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Background/Purpose: Non-response to standard treatments represents a management challenge in
axial Spondyloarthritis (axSpA). The Assessment of SpondyloArthritis international Society (ASAS)
seeks to define ‘difficult-to-manage axSpA’ (D2M axSpA). The aim of this work was to develop a
consensus-based definition of D2M axSpA for use in clinical and research settings.

Methods: A scoping literature review was conducted in 2022 to identify potential definitions for D2M
axSpA from prior studies, followed by a 2-round Delphi consensus process to identify components of
D2M axSpA. The 15t Delphi round surveyed ASAS members, with 123 respondents. In January 2023,
the results were presented to the Task Force and ASAS members. This was followed by the 2" Delphi
round taking the results of the discussion into consideration; a total of 186 responses were received.
Based on the results of the 2" Delphi round, a draft D2M axSpA definition was developed and
presented to the Task Force and subsequently to the ASAS members in January 2024. Full ASAS
members (n=123) voted on the proposed definition.

Results: Consensus was reached on a definition encapsulating treatment failure, suboptimal disease
control, and physician or patient acknowledgment of problematic signs/symptoms in patients
diagnosed with axSpA by rheumatologist - figure. ASAS D2M axSpA definition is, therefore, a broad
concept including a variety of reasons leading to an unsatisfactory treatment outcome. “Treatment-
refractory” disease is a part of the D2M group, which can be concluded after excluding other reasons
for the non-response and require a history of specific treatment failure and the presence of objective
signs of inflammatory activity. The proposed definition was endorsed by ASAS at the annual meeting
in January 2024 with 89% votes (109/123) in favor of the definition.
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Conclusion: The ASAS D2M axSpA definition, shaped by extensive professional and patient input and
a structured consensus process, provides a clear identification of patients with non-response to
current standard treatments paving a way to further research.

Figure. The ASAS Difficult-to-Manage Axial Spondyloarthritis Definition.

All three criteria must be present in a patient with axial spondyloarthritis diagnosed by a rheumatologist:
4 3
® 1. Treatment according to the ASAS-EULAR recommendations and failure of 22

b/tsDMARDs* with different mechanisms of action (unless contraindicated™*).
. J

[2. Insufficient control of signs/symptoms of axSpA defined as 21 of the foIIowing:\
a. High or very high disease activity (ASDAS >2.1);

b. Signs or symptoms suggestive of active disease (musculoskeletal or extra-musculoskeletal
® manifestations, elevated CRP***, active inflammation on MRI***);

® c. Rapid radiographic spinal progression****;
d. Well-controlled disease according to the above-mentioned points (a-c), but still having axSpA
\ symptoms that are causing a reduction in quality of life.
@ @ (D 4 N

and/or the patient.
\ J

G}Q@ 3. The present signs/symptoms are perceived as problematic by the rheumatologist

*Including primary and secondary failure, as well as discontinuation because of side effects/intolerability/contraindications. Treatment failure but not
discontinuation due to side effects/intolerability/contraindications is mandatory to conclude the presence of treatment-refractory disease.
**Contraindications, which result in the inability to apply at least 2 b/tsDMARDs.

***Objective signs of inflammatory activity (elevated CRP or active inflammation on MRI) are mandatory to conclude the presence of treatment-
refractory disease.

****Defined as development of >2 new syndesmophytes/bony bridges in 2 years.

ASAS: Assessment of Spondyloarthritis international Society, ASDAS: Axial Spondyloarthritis Disease Activity Score, axSpA: axial spondyloarthritis;
bDMARDSs: biologic disease-modifying antirheumatic drugs, CRP: C-reactive protein, EULAR: European Alliance of Associations for Rheumatology,
MRI: magnetic resonance imaging, tsSDMARDs: targeted synthetic disease-modifying antirheumatic drugs.
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