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The CARE™ Rheumatology Perspectives report provides a Canadian perspective on relevant clinical trials and news in 
inflammatory arthritis.  
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We are pleased to have Dr. Philip Baer, CARE™ Rheumatology steering faculty lead, review and provide a Canadian 
perspective on oral presentations and posters of interest from ACR Convergence 2022.

Philip Baer MDCM, FRCPC, FACR, CARE™ Rheumatology steering faculty lead
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INTRODUCTION

Eff icacy and Safety: Canadian Real-World Evidence

Abstract Number: 1423

Long-Term Treatment with Golimumab Is a Safe Treatment Option Regardless of Risk Factors in Patients with Rheumatoid 
Arthritis, Psoriatic Arthritis, and Axial Spondyloarthritis: Results from a Real-World Canadian Setting.

Regan Arendse et al.

Background/Purpose: Golimumab (GLM), a tumor necrosis factor inhibitor (TNFi), has demonstrated efficacy and a favorable 
safety profile in inflammatory rheumatic diseases. Recent safety studies with Janus kinase inhibitors (JAKi) sparked new 
discussions in this therapeutic area, while real-world evidence for GLM continues to support its long-term safety profile.1-4 
This analysis aimed to describe the risk of major adverse cardiovascular events (MACE), malignancy, and mortality in a large 
observational cohort of patients (pts) with RA, PsA, or axSpA treated with subcutaneous (SC) GLM. Serious adverse events 
(SAEs) and serious infections (SIs) were also assessed.

Conclusion: Treatment results with GLM in a real-world diverse population are consistent with the current safety profile. This 
was irrespective of the presence or absence of the examined risk factors for RA, PsA and axSpA. Higher age was associated 
with shorter time to MACE in RA pts. GLM remains a safe option for the treatment of rheumatic diseases even in the presence 
of risk factors.

References: 

1. Rajpal A. FDA Update on Safety Issues in the Treatment of Rheumatic Disease. ACR Convergence 2021.

2. Rahman P et al. BMC Rheumatol. 2020 Sep 19;4:46

3. Rahman P et al. BMJ Open. 2020 Aug 13;10(8):e036245

4. Rahman P et al. BMC Rheumatol. 2020 Nov 15;4(1):56
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Table 1. Baseline Risk Factors of Interest by Indication

Table 2. Summary of AEs of Special Interest During GLM Treatment by Risk Factor

CARE™ Faculty Perspective

Another Canadian study which I was happy to be involved in. 

Recent safety studies with Janus kinase inhibitors (JAKi) sparked new discussions regarding cardiovascular and 
malignancy endpoints. Real-world evidence for GLM continues to support its known long-term safety profile.

The incidence rates (IR) per 100 patient years (PYs) of AEs of special interest (AEoSI; MACE [defined as cardiovascular 
death, non-fatal myocardial infarction, or non-fatal stroke], malignancies excluding non-melanoma skin cancer, all-
cause death, SAEs, SIs), irrespective of causality to GLM, and time to onset were assessed in subgroups based on the 
following factors: < 65 vs. ≥65 years of age; sex; prior TNFi experience; smoking status; baseline (BL) use of methotrexate 
(MTX) and oral steroids. 

Post-hoc analysis of the BioTRAC registry, a prospective, multicenter study that collected real-world clinical, laboratory, 
safety, and patient-reported data in RA, PsA, and axSpA patients demonstrates GLM remains a safe option for the 
treatment of rheumatic diseases even in the presence of risk factors for cardiovascular disease and malignancy.

- Dr. Philip Baer
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RHEUMATOID ARTHRIT IS

CHECK POINT INHIBITORY RECEPTOR PD-1 

Late Breaker Abstract

Abstract Number: L03

A Phase 2 Trial of Peresolimab for Adults with Rheumatoid Arthritis

Jay Tuttle et al.

Background/Purpose: Peresolimab is a humanized immunoglobulin G1 monoclonal antibody that stimulates human 
programmed cell death protein 1 (PD-1). We hypothesized that peresolimab binding to PD-1, a checkpoint inhibitory receptor, 
could stimulate physiological immune inhibitory pathways to restore immune homeostasis; this represents a novel approach 
to treating patients with autoimmune or autoinflammatory diseases.

Conclusion: These clinical data represent the first meaningful evidence that stimulating the PD-1 receptor has the potential 
to treat RA. Peresolimab was superior to placebo at Week 12 for several key endpoints. Safety events were similar between 
treatment groups. Future studies will continue evaluating peresolimab as treatment for RA, and for other autoimmune 
diseases.

CARE™ Faculty Perspective

Interesting proof of concept Phase 2a study. We await more data on this novel intravenous therapy.

- Dr. Philip Baer

JANUS KINASE INHIBITOR (JAKi)

Late Breaker and related abstract on cardiovascular events

Abstract Number: L06

Risk of Extended Major Adverse Cardiovascular Event Endpoints with Tofacitinib vs TNF Inhibitors in Patients with Rheumatoid 
Arthritis: A Post Hoc Analysis of a Phase 3b/4 Randomized Safety Study

Maya H. Buch et al. 

Background/Purpose: ORAL Surveillance (NCT02092467; a post-authorization safety study of tofacitinib 5 and 10 mg twice 
daily [BID] vs TNF inhibitors [TNFi]) found higher risk of major adverse cardiovascular (CV) events (MACE) and venous 
thromboembolism (VTE) with tofacitinib vs TNFi.1 A post hoc analysis of ORAL Surveillance found higher risk of MACE with 
tofacitinib vs TNFi in patients (pts) with history of atherosclerotic CV disease (ASCVD); risk did not appear different with 
tofacitinib 5 mg BID vs TNFi in pts without history of ASCVD.2 This post hoc analysis expands on 3-point MACE (MACE-3; a 
composite of CV death, and non-fatal MI and stroke) by evaluating risk of all adjudicated CV events as part of extended MACE 
endpoints in ORAL Surveillance with tofacitinib vs TNFi.

Conclusion: In ORAL Surveillance, risk of a composite of all ischemic CV events and HF (ie MACE-8) did not appear different 
with tofacitinib vs TNFi. However, across extended MACE endpoints risk was numerically higher with tofacitinib vs TNFi in pts 
with a history of ASCVD. The totality of CV risk (ie MACE-8 plus VTE) was higher with tofacitinib 10 mg BID vs TNFi, driven by 
an increase in VTE events. Limitations include low numbers of individual CV events and not considering severity/frequency of 
multiple events. These data highlight the need for a better understanding of risk of individual CV events in pts with RA.

References:

1. Ytterberg et al. N Engl J Med 2022; 386: 316–26

2. Charles-Schoeman et al. Ann Rheum Dis 2022: ard-2022-222259. Epub ahead of print
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Abstract Number: 0723

Risk of Major Adverse Cardiovascular and Venous Thromboembolism Events in Patients with Rheumatoid Arthritis Exposed to 
JAK Inhibitors versus Adalimumab: A Nationwide Cohort Study

Hoisnard, L et al.

Background/Purpose: To assess the risks of major adverse cardiovascular events (MACEs) and venous thromboembolism 
events (VTEs) among patients initiating a Janus kinase inhibitor (JAKi) (tofacitinib and baricitinib) versus adalimumab in a 
large real-world population of patients with rheumatoid arthritis.

Conclusion: This study provides reassuring data regarding the risks of MACEs and VTEs in patients initiating JAKi versus 
adalimumab, including patients at high-risk of cardiovascular diseases.

Related abstract of Interest

CARE™ Faculty Perspective

Abstract L06 highlights a history of ASCVD as a key risk factor for future MACE events, which clinicians are well aware of 
(fracture predicts fracture in osteoporosis; heart attack predicts heart attack in cardiology).

More information is needed on cardiovascular safety of advanced therapies for RA, baseline factors influencing CV risk, 
and perhaps tapering strategies in patients that have achieved their therapeutic target. 

- Dr. Philip Baer

Eff icacy and Safety

Abstract Number: 0282

Efficacy and Safety of Upadacitinib in TNFi-IR Patients with Rheumatoid Arthritis from Three Phase 3 Clinical Trials

Roy Fleischmann et al.

Background/Purpose: For patients with RA who are refractory to biologic disease-modifying antirheumatic drugs 
(bDMARDs), such as tumor necrosis factor inhibitors (TNFis), optimal disease control is less likely to be achieved with 
subsequent therapy. In line with recommendations from EULAR and ACR, switching to a treatment with a different 
mechanism of action is appropriate for these patients.

We describe the efficacy and safety of upadacitinib (UPA) 15 mg once daily in patients with RA and an inadequate response or 
intolerance to TNFis (TNFi-IR).

Conclusion: In this post hoc subgroup analysis, TNFi-IR patients treated with UPA 15 mg achieved clinically meaningful 
efficacy responses over 24 weeks, with safety consistent with the overall bDMARD-IR patient population in the Phase 3 
program.
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Abstract Number: 0298

Effectiveness of Upadacitinib in Patients with Rheumatoid Arthritis in Canadian Real-World Practice: Interim Results from the 
CLOSE-UP Post-Marketing Observational Study

Derek Haaland et al. 

Background/Purpose: Upadacitinib (UPA) is an oral, selective Janus kinase (JAK)- inhibitor that has been shown to be 
effective and well-tolerated in patients with rheumatoid arthritis (RA) in the Phase 3 SELECT clinical trials and was approved in 
Canada as a treatment option for RA in December 2019. The Canadian Real-Life post-marketing Observational Study assessing 
the Effectiveness of UPadacitinib for treating rheumatoid arthritis (CLOSE-UP) study initiated in 2020 aims to investigate the 
effectiveness of UPA across 390 Canadians including csDMARD, bDMARD and tsDMARD experienced real-world RA patients.

Conclusion: Consistent with clinical trial data, interim analysis of this real-world Canadian study showed that disease activity 
was reduced, and patient reported outcomes improved with an overall favorable benefit:risk profile for Canadian patients 
receiving UPA in the real-world setting.

CARE™ Faculty Perspective

Analysis of 183 participants at 6 months out of a planned 24 months of followup showed 63% of patients achieved the 
primary outcome of DAS28-CRP remission (score <2.6). Monotherapy patients achieved this outcome at the same rate as 
patients on UPA + csDMARDs, consistent with UPA Phase 3 trial results. No new safety signals were observed.

- Dr. Philip Baer

Switching

Abstract Number: 0274

Real-world Utilisation and Switching Between Janus Kinase Inhibitors in Patients with Rheumatoid Arthritis in the Australian 
OPAL Dataset

Sabina Ciciriello et al. 

Background/Purpose: JAK inhibitors (JAKi) have been a major development in treatment for many patients with RA due to 
their ability to block multiple cytokine pathways involved in pathogenesis. In Australia, government subsidisation enables 
rheumatologists to prescribe whichever b/tsDMARD they consider most clinically appropriate for individual patients. There 
has been rapid uptake of the 3 approved JAKi: tofacitinib (TOF; available since October 2015), baricitinib (BARI, Sept 2018) and 
upadacitinib (UPA; May 2020). 

The objective of this study is to describe time to switch, switching patterns, concomitant csDMARDs, and reason for switch, 
in patients who initiated TOF, BARI or UPA as first-line, second-line, or third-line therapy and subsequently switched to an 
alternative JAKi, TNFi or other bDMARD (IL-6i, CTLA-4, and CD20). 

Conclusion: In Australian real-world clinical practice, median persistence was similar across treatment groups and JAKi to 
JAKi switching was frequently observed.

CARE™ Faculty Perspective

This post-hoc analysis includes three Phase 3 clinical trials from the SELECT program: BEYOND, CHOICE, and COMPARE. 
Week 24 ACR 20/50/70 scores comfortably exceeded the commonly cited “Keystone rule” of 50/25/12 for this population, 
with scores as high as 77/59/38 in the SELECT-CHOICE trial.

Pooled safety results were presented as exposure-adjusted event rates (EAERs) with a cut-off of June 30, 2021. EAERs 
were 3.1 events/100 PY for herpes zoster and 0.8 events/100 PY for adjudicated major adverse CV events and venous 
thromboembolism, and malignancy excluding non-melanoma skin cancer.

Canadian rheumatologist Dr. Louis Bessette, from Centre de l’Osteoporose et de Rhumatologie de Québec, is listed as the 
2nd author.

- Dr. Philip Baer
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CARE™ Faculty Perspective

In the overall population, median persistence was comparable for BARI, TOF and UPA where there was sufficient follow-
up, and, as expected, persistence was longest for patients that initiated a JAKi in first line therapy and shorter in patients 
receiving a JAKi as second line and third line therapy.

At the time of switching from first line therapy, 22.8% of patients were receiving UPA as monotherapy, compared to 35.6% 
and 37.6% of BARI and TOF treated patients, respectively. 

Cautious interpretation of UPA results is required due to limited duration of follow-up, as it was the last of the 3 JAKi to be 
marketed.

- Dr. Philip Baer

TUMOUR NECROSIS FACTOR INHIBITOR (TNFi)

Abstract Number: 1422

Incidence and Determinants of Infection in Rheumatoid Arthritis (RA) Patients (Pts) Treated with Subcutaneous Golimumab 
(GLM) in Canadian Real-World Practice

Louis Bessette et al.

Background/Purpose: Although biologic use in RA has a well-characterized infections risk factor, most studies were done on 
1st-generation anti-tumor necrosis factor (TNFi) drugs or post-drug development (early 2000). This study aimed to describe the 
long-term incidence of infection of RA pts treated with GLM in routine care, assess the impact of infections on GLM retention, 
and explore risk factors associated with infection. 

Conclusion: Infection rates for this GLM cohort are low compared to rates reported in earlier TNFi studies. Changes over 
time in patient characteristics starting TNFi (lower disease activity, shorter disease duration, less CS exposure) may explain 
the decreased risk of infection. Most infections occurred during the first 6 months of treatment and decreased thereafter. 
Pulmonary disease, higher age and higher corticosteroid (CS) dose were significant predictors of infections. SIs only were 
associated with significantly higher odds of treatment discontinuation.

Table 3. Incidence Density Rate (IDR) by Infection Type

CARE™ Faculty Perspective

Another study from the multicenter, prospective BioTRAC registry which collected clinical, laboratory, safety and patient-
reported data from TNFi naïve pts or those treated with biologics for < 6 months before enrolment. 

This post-hoc analysis included RA patients who initiated GLM treatment.

Infection rates for this GLM cohort were low compared to rates reported in earlier TNFi studies. Changes over time in 
patient characteristics when starting TNFi (lower disease activity, shorter disease duration, less steroid exposure) may 
explain the decreased risk of infection observed. Pulmonary disease was a significant determinant of total infections over 
time. Long-term treatment with Golimumab is a safe treatment option regardless of risk factors. 

- Dr. Philip Baer
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PSORIATIC ARTHRIT IS (PSA)

INTERLEUKIN-17 (IL17) INHIBITORS

Late Breaker Abstract

Abstract Number: L02

Bimekizumab Treatment in Biologic DMARD-Naïve Patients with Active Psoriatic Arthritis: 52-Week Efficacy and Safety 
Results from a Phase 3, Randomized, Placebo-Controlled, Active Reference Study

Christopher Ritchlin et al.

Background/Purpose: Bimekizumab (BKZ) is a monoclonal IgG1 antibody that selectively inhibits IL-17F in addition to IL-17A. 
BKZ treatment has demonstrated superior efficacy in joints and skin versus placebo (PBO) at Week (Wk) 16 in the phase 3 
BE OPTIMAL study in biologic DMARD (bDMARD)-naïve patients (pts) with active PsA.1 Wk 52 efficacy and safety data are 
presented here.

Conclusion: BKZ treatment demonstrated clinically meaningful improvements in efficacy outcomes in bDMARD-naïve pts 
with active PsA at Wk 16, which were sustained or continued to improve to Wk 52. BKZ was well tolerated; no new safety 
signals observed.2

References:

1. McInnes IB. Ann Rheum Dis 2022;81:206–7

2. Coates LC. Arthritis & Rheum 2022;10.1002/art.42280
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CARE™ Faculty Perspective

BKZ is a novel dual inhibitor of IL-17 A and F, already approved in Canada for psoriasis and under investigation for psoriatic 
arthritis. Results of this 52-week active comparator trial demonstrated comparable ACR 50 scores vs adalimumab (active 
reference arm), with higher PASi 100 responses. Efficacy was maintained out to week 52. The most common adverse 
events on BKZ were nasopharyngitis, URTIs and UTIs, as well as non-systemic Candida infections.

When and where this will be funded for PsA patients in Canada will be of interest.

- Dr. Philip Baer

Abstract Number: 2112

Stringent Disease Activity Control at 2 Years Across Psoriatic Arthritis Domains Irrespective of Baseline Characteristics in 
Patients Treated with Guselkumab: Post Hoc Analysis of a Phase 3, Randomized, Double-blind, Placebo-controlled Study

Christopher Ritchlin et al.

Background/Purpose: Guselkumab (GUS) is associated with robust and sustained improvement in PsA signs and symptoms 
in subgroups of patients (pts) pooled from the phase 3 DISCOVER-1 and DISCOVER-2 (D2) trials, across a variety of baseline 
(BL) patient characteristics through 1, and 2 years (D2 only). In this post-hoc analysis using D2 data, we evaluated the efficacy 
of GUS in inducing long-term (W100) stringent disease control in Group for Research and Assessment of Psoriasis and 
Psoriatic Arthritis (GRAPPA)-recommended domains across BL characteristics.

Conclusion: Irrespective of dosing regimen, treatment with GUS resulted in sustained achievement of several stringent 
endpoints spanning key GRAPPA-recommended domains through 2 years across a variety of BL demographic and disease 
characteristics. These results further support the long-term efficacy of GUS across the full spectrum of PsA disease domains 
and diverse PsA populations.

CARE™ Faculty Perspective

Guselkumab is the first biologic approved for the treatment of both active PsA and moderate to severe plaque psoriasis 
that selectively inhibits interleukin-23 (IL-23).

While responses may differ due to baseline disease burden, GUS significantly improved PsA signs and symptoms through 
Week 100 across all baseline patient subgroups evaluated, including in patients with highly active disease, and regardless 
of dosing regimen(GUS q4wks vs GUS q8wks), for such stringent measures as Minimal Disease Activity (MDA), IGA0 (clear 
skin), and resolution of dactylitis.

- Dr. Philip Baer

INTERLEUKIN-23 (IL-23)

Interleukin-23 (IL-23) is a member of the IL-12 family of cytokines with pro-inflammatory properties. It enhances the expansion 
of T helper type 17 (Th-17) cells which are involved in driving several inflammatory autoimmune diseases, including psoriasis 
and psoriatic arthritis. IL-23 inhibition is the latest mechanism of action approved to improve outcomes in psoriatic disease.
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CARE™ Faculty Perspective

While GUS and RIS displayed comparable picomolar affinities for binding IL-23, in cells transfected with individual Fc 
gamma receptors (FcγRs), GUS showed the strongest binding to Cluster of Differentiation 64 (CD64) (FcγR1). The clinical 
significance is unknown, but mechanistically this may support higher efficacy, as CD64+ mononuclear cells are enriched 
in psoriatic skin lesions, where they serve as the dominant source of IL-23.

- Dr. Philip Baer

Abstract Number: 1504

Efficacy of Risankizumab in the Treatment of PsA Patients with Limited and Extensive Joint Involvement

Alexis Ogdie et al. 

Background/Purpose: PsA is a systemic disease involving multiple domains. Peripheral joints are frequently affected, and 
patients often initially present with asymmetrical oligoarthritis (2-4 swollen joints). KEEPsAKE 1 and KEEPsAKE 2 are double-
blind, phase 3 clinical trials that evaluated the efficacy of risankizumab (RZB) versus placebo (PBO) for the treatment of adults 
with active PsA and at least 5 tender and swollen joints. RZB is a humanized monoclonal antibody that binds specifically to 
the p19 subunit of interleukin 23 and is approved to treat PsA. Here we assess response rates in PsA patients with limited (5 to 
≤ 8) and extensive (≥ 9) swollen joint count (SJC) after treatment with RZB to examine whether its efficacy differed according 
to the extent of joint involvement.

Conclusion: RZB is efficacious in reducing signs and symptoms of PsA in patients, regardless of patterns of joint involvement. 
More patients in the limited joint involvement group achieved stringent treatment targets such as MDA and DAPSA remission 
at both weeks 24 and 52.

CARE™ Faculty Perspective

These efficacy results support the use of RZB in patients with both limited and extensive joint involvement. As would be 
expected given their lower initial disease burden, a higher proportion of patients with limited joint involvement achieved 
the key endpoints such as Minimal Disease Activity (MDA), DAPSA remission, and resolution of enthesitis and dactylitis.

- Dr. Philip Baer

Abstract Number: 1487

Differentiation of Therapeutic Antibodies Targeting Interleukin (IL)-23

James Krueger et al.

Background/Purpose: Clinically relevant differences between therapeutic antibodies against the same target may relate 
to their unique molecular attributes. Differences in therapeutic profiles across the domains of psoriatic disease between 
guselkumab (GUS) and risankizumab (RIS) have been observed, although there are no direct comparator studies in the clinical 
setting.

Conclusion: Compared with RIS, GUS uniquely binds both CD64+ myeloid cells and IL-23. CD64+ mononuclear phagocytes are 
enriched in the psoriatic skin and serve as the dominant IL-23 source. Taken together, GUS presence may be enriched within 
the inflamed tissue microenvironment by binding to CD64, neutralizing IL-23 at its cellular source, potentially leading to 
durable response and observed therapeutic differences within the class. Further studies are warranted to generate additional 
evidence supporting this hypothesis.
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NON-RADIOGRAPHIC AXIAL SPONDYLOARTHRIT IS 
(nr-axSpA) & ANKYLOSING SPONDYLIT IS (AS)

INTERLEUKIN-17 (IL-17)

Late breaker – Eff icacy 

Abstract Number: L14

Bimekizumab Maintains Improvements in Efficacy Endpoints and Has a Consistent Safety Profile Through 52 Weeks in 
Patients with Non-Radiographic Axial Spondyloarthritis and Ankylosing Spondylitis: Results from Two Parallel Phase 3 Studies

Xenofon Baraliakos et al.

Background/Purpose: Bimekizumab (BKZ) is a monoclonal IgG1 antibody that selectively inhibits IL-17F in addition to IL 
17A. In the phase 3 BE MOBILE 1/2 studies, BKZ met all primary/secondary endpoints at Week (Wk)16 in patients (pts) with 
active non-radiographic axial spondyloarthritis (nr-axSpA) and ankylosing spondylitis (AS; also known as radiographic axSpA), 
respectively.1,2 Here, we present the first phase 3 results from up to Wk52 of BKZ treatment.

Conclusion: Across the full axSpA disease spectrum, BKZ treatment resulted in sustained efficacy, including suppression of 
inflammation and improvements in function and quality of life, to Wk52. No new safety signals were observed, consistent with 
the safety profile established from Wk24 data.1,2

References:

1. Deodhar A. Ann Rheum Dis 2022;81:772–3

2. van der Heijde D. Ann Rheum Dis 2022;81:12–3

CARE™ Faculty Perspective

BKZ is being studied across the spectrum of seronegative SpA disorders. In the BE MOBILE 1/2studies, ASAS40 responses 
in BKZ-randomized pts increased from Wk16 (nr-axSpA: 47.7%; AS: 44.8%; non-responder imputation [NRI]) to Wk52 
(nr-axSpA: 60.9%; AS: 58.4%; NRI), with high levels of efficacy across both TNFi-naïve and TNFi-inadequate responder 
populations. Efficacy was comparable in the nr-axSpA and the AS populations.

- Dr. Philip Baer
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JANUS KINASE INHIBITOR (JAKI)

Eff icacy 

Abstract Number: 0419

Efficacy of Upadacitinib in Patients with Non-Radiographic Axial Spondyloarthritis Stratified by Objective Signs of 
Inflammation at Baseline

Walter P Maksymowych et al.

Background/Purpose: The Phase 3 SELECT-AXIS 2 trial (NCT04169373) assessed the efficacy and safety of upadacitinib (UPA) 
in patients with non-radiographic axial spondyloarthritis (nr-axSpA). Here, we present a subgroup analysis of the SELECT-AXIS 
2 efficacy data stratified by elevated high-sensitivity CRP (hsCRP) and positivity for MRI inflammation in the sacroiliac (SI) 
joints at screening.

Conclusion: In SELECT-AXIS 2, UPA improved outcomes vs PBO in patients with nr-axSpA across all BL inflammation 
subgroups; the greatest benefit was observed in patients with both elevated CRP levels and evidence of inflammation on MRI 
at screening.

CARE™ Faculty Perspective

Nr-axSpA may be difficult to confidently diagnose in practice. Careful selection of patients with objective signs of 
inflammation (high CRP and + MRIs) will enrich the population with those most likely to respond to an advanced therapy 
such as UPA.

- Dr. Philip Baer

General

Abstract Number: 0426

The Relative Efficacy of Biologic and Targeted Synthetic DMARDs in Ankylosing Spondylitis: A Network Meta-Analysis

Jesus Diaz et al. 

Background/Purpose: There is an unmet medical need for the treatment of patients with active ankylosing spondylitis (AS) 
who have an inadequate response to NSAIDs. Prior network meta-analysis (NMA) did not include newer molecules under 
investigation, such as combined IL17A-IL17F inhibitors and Janus Kinase (JAK) inhibitors which have shown efficacy in previous 
clinical trials.

Due to the lack of head-to-head studies directly comparing the available therapies as well as the emergent therapies, this 
study aims to compare the relative efficacy of biologic and targeted synthetic DMARDs for the treatment of active AS.

Conclusion: In patients with active AS, two approved therapies (IV golimumab and infliximab) were most efficacious in 
achieving ASAS20. Interestingly, two investigational therapies (bimekizumab 320 mg and filgotinib 200mg) seemed to be a 
convenient and efficacious alternative for which larger clinical trials are warranted.
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Figure 2. Plots of the surface under the cumulative ranking (SUCRA) curves for all treatments in the ankylosing spondylitis 
network.

CARE™ Faculty Perspective

This network meta-analysis provided a league table of pairwise comparisons regarding the ASA20 endpoint utilizing 
data from 27 RCTs and close to 5500 AS patients. Two IV therapies were most efficacious. Two other therapies were 
highlighted: oral filgotinib which will not be marketed in North America, and bimekizumab which is being actively 
investigated in this indication, as highlighted by some of the abstracts included in this report.

- Dr. Philip Baer
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Abstract Number: 1044

Combined Biological or Targeted Therapy in Spondyloarthritis: Experience from a Multicenter Case Series in Spain

Cristina Valero-Martinez et al.

Background/Purpose: Combined biological or targeted therapy (CBTT) is rarely considered in clinical practice due to 
contraindication in guidelines, potential safety concerns and high costs. However, previous successful experiences in 
inflammatory bowel disease (IBD) and our own early data in selected refractory spondyloarthritis (SpA) have shown 
encouraging results.1 Our aim was to explore effectiveness and safety of CBTT in patients with SpA in a real-world setting.

Conclusion: Our preliminary results suggest that CBTT might be a reasonable therapeutic alternative in selected refractory 
SpA patients, with acceptable effectiveness/safety ratio. Prospective wider studies are warranted to confirm these data.

References:

1. Valero C et al. ARD. 2022 Jun;81(6):899-901 .

Abstract Number: 0392

Performance of Clinical, Laboratory and Imaging Features for the Diagnosis of Axial

Spondyloarthritis – A Systematic Literature Review

Ana Bento da Silva et al.

Background/Purpose: The Berlin algorithm for the diagnosis of axial spondyloarthritis (axSpA) was developed more than 15 
years ago (2004). Since then, new studies suggest that the diagnostic performance of some SpA features might not be as 
good as initially thought. We aimed at reviewing the evidence on the performance of clinical, laboratory and imaging SpA 
features in discriminating between a clinical diagnosis of axSpA and no axSpA.

Conclusion: The results for HLA-B27 and imaging findings are in agreement with the literature informing the Berlin algorithm 
and reflect good diagnostic performance for axSpA, even though circularity cannot be ruled out. New evidence confirms that 
peripheral features and EMM, when present, are suggestive of axSpA, but that their absence does not help in ruling out the 
diagnosis. The low diagnostic value of IBP, good response to NSAIDs and family history of SpA, compared to data previously 

informing the Berlin algorithm, deserve further consideration and may justify an adaptation of the algorithm.

CARE™ Faculty Perspective

Diagnostic algorithms require regular review and refinement as experience with them develops over time. The low 
diagnostic value of IBP, good response to NSAIDs and family history of SpA are not surprising. Patients may not have 
accurate knowledge of their family medical history, a good response to NSAIDs is difficult to define and may occur with 
mechanical back pain, and characterizing back pain as definitely inflammatory is difficult when patients present a mixed 
picture of mechanical and inflammatory back pain features.

- Dr. Philip Baer

Abstract Number: 1512

What Is the Best Referral Strategy for Axial Spondyloarthritis? A Prospective Multicenter Study of 515 Patients with Suspicious 
Chronic Low Back Pain

Nelly Ziade et al. 

Background/Purpose: The diagnosis of axial spondyloarthritis (axSpA) is often delayed, due to the referral issues and, in 
certain regions of the world, the low prevalence of HLA-B27. The objectives of the study were to assess the value of the 
referral strategies for axSpA in patients with suspicious chronic low back pain (LBP) and to identify the predictive factors of 
axSpA. 



14   FALL RHEUMATOLOGY REPORT 2022

The study was multicentric, prospective, and conducted in LBP first-line clinics (rheumatology, internal medicine, family 
medicine, orthopedic surgery, neurosurgery, and neurology). Adult patients aged under 45 years were included in case of 
LBP “suspicious” of inflammatory nature according to the primary physician and requiring referral to the rheumatologist. The 
diagnostic properties of the available referral strategies for axSpA (Brandt I, II, III, Hermann, RADAR, RADAR 2/3, MASTER, 
Braun, CAFASPA and ASAS) and those of Inflammatory Back Pain (IBP) (Calin, Berlin and ASAS classification criteria) were 
calculated taking the final diagnosis of the reference rheumatologist as the gold standard. A multivariable logistic regression 
identified the clinical predictive factors of axSpA.

Conclusion: The optimal reference strategy was the MASTER strategy, a simple strategy based on IBP, good response to 
NSAIDs, a positive HLA-B27, and family history of SpA. Among clinical factors, IBP and EMMs (uveitis, psoriasis), and family 
SpA had a crucial role in predicting the diagnosis of axSpA. Increasing physicians’ awareness of these clinical features may 

enhance referral and expedite early diagnosis of axSpA.

CARE™ Faculty Perspective

Triage of patients with back pain is essential to find those with SpA, while not overwhelming SpA clinics with those 
suffering from the near-ubiquitous experience of mechanical low back pain. When multiple strategies and algorithms 
exist, one can surmise that none of them is highly specific and sensitive. Here the MASTER strategy was found to be best. 
Note that 3 of the 4 factors it considers are LBP, good response to NSAIDs, and family history of SpA, each of which on 
their own was found to have low diagnostic value in Abstract 0392 reported above.

- Dr. Philip Baer

Abstract Number: 0382

Factors Associated with Diagnostic Delay in Axial Spondyloarthritis: Impact of Clinical Factors and Social Vulnerability

Gregory McDermott et al. 

Background/Purpose: Patients with axial spondyloarthritis (axSpA) experience significant delay between symptom onset 
and diagnosis. Determinants of delay are incompletely understood. We investigated the associations between demographic, 
medical and socioeconomic factors and axSpA diagnostic delay.

Conclusion: We identified several clinical and socioeconomic factors that may influence diagnostic delay in axSpA. Older age 
at back pain onset, peripheral arthritis and positive HLA-B27 were associated with shorter delay. In contrast to other disease 
manifestations, uveitis was more common among patients with >4 years of diagnostic delay and nearly one third of this group 
sought ophthalmology care prior to diagnosis. Patients with higher socioeconomic vulnerability had longer diagnostic delay 
independent of clinical factors. These findings may help identify education and screening strategies to facilitate timely axSpA 

diagnosis.

CARE™ Faculty Perspective

This was an American study from a single health system looking at 555 patients with a new diagnosis of axSpA over 
30 years. Socioeconomic factors were associated with diagnostic delay, which is also noted in universal health care 
systems such as Canada’s. As we all know, uveitis may be the presenting manifestation of axSpA, and referrals from 
ophthalmologists and optometrists should be prioritized to confirm if their uveitis patients have axSpA.

- Dr. Philip Baer
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SUMMARY AND PARTING COMMENTS 

Rheumatoid Arthritis

Efficacy and safety

• A history of ASCVD is a key risk factor for future MACE events 

• Long-term treatment with Golimumab is a safe treatment option regardless of risk factors.

• Results from the post-hoc analysis of three Phase 3 UPA clinical trials from the SELECT program: BEYOND, CHOICE, 
and COMPARE indicated at week 24 ACR 20/50/70 scores comfortably exceeded the commonly cited “Keystone rule” of 
50/25/12 in TNF inadequate responders.

 

New intravenous agents

• Interesting proof of concept Phase 2a study of peresolimab, a novel intravenous therapy which stimulates the checkpoint 
Inhibitory receptor PD-1.  

Psoriatic Arthritis

• BKZ is a novel dual inhibitor of IL-17 A and F, already approved in Canada for psoriasis and under investigation for psoriatic 
arthritis. Results of a 52-week active reference arm demonstrate comparable ACR 50 scores vs adalimumab, with higher 
PASi 100 responses. When and where this will be funded for PsA patients in Canada will be of interest.

• Guselkumab (GUS) is associated with robust and sustained improvement in PsA signs and symptoms in all studied 
subgroups of patients (pts) pooled from the phase 3 DISCOVER-1 and DISCOVER-2 (D2) trials.

• Risankizumab (RZB) is efficacious in patients with both limited and extensive joint involvement. 

Axial Spondyloarthritis 
• Upadacitinib and two investigational therapies (bimekizumab and filgotinib) may represent new treatment options 

for nr-axSpA and AS. Filgotinib will not be commercialized in North America, though it is marketed in Europe for other 
rheumatic diseases.

•  Nr-axSpA may be difficult to confidently diagnose in practice. Careful selection of patients with objective signs of 
inflammation (high CRP and + MRIs) will enrich the population with those most likely to respond to an advanced therapy 
such as UPA.

General

• Canada currently risks falling behind other jurisdictions in the approval and funding of innovative therapies in 
dermatology and rheumatology, as new agents continue to be developed for multiple indications in these areas.
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