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Therapeutic drug 
monitoring with 
infliximab: No 
better than 
standard treatment

Unprecedented changes 
worldwide give rise to unique 
congress opportunity

Therapeutic drug monitoring (TDM) was not 
superior to standard treatment for patients 
starting infliximab, in what is believed to be 
the first randomised, controlled trial study-

ing its effectiveness in a range of immune-medi-
ated inflammatory diseases, including rheumatic 
diseases. 

Silje Watterdal Syversen, PhD, a consultant 
rheumatologist and researcher at Diakonhjemmet 
Hospital in Oslo, will speak about the trial – called 
the Norwegian Drug Monitoring trial part A 
(NOR-DRUM [A]) – during the Opening Plenary ab-
stract session at the EULAR 2020 E-Congress on 
Wednesday, 3 June.

“Better treatment strategies for TNF-alpha inhibi-
tors [tumour necrosis factor–alpha; TNFi] are needed 
because many patients don’t achieve remission,” 
Dr. Syversen said. Adult patients with RA, psoriatic 
arthritis, spondyloarthritis, ulcerative colitis, Crohn’s 
disease, and psoriasis were studied.

Dr. Syversen said that, even though some rheu-
matologists and many gastroenterologists already 
use proactive TDM in clinical practice, no clinical 
trial to date has shown that proactive TDM im-
proves clinical outcomes in patients on TNFi. “Al-
though TNFi are increasingly used, guidelines are 
inconsistent with their recommendations for using 
TDM,” Dr. Syversen added. 

Dr. Syversen and colleagues surmised that 
TDM might be superior to standard treatment to 

Dear Friends,

It is my sincere pleasure to wel-
come you to the EULAR 2020 
E-Congress. Two decades after 
the first annual congress, we 

are embarked upon a new and 
exciting course, albeit we would 
have preferred to meet in person. I 
am confident that you will find the 
e-congress to be a true celebra-
tion of scientific and educational 
excellence, offering updates at the 
cutting edge of the rheumatology 
field.  

Our congress scientific commit-
tee, brilliantly lead by Prof. John 
Isaacs and Prof. Loreto Carmona, 
have reworked the programme 
to provide a range of high-quality 
presentations, in mixed live and 
recorded format. By this means, 
you will be able to enjoy the imme-
diacy of the congress itself but in 
addition will be offered time to re-
flect upon content for many weeks 
thereafter. We are also working 
closely together with our corporate 
members in enabling access to 
satellite symposia. Taken together, 
I am confident that the learning 
that we all so much appreciate in 
our annual meeting will be undi-
minished. 

Clearly, the COVID-19 pandem-
ic has imposed unprecedented 

changes in our personal and pro-
fessional lives. It was with great 
disappointment that we cancelled 
our congress planned in Frank-
furt. As international and political 
events have evolved, it is clear that 
this decision was correct. Much 
energy and effort had already been 
expended, not least by our rheuma-
tology colleagues in Germany, and 
to them I extend my sincere thanks 
for their unstinting commitment to 
EULAR and gracious acceptance 
of recent events. Thanks are due 
also to our corporate members for 
their understanding of the altered 
circumstances of this congress and 
for their flexibility in this matter. 

PROF. McINNES
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Finally, our staff in the EULAR office have 
worked wonders to bring the notion of a 
virtual congress from a “sparkle in our eye” 
to reality in just a few short weeks. To them 
I simply say – “bravo!” 

EULAR comprises three pillars – namely, 
societies representing PARE, health profes-
sionals, and medical and scientific profes-
sionals – and we are a community of people 
who care. EULAR remains utterly committed 
to meeting our 2023 strategic objectives in 
pursuit of better quality of life for people 
with rheumatic and musculoskeletal dis-
eases. The EULAR School of Rheumatology 
goes from strength to strength with partic-
ipants joining our courses from around the 
world. Shortly, we will launch our EULAR 
Virtual Research Centre to harmonise and 
energise the power of research across Eu-
rope. Working together, we continue to ad-
vocate on behalf of people with rheumatic 
and musculoskeletal diseases in parliaments 
of national and transnational organisations. 
We celebrate our ongoing collaborations 
with fellow societies including ACR, AFLAR, 
APLAR, ILAR, and PANLAR. Addressing 
RMDs is a global imperative achieved best 
by working together! 

I thank you for your understanding – rest 
assured that this will be a new, exciting, 
and exceptional experience. Needless to 
say, we will miss the personal encounter 
with you in 2020 but look forward to meet-
ing you in Paris in 2021! 

 With very best regards, 
 Prof. Iain McInnes 
 EULAR President

achieve remission because it is well 
known that immunogenicity influences 
efficacy and safety of TNFi. Formation 
of antidrug antibodies cause low serum 
drug levels and therapeutic failure, and 
also is related to safety aspects such as 
infusion reactions. Considerable interin-
dividual variation in serum drug levels of 
TNFi exists. 

“Based on observational data show-
ing associations between serum drug 
levels and effectiveness, we believed 
that individual treatment with optimis-
ing drug levels and early identification 
of antidrug antibodies would optimise 
efficacy, safety, and cost-effectiveness 
of TNFi therapy,” she said.

In a study of 398 patients, 53% and 
54% of the patients in the TDM and 
control arm, respectively, experienced 
remission at week 30.

Dr. Syversen was surprised that TDM 
did not improve efficacy, but noted that 
several explanations could account for 
the disconnect between observational 
data demonstrating associations be-
tween drug levels in the induction phase 
and remission rates and the study’s neg-
ative results. “Previous data were ob-
servational and therefore were exposed 
to confounding and selection bias,” she 
said. “We noted that, in a subset of pa-
tients [patients developing antidrug anti-
bodies], TDM was indeed effective. But 
this subset might have been too small to 
influence results on a group level.” 

Dr. Syversen said that it’s import-
ant for rheumatologists to hear about 
the results of her trial because they 
directly impact patient care. “As far as 
we know, NOR-DRUM (A) is the first 
randomised trial to address the possible 
benefit of proactive TDM in the induc-
tion of TNFi therapy. It’s also the first 
trial to investigate TDM’s effectiveness 
across all indications for TNFi.” 

Two previous randomised, controlled 
trials addressed the efficacy of proac-
tive TDM of TNFi in adult patients with 
inflammatory bowel disease. Both stud-
ies (the TAXIT trial and the TAILORIX tri-
al) focused on TDM in the maintenance 
phase and also did not show the effect 
of TDM on efficacy outcomes. Both 
studies were criticised for nonoptimal 

study design or low power. 
NOR-DRUM (A) had a large and diverse 

number of patients – which reflects 
real-life practices, a high retention rate, 
and tight adherence to the algorithm. The 
majority of study centres had experience 
from participating in the NOR-SWITCH 
study in 2017, which enhanced a collabo-
rative network of research among Norwe-
gian rheumatologists, gastroenterologists, 
and dermatologists. 

The rate of infusion reactions in the 
TDM group (2.5%) was significantly 
lower than in the control group (8%), 
indicating a role of proactive TDM in pre-
venting infusion reactions. “Indications 
for implementing TDM for safety reasons 
must be further examined,” Dr. Syversen 
said, noting that large variations in cost 
of testing must be taken into account.

Further studies are needed to identify 
at-risk populations for immunogenicity in 
whom proactive TDM might be benefi-
cial. Additionally, research is needed on 
the value of using TDM in the mainte-
nance phase. “It remains to be explored 
how some patient groups may benefit 
from a more targeted application of 
TDM,” Dr. Syversen said. “A more reac-
tive approach, e.g., applying TDM and 
following up closely where risk factors 
for immunogenicity are known or where 
emerging treatment failure is suspected, 
may be a useful clinical tool.”

“Because INX [infliximab] is the most 
immunogenic TNFi, with the highest 
interindividual variation in serum concen-
trations, it is unlikely that TDM would be 
more effective during induction of other 
TNFi,” Dr. Syversen said. “Therefore, we 
consider the results of our study applicable 
to patients with immune-mediated inflam-
matory diseases starting a TNFi.”

“The NOR-DRUM (A) study does not, 
however, support implementing proac-
tive TDM in all patients starting inflix-
imab,” Dr. Syversen concluded. 

The NOR-DRUM study did not re-
ceived funding from pharmaceutical 
companies. Dr. Syversen disclosed she 
was on a speakers’ bureau for Roche 
and Thermo Fisher. Some of the coinves-
tigators on the study had ties with vari-
ous companies; others had no relevant  
financial disclosures. 

How to register for the E-Congress
Go to congress.eular.org/registration.cfm 
where you will log in with your existing 
EULAR congress account credentials or 
create a new account, then click “access” 
to register for the congress.

How to access the Virtual Meeting 
for registered participants
Go to https://account-congress.eular.org/
Home/Index/Event/eular2020/en-GB to log in 
with your EULAR congress account creden-
tials. If you have a valid registration, from 3 
June you will see a button “Virtual Meeting.”

Therapeutic drug monitoring
Continued from page 1

Unique opportunity
Continued from page 1
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What constitutes a structural lesion of the sacroiliac 
joints on MRI that’s indicative of axial spondyloarthri-
tis has long been a matter of conjecture, but the As-
sessment of SpondyloArthritis International Society 

(ASAS) MRI Working Group has developed new definitions that 
showed a high degree of specificity in identifying such lesions in 
the disease. 

Dr. Walter P. Maksymowych, FRCP(C), chief medical officer of 
CARE Arthritis and professor in rheu-
matology at the University of Alberta 
in Edmonton, Canada, will report on 
the group’s findings in a recorded 
session this afternoon called “What 
is new in axial spondyloarthritis: 
Clinical and imaging outcomes.” Dr. 
Maksymowych leads the working 
group study called ASAS MRImagine.

Dr. Maksymowych noted that 
making a definitive diagnosis of 
axial spondyloarthritis (axSpA) can 
be difficult because MRI can show 
a variety of sacroiliac joint (SIJ) 
abnormalities in healthy people as 

well as those with axSpA. “People who evaluate MRI scans are 
looking for clues as to what types of lesions they can be confident 
are indicative of axSpA,” he said. 

That started a process by the ASAS MRI group to evaluate 
scans from the landmark ASAS Classification Cohort study (Ann 
Rheum Dis. 2019;78:1550-8). “But,” said Dr. Maksymowych, “the 
MRI scans from that study were never evaluated.” So that work 
was handed off to the working group, whose 25 members includ-
ed seven expert image readers who evaluated the MRI scans. 

The group adopted a standardised approach for evaluating 
MRIs of the SIJ, dividing each SIJ into quadrants and then eval-
uating consecutive MRI slices. The readers first documented 
whether they observed a definite structural 
lesion on the scan, which they used as an 
external reference standard. They then 
analyzed which lesion, and in how many 
SIJ quadrants or slices, best reflected this 
external standard. 

An erosion in one quadrant isn’t sufficient 
to define a scan as positive for a definite 
structural lesion, said Dr. Maksymowych; but 
an erosion in three quadrants or in two or 
more consecutive slices meets the group’s 
designation of a definite structural lesion. 
“This showed over a 95% specificity for 
being associated with a definite structural 
lesion as defined by a majority of the seven 
experts,” he said. 

The group also determined that a fat lesion typical of axSpA 
has a homogeneous white appearance on T1-weighted scans with 
a sharply defined border. The group also determined that such a 
fat lesion with at least 1-cm horizontal depth from the joint mar-
gin in at least one SIJ quadrant is strongly indicative of axSpA.

“So we now have definitions for two structural lesions, erosion 
and fat lesions, that reflect what a majority of experts consider to 
be a definite structural lesion according to at least 95% specifici-
ty,” he said.

The second part of the analysis evaluated the predictive capacity 
of these lesion definitions for a rheumatologic diagnosis of axSpA 
at 4.4 years of follow-up. “These lesions predicted SpA with over 
95% positive predictive value,” he said. “In other words, if you see 

Working group proposes MRI definitions of 
structural lesions indicative of AxSpA

Example of an erosion (arrows) on MRI and CT as defined in 
Assessment of SpondyloArthritis International Society MRI Working 
Group definition.
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Iconic example of a large fat lesion, characterized by its homogenous white appearance and 
distinct border, meeting the depth criterion of the Assessment of SpondyloArthritis International 
Society MRI Working Group.

DR. MAKSYMOWYCH
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Dorsal root ganglia (DRG)–infiltrating 
macrophages could have a key 
role in the molecular pathogenesis 
of OA pain in rats, according to 

research being presented in an afternoon 
session on Wednesday,  
3 June.

The study, conducted by 
basic science abstract award 
winner Simon C. Mastber-
gen, PhD, of the University 
Medical Centre Utrecht 
(Netherlands), and colleagues 
found that macrophages infil-
trate the DRG following knee 
damage and maintain pain in-
dependent of induction of OA 
in rats. Dr. Mastbergen will 
describe these findings in the 
session titled, “Pain patholo-
gy, progression, and pharmacotherapy.”

“We were surprised by the data show-
ing that DRG-infiltrating macrophages 
were not required for induction of OA pain, 
but expected that the macrophages were 
already involved in an early stage,” Dr. 
Mastbergen said in an interview.

Past research conducted in models of 
neuropathic pain have shown that mac-
rophages are involved in the initiation of 
pain, but their research demonstrated that 
the role of macrophages is different in OA 
pain – they found that they are involved 
only in the maintenance of OA pain. That’s 
the beauty of research, he said.

Dr. Mastbergen and colleagues investi-
gated the role of macrophages in the mo-
lecular mechanisms of OA pain initiation 

and progression using a rat groove model. 
In the model, the researchers induce knee 
joint damage by administering an intra-ar-
ticular injection of monoiodoacetate or 
following the application of a groove at 

the femoral condyles.
The investigators as-

sessed joint damage by 
histology and observed 
pain-like behaviours over 
time using dynamic weight 
bearing and the von Frey 
test. Flow cytometry was 
used to quantify DRG-infil-
trating macrophages over 
time.

After analysis, the 
researchers found that 
macrophages infiltrated 
the DRG 12 weeks follow-

ing application of the groove; however, 
on macrophage depletion prior to OA 
induction, pain-like behaviours were still 
observed but did not remain as time pro-
gressed. These results provide strong ev-
idence that DRG-infiltrating macrophages 
are not essential for the initiation of OA 
pain.

“Gaining more insight into what triggers 
the pain-maintaining phenotype of these 
DRG macrophages in OA is key,” he said.

In addition, following intrathecal admin-
istration of anti-inflammatory cytokines, or 
M2-like phenotype macrophages, they re-
ported that local repolarisation of M1-like 
phenotype macrophages toward M2-re-
solved chronic OA-induced pain. 

While the findings are intriguing, Dr. 

Mastbergen acknowledged that many un-
knowns surrounding the molecular patho-
genesis of OA pain still exist, particularly 
the role of DRG macrophages in the initia-
tion and maintenance of OA pain.

“Although the team has made some sig-
nificant steps forward, we still don’t [have] 
the full picture on how the DRG macro-
phages act in OA pain. Therefore, we’re 
currently identifying putative factors re-
quired for the attraction and programming 
of the DRG macrophages in OA models,” 
he said. 

“An important question is what triggers 
the initiation of accumulation of macro-
phages in the DRG and which factors in 
the DRG drive the accumulation of mac-
rophages into the DRG,” Dr. Mastbergen 
explained.

To answer these remaining questions, 
additional studies are needed, and work is 
already underway. “We [continue to] work 
on possibilities to use [this] new knowl-
edge to design a new treatment.”

Dr. Mastbergen explained that this new 
knowledge may help develop novel thera-
pies to treat OA pain. “A potential thera-
peutic approach is to prevent accumulation 
of pain-maintaining DRG macrophages to 
resolve OA pain,” he said. “Reprogram-
ming M1-like DRG macrophages is one 
possible strategy.”

The research was supported by the 
European Union’s Horizon 2020 research 
and innovation programme. One coauthor 
disclosed financial affiliations with Ar-
throSave. None of the other authors had 
relevant disclosures.

Evidence builds linking macrophages to OA pain

DR. MASTBERGEN

them at baseline they’re going to predict 
SpA with high certainty at follow-up after 
4.4 years.”

Three aspects of this study design are 
unique, Dr. Maksymowych noted. First is 
the high number of expert MRI readers 
who evaluated the scans. “There aren’t 
really too many studies I can think of that 
used more than two or three expert MRI 
readers,” he said. 

Second is the way in which the study 
“very precisely and in a very standardised 
way” applied all the consensus-based 

ASAS definitions of structural SIJ lesions. 
“In the past, a variety of ways were used 
to define these lesions,” he said. “A good 
example would be the different ways in 
which erosions have been defined.” 

The third novel aspect of the study is 
that the expert readers’ assessment of 
what constitutes a definite structural 
lesion was used as an external reference 
standard. For example, the study calculat-
ed sensitivity and specificity for numbers 
of SIJ quadrants and consecutive slices 
with erosion, sclerosis, and fat lesions 
where a majority of readers agreed on 

the presence of a structural lesion typi-
cal of axSpA with high confidence (3 or 
greater on a scale of 1-4). “The reason 
this was put in place is because we rec-
ognise sometimes lesions are very subtle 
and you can’t be certain that they’re re-
flecting SpA” he said.

The investigators disclosed relationships 
with AbbVie, Amgen, Astellas, AstraZen-
eca, Bristol-Myers Squibb, Boehringer 
Ingelheim, Celgene, Eli Lilly, Galapagos, 
Janssen, Merck, Novartis, Novo Nordisk, 
Orion, Pfizer, Regeneron, Roche, Sandoz, 
Sanofi, and UCB.
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The increased risk of cardiovascular 
disease remains a challenging and 
important topic for clinicians and 
patients with immune-mediated in-

flammatory diseases (IMIDs), and a clinical 
science session at this year’s e-congress 
pulls together a panel of experts to dis-
cuss the latest information and manage-
ment strategies. 

The most recent 
EULAR recommen-
dations for managing 
cardiovascular dis-
ease risk in patients 
with RA and other 
inflammatory joint 
diseases was pub-
lished in 2017, and 
two of the speakers 
in Wednesday’s session on “Cardiovascu-
lar risk and management in IMIDS” were 
directly involved in developing these rec-
ommendations, Prof. George Kitas and Prof. 
Michael T. Nurmohamed. 

Prof. Kitas, of the Dudley Group NHS 
Foundation Trust, Dudley, United Kingdom, 
will discuss the topic of “Cardiovascular 
risk management in IMIDs: Wait or act.” 

“There is good evidence that virtually all 
rheumatic immune-mediated inflammatory 
diseases associate with an increased risk 
of developing or dying from cardiovascular 
diseases, mainly heart attacks, strokes, and 
heart failure,” Dr. Kitas said in an interview. 
“The reasons for this have been actively 
investigated for a number of years. In-
flammation itself appears to play a central 
role, either through direct effects on the 
vasculature or through affecting classical 
cardiovascular risk factors, such as hyper-
tension, dyslipidaemia, insulin sensitivity, 
and others. A higher prevalence of such risk 
factors, independent of inflammation, in 
these diseases also plays a role.” 

Consequently, “antirheumatic drugs, from 
NSAIDs to corticosteroids and all types of 
disease-modifying antirheumatic drugs – 
whether conventional synthetic, biologic, or 
targeted synthetic may be important in at 
least two different ways,” he said. “First, by 
virtue of their effects in controlling inflam-
mation and its adverse effects on the vascu-

lature, thus reducing overall cardiovascular 
risk, and second, by directly affecting bene-
ficially or adversely classical cardiovascular 
risk factors such as blood pressure or lipids, 
thus moderating cardiovascular risk,” Prof. Ki-
tas noted. “The exact mechanisms and over-
all effect of immunomodulatory treatments 
in the context of cardiovascular risk is still 

not known, but the overall effect ... appears 
to be beneficial,” although that is based al-
most exclusively on observational studies.

“In the context of cardiovascular risk in 
people with IMIDs, I do not think there is 
any situation at all that we can just ‘wait 
and see,’ ” Dr. Kitas emphasised. “We 
must act very close to the time the diagno-
sis of an IMID is made. There is evidence 
to suggest that cardiovascular risk may be 
elevated even before the clinical presenta-
tion of an IMID, i.e. people may be already 
at increased risk when they present to a 
rheumatologist,” he said. 

“So, on diagnosis, we should act by trying 
to do an initial cardiovascular risk assess-
ment and then develop a personalised strat-
egy to address any issues found,” he added. 
In particular, “controlling inflammation per 
se as soon as possible and to specific tar-
gets is our job as rheumatologists anyway.”  

Prof. Kitas added that helping patients 
implement some lifestyle changes such as 
increasing physical activity and managing 
weight will likely benefit their IMID out-
comes and cardiovascular risk and outcomes, 
followed by pharmacologic management of 
individual cardiovascular risk factors, if nec-
essary, based on their overall calculated risk. 

The session also will focus on particular 
conditions with increased cardiovascular 
risk, including ankylosing spondylitis (AS) 
and psoriasis/psoriatic arthritis.

Patients with AS have an increased risk of 
cardiovascular disease that is approximately 
double that of the general population, ac-
cording to Prof. Nurmohamed of the Amster-
dam Rheumatology & Immunology Center. 

Prof. Nurmohamed will present a discus-
sion of cardiovascular disease risk in an-
kylosing spondylitis during the session. AS 
itself can be managed reasonably well, he 
said in an interview. “However, increased 
cardiovascular disease risk hardly receives 
any attention in daily clinical practice. The 
increased CVD risk is related to athero-
sclerotic disease as well as the so-called 
‘AS-specific’ cardiac manifestations,” but 
contemporary data are limited, he added. 

Session attendees can expect to learn 
practical tools and guidelines for cardiovas-
cular risk management of ankylosing spon-
dylitis patients in daily practice, and Prof. 
Nurmohamed will discuss whether electro-
cardiograms and/or echocardiography should 
be done routinely in this population. “Imple-
menting these tools in daily clinical practice” 
remains the greatest challenge in managing 
cardiovascular risk in AS patients, he said. 
Additional research needs to include long-
term follow-up data on not only the effect 
of cardiovascular risk management, but also 
“the outcome of subclinical heart failure and 
mechanistic studies to investigate whether 
tapering of drugs induces an increased car-
diovascular risk of our patients,” he added. 

Dr. Dafna Gladman of the University of 
Toronto, will provide her expert perspec-
tive on cardiovascular disease risk in pa-
tients with psoriasis and psoriatic arthritis.

“One of the major causes of morbidity and 
mortality among patients with psoriasis and 
psoriatic arthritis is cardiovascular disease; 
we recognised it with our first mortality 
studies in the mid-1990s,” Dr. Gladman said 
in an interview. “A major predictor for the 
development of cardiovascular disease is 
the degree of disease activity both at pres-
entation and over the course of the disease. 
Moreover, many of the other risk factors for 
cardiovascular disease that are recognised 
in the general population are also present in 
patients with psoriatic disease and are also 
predicted by the degree of disease activity.”  

Cardiovascular considerations remain key 
part of rheumatic disease management

Continued on page 9
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A treat-to-target approach, in which 
therapies are adjusted and the pa-
tient monitored to achieve the de-
sired endpoint, has been proposed 

for patients with systemic lupus erythema-
tosus (SLE). Clinical remission 
is the ideal goal, followed by 
achieving low disease activity 
(LDA) when clinical remission is 
unattainable. 

To do that in the clinical 
setting, clinicians must have 
reliable, user-friendly targets to 
assess a patient’s progress. But 
that’s not available right now. 
Proposed definitions of LDA, 
such as the Lupus Low Disease Activity 
Scale (LLDAS), are based on the Systemic 
Lupus Erythematosus Disease Activity 
Index 2000 (SLEDAI-2K). This index doesn’t 
address some important manifestations of 
SLE, and it is scored dichotomously – for 
example, it gives a similar score for throm-
bocytopenia when platelet count is reduced 
to 100,000 or to 10,000.

To compensate for these limitations, the 
current definition of LDA state also requires 
the Physician Global Assessment and other 
steps, including a review of medication and 
changes to treatment or clinical status since 
the previous visit. “It is not easy to apply,” Dr. 
Helena Assunção said in an interview. Her 
group recently developed an alternative ac-
tivity index called SLE-DAS (Systemic Lupus 
Erythematosus – Disease Activity Score). 
It is a continuous index, assigning higher 
scores when a manifestation is more severe, 
and has manifestation information that 

SLEDAI-2K lacks. It has demonstrated better 
accuracy in determining SLE disease activity. 

Dr. Assunção, who is a resident rheuma-
tologist at Centro Hospitalar e Universitário 
de Coimbra (Portugal), feels that the SLE-

DAS LDA should be sufficient to 
monitor disease activity without 
adding the PGA and other steps, 
which would make it easier to 
apply than LLDAS. The fact that 
it is based on a continuous index 
is also an important difference. 
“Especially for low disease ac-
tivity, it’s very good to be able to 
define it with a continuous index, 
because you are not that bad, 

but not that good – you’re in the middle,” 
said Dr. Assunção, who will describe a com-
parison between SLE-DAS LDA and LLDAS 
at her institution in a prerecorded video 
that will be shown today in a session titled 
“SLE, Sjögren and APS clinical aspects.”

A previous exploratory study identified 
a cutoff SLE-DAS value of 3.77 or lower 
for SLE-DAS LDA. Her group compared 
LDA status as measured with LLDAS 
versus SLE-DAS LDA in 292 consecutive 
patients at their hospital. A total of 85% 
of patients were in LDA with SLE-DAS and 
83.9% with LLDAS, and the agreement be-
tween LLDAS and SLE-DAS LDA was very 
high (Cohen’s kappa coefficient test; kappa 
= 0.831; P < .01).

Out of 292 patients, only 13 were classi-
fied differently by the two definitions, 8 of 
which were classified as LDA by SLE-DAS, 
and 5 by LLDAS. Dr. Assunção will present 
a table showing some of the characteristics 

of the discordant patients. “I invite [view-
ers] to check the differences,” she said. 

The study should be regarded as explor-
atory, but the results were encouraging. 
“We got similar results, and it’s definitely 
easier to apply,” Dr. Assunção said. She can 
also attest that the new model is easier to 
use, since she personally collected data for 
LLDAS assignment. “I had to check this, and 
this, and … [SLE-DAS] is easier.” 

Future work from her group will aim at 
deriving and validating a more robust defi-
nition of LDA, which will again be com-
pared with the current LLDAS definition. 

Her colleagues have already developed 
and validated a definition for clinical re-
mission using SLE-DAS, although those 
results have not yet been published. They 
hope to define activity states using SLE-
DAS, including mild, moderate, and high 
disease activity. 

The team has produced an online SLE-
DAS calculator (http://sle-das.eu/) where 
clinicians can score 17 parameters, includ-
ing continuous variables such as proteinuria, 
arthritis values, and platelet and lympho-
cyte counts. “You just input the values and 
it gives a number reflecting disease activity. 
Using this definition of SLE-DAS LDA, you 
only need that number and to verify that 
the prednisolone dose is equal to or inferior 
to 7.5 mg/day,” said Dr. Assunção.

The study received no funding. Dr. 
Assunção has no financial disclosures, but 
one coauthor reported grant/research sup-
port from Pfizer and AbbVie, and serving 
as a consultant to Pfizer, AbbVie, Roche, 
Lilly, and Novartis.

Study tests a simpler low disease activity 
measure for systemic lupus erythematosus

DR. ASSUNÇÃO

“Controlling disease activity is associated 
with a reduction in cardiovascular events 
and improvement in other risk factors for 
cardiovascular disease. Therefore, it is im-
portant for individuals looking after patients 
with psoriasis and psoriatic arthritis to know 
the importance of this comorbidity and the 
importance of controlling the underlying dis-
ease in order to prevent this increased risk in 
this patient population,” she noted. 

Session attendees will learn about the 

prevalence of cardiovascular disease, its 
impact, its predictors in patients with 
psoriatic disease, and some approaches to 
manage them, said Dr. Gladman. 

“One of the major challenges is who 
should look after the risk factors for this 
comorbidity and how to manage those,” 
she noted. “In many jurisdictions, rheu-
matologists and dermatologist do not look 
after the risk factors for cardiovascular 
disease nor their treatment. However, it 
is important that rheumatologists at least 

highlight these issues for the family physi-
cian to alert them that these factors must 
be controlled. Another challenge is that 
many patients refuse to take medications 
that they believe will have side effects, 
even though they are clearly indicated 
to control their disease. It is therefore 
important for clinicians to educate the 
patients that we need to control the in-
flammation in both the skin and the joints 
to avoid the consequence of the disease,” 
she emphasised. 

Continued from page 8

https://apps-congress.eular.org/eular2020/en-GB/ProgramSearch/Program/?searchstring=&programid=678
http://sle-das.eu/


10  EULAR Congress News  |  WEDNESDAY EDITION

The first authors from six clinical ab-
stracts will each receive awards for 
achieving the highest overall scores 
from an expert review panel and be 

recognised for their achievement during 
Wednesday’s Opening Plenary session. 
Each winner will receive EUR 1,000.

Martin Schaefer, PhD, of the Ger-
man Rheumatism Research Centre in Ber-
lin, is receiving a prize for his investigation 

into the effects of 
tumour necrosis 
factor inhibitors and 
newer biologic dis-
ease-modifying an-
tirheumatic drugs on 
venous thromboem-
bolism risk (abstract 
OP0012). Together 
with colleagues, 
he conducted a 

retrospective, observational study using 
the German RABBIT register, which is a 
prospective, longitudinally followed cohort. 
Compared with conventional synthetic 
DMARDs, treatment with tumour necrosis 
factor inhibitors significantly reduced the 
risk of venous thromboembolic events.

Anna Moltó, MD, PhD, of the TI-
COSPA study group and Cochin Hospital 
in Paris, and the ECAMO team – INSERM 

at the University 
of Paris, is receiv-
ing a prize for her 
research into the 
actual potential 
benefits of the tight 
control and treat-to-
target management 
strategies for axial 
spondyloarthritis 
seen in current 

recommendations (abstract THU0370). 
The pragmatic, prospective, cluster- 
randomised, controlled 1-year trial divided 
160 patients evenly between treatment 
with either tight control (targeting anky-
losing spondylitis disease activity score of 
less than 2.1 with visits every 4 weeks) or 
usual care (treatment at rheumatologist’s 
discretion with visits every 12 weeks). Dr. 
Moltó and colleagues found that, although 
there was a general trend in favor of tight 

control, usual care resulted in good out-
comes for a substantial number of patients 
and tight control was not superior for the 
primary outcome.

Ulf Lindström, MD, PhD, of Sahl-
grenska Academy, University of Gothenburg 

(Sweden), is being 
awarded for com-
paring rates of an-
terior uveitis among 
patients treated for 
spondyloarthritis 
with either secuki-
numab, adalimum-
ab, infliximab, or 
etanercept (abstract 
OP0014). Dr. Lind-

ström and colleagues identified patients with 
ankylosing spondylitis or undifferentiated 
spondyloarthritis who started any of those 
drugs between 2015 and 2017 in the Swed-
ish Rheumatology Quality Register. Among 
2,684 patients contributing 3,255 treatment 
initiations, secukinumab and etanercept 
were associated with an incidence of ante-
rior uveitis that was higher than that seen 
with adalimumab and infliximab.

Andre Luquini, MD, of Arthritis 
Research Canada, Richmond, and a PhD 
candidate at the University of British Co-

lumbia, Vancouver, 
is being awarded 
for investigating the 
effects of the Mak-
ing-it-Work online 
self-management 
program for people 
with inflammatory 
arthritis on presen-
teeism and work 
cessation (abstract 

OP0010). The multicenter, randomised, 
controlled trial recruited 564 participants 
aged 18-59 years and employed at base-
line; among them, 478 completed the 
2-year follow-up. Rheumatoid Arthritis 
Work Instability Scale scores were sig-
nificantly lower among the intervention 
arm, with the greatest difference in scores 
seen at 2 years (–1.78; 95% confidence in-
terval, –2.7 to –0.9; P < .0001). Work ces-
sation was also lower, but the difference 
was significant only in the short term. 

Sebastian Unizony, MD, of 
Massachusetts General Hospital and 
Harvard Medical School, Boston, is be-

ing recognised 
for investigating 
reliable biomarkers 
of disease activity 
in giant-cell arte-
ritis when treated 
with prednisone 
or prednisone plus 
tocilizumab (abstract 
OP0338). The inves-
tigators identified 

two groups of 21 patients, one for each 
treatment protocol, from among those in 
the GiACTA trial. Both treatment groups 
showed a signature of biomarkers that 
could classify disease activity, including 
haptoglobin for monitoring activity among 
those taking tocilizumab.

Rona Smith, MD, of the Universi-
ty of Cambridge (United Kingdom), is 
being awarded for work investigating 

relapse-preven-
tion strategies for 
relapse following 
rituximab-in-
duced remission 
in antineutrophil 
cytoplasmic anti-
body–associated 
vasculitis (abstract 
OP0026). Specifi-
cally, the investiga-

tors looked at repeat dosing of rituximab 
and daily oral azathioprine. If recruited 
patients achieved remission after 4 
months of rituximab plus glucocorticoids, 
they were randomised 1:1 to either 1,000 
mg of rituximab ever 4 months for up to 
five doses or to 2 mg/kg per day of aza-
thioprine as maintenance therapies, with 
patients in both groups followed for a 
minimum of 36 months. Rituximab proved 
superior to azathioprine, with a prelimi-
nary overall hazard ratio estimate of 0.36 
(95% confidence interval, 0.23-0.57; P < 
.001) and a during-treatment HR estimate 
of 0.30 (95% CI, 0.15-0.60; P < .001). At 
24 months after enrollment, 11 of 85 
patients (13%) with continued rituximab 
treatment had relapsed, compared with 
32 of 85 (38%) receiving azathioprine.

Best clinical abstract winners receive awards

DR. SCHAEFER

DR. MOLTÓ

DR. LINDSTRÖM

DR. LUQUINI

DR. UNIZONY

DR. SMITH



 WEDNESDAY EDITION |  EULAR Congress News  11

The first authors from five basic 
science abstracts will each receive 
awards for achieving the highest 
overall scores from an expert re-

view panel and be recognised for their 
achievement during Wednesday’s Opening 
Plenary session. Each winner will receive 
EUR 1,000.

Gwenny M. Verstappen of the 
University of Groningen (Netherlands) is 

receiving a prize for 
research comparing 
the transcriptomes of 
the minor and major 
salivary glands of 
patients with primary 
Sjögren’s syndrome 
(pSS) and non-
Sjögren’s controls 
(abstract OP0042). 
In a prospective 

diagnostic cohort including 39 patients with 
pSS and 20 non-SS controls, Ms. Verstappen 
and colleagues found that pSS patients with 
a positive biopsy could be separated from 
controls based on gene expression, with 
1,461 and 798 differently expressed genes, 
respectively. The top differentially regulat-
ed genes were mostly related to T and B 
cells, and CXCL13, CCR6, MS4A1, FCRL4, 
and DAZL were among the genes with the 
highest positive fold change in both glands of 
biopsy-positive pSS patients.

Christopher J. Lessard, PhD, of 
the Oklahoma Medical Research Founda-

tion and the Univer-
sity of Oklahoma 
Health Sciences 
Center, Oklahoma 
City, USA, is being 
honoured for a 
paper on identi-
fying additional 
risk loci in pSS 
(abstract OP0047). 
Dr. Lessard and 

colleagues performed a genomewide as-
sociation study on 3,232 people with pSS 

and 17,481 non-pSS controls, as well as 
619 cases and 6,171 controls genotyped 
on ImmunoChip arrays. Seven novel loci 
were identified in the initial analysis: NAB1, 
MIR146A-PTTG1, XKR6, MAPT-CRHR1, RP-
TOR-CHMP6-BAIAP2, TYK2, and SYNGR1. 
A meta-analysis using the ImmunoChip data 
found three more loci: CD247, PRDM1-ATG5, 
and TNFAIP3. ADAMTSL2, CGNL1, and 
PHRF1 approached significance.

Simon C. Mastbergen, PhD, of the 
University Medical Center Utrecht (Neth-

erlands), is receiving 
an award for a pa-
per investigating the 
role of macrophages 
in the initiation and 
maintenance of 
osteoarthritis pain 
(abstract OP0083; 
see article on page 
6.) The investigators 
injected rats with 

monoiodoacetate to induce OA and signs 
of persistent pain. The pain-like behaviour 
was associated with accumulation of 
F4/80+ macrophages with an M1-like phe-
notype in the lumbar dorsal root ganglia 
appearing 1 week after monoiodoace-
tate injection and lasted 4 weeks after 
injection. Systemic or local depletion of 
dorsal root ganglia macrophages during 
monoiodoacetate-induced OA completely 
abated signs of pain without knee pathol-
ogy. In addition, when macrophages were 
depleted before OA induction, pain-like 
behaviour developed but did not persist 
over time.

Yubin Luo, PhD, of the West China 
Hospital and Sichuan University in Cheng-
du, is being honoured for leading a study 
that sought to clarify the intestinal micro-
biota changes in individuals at high risk 
for rheumatoid arthritis (abstract OP0016). 
The investigators conducted a study on 
42 individuals at high risk for RA, defined 
as having a positive serum antibody for 
anti–cyclic citrullinated peptide, 31 RA pa-

tients, and 38 healthy individuals. Diversity 
analysis showed a 
comparable com-
munity richness and 
a lower community 
diversity of the 
intestinal micro-
biota in high-risk 
individuals, com-
pared with healthy 
controls. The 
intestinal microbi-

ota communities shifted from controls to 
high-risk individuals and to RA patients. 
Bacteroidaceae decreased from controls 
to high-risk individuals and to RA patients, 
while Streptococcaceae, Lactobacillus, 
Lactococcus, Weissella, and Lactobacillales 
were enriched in RA patients.

Chamutul Gur, MD, PhD, of Ha-
dassah Medical Center in Jerusalem and 

Weizmann Institute 
of Science, Rehovot, 
Israel, is receiving a 
prize for leading re-
search that sought 
to comprehensively 
characterise the 
stromal and immune 
cells in the skin and 
blood of patients 
with systemic 

sclerosis (SSc), compared with healthy 
controls. The investigators conducted 
an analysis of 46,742 skin stromal cells 
and 57,475 blood and skin immune cells. 
Stromal cell analysis led to a detailed 
map of 261 meta cells organised into 16 
broad lineages; immune cell analysis led 
to a map of 361 meta cells organised into 
14 broad lineages. A unique population of 
stromal and immune cells was observed in 
the SSc patients, compared with controls, 
including in the fibroblast lineage where 
a small cluster of cells was significantly 
diminished in SSc patients. A significantly 
higher number of specific subsets of peri-
cytes and vascular cells was found in SSc 
patients, compared with controls.

Basic science abstract awardees honoured

MS. VERSTAPPEN

DR. LESSARD

DR. MASTBERGEN

DR. LUO

DR. GUR
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The first authors from the HPR, PARE, 
and undergraduate abstracts will 
each receive awards for achieving 
the highest overall scores from an 

expert review panel and be recognised 
for their achievement during Wednesday’s 
Opening Plenary session. Each winner will 
receive EUR 1,000.

HPR
Tim Pelle, PT, a PhD candidate at Sint 

Maartenskliniek, Ni-
jmegen, Netherlands, 
and Radboudumc 
Nijmegen, is receiving 
an award for a study 
evaluating the short-
term effects of a 
self-management app 
designed by the re-
searchers for patients 
with self-reported hip 

or knee osteoarthritis in the Netherlands 
(abstract OP0155-HPR). The randomised 
controlled design allocated 427 participants 
almost evenly between the app (dr. Bart) or 
usual care and looked at the number of con-
sultations in secondary healthcare for their 
osteoarthritis as the primary outcome. The 
between-group incidence rate ratio for the 
primary outcome was not significant (1.20; 
95% confidence interval, 0.67-2.19), but the 
app was associated with positive overall 
treatment effects on symptoms, pain, and 
activities of daily living. 

Anne Therese Tveter, PhD, of the 
department of 
rheumatology at 
Diakonhjemmet 
Hospital in Oslo, is 
being awarded for a 
study comparing the 
cost-utility of a mul-
timodal occupational 
therapy treatment 
with usual care 
during the waiting 

period before surgical consult among 
patients with thumb-base osteoarthritis 
(abstract OP0152-HPR). The randomised, 

controlled trial distributed 180 Norwegian 
patients waitlisted for surgical consult 
evenly between either approach, which 
included assistive devices, home exer-
cises, and information on hand osteoar-
thritis for the intervention group and just 
information for the control group. It found 
the between-group difference in cost per 
quality-adjusted life-years over 24 months 
leaned in favor of the intervention treat-
ment (0.07 utilities), and costs were mostly 
driven by operations (22 in the intervention 
group and 33 in the control group).

Tuva Moseng, PhD, PT, of Diakonhjem-
met Hospital, Oslo, is 
being recognised for 
long-term results re-
garding a structured 
model of integrated 
care for osteoarthritis 
(abstract OP0321-
HPR). The 12-month 
results from the 
cluster-randomised 
controlled trial with 

a stepped-wedge design follow up on the 
6-month findings previously reported and 
showed the intervention group had higher 
quality of care than did the usual-care con-
trol group (58 vs. 41 on the OsteoArthritis 
Quality Indicator Questionnaire; mean 
difference, 17.6; 95% confidence interval, 
11.1-24.0), as well as higher satisfaction 
with care (odds ratio, 7.8; 95% CI, 3.44-
17.27) and a larger proportion of patients 
meeting recommended physical activity 
(OR, 4.0; 95% CI, 1.27-12.63).

PARE
Brian Lynch, head of communications 

and advocacy at 
Arthritis Ireland, is 
receiving an award 
for “Pregnancy and 
arthritis – a patient 
education programme 
in Ireland,” which was 
developed by Arthritis 
Ireland in consultation 
with teams of interna-

tionally recognised healthcare professionals 
(abstract  OP0308-PARE). The programme 
takes a multichannel approach of literature, 
videos, and public information events and 
addresses the needs of women of child-
bearing age with inflammatory arthritis 
who are planning a family or are pregnant. 

Undergraduate
Hsin Yen Liu, a third-year medical student 

at Western University, 
London, Canada, is be-
ing recognised for his 
investigation into risk 
factors for retinopathy 
induced by antimalar-
ials in systemic lupus 
erythematosus (SLE) 
and other autoimmune 
disorders (abstract 
OP0333). He and his 

colleagues performed a chart review at an 
urban Canadian center for 680 patients, 
282 of whom had SLE; the remainder had 
conditions such as rheumatoid arthritis and 
cutaneous lupus. In the univariate logistic 
regression, definite retinopathy was asso-
ciated with diagnosis of SLEs (odds ratio, 
16.1; 95% confidence interval, 2.1-125) and 
cumulative chloroquine dose (OR, 1.002; 
95% CI, 1.000-1.003). 

Arshed F. Al-Obeidi, a fourth-year medical 
student at New York 
University School of 
Medicine, is being 
awarded for his study 
testing the hypothesis 
that low or absent 
ERAP1 activity alters 
CD8 T-cell immunoge-
nicity through changes 
in the HLA-B51 pepti-
dome among patients 

with Behçet’s disease (abstract OP0032). 
Taken together, his and his colleagues’ 
findings among Turkish patients and healthy 
controls suggest that an altered HLA-B51 
peptidome modulates immunogenicity of 
CD8 effector T cells in Behçet’s disease pa-

HPR, PARE, and undergraduate 
investigators win awards

MR. PELLE

DR. TVETER

DR. MOSENG

MR. LYNCH

MR. LIU

MR. AL-OBEIDI

Continued on page 14
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Scoring radiographic images of joints in 
RA patients is tricky. It’s a lot of work, 
and readers are called on to make a 
lot of subjective calls on the severity 

of joint space narrowing and bone erosion. 
In practice, rheumatologists receive a ra-
diologist’s descriptive report and sometimes 
review the images directly before deciding 
whether to initiate any treatment changes. 

But radiographs could provide so much 
more. Registries of routine patient visits 
collect thousands of such images along with 
clinical data, which could form the basis 
of informative observational studies. An 
automated scoring system could also find 
use in clinical practice, though likely with 
human oversight. But such analyses would 
require quantitative data, which is generally 
missing. Even when numerical scales to es-
timate severity are present, they are highly 
subjective and likely to vary greatly between 
readers and institutions. Clinical trials often 
use such scores from human readers to mea-
sure a treatment’s effect, but the process is 
expensive and suffers the aforementioned 
inconsistencies.  

Dr. Thomas Deimel and his group think 
they have a solution to the problem, in the 
form of a fully automated deep-learning 
scoring system that can rapidly generate 
scores of joint space narrowing and bone 
erosion. Tested in x-rays of the hand, the 
programme, called autoscoRA, identified 
joint space narrowing in good agreement 
with gold-standard scores produced by 
human readers, according to a new study. 
Dr. Deimel, who is a resident at the Medi-
cal University of Vienna, will describe the 
results today in a session called “Artificial 
intelligence and machine learning in Rheu-
matology imaging: Are we ready?” 

autoscoRA is based on modifications 
of a form of convolutional neural network 

called the VGG16 architecture. The team 
used 2,207 images from 270 patients to 
train autoscoRA, 1,150 images from 133 
patients for validation, and 1,834 images 
from 237 patients to test it. 

The effort is far from the first to develop 
an automatic scoring system for RA images, 
but no fully automated system has emerged 
as reliable, according to Dr. Deimel. He thinks 
one main issue for others has been lack 
of access to a sufficient data set to train 
systems. It can be difficult to find enough 
training images because many types of joint 
damage are comparatively uncommon. The 
problem is made even worse because imag-
es can be hard to interpret: The shapes that 
the system must decipher can be misleading, 
and differing angles of view between various 
training images can also complicate matters.

The group had access to a high-quality 
data set of almost 6,000 hand radiographs 
from their institution, the result of the 
foresight of principal investigator Prof. 
Daniel Aletaha and his predecessor Prof. 
Josef Smolen. They “thought ahead and 

started collecting data and had all of it 
scored,” said Dr. Deimel. The work wasn’t 
all completed ahead of time, though. He 
had to pull images from the hospital’s sys-
tem sort through them manually. 

The group also benefitted from close 
proximity to computer scientists, including 
coauthor Georg Langs from the Medical 
University of Vienna’s computational imag-
ing research lab.  

The trained system successfully identi-
fied regions of interest in 96% of joints. It 
calculated the same score as the human 
reader in 80.5% of metacarpophalangeal 
joints and 72.3% of proximal interpha-
langeal joints. It deviated by more than 1 
point from the gold-standard score in just 
1.8% of metacarpophalangeal joints and 
1.7% of proximal interphalangeal joints. 

The researchers are also developing the 
system to work in images of the wrists 
and feet and to quantify erosions.

Although the work continues to be 
validated, Dr. Deimel is quite confident in 
the system as is. “I think for joint space 
narrowing, we’re there at the point where 
this could be used and could be as good as 
a human reader in terms of reliability,” he 
said. To find out, the group plans to com-
pare the variability between autoscoRA 
and a gold-standard human reader against 
the variability seen between human read-
ers. If the two measures of variability are 
similar, it would provide a strong endorse-
ment.

The study received no outside financial 
support. Dr. Deimel has no relevant finan-
cial disclosures. Mr. Langs reported being 
cofounder and shareholder of contextflow 
and receiving grants from Novartis, Sie-
mens Healthineers, and NVIDIA. Prof. Ale-
taha disclosed financial relationships with 
a dozen pharmaceutical companies.

Automated RA image scoring could be coming
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Schematic depiction of automated joint 
localization and region of interest extraction

tients with the Hap10 variant of the ERAP1 
gene, which could identify targets for future 
drug development.

Ana Pascual-Dapena, a fourth-year med-
ical student at the University Pompeu Fabra, 
Barcelona, and the Autonomous University 
of Barcelona, is being recognised for a study 

investigating the possible associ-
ation between antibiotic use and 
ankylosing spondylitis (abstract 
OP0067). She and colleagues at 
the University of Oxford (United 
Kingdom), looked at 4,493 di-
agnosed cases with 2 or more 
years of available data and 22,016 
matched controls in a popula-

tion-based study that drew from 
the SIDIAP database. They found 
that 46.3% of cases had taken 
antibiotics vs. 28.2% of controls. 
There was an association between 
diagnosis and taking beta-lactams 
(odds ratio, 1.18; 95% confidence 
interval, 1.09-1.28) and taking mac-

rolides (OR, 1.34; 95% CI, 1.18-1.52).
MS. PASCUAL-

DAPENA

Continued from page 12

https://apps-congress.eular.org/eular2020/en-GB/ProgramSearch/Program/?searchstring=&programid=692
https://apps-congress.eular.org/eular2020/en-GB/ProgramSearch/Program/?searchstring=&programid=692
https://apps-congress.eular.org/eular2020/en-GB/ProgramSearch/Program/?searchstring=&programid=692


 WEDNESDAY EDITION |  EULAR Congress News  15

Data from a case-control analysis 
provide reassurance that prior metho-
trexate use does not increase the risk 
of developing rheumatoid arthritis–

associated interstitial lung dis-
ease (RA-ILD) and suggest that 
treatment with methotrexate 
might even be protective. 

The findings will be present-
ed in an afternoon session on 
3 June.

The case-control study, con-
ducted by Dr. Pierre-Antoine 
Juge of the Bichat–Claude 
Bernard Hospital and Paris Did-
erot University, and coinvestigators found 
that methotrexate exposure was inversely 
associated with RA-ILD, suggesting meth-
otrexate may have a disease-modifying 
effect on the development of RA-ILD. Dr. 
Juge will describe these results in the 
session titled, “Lung disease and other 
comorbidities in RA.”

The results revealing an inverse relation-
ship between methotrexate exposure and 

ILD occurence in RA “were consistent in 
every study population, including the French 
discovery sample and international replica-
tion samples, which is very reassuring to us,” 

Dr. Juge said in an interview.
The researchers evaluated the 

association between prior meth-
otrexate use and development of 
RA-ILD in 482 RA patients with 
ILD and 741 RA patients without 
a diagnosis of ILD. Both deriva-
tion and international replication 
samples were included, and in 
the meta-analysis, the research-
ers pooled estimates from these 

different samples.
The analysis of the derivation population 

showed an inverse association between 
methotrexate exposure and RA-ILD (ad-
justed odds ratio, 0.48; 95% confidence in-
terval, 0.25-0.92; P = .028). In the analysis 
of replication populations, these findings 
were confirmed (pooled aOR, 0.39; 95% 
confidence interval, 0.23-0.68; P < .001). 
After both samples were pooled, the 

combined aOR was 0.43 (95% confidence 
interval, 0.28-0.65; P < .0001). 

Among patients with RA-ILD, Dr. Juge and 
colleagues reported that the onset of ILD 
was significantly delayed in patients with 
prior methotrexate exposure, compared with 
those with no exposure (11.5 ± 10.6 years 
and 3.7 ± 7.1 years, respectively; P < .001). 

In addition, methotrexate exposure was 
less common among patients with RA-ILD 
than those without a diagnosis of ILD, 
regardless of findings on chest high-reso-
lution CT (HRCT).

“In our study, all patients [RA-ILD and 
RA–non-ILD] were assessed by HRCT scan 
in order to avoid misclassification,” Dr. Juge 
explained. “[Various] confounders were tak-
en into consideration to avoid any bias.”

“To date, there are no recommendations 
on methotrexate management for RA-ILD 
patients (preexisting ILD or ILD diagnosed 
in methotrexate-treated patients),” he 
said. “Preclinical ILD or interstitial lung 
abnormalities are frequently [seen] in RA 

Methotrexate may be inversely linked to RA-ILD

Continued on page 16
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patients, and guidelines on how the rheu-
matologist should manage methotrexate 
therapy in these [patients] are needed.”

Given the retrospective nature of the 
study, the results of this case-control 
analysis need to be validated in a large 
prospective study, he acknowledged. “This 
[type of study] would [be needed to] defin-
itively confirm that methotrexate is not a 
risk factor for RA-ILD.”

Similar results have been reported in 
other recent cohort studies (BMJ Open. 
2019;9:e028466), suggesting methotrexate 
could be protective against RA-ILD. Additional 
research is needed to validate these findings.

A recorded version of the presentation 
will be available after the live session.

Dr. Juge had no disclosures to report. 
Several coauthors reported financial rela-
tionships with numerous pharmaceutical 
companies.

Continued from page 15

Data from a clinical study provided 
additional support for using tumour 
necrosis factor (TNF) inhibitors for 
individuals with psoriatic arthritis 

(PsA) who failed to respond to 
an initial trial of methotrexate 
(MTX).

While MTX is the most 
common first-line therapy in 
PsA in most countries, there’s 
limited evidence for using the 
drug and it’s unclear how rap-
idly rheumatologists should 
escalate therapy when poor 
responses occur, according 
to Dr. Laura C. Coates, se-
nior clinical research fellow 
and clinician scientist at the 
University of Oxford (United 
Kingdom) and Oxford University Hospital 
NHS Trust, who reported the study. 

Dr. Coates will discuss the study at the 
3 June abstract session titled “Psoriatic 
arthritis and its management: More than 
just synovitis.”

The trial investigated optimal treatment 
for people with an inadequate response to 
MTX. It compared either the optimisation of 
an MTX dose or addition of biologic therapy.

“This study used a strategic approach, and 
assumed that MTX was likely to remain the 
first-line therapy,” she said. “It then tested 
the options of increasing MTX or adding 
TNFi to the treatment showing a significant 
benefit to the addition of adalimumab.”

Dr. Coates said the study supported the 
researchers’ hypothesis, which was that 
patients who had the addition of adalim-
umab had better overall disease control 

as measured by minimal disease activity 
(MDA) than those who increased MTX. 

“There was evidence of significantly 
better disease control in multiple domains, 

such as peripheral joints, skin 
psoriasis, and enthesitis,” Dr. 
Coates added. Adalimumab 
was superior to escalation of 
MTX regardless of prior MTX 
duration, although it appeared 
that the chance of achieving 
MDA was higher for those 
who used MTX for some time 
compared to those who more 
recently started taking MTX.

“The primary outcome was 
MDA, which looks for achieve-
ment in five of seven criteria 
covering peripheral disease: 

enthesitis, skin, patient pain, global disease 
activity, and function,” she explained. In 
addition, superior responses were seen for 
all of the American College of Rheumatology 
outcomes (ACR 20/50/70) – which focus 
on peripheral arthritis; PASI 75/90/100 – 
which measures skin psoriasis; and Leeds 
enthesitis index for enthesitis. In terms of 
patient-reported outcomes, there were sig-
nificantly greater improvement in functional 
ability (as measured by the Health Assess-
ment Questionnaire Disability Index) and in 
patient-reported outcomes included in the 
MDA measure.

Dr. Coates recommends additional head-
to-head studies comparing therapies and 
strategic trials that look at how rheuma-
tologists use existing drugs. “We need 
to consider personalisation of therapy for 
individuals, so that we can optimise care 

for patients with different domains of dis-
ease,” Dr. Coates said. 

Dr. Coates disclosed financial relation-
ships with AbbVie, Amgen, Biogen, Boeh-
ringer Ingelheim, Celgene, Janssen, Lilly, 
Novartis, Pfizer, and UCB.

Study shows additional support for treating 
psoriatic arthritis with TNF inhibitors
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GSK is committed to supporting high standard ethical research conducted by external sponsors that aligns 
with our scientific areas of interest and further improves the understanding of our products and related 
disease areas to enhance patient care. The sponsor of the study is an external investigator, healthcare 
institution or medical network seeking support from GSK to conduct the study. There are two different ways 
GSK can provide support:

1.  Investigator Sponsored Studies (ISS) are research entirely designed and managed by an external 
investigator. The support provided by GSK can be in the form of funding, product or both.

2.  Supported Collaborative Studies (SCS) are research sponsored and conducted by an external 
investigator, which GSK might support by contributing to study design and deliverables in addition to the 
provision of funds and / or products. Under specific circumstances, GSK may also provide specialised 
capabilities or activities.

Support for a study is based on the alignment of the research objectives to areas of interest, scientific 
rationale for the methodology, and the ability of the investigator to deliver a high-quality, ethical study. The 
results of GSK supported studies are publicly disclosed regardless of the outcome.
2021 Supported studies Request For Proposals
GSK is accepting proposals

GSK Supported Studies

Submission of proposal by Investigators until 1 February 2021

Committee Review / Selection by GSK February & March 2021

Communication to Investigators by GSK 29 March 2021

Submission of full Protocol and ICF by Investigators 3 May 2021

GSK is committed to deliver the above review timelines, however, the review process might take longer for certain proposals.
Areas of Research Interest
—  Controlling early lupus disease activity contributing to minimising long term organ damage accrual
—  Optimisation of the decision making steps and interventions informing treatment decisions for SLE 

management (e.g. patient reported outcomes)
—  Use of belimumab as add-on therapy (without immunosuppressants) and impact on outcomes
—  BLyS inhibition with focus on diseases consistent with the belimumab anti-BLyS mechanism  

of action
—  Use of anti-BLyS in combination with anti-CD20 in lupus and other mechanism of action 

compatible diseases
—  Belimumab in lupus and other autoimmune diseases
—  Lupus patient perception and opinion about their treatment and life (with or without belimumab)
—  Association of biomarkers with patient stratification or clinical outcomes in lupus
— Use of belimumab in lupus in clinical practice
— Lupus disease state
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Log-on to 
https://iss.gsk.com/ to get started

Interested in Access to Clinical 
Data for Secondary Research?

To learn more, go to: 
http://www.clinicalstudydatarequest.com

GSK provides access to anonymized patient-level data for research that can advance science or 
improve patient care.
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