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Dear Reader,
We are happy to present the ninth issue of the ‘Press Review and Journal Club’ newsletter that is part of a
EULAR School of Rheumatology (ESOR) educational initiative, the EULAR-EMEUNET Journal Club. This
newsletter includes an overview of relevant articles published both in top rheumatology journals and in major
internal medicine journals during the last 4 months (September - December 2019). The article selection includes
translational and clinical research papers; in case you want to read the article in more detail, a hyperlink will
redirect you to the respective journal. Among the selected articles, one has been chosen by the ESOR faculty to
be discussed in a few weeks in an online Twitter Journal Club. Another article, the ‘EMEUNET Paper of the
Month’ has been selected by popular vote through a survey circulated among the rheumatology community. For
the latter, a video interview with the first author explaining the main findings of the paper is available on our
YouTube channel.
The Journal Club aims to bring together rheumatologists, clinical researchers, basic scientists, and anyone else
who might be interested in the topic, to participate in an online, lively discussion. These 'meetings' take place on
Twitter at pre-specified times and dates; the next is planned on February 12th at 8:00 PM GMT (9:00PM CET).
'Save the date' reminders will be sent in advance. Where possible, key authors involved in selected articles will
be invited to participate. Details of the article selected and of the Journal Club are included on pages 3 and 4 of
this issue.

We hope that you will enjoy reading this newsletter and look forward to 'seeing' you soon at our Twitter JC
meeting!
Paul Studenic, Richard Conway, Alessia Alunno, Elena Nikiphorou, Casper Webers, Yuzaiful Yusof, James
Bluett, Daniele Mauro, Diederik De Cock and Mariana Luis, on behalf of the EULAR EMEUNET Journal Club
team
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Elena Myasoedova, Cynthia S. Crowson, Rachel E. Giblon, Kathleen McCarthyFruin, Daniel E. Schaffer, Kerry Wright, Eric L. Matteson, John M. Davis III
Optimization of flare management in patients with rheumatoid arthritis:
results of a randomized controlled trial.
Clin Rheumatol. 2019 Nov;38(11):3025-3032. (link)
Despite improvements in disease management, flares still occur regularly in up to 30% of
patients with rheumatoid arthritis (RA). The authors investigated the effect of a flare
management intervention guided by non-physician providers (monthly administration of FLARERA questionnaire by phone, followed by telephone nurse-led counselling and/or option of an
expedited visit within 7 days if a flare was detected, n=75) compared to usual care between
rheumatology visits (n=75), on the occurrence of flares and disease activity. Over a period of 24
months, flare rates and disease activity did not differ significantly between both groups.
Interestingly, in the intervention group, the majority of those with flares preferred to self-manage
their flare (62%), some with nursing advice by phone (7%), over an expedited visit (32%).
Patient satisfaction was high in both groups (96-98%). However, patient adherence to the
intervention (completing the FLARE-RA) was poor. Future studies focused on understanding the
patients’ preferences in RA flare management could help to design effective interventions.
The online Journal Club will take place on:
Wednesday 12th February 2020 at 8:00PM GMT (9:00PM CET)
- duration 1 hour Follow the accounts @EULAR_JC, @eular_org and @EMEUNET
Use the hashtag #EULARJC to follow and join the discussion
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Athan Baillet, Candice Trocmé, Xavier Romand, Chuong M.V. Nguyen, Anais
Courtier, Bertrand Toussaint, Philippe Gaudin, Olivier Epaulard
Calprotectin discriminates septic arthritis from pseudogout and rheumatoid
arthritis
Rheumatology (Oxford). 2019 Sep 1;58(9):1644-1648. (link)
Early diagnosis of septic arthritis is important, as timely treatment is associated with a better
prognosis. However, the diagnostic value of currently available biomarkers is limited. The
authors investigated whether neutrophil-related calprotectin and α-defensins in synovial fluid
could discriminate septic arthritis from pseudogout and rheumatoid arthritis (RA). Of 74
patients who presented with an acute monoarthritis and an inflammatory synovial fluid, 26 had
septic arthritis, 28 had pseudogout and 20 had RA (based on Gram staining/bacterial culture,
presence of pyrophosphate calcium crystals and rheumatologist’s opinion). Those with septic
arthritis had higher levels of synovial calprotectin (significant) and α-defensins (non-significant).
In age- and gender-adjusted models, higher calprotectin was associated with septic arthritis
(calprotectin in mg/L, OR 1.05, 95% 1.02-1.10). The optimal diagnostic threshold value for
calprotectin was 150mg/L, resulting in a sensitivity of 76%, a specificity of 94%, and positive

and negative likelihood ratios of 12.2 and 0.26, respectively. It should be noted that treatment
and comorbidities were unknown, and that patients with gout were excluded to have a
homogeneous control group. Validation of these results in another cohort is necessary.

Explore this paper in greater detail through an
exclusive interview with co-author
Interview available here
The EMEUNET Paper of the Month is selected by an
online vote of selected articles from each of the
rheumatology journal contributions.
Watch out for our next poll!
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ANNALS OF THE RHEUMATIC DISEASES
Volume 78 Issues 9 – 12
Diederik De Cock and Mariana Luis
Diederik is a FWO post-doctoral research fellow in the field of musculoskeletal epidemiology at the KU Leuven, Belgium. His main research
interests are unmet needs in early RA, safety of biologics in RA and the use of mHealth in musculoskeletal diseases. He is also leading the
Belgian Biologic register TARDIS. Diederik is the Co-Leader of the Social Media Subgroup.
Mariana is a rheumatology fellow at the Centro Hospitalar e Universitário de Coimbra, Coimbra, Portugal. Her main research interests
include epidemiology, systemic lupus erythematosus and overdiagnosis and overtreatment in rheumatology. She has been working on
glucocorticoids side effects and the (over)use of antinuclear antibodies to screen for connective tissue diseases. She is a member of the
Social Media Subgroup.

Ageing population and increased prevalence of cardiovascular diseases make statins one of the most used drugs
worldwide. More recently, statin use has been linked to an increased risk of osteoporosis, another common disease among
the aged population, through the inhibition of the synthesis of cholesterol and ensuing interference with sex-hormones
levels. Leutner et al. (pp 1706–1711) showed an association between statin use and osteoporosis (OR: 3.62, 95% CI 3.553.69, p<0.01) and that this association was dose-dependent. Non-adherence to methotrexate is common and can
complicate treatment for rheumatoid arthritis (RA). Bluett et al. (pp 1192–1197) proposed and validated a methotrexate
adherence test using high-performance liquid chromatography–selected reaction monitoring–mass spectrometry. The
technique is presented as a promising and feasible method for therapeutic drug monitoring in clinical practice, with a
sensitivity of 95% to detect adherence in a real-world cohort of 168 RA patients. Systemic sclerosis can be an
unpredictable disease, with some patients rapidly progressing to organ failure while others have mild disease. Predicting
disease progression and mortality will help select the right patients into clinical trials. Becker et al. (pp 1242–1248) analysed
data from the EUSTAR database (n=706). At 12 months from study entry, age, active digital ulcer(s), lung fibrosis, muscle
weakness and elevated C-reactive protein (out of 42 potential predictors) were associated with an increased risk of disease
progression. All these factors, with the exception of age, were also associated with shorter time to disease progression.
Despite the pharmacological progress in recent years, patients with inflammatory rheumatic diseases are still at higher risk
of joint surgery due to damage accrual over the years. In a nation-wide register-based study, Guldberg-Møller et al. (pp
1517-1523) compared time-trends and cumulative incidence of joint surgery between patients with psoriatic arthritis (PsA)
and the general population in Denmark over 15 years of follow-up. From 1996 to 2017, the incidence of joint surgery was
twice as high in PsA patients (age- and sex-adjusted IRR ranged 2.0-2.4 over time). Younger patients with PsA, i.e. 18-40
years old, still had a higher risk of surgery than general population subjects >60 years old (22.4% vs. 19.9%). Another
relevant problem among patients with inflammatory rheumatic diseases is work disability. A study conducted by Putrik et
al. (pp 1472-1479), which was based on cross-sectional surveys taken in 50 European countries, explored the differences in

formal regulations around sick leave and work disability and perceptions of rheumatologists and patients with RA pertaining
their local social security arrangements. A high level of heterogeneity was found between countries. Interestingly, these
differences could not be explained by existing welfare regimes, European Union membership or the country’s wealth.
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Volume 78 Issues 9 – 12
Diederik De Cock and Mariana Luis
Diederik is a FWO post-doctoral research fellow in the field of musculoskeletal epidemiology at the KU Leuven, Belgium. His main research
interests are unmet needs in early RA, safety of biologics in RA and the use of mHealth in musculoskeletal diseases. He is also leading the
Belgian Biologic register TARDIS. Diederik is the Co-Leader of the Social Media Subgroup.
Mariana is a rheumatology fellow at the Centro Hospitalar e Universitário de Coimbra, Coimbra, Portugal. Her main research interests
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Lliso-Ribera et al. (pp 1642-1652) proposed a new application of synovial biopsy by suggesting that the histopathological
pattern could help predict prognosis and treatment response in 200 patients with treatment-naïve early inflammatory
arthritis. Most patients fulfilled the ACR 1987 criteria for RA. The authors identified 3 distinct pathotypes: pauci-immune,
diffuse-myeloid or lympho-myeloid based on the presence of different synovial pathobiological markers. The presence of
different pathotypes explained in part the heterogeneity in outcomes of these patients. The lympho-myeloid pathotype was
associated with more aggressive disease (39% of lympho-myeloid classified cases had persistent disease at 12 months, vs.
32% or 13% for diffuse-myeloid or pauci-immune, respectively) and the need for biological therapy (57% of lympho-myeloid
classified cases were on biological treatment at 12 months, vs. 21% or 21% for diffuse-myeloid or pauci-immune,
respectively), regardless of disease duration. This study reinforces the need for early aggressive therapy in patients with
poorer prognostic factors. IL-17A is known to play an important role in spondyloarthritis (SpA), hence the recent interest of
IL-17A inhibitors in SpA. While the benefit of IL-17A blockade is proven in musculoskeletal and skin manifestations, this is
not the case for gut inflammation and uveitis. These and other controversies around the IL-17 axis in SpA were discussed in
a review article by McGonagle et al. (pp 1167–1178). EULAR has recently published its first recommendations on the
management of antiphospholipid syndrome (APS) in adults (pp 1296–1304). Patients can be stratified into either “lowrisk” or “high-risk” of thrombotic and obstetric events based on immunological profile. One of the main features is the
recommendation of low dose aspirin for all high-risk profile patients, including asymptomatic antiphospholipid antibody
carriers. Also, non-vitamin K antagonist oral anticoagulants such as rivaroxaban should not be used in APS patients with
triple aPL positivity. Lastly, a special highlight is given to the recently published 2019 EULAR/ACR classification criteria for

systemic lupus erythematosus (SLE) (pp 1151–1159). The main novelty is inclusion of a positive ANA test as obligatory
entry criterion and inclusion of fever in the clinical criteria. Criteria are grouped based on 7 clinical and 3 immunological
domains, each with a different weight, ranging between 2 - 10 points. Patients with at least 10 points are classified as SLE. A
renal biopsy class III or IV lupus nephritis is the only item capable of fulfilling the classification criteria on its own. In the
validation cohort of 696 SLE patients and 574 controls, the new criteria had a sensitivity (SE) of 96.1% and specificity (SP) of
93.4%, successfully maintaining the high specificity of the ACR 1997 criteria (SE 82.8%, SP 93.4% in this cohort) while
increasing the sensitivity to the level of the SLICC 2012 criteria (SE 96.7%, SP 83.7% in this cohort).
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Diederik De Cock and Mariana Luis
Diederik is a FWO post-doctoral research fellow in the field of musculoskeletal epidemiology at the KU Leuven, Belgium. His main research
interests are unmet needs in early RA, safety of biologics in RA and the use of mHealth in musculoskeletal diseases. He is also leading the
Belgian Biologic register TARDIS. Diederik is the Co-Leader of the Social Media Subgroup.
Mariana is a rheumatology fellow at the Centro Hospitalar e Universitário de Coimbra, Coimbra, Portugal. Her main research interests
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Social Media Subgroup.

Ellingwood et al. (e000931) reported that patients and physicians disagreed about onset of rheumatoid arthritis (RA)
symptoms (i.e. +/- 30 days) in 27% of the cases. Patients with discordant ‘physician versus patient’ symptom duration were
more often rheumatoid factor positive, had higher anti-cyclic citrullinated peptide antibody titers and less frequently achieved
SDAI remission at 12 months than those who reported similar symptom duration as their physicians. This study highlighted
the importance of adopting standardized definitions of onset of early RA, which could help identify the window of opportunity
for initiating RA treatment and the likelihood of achieving the treat-to-target outcomes. Non-psoriatic arthralgia is common in
individuals at risk of developing psoriatic arthritis (PsA), hence identifying risk factors for development of PsA is important.
Zabotti et al. (e001067) conducted a longitudinal study and found that ultrasonographic tenosynovitis was more prevalent in
psoriatic patients with arthralgia than psoriasis alone (29.5% vs 5.3%, p<0.001). Those who progressed to PsA more
frequently had ultrasound-proven enthesitis at baseline as well as a higher mean [SD] number of involved entheses,
compared to non-progressors (active enthesitis 66.7% vs 21.9%, p=0.03; mean entheseal number 0.67 [0.52] vs 0.27 [0.55],
p=0.03, respectively). Lopez-Medina et al. (e001108) undertook a systematic literature review and meta-analysis to
compare characteristics of patients with radiographic axial spondyloarthritis (r-axSpA) and non-radiographic axial
spondyloarthritis (nr-axSpA). Overall, these groups shared clinical characteristics, burden of disease and treatment

modalities. In r-axSpA, peripheral involvement was less frequent (arthritis: RR=0.87, 95% CI 0.81-0.93; dactylitis: RR=0.64,
95% CI 0.50-0.82; enthesitis: RR=0.84, 95% CI 0.74-0.96), CRP and ESR were higher and spinal mobility (BASMI) was
worse. Patient-reported outcomes were comparable between both groups. There has been much debate on the role of
microbiota in the pathogenesis of immune-mediated diseases. In a review article, Berthelot et al. (e001037) discussed that
DNA of gut microbiome can be found in synovium and cartilage in osteoarthritis compared to healthy controls. Moreover,
the subchondral microbiota may play a role in cartilage healing. Conversely, dysregulation of this microbiota can contribute
to development of osteoarthritis, which also explains its association with obesity. Lastly, EULAR published points to consider
for the development, evaluation and implementation of mobile health applications to aid self-management in people living

with rheumatic and musculoskeletal diseases (RMDs) (e001014). Some aspects covered are the need to clearly define
the target population and aim of the application as well as transparency around development and funding, while providing
both updated and accessible information to the user.
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Volume 71 Issues 9 – 12
James Bluett and Daniele Mauro
James is a senior clinical lecturer and honorary consultant in rheumatology at the University of Manchester, UK, with an interest in
strategies to improve treatment response in RA. In 2015 he completed his PhD investigating methotrexate adherence in RA and
methotrexate-pneumonitis. He is the co-deputy director of the MSc Clinical Rheumatology at the University of Manchester. James is a
member of the Newsletter Subgroup.
Daniele completed his PhD in Experimental Medicine and Rheumatology at the Queen Mary University of London (QMUL), UK. His study
focused on involvement of ubiquitination pathways on the immune system, and their impact on autoimmune rheumatic diseases, mainly
SLE, Sjögren’s syndrome and RA. Since 2018, he is a Rheumatology trainee in Italy where he is expanding his interests to the mucosal
immunology and Innate Lymphoid Cells in spondyloarthritis, working between the Universities of Palermo and Naples in Italy, and the
QMUL. Daniele is a member of the Newsletter and Visibility & Global Affairs Subgroups.

In terms of aetiology, Hedstrom et al. (pp 1505-1511) undertook a case-control study in Sweden, which comprised 3,645
cases of rheumatoid arthritis (RA) and 5,883 matched controls. The RA cohort was divided into 4 groups: RF+/anti-CCP2+,
RF-/anti-CCP2+, RF+/anti-CCP2- and RF-/anti-CCP2-. Both smoking and HLA-DRB1 shared epitope conferred independent

risks for developing RA and interacted strongly between each other in the RF+/anti-CCP2+ group (approx. 40% of the risk of
RA was attributable to the interaction). Conversely, limited association with smoking was evident in the RF-/anti-CCP2+ group
while the HLA-DRB1 role was marginal in the RF+/anti-CCP2- group. Neither smoking nor HLA-DRB1 was associated with
increased risk of RA in the RF-/anti-CCP2- group. To examine the effect of HLA alleles-associated with risk of ankylosing
spondylitis (AS) and RA on microbial composition, Asquith et al. (pp 1642-1650) analysed 568 stool and gut biopsy samples
from 107 healthy individuals. They reported that in the absence of rheumatic disease, the AS-associated HLA-B27 genotype
and HLA-DRB1 RA risk allele influenced the microbial composition. These associations were confirmed in the TwinsUK cohort
(n=1392). Bell et al. (pp 1512-1523) studied a transgenic mouse model of RA overexpressing TNF (Tg3647 st) and observed
a sexual dimorphism in musculoskeletal and cardiopulmonary manifestations. Female mice developed earlier onset of
arthritis, earlier onset of inflammatory interstitial lung disease, had a shorter lifespan and increased morbidity compared to
male mouse. RA increases the risk of cardiovascular events (CVE) and associated mortality. To assess whether statins can
reduce CVE risk in RA, Kitas et al. (pp 1437-1449) conducted a double-blind RCT of 3002 patients with RA who received
placebo or atorvastatin 40mg daily. Whilst atorvastatin use did not result in a statistically significant reduction in CVE, a trend
was noted (adjusted HR=0.60, 95% CI 0.32-1.15) and atorvastatin-treated patients had lower LDL cholesterol level than
placebo (mean difference [SE] -0.77 [0.04]; p<0.0001). Fleischmann et al. (pp 1788-1800) reported results of an RCT of
upadacitinib, a selective JAK1 inhibitor, versus placebo or adalimumab in RA patients who had inadequate response to MTX.
1209 patients were randomised (2:2:1) to upadacitinib, placebo or adalimumab respectively. At week 12, ACR50 response
rates were better in the upadacitinib compared to adalimumab groups (45% vs 29%, p≤0.001), which met the superiority
threshold. At week 26, this trend continued (54% vs 42%, p≤0.001). Drug cessation due to adverse events by week 26 was
higher in the adalimumab group; conversely, herpes zoster reactivation was higher in the upadacitinib group. Finally, a new
guideline on the treatment of AS and non-radiographic axial spondyloarthritis (pp 1599-1613) was published by the ACR.
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James Bluett and Daniele Mauro
James is a senior clinical lecturer and honorary consultant in rheumatology at the University of Manchester, UK, with an interest in
strategies to improve treatment response in RA. In 2015 he completed his PhD investigating methotrexate adherence in RA and
methotrexate-pneumonitis. He is the co-deputy director of the MSc Clinical Rheumatology at the University of Manchester. James is a
member of the Newsletter Subgroup.
Daniele completed his PhD in Experimental Medicine and Rheumatology at the Queen Mary University of London (QMUL), UK. His study
focused on involvement of ubiquitination pathways on the immune system, and their impact on autoimmune rheumatic diseases, mainly
SLE, Sjögren’s syndrome and RA. Since 2018, he is a Rheumatology trainee in Italy where he is expanding his interests to the mucosal
immunology and Innate Lymphoid Cells in spondyloarthritis, working between the Universities of Palermo and Naples in Italy, and the
QMUL. Daniele is a member of the Newsletter and Visibility & Global Affairs Subgroups.

Early treatment of inflammatory arthritis improves prognosis, but referral delays from primary care are common. As part of a
EULAR taskforce, a symptoms checklist has been developed to assess the presence of symptoms in patients at risk

of rheumatoid arthritis (RA) (Symptoms in Persons at Risk of Rheumatoid Arthritis; SPARRA). What proportion of patients
who have not recently consulted a clinician for musculoskeletal (MSK) symptoms experience these symptoms and are part
of the hidden iceberg? Hider et al. (pp 2009-2014) sent out the SPARRA questionnaire to 10,161 individuals, of who 5,050
had consulted their clinicians for MSK problems in the past month. They were age, gender and general practice-matched to
non-MSK consulters. In total, 4,549 responded to the questionnaire. Persistent inflammatory symptoms were common and
comparable in both non-MSK and MSK consulter groups (42% vs 62% for joint pain, 36% vs 50% for stiffness and 18% vs
24% for joint swelling, respectively), underlining the need for new approaches in non-specialist settings to ensure timely
diagnosis. Gout prevalence is increasing and is associated with cardiovascular events (CVE). Kang et al. (pp 2122-2129)

used Korean National Health Insurance data to compare CVE risk in gout patients initiating allopurinol or febuxostat. They
studied 39,640 allopurinol initiators propensity-matched to 9,910 febuxostat initiators. Patients with chronic kidney disease
were excluded since this was a confounding factor. Interestingly, no significant difference in any CVE between allopurinol
and febuxostat was found (CVE incidence 1.89/100 person years (PY) vs 1.84/100 PY). A new population of circulating
peripheral helper T cells (Tph), which features the lack of Bcl-6 and CXCR5 and a bright expression of PD-1
(CD4+CXCR5−PD-1hi T cells) has been described. Tph accumulates in inflamed tissue rather than lymphoid organs.
Fortea-Gordo et al. (pp 1662-1673) observed the expansion of Tph in seropositive early RA patients and the reduction in
their cell numbers after MTX treatment in the responder group. Ex-vivo Tph showed the capacity to induce memory B cells
maturation but not naïve B cells differentiation. Similarly in systemic lupus erythematosus (SLE), Lin et al. (pp 2188-2192)
observed expansion of Tph cells in samples from 68 SLE patients and 41 healthy controls (8.31% vs 2.86% respectively).
Within the SLE group, Tph number was higher in the active disease than in the remission groups (14.21% vs 5.49%,
respectively) and correlated with the SLEDAI score (r=0.802), serologic markers and circulating CD138+/CD19+ plasma
cells (r=0.518). These observations are in line with the results obtained by Makiyama et al. (pp 1861-1869), in another
cohort of SLE (n=65) suggesting the involvement of Tph in SLE pathogenesis and autoreactive B cell differentiation.
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Diederik De Cock and Mariana Luis
Diederik is a FWO post-doctoral research fellow in the field of musculoskeletal epidemiology at the KU Leuven, Belgium. His main research
interests are unmet needs in early RA, safety of biologics in RA and the use of mHealth in musculoskeletal diseases. He is also leading the
Belgian Biologic register TARDIS. Diederik is the Co-Leader of the Social Media Subgroup.
Mariana is a rheumatology fellow at the Centro Hospitalar e Universitário de Coimbra, Coimbra, Portugal. Her main research interests
include epidemiology, systemic lupus erythematosus and overdiagnosis and overtreatment in rheumatology. She has been working on
glucocorticoids side effects and the (over)use of antinuclear antibodies to screen for connective tissue diseases. She is a member of the
Social Media Subgroup.

As clinical outcomes have improved in rheumatoid arthritis (RA) with the licensing of various targeted synthetic
(tsDMARDs) and biologic DMARDs (bDMARDs), focus should also be directed towards improving the patient’s overall wellbeing. Strand et al. (272) reported the effect of upadacitinib, a selective JAK1 inhibitor, on patient-reported outcomes
(PROs) based on data from a phase 3 RCT of RA patients with inadequate response to conventional synthetic DMARD
therapy (the SELECT-NEXT trial). In this post-hoc analysis, after 12 weeks clinically meaningful improvements (defined as a
change greater than the minimally clinically important difference) were found in a variety of PROs including physical
function, fatigue, pain, stiffness and work instability for both doses of upadacitinib. For most PROs, the numbers needed to
treat (NNTs) for upadacitinib ranged from 4 to 8, which were generally considered favourable. Mental health did not differ

between groups, although it is possible the 12-week window was too small for such a change to occur. In a related study by
Strand et al. (263), this time using a RA population with inadequate response to bDMARDs (the SELECT-BEYOND trial),
similar improvements and NNTs (as per SELECT-NEXT) were observed. Andreasen et al. (221) looked into the influence of
sex and disease classification on PROs in a cross-sectional study of 100 axial spondyloarthritis (axSpA) patients.
Patients with radiographic axSpA (r-axSpA) were less affected on most health-related quality of life (HRQoL) PROs
compared to those with non-radiographic axSpA (nr-axSpA). Also, HRQoL was more negatively impacted in females,
especially in nr-axSpA. Tender point counts, associated with widespread pain, were higher in females (nr-axSpA median 5,
IQR 2-8) compared to males (nr-axSpA median 0, IQR 0-4), and were correlated with BASDAI in nr-axSpA but not r-axSpA.

Webers et al. (215) evaluated factors associated with depressive symptoms in radiographic axSpA using data from a
Dutch cross-sectional survey-based multicentre study. Of 245 patients studied, 44 (18%) were classified as possible
depression (i.e. Hospital Anxiety and Depression Subscale score ≥8). Contextual factors associated with depressive
symptoms were male gender, being employed, lower income, less perceived control over life and worse satisfaction with
social role participation, all of which explained 64% of the variance in the depression outcome. In a longitudinal cohort study,
Ten Klooster et al. (257) explored the relation between pain phenotypes and long-term disease activity outcomes. Using the
painDETECT-questionnaire, 188 patients with RA were classified as having either nociceptive (61%) or non-nociceptive
(39%) pain phenotype. Patients with non-nociceptive pain had higher DAS28 scores (2.57 vs 2.11), driven by tender joint
count and patient global health, and a two-fold lower chance of sustaining DAS28 remission (OR 0.49, 95% CI 0.26-0.92).
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James Bluett and Daniele Mauro
James is a senior clinical lecturer and honorary consultant in rheumatology at the University of Manchester, UK, with an interest in
strategies to improve treatment response in RA. In 2015 he completed his PhD investigating methotrexate adherence in RA and
methotrexate-pneumonitis. He is the co-deputy director of the MSc Clinical Rheumatology at the University of Manchester. James is a
member of the Newsletter Subgroup.
Daniele completed his PhD in Experimental Medicine and Rheumatology at the Queen Mary University of London (QMUL), UK. His study
focused on involvement of ubiquitination pathways on the immune system, and their impact on autoimmune rheumatic diseases, mainly
SLE, Sjögren’s syndrome and RA. Since 2018, he is a Rheumatology trainee in Italy where he is expanding his interests to the mucosal
immunology and Innate Lymphoid Cells in spondyloarthritis, working between the Universities of Palermo and Naples in Italy, and the
QMUL. Daniele is a member of the Newsletter and Visibility & Global Affairs Subgroups.

In Arthritis Care and Research, there were two published recommendation updates by the ACR on disease activity
measures in rheumatoid arthritis (RA) (pp 1540-1555) and patient-reported functional status assessment measures in RA

(pp 1531-1539). MTX adherence is suboptimal and up to 40% of patients with RA do not take MTX as prescribed by their
clinicians. However, interventions to improve adherence have had mixed results so far. Mary et al. (pp 1344-1352)
conducted a randomised single-site pilot study of a standard consultation (controls), a 15-minute pharmacist-led
consultation or text message reminders in 96 RA patients prescribed MTX. Change in adherence was measured using the
validated self-reported Compliance Questionnaire Rheumatology (CQR) score over 6 months. There was a significant
intergroup difference in change over time in CQR (p=0.0048), and the mean change in CQR was higher in the text message
than the control groups (mean [SD] change in text message group 3.32 [5.66], control group 0.22 [6.56], pharmacist-led
consultation group -0.14 [7.56], p=0.02). No difference in change in CQR between the control and the pharmacist-led
consultation groups was reported. It is unclear however whether the self-reported change in adherence resulted in a change
in disease activity and the economic benefit of such an intervention. Fibromyalgia (FM) is associated with a 10-time
increased risk of death by suicide. Predictive models of suicide attempt have been developed which can be used to identify
risk/protective factors in patients with FM. McKernan (pp 1255-1263) aimed to validate the published models predicting
suicide ideation/attempts in FM and identify risk/protective factors unique to FM. The authors conducted a case-control
study of electronic health record data over 19 years. Thirty-four suicide attempts and 96 suicidal ideation cases out of 8879
FM patients were identified. The predictive model performed well (ideation AUC 0.80; attempts 0.82). Risk factors specific to
ideation were fatigue (OR 1.29, 95% CI 1.25-1.32), dizziness (OR 1.25, 95% CI 1.22-1.28) and weakness (OR 1.17, 95% CI
1.15-1.19). Risk factors specific to suicide attempt were obesity (OR 1.18, 95% CI 1.10-1.27) and drug dependence (OR

1.15, 95% CI 1.12-1.18). The clinical relevance of these factors is uncertain due to small ORs. Interestingly, those patients
who visited their clinician more times had a lower risk of suicidal ideation or attempts. Curtis et al. (pp 1249-1254) evaluated
whether concomitant MTX and/or glucocorticoids would increase risk of herpes zoster in RA patients-treated with tofacitinib.
They studied 8,030 RA patients who were starting tofacitinib, using data from US health plans (2011-2016). The incidence
of herpes zoster was approximately 4% per year and the risk was nearly doubled in those with concomitant glucocorticoids
(HR 1.96, 95% CI 1.33–2.88) while concomitant MTX did not confer added risk (HR 0.99, 95% CI 0.64–1.54).
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THE JOURNAL OF RHEUMATOLOGY
Volume 46 Issues 9 – 12
James Bluett and Daniele Mauro
James is a senior clinical lecturer and honorary consultant in rheumatology at the University of Manchester, UK, with an interest in
strategies to improve treatment response in RA. In 2015 he completed his PhD investigating methotrexate adherence in RA and
methotrexate-pneumonitis. He is the co-deputy director of the MSc Clinical Rheumatology at the University of Manchester. James is a
member of the Newsletter Subgroup.
Daniele completed his PhD in Experimental Medicine and Rheumatology at the Queen Mary University of London (QMUL), UK. His study
focused on involvement of ubiquitination pathways on the immune system, and their impact on autoimmune rheumatic diseases, mainly
SLE, Sjögren’s syndrome and RA. Since 2018, he is a Rheumatology trainee in Italy where he is expanding his interests to the mucosal
immunology and Innate Lymphoid Cells in spondyloarthritis, working between the Universities of Palermo and Naples in Italy, and the
QMUL. Daniele is a member of the Newsletter and Visibility & Global Affairs Subgroups.

Liu et al. (pp 1309-1315) investigated adherence to hydroxychloroquine (HCQ) in systemic lupus erythematosus (SLE).
They conducted a retrospective cohort study of 1956 adult patients with SLE and ≥2 HCQ prescriptions using a prescription
claims database during 2006-2014. Adherence was defined by medication possession ratio, dichotomized as <80% (nonadherent) versus ≥80% (adherent). In this study, only 58% of patients were adherent. Predictors of adherence were higher
age (65-89 vs ≤39 yrs: OR 1.44, 95%CI 1.07-1.93), white race (non-white vs white: OR ranged 0.44-0.59) and the number of
rheumatology visits in the year before baseline (≥3 vs 0/1: OR 1.47, 95%CI 1.18-1.83). Tocilizumab (TCZ) can be prescribed
either intravenously (weight-adjusted dose) or subcutaneously (SC; fixed dose) for the treatment of rheumatoid arthritis
(RA). Arad et al. (pp 1517-1581) investigated whether serum trough SC TCZ levels in RA were associated with disease
activity responses. They analysed data from TOZURA, a phase 4, single-arm open-label study of patients with RA
commencing TCZ. Generalized estimating equation (GEE) method was used to evaluate the associations between TCZ
levels and Clinical Disease Activity Index (CDAI), and between patient characteristics and TCZ levels. An increment of
10µg/ml trough TCZ level was associated with CDAI remission or low disease activity vs moderate/high disease state (OR
1.41, p=0.001). Higher BMI resulted in lower trough TCZ levels (-1.5µg/ml per 1 unit increase in BMI, p<0.001) and
worsening CDAI (-0.53 per 1 unit decrease in BMI, p=0.043 [univariable]). Patients with primary Sjogren's Syndrome

(pSS) have been reported to have a degree of variability in their salivary function. Gallo et al. (pp 1485-1494) investigated
the microRNAs of minor salivary gland obtained from 10 pSS patients stratified for high and low salivary flow and matched
controls. In total, 126 miRNA were differently expressed in pSS compared to controls and pathway analysis highlighted the
regulation of genes in the mucin O-glycosylation, suggesting a role of miRNA in influencing salivary rheology. Shimojima et
al. (pp 1268-1276) focused on the role of natural killer (NK) cells in Adult-Onset Still’s Disease (AOSD). Using flow
cytometry, they demonstrated that IFN-γ expressing NK cells were higher in active AOSD compared to healthy controls
(mean 19.2% vs 8.2%, respectively), and the most abundant expression was in the NK CD56dim population. Expressions of
IL-12 and IL-15 (but not IL-18) receptors on NK cells were increased in active AOSD. IFN-γ expression was reduced during

remission. Interestingly, an inverse correlation between IFN-γ–expressing NK and ferritin level in AOSD was observed.
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Diederik De Cock and Mariana Luis
Diederik is a FWO post-doctoral research fellow in the field of musculoskeletal epidemiology at the KU Leuven, Belgium. His main research
interests are unmet needs in early RA, safety of biologics in RA and the use of mHealth in musculoskeletal diseases. He is also leading the
Belgian Biologic register TARDIS. Diederik is the Co-Leader of the Social Media Subgroup.
Mariana is a rheumatology fellow at the Centro Hospitalar e Universitário de Coimbra, Coimbra, Portugal. Her main research interests
include epidemiology, systemic lupus erythematosus and overdiagnosis and overtreatment in rheumatology. She has been working on
glucocorticoids side effects and the (over)use of antinuclear antibodies to screen for connective tissue diseases. She is a member of the
Social Media Subgroup.

Wang et al. (Sci Rep. 2019 Dec 27;9(1):19995) used exploratory mass spectrometry (n=23) and next generation
sequencing (n=19) to evaluate B cell repertoire in rheumatoid arthritis (RA) and compared these to healthy controls (HCs).
They found that ACPA+ RA patients had distortions in naïve B cells as well as lower IgA+ B cells, increased double negative
class-switched memory B cells, increased class-switched B cells with low somatic hypermutation (SHM), and elevated IgM
and IgA serum levels compared to HCs, suggesting defects in B cell tolerance in RA. Suh et al. (Clin Rheumatol. 2019

Sep;38(9):2483-2491) undertook a cross-sectional study to identify factors associated with a self-reported physically active
lifestyle in patients with RA from a rheumatology outpatient clinic in South Korea. Of 345 patients with RA, 22% could be
classified as physically active. Factors associated with a physically active lifestyle were good physical function (OR 0.56;
95% CI 0.36–0.87) and high levels of exercise self-efficacy (OR 1.36; 95% CI 1.20–1.54). Myasoedova et al. (Clin
Rheumatol. 2019 Nov;38(11):3025-3032) evaluated the effect of RA flare management intervention on flare occurrence and
RA disease activity in an RCT, either to be guided by non-physician providers (telephone nurse-led counselling and option
of appointment within 7 days) or usual care. No difference in either disease flares or RA disease activity was observed
between groups over the 24-month follow-up (see page 3 for more information on this study). Hatemi et al. (N Engl J Med.
2019 Nov 14;381(20):1918-1928) reported efficacy and safety data of apremilast for oral ulcers in Behcet’s syndrome. In
this phase 3 RCT, 207 patients with active oral ulcers (but no major organ involvement) were randomised 1:1 to receive
either apremilast or placebo for 12 weeks, followed by a 52-week extension phase. The primary endpoint at 12 weeks, area
under the curve (AUC) for the number of oral ulcers, was met (AUC 129.5 and 222.1 for apremilast and placebo groups,
respectively; least-squares mean difference −92.6; 95% CI −130.6 to −54.6). Apremilast use was associated with diarrhea,
nausea and headache, but there were no major safety signals. Trials using an active comparator and longer follow-up are
required in order to further determine efficacy and safety of apremilast in Behcet’s. Kroon et al (Lancet. 2019 Nov
30;394(10213):1993-2001) undertook a double-blind placebo-controlled trial of a 6-week treatment with 10 mg prednisolone
followed by a two-week tapering regimen in 92 patients with hand osteoarthritis (OA). Inclusion criteria were ≥4 DIP/IP
joints with nodal OA, ≥1 DIP/PIP joint with soft swelling or erythema, power Doppler signal or synovial thickening on
ultrasound, and finger pain (VAS ≥30/100) with a flare-up after 48-hour NSAID washout. Patients on prednisolone had a
greater reduction in finger pain (VAS), as the mean change from baseline to week 6 was −21.5 (SD 21.7) and −5.2 (24.3) in
the prednisolone and the placebo groups, respectively (mean difference −16.5, 95% CI −26.1 to −6.9). The number of nonserious adverse events was similar in both groups, while more serious adverse events occurred in the placebo group.
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UPCOMING EDUCATIONAL EVENTS

EDUCATIONAL EVENTS
FEBRUARY - MARCH 2020
FEBRUARY 2020

40th European Workshop for Rheumatology Research (EWRR)
o When and Where: 13 – 16 Feb 2020, Leuven, Belgium
o Website: https://kuleuvencongres.be/ewrr2020/
15th Annual Biomarkers Congress
o When and Where: 18 – 20 Feb 2020, Manchester, United Kingdom
o Website: https://www.oxfordglobal.co.uk/biomarkers-series-uk/biomarkers/

MARCH 2020

1st EULAR Postgraduate Course Health Professionals in Rheumatology
o When and Where: 19 – 20 Mar 2020, Madrid, Spain
o Website: https://emeunet.eular.org/postgraduatehrp.cfm
3rd EULAR Course on Health Economics in Rheumatology
o When and Where: 26 – 27 Mar 2020, Berlin, Germany
o Website: https://emeunet.eular.org/health_economics_course.cfm
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MORE ON EDUCATION

EULAR LIVE COURSES
The EULAR Live courses are organized by EULAR to contribute to the training and education of
young rheumatologists and health professionals in the field. They provide a great opportunity to
increase your knowledge and skills on a variety of topics. These courses are developed and
organized by a scientific course committee to ensure they meet the standards of EULAR, and take
place in different locations in Europe.

An overview of the upcoming live courses:
Course

Date

Location

Application
deadline

1st EULAR Postgraduate Course Health
Professionals in Rheumatology

March 19 – 20

Madrid, Spain

March 5

3rd EULAR Course on Immunology

April 24 – 25

Berlin, Germany

TBD

EULAR 27th Sonography Course |
MSUS - Basic

May 31 – June 3

Bad Nauheim,
Germany

April 30

EULAR 27th Sonography Course |
MSUS - Intermediate

May 31 – June 3

Bad Nauheim,
Germany

March 31

EULAR 27th Sonography Course |
MSUS - Advanced

May 31 – June 3

Bad Nauheim,
Germany

March 31

EULAR 27th Sonography Course |
MSUS – Teach the Teachers

May 30 – 31

Bad Nauheim,
Germany

March 31

EULAR-PReS 3rd Paediatric
Musculoskeletal Ultrasound Course

June 1 – 3

Bad Nauheim,
Germany

April 30

EULAR Advanced Hands-On Imaging
Workshop

June 2 – 3

Bad Nauheim,
Germany

April 30

7th EULAR Course on Epidemiology

June 26 – 27

Berlin, Germany

TBD

September 3 – 5

Amsterdam, the
Netherlands

TBD

EULAR Course on Capillaroscopy and
Rheumatic Diseases

Visit the EULAR School of Rheumatology for more
information and application
JANUARY 2020
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MORE ON EDUCATION

EULAR GRANTS AND EXCHANGE OPPORTUNITIES
As the EULAR aims to contribute to the personal and professional development of
rheumatologists, health professionals as well as patients, they award a range of educational
grants and exchange opportunities.

An overview of upcoming grant opportunities:
Grant

Application deadline

Educational visits for health professionals in rheumatology

March 31 (Call 1) / September 30 (Call 2)

EULAR scientific training grant | Short-term (1 - 3 weeks)

April 30 (Call 1) / October 31 (Call 2)

EULAR scientific training grant | Long-term (1 - 6 months)

March 31 (Call 1) / September 30 (Call 2)

An overview of upcoming exchange opportunities:
Exchange Programme

Date

Location

Application
deadline

EULAR/APLAR Exchange Programme

August 31 – Sept 3

Kyoto, Japan

February 16

November 6 - 11

Washington DC,
USA

February 16

EULAR/ACR Exchange Programme

Visit the EULAR School of Rheumatology for more
information and application
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EULAR EPIDEMIOLOGY COURSE

7TH EULAR COURSE ON EPIDEMIOLOGY
We are pleased to inform you that the 7th EULAR Course on Epidemiology is open for
registration! This two-day course is aimed at young European rheumatologists/HPR/researchers
with some experience in epidemiology/outcomes research.
The main goal of the course is to increase the interest, knowledge and skills of young researchers
in epidemiology and outcome measures, and stimulate critical thinking in the design and reading
of research studies. Furthermore, the course will also allow young researchers to get together,
which will facilitate future collaborations; as well as interact with the prestigious speakers. The
course will further focus on interactive learning and practical training, as reflected in the time
dedicated for discussion and workshops.

This course takes place in Berlin on June 26 – 27, 2020. The costs for the course are 500 EUR,
which includes full access to the course, 2-night accommodation, coffee breaks and meals.
Applicants may be able to get financial support by applying for one of the ten EULAR bursaries.
The deadline for application is March 30, 2020. Early registration is advisable, as the number of
participants is limited and admission is competitive. For further questions, please do not hesitate
to contact education@eular.org. Sign up now!

Visit the EULAR Epidemiology Course description for
more information and application
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EULAR IMMUNOLOGY COURSE

3RD EDITION OF THE EULAR IMMUNOLOGY COURSE
We are very happy to inform you of the new edition of the EULAR Immunology course! The aim of
this course is to close a gap in scientific and medical training by focusing on your educational
needs in basic and translational immunology.
This one and a half day course takes place in Berlin on April 24 – 25, 2020, and is aimed at
young rheumatologists and researchers working in the field of immunology. You will have access
to high quality, innovative instruction and coaching from an illustrious faculty from all over Europe:
René Toes (the Netherlands), Vivianne Malmström (Sweden), Mariola Kurowska-Stolarska
(United Kingdom), Antigoni Triantafyllopoulou (Germany) and Xavier Mariette (France).
The main goal of the course is to increase skills of applicants in immunology and stimulate critical
thinking in the design of their research. This course is designed as the perfect complement to the
EULAR online course on rheumatic diseases and the EULAR postgraduate course, by
consolidating knowledge in immunology in a more interactive way. The course will also allow
young researchers to get together, which will facilitate future collaborations, as well as interaction
with the prestigious speakers.

The costs for the course are 500 EUR, which includes full access to the course, 1-night
accommodation, coffee breaks and meals. Applicants may be able to get financial support by
applying for one of the ten EULAR bursaries.
The application deadline is February 29, 2020. The number of participants is limited to 40
participants in a competitive application process. Applicants will be selected based on their
application form, which includes a CV, and a personal statement. Sign up now!

Visit the EULAR Immunology Course description for
more information and application
JANUARY 2020
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JOIN EULAR TASK FORCES AND COMMITTEES
Young investigators of EMEUNET are an integral part of all task forces and committees working
on new EULAR recommendations. This is a wonderful chance for EMEUNET to increase its
visibility and for you to accelerate your academic career.
EMEUNET members with interest in methodology and previous experience in EULAR Task
Forces can also have the opportunity to become junior methodologists. For further
information, please contact emeunet.education@gmail.com
Take a look at emails from EMEUNET and find the opportunity most suitable for you!

SHARE YOUR IDEAS!
Over the years EMEUNET has developed several projects covering different topics and areas of
interest. However, we always appreciate any suggestions and welcome new ideas to expand on
what we currently offer to EMEUNET members. Make your voice heard and share your ideas
with us!
For suggestions and ideas, just write down some lines to summarize your proposal and send it
either via email at emeunet@eular.ch or contact us through our website
(http://emeunet.eular.org/contact_us.cfm). Don’t forget to provide your contacts so we can come
back to you for additional details!
More information about EMEUNET can be found at http://emeunet.eular.org

www.facebook.com/EMEUNET
www.twitter.com/EMEUNET
https://www.linkedin.com

EMEUNET Tube
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