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CLINICAL ASPECTS
EARLY RA INTERVENTION
DIFFICULT TO TREAT DISEASE

Disease processes begin
long before clinical RA
onset but only become
clinically recognizable
when patients develop
symptoms.

WHAT IS KNOWN & QUESTIONS?

Can we stop disease from
manifesting?

Is there a window of
opportunity to
permanently modify
disease course?

THE WINDOW OF OPPORTUNITY IN RA

Burgers et al., RMD Open 2019

OP0070 (2022)

❖ Study Hypothesis
▪ The ‘at risk phase’ of symptoms and subclinical joint-inflammation is a therapeutic window to
permanently modify the disease course.
❖ Methods
▪

▪

Randomised, double-blind, 2-year proof-of-concept trial, adults with arthralgia clinically suspected of progressing to RA and MRIdetected subclinical joint-inflammation, recruited from all rheumatology outpatient-clinics in the southwest-Netherlands, randomly
assigned (1:1) to a single intramuscular glucocorticoid injection (120 mg) and a one-year course of oral methotrexate (up to 25 mg/week),
or placebo injection and placebo tablets. Participants were followed for another year without study medication.
Primary endpoint was the development of clinically detectable arthritis (fulfilling the 2010 RA-criteria or involving ≥2 joints) that
persisted for at least 2 weeks. Analyses stratified by ACPA-status.

OP0070 (2022)

❖ Main findings
▪ 236 participants with arthralgia treated with MTX
(n=119) vs placebo (n=117).
▪ Methotrexate, initiated at the pre-arthritis stage of joint
symptoms and subclinical inflammation, did not
prevent the development of clinical arthritis, but
modified the disease course as measured by sustained
improvement in MRI-detected inflammation, related
symptoms and impairments.
▪ Similar delaying effects observed in ACPA-positive
participants.
❖ Clinical relevance?
▪ The findings of sustained disease modification inform a
new treatment landscape in a pre-arthritis phase of RA,
where limitations can be just as severe as at the onset of
clinical arthritis.

‘HOT’ EULAR SESSION: DIFFICULT TO TREAT RA
Professor Jacob van Laar

‘Failure’ of ≥2 b/tsDMARDs after failing
csDMARD therapy (unless
contraindicated)

Presence of at least moderate disease
activity; signs and/or symptoms
suggestive of active disease; inability to
taper glucocorticoid treatment; rapid
radiographic progression; RA symptoms
that are causing a reduction in quality
of life

Nagy et al., Ann Rheum Dis 2021

Persisting signs and/or symptoms of
active disease, ‘case’ becoming
problematic

‘HOT’ EULAR SESSION: DIFFICULT TO TREAT RA
Professor Jacob van Laar

Nagy G, et al. Ann Rheum Dis 2022;81:20–33.

‘HOT’ EULAR SESSION: DIFFICULT TO TREAT RA
Professor Jacob van Laar
Estimations of mean annual costs

Roodenrijs NMT, et al. Rheumatology (Oxford) 2021;60:4681-4690.

Increasing
understanding on risk
factors & phenotypes
for D2TRA

WHAT IS KNOWN & QUESTIONS?

Who are the D2TRA
patients encountered
in routine practice?

How do D2TRA
patients respond to
treatment?

OP0273 (2022)

❖ Study Objective
▪ To describe D2TRA patients encountered in France according to two definitions and evaluate their
therapeutic responses to different targeted therapies.

❖ Methods
▪ Patients with RA treated at Cochin University Hospital, France, between 2020 and 2021.
▪ Two groups of patients: a D2TRA group and a non-D2TRA group.
▪ Division made on the same population according to two different definitions of D2TRA, resulting in
four patient groups.

OP0273 (2022)

❖ Main findings
▪ 320 patients included, 76 EULAR D2TRA patients (mean age 59 years, 87% female).
▪ Significantly more D2TRA patients with low SE backgrounds; more with diabetes; more RF, ILD
and higher DAS28.
▪ D2TRA patients had less MTX and better response to RTX.

❖ Clinical relevance?
▪

SE factors and the presence of comorbidities such as diabetes and ILD add to the complexity of managing RA
patients & need to be considered as part of a more comprehensive patient management.

COMORBIDITIES CONTRIBUTE TO D2T RA

 Can reduce effectiveness of medication & increase adverse drug reactions
 Can hamper proper grading of RA disease activity

Inappropriate treatment decisions
16

Hair et al. Rheumatol (Oxford) 2018

COMORBIDITIES
IMPACT ON DISEASE OUTCOMES
MENTAL HEALTH DISEASE
FOCUS ON NEW INSIGHTS

COMORBIDITY BURDEN IN RA
Comorbidities at disease
COMORBIDITIES
AREonset
COMMON AT DISEASE PRESENTATION

▪ Comorbidities are prevalent in RA, particularly
those associated with mental health and
circulatory conditions.

▪ Most common comorbidities in RA (systematic
review & meta-analysis, 2022):
▪ Anxiety disorders (62.1%, 95% Cl: 43.6%;
80.6%)
▪ Hypertension (37.7%, 95% Cl: 29.2%; 46.2%)
▪ Depression (32.1%, 95% Cl: 21.6%; 42.7%)

Nikiphorou et al. Arthritis Care Res 2017

Hill et al., Br J Community Nurs 2022

Mental health comorbidities
are common in RA, but
poorly addressed in routine
practice. Conflicting
observations on association
between RA & dementia

WHAT IS KNOWN & QUESTIONS?

What is the impact of
mental health comorbidities
e.g. depression, on
prognosis?

Association between RA &
dementia?

OP0067 (2022)

❖ Study Objective
▪ To describe the mortality risk associated with depression in patients with incident RA.

❖ Methods
▪ Patients diagnosed with incident RA from DANBIO register (2008-2018).
▪ All cause mortality estimated
▪

Hazard rate ratios (HRR) by modelling filling of antidepressants as time-varying exposure for total follow-up and adjusted for
potential confounders defined a priori : age, sex, comorbidity, cohabitation, employment status, highest attained education,
and income. Cumulative mortality described by Kaplan-Meier curves.

OP0067 (2022)

❖ Main findings
▪ Among 11,071 RA patients
followed for 56,993 personyears, 1,095 (10%) filled
prescriptions for antidepressants.
▪ Depression, defined as first filling
of antidepressants, was
associated with more than sixfold increased mortality risk in
patients with incident RA.

❖ Clinical relevance?
▪

Depression is associated with higher mortality in RA and should be routinely screened for and managed as part
of routine care.

OP0271 (2022)

❖ Study objective
▪ To investigate the association between RA and dementia in a large nationwide population-based
cohort.
❖ Methods
▪ Large nationwide population-based cohort.
▪ Among patients diagnosed with RA (2010-2017), RA patients (n=138,592).
▪ Age- and sex-matched non-RA controls (n=692, 960).
▪ Primary outcome: incident dementia (ICD-10 code & use of dementia medications).
▪ Kaplan-Meier curves & Cox proportional hazards regression analyses.

OP0271 (2022)

❖ Main findings
▪ RA was associated with an increased risk of incident dementia.
▪ RA patients had a 1.2 times higher risk of dementia than controls (adjusted hazard ratio [aHR]
1.19, 95% CI 1.16–1.23).
▪ In patients with RA, the aHR for Alzheimer’s disease (AD) was 1.21 (95% CI 1.67-1.25) and the
aHR for vascular dementia (VD) was 1.10 (95% CI 0.99-1.21).
▪ The association between RA and dementia was consistently found in stratified analysis according
to age, gender, lifestyle factors and comorbidities.

❖ Clinical relevance?
▪

Appropriate evaluation of dementia is required when cognitive impairment occurs in RA patients.

‘WIN’ EULAR SESSION: INFLAMMATION AND THE BRAIN
Professor Neil Basu
‘Understanding the Brain is Pivotal to Understanding Pain’

‘Increased Connectivity is Associated With Symptoms of RA’

OP0134 (2022)

❖ Study Objective
▪ To identify risk factors for incident dementia in a large inception cohort of patients with RA.
❖ Methods
▪ Retrospective population-based cohort study, residents of Olmsted County, MN, ≥50 years
meeting 1987 ACR criteria for incident RA in 1980-2014.
▪ All individuals followed until death/migration or 12/31/2019.
▪ Patients with dementia before RA incidence were excluded (n=12).
▪ Incident dementia was defined as two relevant ICD-9/10 codes at least 30 days apart.
▪ Cox proportional hazard models.

OP0134 (2022)

❖ Main findings
▪ Of 886 RA patients in the study (mean age 65, 65% females), 103 patients developed dementia.
▪ Mean age at diagnosis of dementia was 82 years.
▪ Cumulative incidence of dementia increased by 2-3% every 5 years after the diagnosis of RA.
▪ Older age at RA incidence was consistently associated with risk of dementia.
▪ Presence of rheumatoid nodules, large joint swelling, hypertension, heart failure and
depression at baseline or during the first year after RA incidence were significantly associated
with risk of dementia. Large joint swelling, any CVD (incl. stroke), anxiety and depression at any
time during the disease increased the risk of dementia.

❖ Clinical relevance?
▪
▪

Some of these factors are universally recognized risk factors for dementia and should be assessed for.
Active RA is associated with increased risk of dementia in RA therefore optimal disease control in this
context too, is relevant.

Inflammation (CRP, IL6,
TNF1) associated with
insulin resistance, hazard
of DM development. GCs
play an important role in
controlling inflammation.

WHAT IS KNOWN & QUESTIONS?

Role of GC use and
hyperglycaemia/DM in RA,
especially in the longterm?

How do GCs impact on
the immune
system/circadian rhythm?

OP0272 (2022)

❖ Study objective
▪ The use of prednisone is associated with the development of hyperglycemia and diabetes in RA.
❖ Methods
▪ Data from the BeSt study (multicenter, assessor-blinded randomized controlled 10-years follow-up
trial), 508 non-diabetic early RA patients.
▪ Patients randomised to 4 dynamic DMARD treatment strategy groups:
1. sequential monotherapy
2. step-up combination therapy
3. initial combination therapy including prednisone (60 mg/day, tapered to 7.5 mg/day in 7
weeks) and
4. initial combination therapy with infliximab.
[In groups 1, 2 and 4, prednisone had a maximum dose of 7.5 mg/day by protocol]
▪ GEE and Cox regression analyses

OP0272 (2022)

❖ Main findings
▪

▪
▪

33/508 patients (6.5%) developed diabetes during the trial; 12 of these (36%) had received prior treatment
with prednisone (any dose).
Cumulative dose or any previous prednisone use not associated with the risk of hyperglycemia or diabetes.
Only increased risk of recurrence of hyperglycemia with use of prednisone.
A higher DAS was significantly associated with increased risk of developing diabetes.

❖ Clinical relevance?
▪

Potential risks of prednisone may have been mitigated by suppression of DAS.

Crosstalk between circadian clock circuitry & immune system

Cermakian et al., Chronobiol Int 2013

OP0078 (2022)

❖ Study Objective
▪ To study the effect of treatment with GCs on circadian immune rhythms in patients with RA.

❖ Methods
▪ Patients with active RA (DAS28≥4.0) who either were (n=8) or, for comparison, were not (n=5)
under current treatment with GCs.
▪ Their biological clock was synchronized for a week before the study day by a scheduled sleep and
mealtime regimen.
▪ On the study day, participants were provided with regular meals, allowed to eat snacks ad libitum
and carry passive activities.
▪ Blood samples collected every two hours over a period of 24 hours. The absolute number of
circulating immune cells, clock gene expression, and serum cytokine levels were measured.

OP0078 (2022)

❖ Main findings
▪ Certain loss of circadian rhythms & establishment of “inflammatory” rhythms.
▪ IL-4, IL-5 and MIP3a showed circadian rhythms in non-RA controls, but not in RA.
▪ GC treatment in patients with RA resulted in three different types of effects on circadian rhythms
at immune cell level: restoration, amplification, and attenuation.
▪ GCs partially normalized circadian rhythms.

❖ Clinical relevance?
▪
▪

Consider the circadian timing when isolating cells & performing analysis.
New insights into the pathophysiology of circadian rhythms in RA could be used to optimize diagnosis and
treatment.

EULAR 2022 Highlights
Clinical aspects & comorbidities in RA
Early treatment intervention with methotrexate in the pre-arthritis stage of joint symptoms can lead to sustained disease
modification with improved MRI-detected inflammation and related symptoms.
Comorbidities are implicated in D2T RA and should be addressed through a comprehensive approach to management, that
also considers non-biological, social factors.
Depression is an important comorbidity to screen for and manage in RA.
Dementia risk is increased in patients with RA, with active RA associating with higher risk; appropriate evaluation of this is
necessary when cognitive impairment occurs.

Inflammation is associated with increased risk of developing diabetes; suppression of disease activity in RA through steroid
use, may mitigate risks for hyperglycaemia/diabetes.
New insights into the pathophysiology of circadian rhythms in RA that could be used to optimize diagnosis and treatment.
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