to-Target Goals
B Y  M I T C H E L  L . Z O L E R

Apanel of clinicians with expertise in
the management of patients with

spondyloarthritis took another step to-
ward better defining this disease catego-
ry and the goals of its treatment by
producing the first “treat-to-target” rec-

ommendations for spondyloarthritis.
The new recommendations will

“guide physicians, patients, and other
stakeholders on how to optimize reduc-
tion of signs and symptoms and, ideal-
ly, outcomes, and will drive” the current
research agenda, Dr. Josef S. Smolen
said while presenting the panel’s recom-

mendations at the Congress.
“Treat to target proposes a stepwise ap-

proach to achieving optimal outcomes
based on available evidence and expert
opinion. Treat to target has been success-
fully applied to management of diabetes,
hypertension, hyperlipidemia, and

Continued on following page
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rheumatoid arthritis,” and the new task
force set out to address whether it could
be used when treating patients with
spondyloarthritis (SpA), a question that
required the expert task force to review
the evidence for setting specific treat-
ment goals for patients with SpA, said
Dr. Smolen, professor of medicine at the
Medical University of Vienna. 

The task force eventually decided that
the treat-to-target concept was applica-
ble to SpA, but that the data available so
far prevented the task force from setting
specific treatment goals. While the rec-
ommendations underscore the impor-
tance of treating SpA patients with a
goal of remission or inactive disease, and
failing that, at least low disease activity,
they fall short of giving clinicians guid-
ance on how to best measure and define
remission or low disease activity or how
to achieve these goals.

For example, for axial SpA – the sub-
type that received the most specific rec-
ommendations – the panel advised
clinicians to guide treatment decisions
by using a “validated composite meas-
ure of disease activity” such as the Bath
Ankylosing Spondylitis Disease Activity
Index (BASDAI) plus acute phase reac-
tants, or the Ankylosing Spondylitis Dis-
ease Activity Score (ASDAS) with or
without functional measures such as
the Bath Ankylosing Spondylitis Func-
tional Index (BASFI). But the recom-
mendations say nothing about what
scores by these measures would define
remission or low disease activity. The
recommendations also talk about using
other factors to further gauge axial SpA
disease activity such as MRI analysis of
inflammation and radiographic progres-
sion, but again Dr. Smolen provided no
specific targets when using these meas-
ures.

For other, less well studied types of
SpA, the new recommendations were
even more nebulous. For psoriatic arthri-
tis, the panel indicated that “validated
measures of musculoskeletal disease ac-
tivity” should be “performed and docu-
mented regularly” as should other
factors such as spinal and extraarticular
manifestations, imaging findings, and
comorbidities, but the recommenda-
tions gave no specifics on what any of
these measures might be or what level
might equal remission or low disease.

The same held true for peripheral SpA.
Other factors touched on by the new

recommendations include the need for
individualized and shared decision mak-
ing between physicians and patients, the
need for coordination of care among
rheumatologists and other medical spe-
cialists who treat SpA patients (derma-
tologists, gastroenterologists, and
ophthalmologists), and the need to take
into account extraarticular manifesta-
tions of SpA diseases, comorbidities,
and treat-
ment risks
along with
the goal of
low disease
activity.

“I think it
was impor-
tant to doc-
ument that
there is a
paucity of
trials that
have looked
at strategies to treat” SpA. “For rheuma-
toid arthritis we have strategies, but not
in spondyloarthritis, and I think it is im-
portant to say that,” said Dr. Jürgen
Braun, medical director of Rheumazen-
trum Ruhrgebiet in Herne, Germany.

SpA also lags behind rheumatoid
arthritis by not having any treatments
proven to slow radiographic progres-
sion. “Although we say that it is presum-
ably important to treat inflammation
[in patients with SpA], we are not sure,”
said Dr. Braun, who served as a member
of the treat-to-target task force.

Even though the task force’s report
highlights the absence of evidence for
most facets of SpA management, “in the
absence of evidence you need eminence,
and that’s what was produced.” Dr.
Braun predicted that rheumatologists
and other clinicians who care for pa-
tients with SpA would welcome these
new recommendations despite their
shortcomings. “What we say is what
clinicians feel: If a patient’s CRP is ele-
vated we must do something about it,
but the evidence supporting this is lim-
ited. Presumably, it is important to treat
inflammation, but we are not yet sure,”
he said in an interview.

“We don’t have trial results yet where
you set up a quantifiable endpoint as
your target, but that is coming,” said Dr.
Philip J. Mease, director of the rheuma-

tology clinical research division at
Swedish Medical Center in Seattle and a
member of the task force. For example,
the results from the Tight Control of
Psoriatic Arthritis (TICOPA) trial “will
tell us whether more aggressive treat-
ment to a quantifiable target is appropri-
ate and makes a difference. We
anticipate that it will, but evidence is
currently lacking.” The primary end-
point of the TICOPA trial is change in
the ACR20 response, but the trial in-

cludes sever-
al other
c l i n i c a l
measures as
s e c o n d a r y
endpoints ,
i n c l u d i n g
the Assess-
ment in
Ankylosing
Spondylitis
(ASAS), the
B A S D A I ,
and the pso-

riasis area severity index (PASI). 
“The rheumatoid model is prompting

us to develop quantifiable measures like
the ASDAS and the new Psoriatic
Arthritis Disease Activity Score (PAS-
DAS) that we’ll start to see used. I just
spoke with a colleague about the need
to also develop a similar measure for pe-
ripheral SpA,” Dr. Mease said in an in-
terview.

The task force that developed the
treat-to-target recommendations includ-
ed 16 physicians and patients on its steer-
ing committee and 16 on an advisory
committee. The majority came from
various European locations, but about a
quarter of the task force members were
from the United States. To arrive at its
recommendations, the task force used a
comprehensive literature review that
identified 22 published reports that ad-
dressed treatment targets for SpA (Ann.
Rheum. Dis. 2013 June 10 [doi:
10.1136/annrheumdis-2013-203860]).
The treat-to-target recommendations
were published online a few days before
Dr. Smolen’s presentation at the meet-
ing (Ann. Rheum. Dis. 2013 June 8
[do i :10 .1136/annrheumdis -2013 -
203419]).

Dr. Smolen, Dr. Braun, and Dr. Mease
said that they had no disclosures relevant
to the topic. ■

DR. JOSEF S. SMOLEN DR. JÜRGEN BRAUN
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Serum Biomarker Predicts Radiographic
Progression in Spondyloarthritis

B Y  S A R A  F R E E M A N

Elevated serum levels of vascular
endothelial growth factor may be
predictive of radiographic pro-

gression in the spine, according to data
from a German study of patients with
spondyloarthritis.

The cutoff point appears to be at 600
pg/mL, with the effects particularly
strong in patients who also develop syn-
desmophytes, which are bony growths
that develop within ligaments.

“In patients with syndesmophytes,
VEGF [vascular endothelial growth fac-
tor], as a predictor of radiographic pro-
gression, performed better than CRP

[C-reactive protein],” reported Dr. Denis
Poddubnyy at the Congress (Ann.
Rheum. Dis. 2013;72:125).

“We all know that radiographic pro-
gression varies substantially among pa-
tients with spondyloarthritis,” Dr.
Poddubnyy observed. “Until recently
there was only one strong predictor of
radiographic progression: the presence
of syndesmophytes at baseline,” he
added.

Last year, however, Dr. Poddubnyy of
Charité Universitätsmedizin Berlin and
his associates published the findings of a
study involving 210 patients with early
axial spondyloarthritis (ax- 
SpA) who were recruited from the Ger-
man Spondyloarthritis Inception Cohort
(GESPIC). This study looked at baseline
predictors of spinal radiographic pro-

gression over 2 years and found that in
addition to radiographic damage, elevat-
ed CRP levels and cigarette smoking
were independently predictive (Arthritis
Rheum. 2012;64:1388-98).

The team’s research also suggested
that there could be a few serum bio-
markers, including VEGF,
that could be predictive,
so the investigators con-
ducted a larger study in
172 patients with definite
(n = 95) or nonradi-
ographic (n = 77) axSpA to
look specifically at the pos-
sible association.

Radiographs of the
spine taken at baseline and
at 2 years’ follow-up were
reviewed independently by
two readers, who used the
modified Stoke Ankylosing Spondylitis
Spinal Score (mSASSS) to record the ex-
tent of radiographic progression. If
there was a worsening of 2 units or
more in mSASSS and the formation of
new or increased growth of syndesmo-
phytes, radiographic progression had
occurred. 

In total, 22 patients had radiographic
progression, including 18 with new for-
mation or growth of syndesmophytes.

Baseline VEGF was measured in the
serum at baseline and was significantly
higher in patients who developed ra- 
diographic progression at 2 years than in
those who did not (562 plus or minus
357 pg/mL vs. 402 plus or minus 309
pg/mL; P = .027). 

Serum VEGF levels were also signifi-
cantly higher in the patients who had de-
veloped new syndesmophytes at 2 years
when compared with those who had not
(579 plus or minus 386 pg/mL vs. 404 plus
or minus 307 pg/mL; P = .041).

“Patients with elevated VEGF had an
odds ratio of 2.9 for [radiographic] pro-
gression and 3.1 for syndesmophyte for-

mation,” Dr. Poddubnyy reported. This
was a little disappointing, he noted, as
CRP and the erythrocyte sedimentation
rate had similar predictive power.

However, in patients at high risk of
progression, namely those with syn-
desmophytes already present at base-

line, VEGF was
significantly better than
CRP at predicting both ra-
diographic progression
and new syndesmophyte
formation or growth. 

Patients with elevated
VEGF at baseline were
36.6 times more likely to
have radiographic pro-
gression and 13.6 times
more likely to have new
syndesmophyte formation
or growth at 2 years than

were those with levels below 600
pg/mL. In comparison, elevated CRP
levels increased the risks by only 2.4 and
2.5 times, respectively.

VEGF is an essential mediator of angio-
genesis and endochondral ossification, Dr.
Poddubnyy observed. It’s been shown to
have “a chemoattractive effect on os-
teoblasts and mesenchymal progenitor
cells,” he added, and also stimulate os-
teoblast differentiation and bone turnover. 

While the results are very promising,
further research is of course required.
The possible predictive value of VEGF in
relation to spinal radiographic progres-
sion in patients treated with tumor necro-
sis factor–alpha inhibitors remains to be
seen, for example, and future studies
should perhaps look at this question.

“With VEGF we are probably able to
improve our prediction of spinal pro-
gression in patients with axSpA,” Dr.
Poddubnyy said in an interview. This is
addition to assessing “classical factors,”
such as syndesmophytes, CRP, and
smoking status.

Dr. Poddubnyy had no disclosures. ■

DR. DENIS PODDUBNYY
In patients at high risk of
progression, VEGF was
significantly better than CRP at
predicting both radiographic
progression and new syndesmo-
phyte formation or growth.
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Spinal MRI Adds Little Value in Diagnosis
of Spondyloarthropathy

B Y  S A R A  F R E E M A N

There is no added benefit of per-
forming spinal MRI in the diagnosis
of spondyloarthritis, the results of

an international, multicenter study sug-
gest.

Around one-quarter of patients with
nonradiographic axial spondyloarthritis (nr-
axSpA) who had a negative MRI scan of the
sacroiliac joints (SIJs) were reclassified as be-
ing positive for SpA by a combined evalu-
ation of SIJ MRI and spinal MRI scans.

However, 17.5% of healthy volunteers
and up to 26.8% of patients with mechan-
ical back pain who had a negative SIJ MRI
were also reclassified as having SpA. This
false-positive result balances out the value
of combined spinal and SIJ MRI. 

“Combined MRI added little incremen-
tal value compared to SIJ MRI alone for di-
agnosis of nr-axSpA,” said Dr. Ulrich
Weber, who presented the findings at the
Congress (Ann. Rheum. Dis. 2013;72:145). 

“Although you get about 20% more pa-
tients – which is the good news – we found
about the same magnitude of false-positive
controls,” he said in an interview. He added
that he “was very disappointed with this re-
sult, and these data need confirming.” Dr.
Weber collected data for the study while at
the Balgrist University Clinic in Zurich, and
also as a visiting professor in the rheuma-
tology department at the University of Al-

berta, Edmonton.
SIJ MRI is a major criterion of the Assess-

ment of SpondyloArthritis classification
criteria for ankylosing spondylitis (AS). If a
patient is strongly suspected of having ear-
ly SpA, but this is not yet visible on ra- 
diographs, then an SIJ MRI is often the next
step. If this is negative, however, it may be
unclear what to do next. 

“Our question was, ‘Would it help to or-
der an additional spinal MRI in this situa-
tion?’ ” Dr. Weber explained. These data
suggest that it is not.

The collaborative study included 130 in-
dividuals with newly diagnosed back pain
and aged 50 years or younger who were re-
cruited from clinics based in Canada, Chi-
na, Denmark, and Switzerland, as well as 20
healthy control individuals in whom MRI
scans of the SIJ and spine were available.

The investigators used a clinical exami-
nation and pelvic radiography to stratify pa-
tients into groups, with 50 found to have
nr-axSpA, 33 with AS, and 47 with mechan-
ical back pain.

Three separate researchers blinded to
the initial stratification read the MRI of
the SIJ. An MRI of the spine was then per-
formed 6 months later, with a combined
SIJ/spinal scan done 1-12 months later.
The presence or absence of SpA was de-
termined in these scans, and comparisons
were made between the results for MRI
of the SIJ alone versus spinal MRI alone,

as well as for the SIJ alone versus a com-
bined read of both the spinal and SIJ MRI
scans.

Dr. Weber noted that he would not rec-
ommend changing current practice as a re-
sult of this study. Further data are eagerly
awaited from an ongoing Danish initiative
that hopes to scan and assess around 2,000
whole-body MRIs in patients with suspect-
ed spondyloarthropathy by the end of the
year. “This study will be very informative
and very important for us because this is a
large sample size. Preliminary data on
about 1,000 MRIs point in the same direc-
tion,” he observed.

Other data from the study, which Dr. We-
ber presented separately at the meeting,
looked at the frequency and possible rea-
sons for false-positive results with spinal
MRI in the control groups (Ann. Rheum.
Dis. 2013;72:125). 

“Patients with mechanical back pain and
healthy volunteers may show spinal MRI le-
sions suggestive of spondyloarthritis, such
as corner inflammatory lesions or corner
fat lesions,” he explained. “We found that
about 30% of those controls were misclas-
sified as having spondyloarthritis by evalu-
ation of the spinal MRI alone, so without
SIJ MRI,” said Dr. Weber. Bone marrow
edema and fat infiltration were the MRI le-
sions largely responsible for this misclassi-
fication.

Dr. Weber had no disclosures. ■

Arimoclomol Eased Inclusion Body Myositis
In Small Trial of Older Adults

B Y  S A R A  F R E E M A N

Arimoclomol showed promise as a
treatment for the most common type

of inflammatory myopathy in adults over
age 50 in a 1-year, phase IIa, “proof-of-con-
cept” study. 

Not only was the novel oral agent “well
tolerated,” which was the study’s main ob-
jective to assess, but it also showed early
signs that it could be effective in the treat-
ment of patients with sporadic inclusion

body myositis (IBM). Indeed, there was a
trend toward slower deterioration in phys-
ical function, muscle strength, and right-
hand grip muscle strength for arimoclomol
when compared against placebo at 8
months’ follow-up.

“IBM is an enigmatic disease,” study in-
vestigator Dr. Pedro Machado said at the
Congress. “IBM muscle tissue displays
[both] inflammatory and degenerative
features.”

Dr. Machado, a senior clinical research

associate at the MRC Centre for Neuro-
muscular Diseases at University College
London (UCL), explained that arimoclo-
mol targets the heat shock response,
amplifying the expression of heat shock
protein. As such, it potentially targets
both the degenerative and inflammato-
ry components of the disease. “Previous
studies have only involved agents direct-
ly purely at the inflammatory compo-
nent of IBM pathology, and all were

Continued on following page
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ineffective,” the researcher observed.
For the double-blind study, teams based

at UCL and the University of Kansas,
Kansas City, collaborated to recruit 17
men and 7 women (mean age, 67 years)
who had had IBM for an average of about
8 years. These patients were randomized
in a 2:1 ratio to receive active therapy with
arimoclomol 100 mg three times daily or
matching placebo for 4 months, with fol-
low-up lasting for 12 months (Ann.
Rheum. Dis. 2013;72:164). 

The investigators assessed patients for
the development of adverse events,
physical function using the IBM func-
tional rating scale (IBMFRS), and mus-
cle strength via manual muscle testing
and maximum voluntary isometric con-
traction testing (MVICT) at 4, 8, and 12
months. They also measured the pa-
tients’ fat-free mass percentage with
dual-energy x-ray absorptiometry at 4
and 12 months, and took muscle biop-
sies to assess the levels of heat shock
protein 70 in muscle tissue before and af-
ter 4 months of treatment.

Fourteen of the 16 patients randomized
to arimoclomol completed 4 months of
treatment; 1 patient returned for final as-
sessment at 12 months’ follow-up. All

eight placebo patients completed 12
months of follow-up.

“The drug was very safe and well toler-
ated. Compliance was, on average, 99%,
and we also performed ophthalmological
assessment, and there were
no ophthalmological prob-
lems,” Dr. Machado said. 

The most common ad-
verse events were gastroin-
testinal problems, infec-
tions, and falls, although
there was no difference be-
tween the arimoclomol
and placebo groups in
terms of the frequency,
type, or severity of these
or other adverse events.
“We have to remind our-
selves that this is an elderly population,”
Dr. Machado said, noting that the infec-
tions seen all responded to standard an-
tibiotic therapy.

There was one case of hypertension re-
quiring prolonged hospitalization in a pa-
tient given arimoclomol. “There were
also two cases of hyponatremia in the ari-
moclomol group, but this was mild, tran-
sient, and asymptomatic, and it resolved
without treatment.”

At 4, 8, and 12 months after baseline,
scores on the IBMFRS in the arimoclo-

mol versus the placebo arm changed by
a respective –0.34 vs. –0.88 (P = .239),
–0.68 vs. –2.50 (P = .055), and –2.03 vs.
–3.50 (P = .538). These data suggest that
less deterioration in physical function oc-

curred with arimoclomol
than with placebo, Dr.
Machado said.

Muscle strength appeared
to improve with active treat-
ment, as did right-hand grip
strength based on MVICT
results at 8 months that ap-
proached significance (1.26
vs. –0.54; P = .064). 

“A trend towards a slow-
er deterioration was ob-
served in the arimoclomol
group for the IBMFRS, for

the [muscle] strength score, and for the
quantitative muscle assessment only for
the right-hand grip assessment at 8
months,” Dr. Machado said.

“We believe that these data support
further research of arimoclomol in inclu-
sion body myositis,” he concluded.

The study was funded by Arthritis
Research UK, a University of Kansas
Neurology Ziegler Grant, and a Univer-
sity of Kansas General Clinical Research
Center CReFF Grant. Dr. Machado had
no disclosures. ■

DR. PEDRO MACHADO

Continued from previous page
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