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INTRODUCTION

The CARE™ Rheumatology Perspectives report provides Canadian perspectives on relevant clinical trials and news in inflammatory
arthritis.
Content Focus:
•

Psoriatic Arthritis

•

Rheumatoid Arthritis

•

Axial Spondyloarthritis & Ankylosing Spondylitis

•

Summary and Parting Comments

We are pleased to have members of the CARE™ faculty review and provide Canadian perspectives on oral presentations and posters of
interest from the EULAR 2022 Annual Congress.

Faculty involved in the CARE™ PsA and PsO Spring initiatives:
Dr. Philip Baer

Louis Bessette

MDCM, FRCPC, FACR

MD, MSc, FRCPC

CARE™ Rheumatology Steering Faculty Lead

Professeur agrégé, Université Laval

Ontario Rheumatology Association

Centre de l’ostéoporose et de rhumatologie de Québec (CORQ)
Groupe de recherche en rhumatologie et maladies osseuses (GRMO)
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KEY NEWS- SUMMER 2022

What follows is a review of select clinical research from the EULAR 2022 Congress. Abstract content is drawn from The EULAR Journal,
Annals of the Rheumatic Diseases (June 2022, Volume 81 Supplement 1)

Psoriatic Arthritis (PsA)
LB0001. BIMEKIZUMAB (BKZ) IN BDMARD-NAIVE PATIENTS WITH PSORIATIC ARTHRITIS: 24-WEEK EFFICACY & SAFETY FROM BE OPTIMAL, A
PHASE 3, MULTICENTRE, RANDOMISED, PLACEBO-CONTROLLED, ACTIVE REFERENCE STUDY.
I. Mcinnes et al.

Conclusions
Dual inhibition of IL-17A and IL-17F with BKZ in bDMARD-naïve patients with active PsA resulted in rapid, clinically relevant improvements in
musculoskeletal and skin outcomes vs placebo (PBO) (Figure). No new safety signals were observed
Figure. ACR50 and PASI90 response at Wks 16 and 24

Primary Endpoint: ACR50 at week 16.
OP0255. BIMEKIZUMAB (BKZ) IN PATIENTS WITH ACTIVE PSORIATIC ARTHRITIS AND AN INADEQUATE RESPONSE TO TUMOUR NECROSIS FACTOR
INHIBITORS: 16-WEEK EFFICACY & SAFETY FROM BE COMPLETE, A PHASE 3, MULTICENTRE, RANDOMISED PLACEBO-CONTROLLED STUDY.
J. F. Merola et al.

Conclusions
Dual inhibition of IL-17A and IL-17F with BKZ in patients with active PsA and prior inadequate response to TNFi resulted in rapid, clinically
relevant, and statistically significant improvements in efficacy outcomes vs PBO. Of 400 randomised pts (BKZ: 267; PBO: 133), 388 (97.0%)
completed Wk 16 (BKZ: 263 [98.5%]; PBO: 125 [94.0%]). At Wk 16, the primary endpoint (ACR50: 43.4% BKZ vs 6.8% PBO; p<0.001. No new safety
signals were observed.
CARE™ Canadian Perspectives
Bimekizumab (BKZ) is a monoclonal IgG1 antibody that selectively inhibits IL-17F and IL-17A. It was recently approved by Health Canada
for moderate to severe plaque psoriasis (February 2022). These results indicate that it is highly efficacious and safe in PsA. The efficacy
and safety results are in line with those seen in psoriasis. It should be noted that the trial was not designed to perform any statistical
comparison between adalimumab and bimekizumab.
The clinical benefit of inhibiting IL-17F and A compared to IL-17A alone is not yet known. Formal head-to-head studies are needed to
provide more insight on comparative efficacy.
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OP0022. DISEASE ACTIVITY-GUIDED TAPERING OF BIOLOGICS IN
PATIENTS WITH INFLAMMATORY ARTHRITIS (IA): A RANDOMISED,
OPEN-LABEL, EQUIVALENCE TRIAL.
L. Uhrenholt et al.

Conclusions
Across IA conditions, a significant reduction of biologic dose is

OP0025. FACTORS ASSOCIATED WITH FATIGUE AND ITS
IMPROVEMENT – A PRINCIPAL COMPONENT ANALYSIS (PCA)
OF PATIENTS WITH ACTIVE PSORIATIC ARTHRITIS FROM
GUSELKUMAB (GUS) PHASE 3 TRIALS.
P. Rahman et al.

Conclusions

possible with disease activity-guided tapering while maintaining a

Among patients with PsA, measures of systemic disease activity and

similar disease activity state compared to continuation of biologics

function, followed by joint manifestations, and skin involvement/

as in usual care.

inflammation accounted for 62% of the variability in fatigue (Figure).
The large residual effect (38%) that was unexplained by the current
model suggests the need for further research to identify additional

CARE™ Canadian Perspectives
Traditionally, biologics are maintained at a standard dose
lifelong when sustained low disease activity is reached. These
data provide further evidence that disease activity-guided
tapering may be possible in some patients. However, more

factors (e.g., distinct molecular pathways) contributing to the fatigue
reported by PsA patients.
Figure. PCA of Pts With Active PsA D1+D2 (N=1120; Pooled W0
data): Proportion of Fatigue Variability Explained by Identified
Components.

research is needed to determine optimal approaches to
tapering.

OP0024. DIFFERENTIATION BETWEEN IL-6 AND IL-17
PATHWAY INHIBITION IN RELATIONSHIP WITH CLINICAL
OUTCOMES IN NON-BIOLOGICAL DMARD-IR AND BIOLOGICAL
DMARD-IR PSORIATIC ARTHRITIS PATIENTS TREATED WITH
UPADACITINIB IN SELECT-PSA 1 AND SELECT-PSA 2 STUDIES
F. Cai et al.

Conclusions

CARE™ Canadian Perspectives

IL-6 and IL-17 pathway inhibition after UPA treatment showed

Fatigue is one of the top patient-reported symptoms that

different profiles in relationship with clinical outcomes in nbDMARDIR versus bDMARD-IR PsA patients. IL-6 decrease was more
pronounced in nbDMARD-IR PsA patients and associated with
joint manifestation improvement, while IL-17A and IL-17F decreases
were only observed in bDMARD-IR PsA patients and associated
with psoriasis improvement. BD2, a biomarker of Th17-associated

results in impaired health-related quality-of-life, diminished
productivity, and disability in many PsA patients. This study
aimed to identify factors associated with fatigue, and those
that were associated with a change in fatigue, in patients
treated with GUS.

skin pathology, significantly decreased after UPA treatment in both

While this trial provides some valuable insight on factors that

nbDMARD-IR and bDMARD-IR PsA studies, which likely contributed

contribute to fatigue in PsA, knowledge gaps remain. More

to UPA effects on psoriasis improvement in a broad range of PsA
patients.

research is needed on this, and on other debilitating effects
experienced by patients in their everyday lives.

CARE™ Canadian Perspectives
Targeted proteomic analysis has previously suggested that
UPA modulates multiple biological pathways in the innate
and adaptive immune systems. This study assessed the
relationship between IL-6 and IL-17 pathway modulation and
different clinical outcomes in PsA patients who received UPA
treatment.

RELATED ABSTRACT OF INTEREST: POS0072. CONSISTENT
LONG-TERM GUSELKUMAB EFFICACY ACROSS PSORIATIC
ARTHRITIS DOMAINS IRRESPECTIVE OF BASELINE PATIENT
CHARACTERISTICS.
I. Mcinnes et al.

Conclusions
GUS significantly improved PsA signs and symptoms through
Week 100 across all baseline patient subgroups evaluated, including
patients with highly active disease, and regardless of dosing regimen.
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Rheumatoid Arthritis (RA)
OP0028. EARLY ACHIEVEMENT OF MINIMAL DISEASE
ACTIVITY (MDA) IN PSORIATIC ARTHRITIS IS ASSOCIATED
WITH LONG-TERM IMPROVEMENTS IN QUALITY OF LIFE.
S. Snoeck Henkemans et al.

LB0003. WITHDRAWING METHOTREXATE AFTER BOTH
VERSUS ONLY SECOND DOSE OF THE CHADOX1 NCOV-19
VACCINE IN PATIENTS WITH AUTOIMMUNE INFLAMMATORY
ARTHRITIS: TWO INDEPENDENT RANDOMIZED CONTROLLED
TRIALS (MIVAC I AND II).

Conclusions

A. Sreekanth et al.

Failure to achieve MDA in the first year after PsA diagnosis is

Conclusions

associated with worse quality of life outcomes that persist over the
years despite more intensified treatment.

Holding MTX after both the doses, or only after the second dose of
ChAdOx1, yields higher anti-RBD(receptor-binding domain) antibody
titres as compared to continuing MTX. Comparing across the trials,

CARE™ Canadian Perspectives

holding MTX only after the second dose appears to be non-inferior to

Minimal disease activity takes both clinical manifestations

holding MTX after both doses of the vaccine, with a lesser risk of flare.

(joints, skin and enthesis) and the patient perspective into
account, making it a meaningful treatment target. While it had
been noted that achieving MDA in the first year was associated

CARE™ Canadian Perspectives

with improved QoL, the long-term impact was not known.

Evidence for MTX withdrawal for COVID-19 vaccination is

These data confirm the previous findings that physical

pausing MTX (for 1 to 2 weeks as disease activity allows after

and mental QoL domains are worse in patients that do not
achieve early MDA, compared to those that do, and that these
differences persist in the years thereafter. These data also
confirm the need to develop better therapeutic strategies
to achieve rapid control of the disease to avoid long-term
negative impacts.

limited to observational studies only. Current guidelines for
each COVID-19 vaccine dose) were largely informed by previous
research showing improved immunogenicity of influenza
vaccination in patients with rheumatoid arthritis (RA).
These new data indicate that pausing methotrexate only
after the second dose of a COVID-19 vaccine may provide the
best balance between maximizing antibody response and
minimizing risk for flare.

RELATED ABSTRACT OF INTEREST: OP0259. MINIMAL DISEASE
ACTIVITY RESPONSE PATTERNS IN BIO-NAIVE PATIENTS
TREATED WITH GUSELKUMAB: A MACHINE LEARNING ANALYSIS
A. Zabotti et al.

Conclusions
Machine learning identified four clusters of GUS-treated PsA patients
based on differing response patterns in individual MDA domains.
Response types may differ due to baseline disease burden, especially
in patients with higher pain, PtGA and functional disability scores.
These results offer an innovative, complementary approach to
identifying treatment response patterns across diverse clusters of
bio-naïve patients with PsA, which may facilitate clinical decisionmaking.

OP0062. EFFICACY AND SAFETY OF ADALIMUMAB WITH
LOW AND HIGH DOSE-METHOTREXATE IN PATIENTS WITH
RHEUMATOID ARTHRITIS WITH INADEQUATE RESPONSE TO
METHOTREXATE: THE RANDOMISED CONTROLLED MIRACLE
STUDY.
H. Tamai et al

Conclusions
The MIRACLE randomized study demonstrated that, in patients with
inadequate response to methotrexate, the efficacy of adalimumab
with a reduced dose of concomitant methotrexate was not inferior
to that of adalimumab with the maximum tolerable dose of
methotrexate, with a better safety profile.

“

CARE™ Canadian Perspectives

...PHYSICAL AND MENTAL QOL DOMAINS ARE WORSE IN

Tumor necrosis factor inhibitors have improved prognosis of

PATIENTS THAT DO NO ACHIEVE EARLY MINIMAL DISEASE

patients with rheumatoid arthritis dramatically, especially in

ACTIVITY, COMPARED TO THOSE THAT DO...
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“

Page 04

combination with methotrexate. These data are helpful in
starting to answer the important question of the optimal dose
of MTX for combination therapy. More information on this as
well as tapering strategies in patients that have achieved the
therapeutic target is needed.

RELATED ABSTRACT OF INTEREST: POS0288. A CANADIAN RETRO-SPECTIVE CHART REVIEW EVALUATING CONCOMITANT
METHOTREXATE DE-ESCALATION PATTERNS IN RA PATIENTS TREATED WITH BIOLOGIC OR TARGETED SYNTHETIC DMARDS.
L. Bessette et al.

Conclusions
Methotrexate withdrawal or tapering occurred in 30.4% of Canadians with RA within two years following b/tsDMARD initiation. There was no
evidence of worsening disease activity in these patients. These proportion of Canadian RA patients who reduce or discontinue MTX after the
initiation of a ts/bDMARD are generally consistent with those reported in other regions of the world.

OP0063. OLOKIZUMAB (OKZ) IMPROVES PATIENT REPORTED OUTCOMES(PROs) IN MODERATE TO SEVERELY ACTIVE
RHEUMATOID ARTHRITIS PATIENTS INADEQUATELY CONTROLLED BY METHOTREXATE (MTX-IR): RESULTS FROM THE PHASE
3 RANDOMIZED CONTROLLED TRIAL, CREDO 2.
V. Strand et al.

Conclusions
Treatment with both doses of OKZ resulted in similar, statistically significant improvements across PROs vs placebo in MTX-IR patients with
moderate to severely active RA, comparable to adalimumab, that were clinically meaningful.

CARE™ Canadian Perspectives
Olokizumab (OKZ) is a novel humanised monoclonal antibody targeting interleukin 6 ligand. PRO’s reported on in this trial included
PtGA-VAS, Pain-VAS, HAQ-DI, SF-36 PCS, SF-36 MCS, and FACIT-F, These results expand on the previously reported CREDO 1 findings
showing a significant improvement in efficacy, disability and quality of life measures compared with PBO in patients with active RA
despite treatment with an adequate dose of MTX.

Non-Radiographic A xial Spondyloarthritis (nr-axSpA) & Ankylosing Spondylitis (AS)
OP0016. EFFICACY AND SAFETY OF UPADACITINIB (UPA) IN PATIENTS WITH ACTIVE NON-RADIOGRAPHIC AXIAL
SPONDYLOARTHRITIS: A DOUBLE-BLIND, RANDOMIZED, PLACEBO-CONTROLLED PHASE 3 TRIAL.
A. Deodhar et al.

Conclusions
UPA 15 mg QD demonstrated significantly greater improvements in disease activity, pain, function, quality of life, and MRI-detected SI joint
inflammation than PBO after 14 weeks of treatment in pts with active nr-axSpA. The safety profile of UPA was consistent with what has been
observed with other inflammatory musculoskeletal diseases, and no new risks were identified. These results support the potential use of UPA
in pts with active nr-axSpA.

CARE™ Canadian Perspectives
JAK inhibitors have demonstrated efficacy and safety in the treatment of ankylosing spondylitis. This is the first study to be conducted
in non-radiographic axSpA (nr-axSpA). Results demonstrated significant improvements in signs and symptoms, pain, function, disease
activity, health-related quality of life, and MRI-detected SI joint inflammation with upadacitinib at week 14.
The positive data and the thought that we could have a new treatment option for this patient population is encouraging.
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OP0017. RECAPTURE RATES WITH IXEKIZUMAB (IXE) AFTER WITHDRAWAL OF THERAPY IN PATIENTS WITH AXIAL
SPONDYLOARTHRITIS: RESULTS AT WEEK 104 FROM A RANDOMIZED PLACEBO-CONTROLLED WITHDRAWAL STUDY.
R. B. M. Landewé et al.

Conclusions
Patients continuously treated with IXE were less likely to experience flare vs patients switched to PBO (IXE withdrawal). The vast majority of
patients withdrawn from IXE to PBO recaptured at least LDA and over half met criteria for inactive disease with IXE retreatment. This may
provide support for patients who require interruption in therapy.

CARE™ Canadian Perspectives
COAST-Y is the first study to evaluate the effect of continuing vs withdrawing an IL-17A antagonist (IXE) on the maintenance of disease
control in patients with ankylosing spondylitis and non-radiographic axial spondyloarthritis.
Findings are insightful for making decisions regarding treatment interruption and optimizing long-term management. While the study
suggests that continuous treatment may be best to maintain long-term disease control for most patients, there were a proportion
who remained flare-free for a prolonged period following withdrawal. This is reassuring for situations where temporary treatment
interruption is unavoidable.

OP0018. COMPARISON OF THE EFFECT OF TREATMENT WITH NSAIDS ADDED TO ANTI-TNF THERAPY VERSUS ANTI-TNF
THERAPY ALONE ON PROGRESSION OF STRUCTURAL DAMAGE IN THE SPINE OVER TWO YEARS IN PATIENTS WITH ANKYLOSING
SPONDYLITIS (CONSUL) – AN OPEN-LABEL, RANDOMIZED CONTROLLED, MULTICENTER TRIAL
F. Proft et al.

Conclusions
In this study, combined therapy with golimumab (GOL)+celecoxib did not show significant superiority over GOL monotherapy in retarding
radiographic spinal progression over two years in r-axSpA patients. However, the observed numerical reduction in radiographic spinal progression
associated with the combined treatment might be clinically relevant for patients at high risk for progression.

CARE™ Canadian Perspectives
The relationship between the formation of new bone and local inflammation has been strongly debated since the first data were
obtained on radiographic progression in patients who received TNFi therapy. These results suggest that adding NSAIDs to anti-TNF
treatment does not delay radiographic progression. However, it should be noted that the study was underpowered. The observed
numerical reduction in radiographic spinal progression associated with the combined treatment might be clinically relevant for patients
at high risk for progression.

OP0019. BIMEKIZUMAB (BZK) IN PATIENTS WITH ACTIVE ANKYLOSING SPONDYLITIS: 24-WEEK EFFICACY & SAFETY FROM BE
MOBILE 2, A PHASE 3, MULTICENTRE, RANDOMISED, PLACEBO-CONTROLLED STUDY.
D. Van der Heijde

Conclusions
Dual inhibition of IL-17A and IL-17F with BKZ in patients with active AS resulted in rapid, clinically relevant improvements in efficacy outcomes
vs PBO. No new safety signals were observed.

CARE™ Canadian Perspectives
Dual inhibition of IL-17A and IL-17F with BZK represents a promising new treatment option in this population based on this phase 3 data.
Similar outcomes were seen in another phase 3 trial in non-radiographic axial spondyloarthritis (See Page 7 for trial information: Related
Abstract of Interest P0S0939).
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RELATED ABSTRACT OF INTEREST: POS0939. BIMEKIZUMAB IN PATIENTS WITH ACTIVE NON-RADIOGRAPHIC AXIAL
SPONDYLOARTHRITIS: 24-WEEK EFFICACY & SAFETY FROM BE MOBILE 1, A PHASE 3, MULTICENTRE, RANDOMISED, PLACEBOCONTROLLED STUDY.
A. Deodhar et al.

Conclusions
Dual inhibition of IL-17A and IL-17F with BKZ in pts with active nr-axSpA resulted in rapid, clinically relevant improvements in efficacy outcomes
vs PBO. No new safety signals were observed.
OP0023. A RANDOMIZED, DOUBLE-BLIND TRIAL COMPARING SECUKINUMAB (SEC) 300 MG AND 150 MG AT WEEK 52 IN
PATIENTS WITH ANKYLOSING SPONDYLITIS WHO DID NOT ACHIEVE INACTIVE DISEASE DURING AN INITIAL 16 WEEKS OF
OPEN-LABEL TREATMENT WITH SECUKINUMAB 150 MG.
A. Deodhar et al.

Conclusions
Patients with AS who did not achieve inactive disease by week 16 after receiving SEC 150 mg experienced similar clinical response and safety
through week 52 regardless of dose escalation to SEC 300 mg or continuation on SEC 150 mg.

CARE™ Canadian Perspectives
SEC is approved for AS in Canada at doses of 150 mg and 300 mg, however there were no dose escalation studies available for patients
with inadequate response following treatment at the 150 mg dose.
These results clearly, and somewhat surprisingly, suggest that there is no benefit to increasing dose following inadequate response.
The impact of this trial is not yet clear. While maintaining patients on the 150mg dose offers cost effectiveness, the results conflict with
previous thinking and real-life experience with use of the higher dose in routine practice.

SUMMARY AND PARTING COMMENTS

•

Bimekizumab is anticipated to enter the Canadian PsA market soon based on positive findings from the BE OPTIMAL and BE COMPLETE
studies.
•

It also looks promising in nr-axSpA and AS

•

The optimal approach for disease activity-guided tapering of biologics in PsA is yet to be determined.

•

Future research in PsA that further explores factors contributing to the everyday debilitating effects experienced by patients is needed.

•

Pausing methotrexate only after the second dose of a COVID-19 vaccine may provide the best balance between antibody response and
risk for flare in RA.

•

Using a reduced dose of concomitant methotrexate with adalimumab in RA can offer similar efficacy with a better safety profile.

•

Continuous treatment with ixekizumab is better at maintaining long-term disease control in nr-axSpA.

•

Upadacitinib and bimekizumab may represent new treatment options for nr-axSpA and A
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All Meetings and Outputs
Framed from a Canadian Perspective
CARETM (Community. Academic. Research. Education) Faculty is a
Pan-Canadian group of leaders in their field who gather, discuss and
address gaps in knowledge, to develop education initiatives that frame
news from a Canadian perspective.
The vision of the CARE™ Faculty is to share opinions and update Canadian
specialists and allied healthcare providers with news and developments,
framed from a Canadian perspective.
The mission of the CARETM Faculty is to enhance medical education,
with the explicit goal of improving patient outcomes.
Learn more at CAREeducation.ca
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