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Background and rationale for guideline
development

Axial spondyloarthritis (axSpA) is a chronic inflammatory
condition that predominantly affects the spine and sacroiliac
joints [1]. It can also involve peripheral joints and entheses,
and extra-musculoskeletal manifestations (EMMs) such as
acute anterior uveitis, psoriasis and IBD. Since the previous
version of the British Society for Rheumatology (BSR) axSpA
guideline [2], which only included TNF inhibitors, pharma-
cological treatment options and strategies for axSpA have ex-
panded, alongside rapid advancements in the treatment of
EMMs as index conditions. In this increasingly complex and
evolving therapeutic landscape, we aimed to update the
guideline for health professionals in the UK who care for
adults with axSpA.

Guideline development

This guideline was developed in accordance with the BSR
Creating Guidelines Protocol (v5.4). The guideline working
group (GWG) drafted the guideline scope [3], which served
as the foundation for an evidence review to support the devel-
opment of recommendations. Following the GRADE process,
recommendations were rated based on the strength of recom-
mendation (1: strong, 2: conditional), the quality of evidence
(A: high, B: moderate, C: low/very low) and the strength of
agreement (SoA, 1-100%). Recommendations were revised
until the mean and individual SoA ratings exceeded 80%.

The guideline was developed by a multidisciplinary guide-
line working group (GWG), comprising and reflecting the
views of individuals with lived experience of axSpA, rheuma-
tologists, an ophthalmologist, a dermatologist, a gastroenter-
ologist, a general practitioner, an epidemiologist, a specialist
nurse, a consultant physiotherapist, a specialist pharmacist
and the Chief Executive Officer (CEO) of the patient-focused
charity National Axial Spondyloarthritis Society (NASS). The
systematic literature review was conducted by researchers
with evidence synthesis expertise (L.F., N.C., D.v.d.W.).

This guideline does not cover the use of NSAIDs, glucocor-
ticoids or conventional synthetic DMARDs; the treatment of
enthesitis/spondylitis-related juvenile idiopathic arthritis; ax-
ial disease in psoriatic arthritis [4]; the safety of targeted ther-
apies [5] or their use in pregnancy [6]; or health economic
considerations.

The guideline

This executive summary distils the recommendation state-
ments, which must be succinct by necessity. The GWG
strongly advises that these statements be interpreted along-
side the supporting text published in the full guidelines and
online supplementary materials (Supplementary Data S1-56,
available at Rbheumatology online). For brevity, we refer to
biologic and targeted synthetic DMARDs as “targeted
therapies” throughout.

Overarching principles

1) The primary goal of treatment for people living with
axSpA is to enable them to lead healthy and productive
lives by optimizing health-related quality of life through
comprehensive management of all disease manifestations,
prevention of structural damage, preservation of physical

function, work productivity and social participation
(SoA 99%).

2) Management decisions should be developed in partner-
ship with the individual living with axSpA based on
their needs and priorities, within the available resources
(SoA 99%).

3) Management should involve a multidisciplinary team
(MDT) coordinated by a rheumatologist, utilizing a ho-
listic approach that incorporates both pharmacological
and non-pharmacological interventions (SoA 98%).

The focus of treatment is to optimize health-related quality of
life by placing the person living with axSpA at the centre of
care provision. The decision to start or change targeted thera-
pies should be overseen by the responsible consultant rheu-
matologist and made in partnership with the person with
axSpA, taking into account individual needs and priorities.
Providing information and education is essential to enable
meaningful  engagement in shared decision-making.
Treatment goals should be reviewed regularly to ensure they
remain realistic, achievable and acceptable to the person with
axSpA. In the presence of EMMs, holistic management
should include cross-speciality collaboration. When selecting
targeted therapies, consider that people with axSpA may pri-
oritize controlling some disease manifestations over others.
Management of comorbidities should adopt an MDT ap-
proach (e.g. nurse-led annual review of cardiovascular and
fracture risk, clinical psychology for mental health) in close
collaboration with primary care.

Escalation to targeted therapies should not diminish the fo-
cus on non-pharmacological management. Although it is be-
yond the scope of this guideline to make recommendations for
non-pharmacological therapies, the GWG emphasizes the im-
portance of (1) physical activity, supervised exercise and phys-
iotherapy, (2) aquatic physiotherapy and hydrotherapy,
(3) psychological therapies and (4) supported self-management.

Recommendations

i) TNF, IL-17 or JAK inhibitors are recommended for peo-
ple with active axSpA who have not responded ade-
quately despite non-pharmacological and conventional
pharmacological management (1A, SoA 97%).

ii) Active disease should be determined by the treating clini-
cian in the context of verified diagnosis and inflamma-
tory disease activity, supported by validated indices such
as ASDAS, BASDAI and spinal pain (1B, SoA 97%).

There is no evidence to support recommending one class or
drug over another with respect to efficacy for musculoskeletal
manifestations. The decision to escalate to targeted therapies
and the choice of therapy should be made with the person
with axSpA and after considering prognostic factors, comor-
bidities [5], and EMMs (summarized in Table 1 and discussed
later). These adverse prognostic factors for radiographic
structural progression should be considered as part of shared
decision making when initiating targeted therapies.

For the purpose of escalation to targeted therapies, active
disease should be defined after (1) appropriate use of non-
pharmacological and conventional pharmacological thera-
pies, and (2) verifying the diagnosis and inflammatory dis-
ease activity. The diagnosis of axSpA should be verified by a
consultant rheumatologist. The necessary push to reduce


https://academic.oup.com/rheumatology/article-lookup/doi/10.1093/rheumatology/keaf090#supplementary-data
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diagnostic delay must be cautiously balanced against the
potential for misdiagnosis.

The decision to initiate therapy should not be solely based
on disease indices. Nevertheless, validated measures of disease
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iii) Response to targeted therapies should be assessed using
validated indices (e.g. ASDAS, BASDALI, spinal pain) 3—4
months after initiation, and every 6-12 months if treat-
ment is continued (1B, SoA 97%).

activity should be documented at the time of treatment initia- iv) The absence of response to targeted therapies should

tion and at each follow-up. ASDAS is the only instrument
shown to correlate with radiographic progression [7, 8], and

prompt reassessment of the diagnosis and the extent of
inflammatory disease activity (1B, SoA 100%).

the ASDAS definition of high disease activity (>2.1) better v) An alternative targeted therapy is recommended for indi-

predicts treatment response than BASDAI>4 [9, 10]. For
these reasons, the GWG recommends transitioning towards
regular inclusion of ASDAS in clinical practice (Table 2).

Table 1. Summary of the evidence for targeted therapies across extra-musculoskeletal manifestations

viduals with active disease who cannot tolerate, do not
respond to or lose response to the initial targeted therapy
(1A, SoA 99%).

Biologic or targeted Review axSpA Extra-musculoskeletal manifestations
synthetic DMARD? response (weeks)

Psoriasis Uveitis Crohn’s disease Ulcerative colitis
Adalimumab 12 v v v v
Etanercept” 12 v (~) (~) (~)
Certolizumab pegol® 12 v ) (V) (~)
Golimumab® 12 ) (V) (~) vV
Infliximab® 12 V4 ) Vs V4
Secukinumab’ 16 4 (~) Xactive (~inactive) Xactive (~inactive)
Ixekizumab’ 16-20 v (~) Xactive (~inactive) Xactive (~inactive)
Bimekizumab® 16 v (~) Xactive (~inactive) Xactive (~inactive)
Tofacitinib 16 ) (~) (~) v
Upadacitinib' 16 (v) (~) v v

This table is intended as a quick summary. Always cross-reference with the summary of product characteristics before prescribing. Uveitis data pertain to
prevention of acute anterior uveitis incidence or flare. ‘Active/inactive’ refer to disease activity of each extra-musculoskeletal manifestation (EEM). The
number of ticks provide a non-quantitative indication of comparative efficacy across each EMM. X: not recommended. Parentheses: not currently licenced.
~: There is a lack of high-quality evidence for efficacy, or there is evidence supporting a lack of efficacy—see footnote for details.

* Information applies to both bio-originator and biosimilar where relevant.

b Etanercept has lower comparative efficacy for all EMMs compared with monoclonal TNFi. The risk of uveitis and IBD onset and flare is greater in
etanercept than monoclonal TNFi in observational studies. Etanercept was not superior to placebo in a small RCT of Crohn’s but is unlikely to be directly
detrimental to IBD; it could be considered for axSpA, following gastroenterology review.

¢ Certolizumab pegol is licenced for Crohn’s in the US and Europe but not in the UK. Phase III evidence is lacking for ulcerative colitis (UC), but there are
sirggle—arm studies suggesting some effectiveness.

Golimumab has some evidence of efficacy for psoriasis (in PsA trials) but is not licenced. Phase III evidence is lacking for Crohn’s. Golimumab dosing
differs for UC (requires loading dose).

¢ Infliximab is not licenced for non-radiographic axSpA. Subcutaneous infliximab is licenced for IBD but not for axSpA.

According to network meta-analysis of RCTs published after the literature search cut-off date, [L-17A inhibitors are likely inferior to monoclonal TNFi,
though likely superior to placebo, for uveitis. IL-17A inhibitors are not recommended in active IBD but could be considered for axSpA if IBD is inactive,
following gastroenterology review. Dosing of secukinumab (higher dose) and ixekizumab (loading dose) differs in psoriasis. Higher (300 mg) dose of
secukinumab is available for ankylosing spondylitis but not non-radiographic axSpA.

& Bimekizumab is superior to secukinumab for cutaneous psoriasis but increases incidence of candidiasis. Bimekizumab dosing differs in psoriasis (higher
dose). In post hoc analyse of pooled axSpA trial data published after the literature search cut-off date, the bimekizumab arm had lower incidence of uveitis
compared with placebo, but it is not currently licenced for uveitis. Evidence for the safety of bimekizumab in IBD is lacking.

Tofacitinib is not licenced for non-radiographic axSpA. Tofacitinib has phase III evidence of efficacy for psoriasis but is not licenced. JAK inhibitors as a
group are likely superior to placebo for uveitis according to network meta-analysis of RCTs. Tofacitinib was not superior to placebo in a phase I trial
of Crohn’s.

' Upadacitinib has some evidence of efficacy for psoriasis (in PsA trials) but is not currently licenced. JAK inhibitors as a group are likely superior to
placebo for uveitis according to network meta-analysis of RCTs.

Table 2. Components and thresholds for the Axial Spondyloarthritis Disease Activity Score (ASDAS)

Derivation ASDAS 0.12 X back pain +0.06 X duration of morning
stiffness + 0.07 X peripheral pain/swel-
ling +0.11 X patient
global +0.58 x Ln(CRP + 1)
0.08 x back pain +0.07 x duration of morning
stiffness 4+ 0.09 X peripheral pain/swel-
ling +0.11 X patient global + 0.29 x |(ESR)
High disease activity >2.1; >3.5 indicates very high disease activity
Low disease activity <2.1,>13
Inactive disease <13
Clinically important improvement Change of >1.1

Major improvement Change of >2.0

ASDAS-ESR

ASDAS thresholds

ASDAS based on CRP is preferred. CRP in mg/l and ESR in mm/h. BASDAI questions and patient global are assessed on a numerical rating scale of 0-10.
Patient global: ‘How active was your spondylitis on average during the last week?’.
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Assessments should consider compliance and whether resid-
ual symptoms are related to active inflammation. Follow-up
assessment of disease activity should be holistic and sup-
ported by, but not solely reliant on, disease indices. The de-
cision to continue therapy should be made jointly between
the person with axSpA and the treating clinician.

The nature and interval of follow-up can be adjusted
based on individual circumstances but should be reviewed
at each visit to ensure it remains appropriate. Patient-
initiated follow-up or extended follow-up intervals may be
considered if the condition is well controlled and the person
with axSpA has adequate education and access to a local
rheumatology advice line or equivalent to promptly re-
establish contact with the clinical team if necessary. Follow-
up interval should not typically exceed 24 months.

NICE recommends a BASDAI 50% or 2-unit reduction
and 2-unit reduction in spinal pain [11] which, until revised,
will continue to be the cornerstone of assessment. ASDAS
states and improvement criteria are superior to BASDAI in
differentiating levels of, and changes in, disease activity
[12]. The GWG recommends that assessments incorporate
ASDAS. A reduction of >1.1 represents a clinically impor-
tant response [13].

When using any index, assessments should consider
whether residual symptoms are related to active inflamma-
tion. Repeat imaging may help to assess inflammation and
other causes of persistent symptoms. Diagnosing axSpA is
challenging, and clinicians should remain open to re-
evaluating the original diagnosis, particularly when there is
(repeated) primary non-response to targeted therapies.

There is currently insufficient evidence to recommend a
specific sequence of targeted therapies in the case of treat-
ment failure. In the context of verified diagnosis and inflam-
matory disease activity, the GWG suggests that there should
not be a limit to the number of sequential therapies that any
individual can have.

vi) In the presence of moderate-to-severe or recurrent uve-
itis, a monoclonal TNF inhibitor is preferred over thera-
pies with other mechanisms of action (1A, SoA 98%).

vii) A history of inactive uveitis is not an absolute contraindi-
cation to therapies with other mechanisms of action (2B,
SoA 97%).

viii) If new uveitis develops in the context of well-controlled
axSpA, decisions to change treatment should be made
with an ophthalmologist where possible, taking into ac-
count the severity and/or frequency of uveitis flares and
response to topical steroid (1B, SoA 97%).

The severity of uveitis can vary from infrequent mild episodes
to recurrent or sight-threatening disease. For moderate—severe
or recurrent uveitis, the decision to commence a targeted ther-
apy should be jointly made between rheumatology and oph-
thalmology as part of an MDT. In contrast to IBD, trial data
do not suggest that IL-17Ai is harmful for uveitis [14]. If uve-
itis develops or flares in individuals with well-controlled
axSpA on etanercept or IL-17Ai, severity and/or frequency of
uveitis should be considered in consultation with an ophthal-
mologist before automatically switching therapy.

ix) IL-17 and monoclonal TNF inhibitors are preferred in
the presence of extensive psoriasis (e.g. >10% body sur-
face area) or severe localized psoriasis at sites associated
with high functional impairment or impact (e.g. face,

scalp, palms, soles, flexures, genital or nails), ideally in
conjunction with a dermatologist (1A, SoA 96%).

In people with well-controlled axSpA but inadequately
controlled psoriasis, management should be discussed
with a dermatologist and may not necessarily require a
change in targeted therapy. Where axSpA and psoriasis
are both indications for targeted therapy, control of cuta-
neous psoriasis can be achieved by, in order of efficacy,
IL-17 inhibitors, monoclonal TNF inhibitors or etaner-
cept [15]. The GWG recommends using at least one objec-
tive measure for assessing and monitoring psoriasis; e.g.
body surface area can be estimated using the palm
method, where the individual’s palm covers ~1% of their
body surface area.

x) Individuals with unexplained lower gastrointestinal symp-
toms should be assessed by a gastroenterologist, ideally be-
fore commencing targeted therapies (1B, SoA 97%).

xi) In the presence of active IBD, monoclonal TNF or JAK
inhibitors are preferred; IL-17 inhibitors should not be
commenced (1A, SoA 99%).

xii) A history of inactive IBD is not an absolute contraindica-
tion to IL-17 inhibitors or etanercept (2B, S0A 97%).

The severity, relapse frequency and prognosis of IBD (compris-
ing Crohn’s disease and ulcerative colitis) can vary substan-
tially and treatment decisions should be made in collaboration
with gastroenterology where possible. In well-controlled
axSpA, mild IBD may be managed by gastroenterology with-
out a change in targeted therapy. Monoclonal TNF or JAK
inhibitors are preferred in people with active axSpA and IBD
where advanced therapies are indicated. IL-17 inhibitors
should not be commenced in people with active IBD, as it may
exacerbate intestinal inflammation [16]. Given the relatively
limited number of drug classes for axSpA, IL-17 inhibitors can
still be considered in the context of well-controlled IBD when
no other options are available, but the balance of risk and ben-
efit in these circumstances should be carefully considered with
input from gastroenterology. If an IL-17 inhibitor is used, indi-
viduals and their clinicians should regularly monitor for symp-
toms compatible with IBD.

xiii) Treatment should aim to achieve predefined targets

agreed upon with the individual living with axSpA, using
individualized therapy adjustments that consider comor-
bidities and inflammatory disease activity (1B, SoA 99%).

The TICOSPA trial of treating to target (ASDAS <2.1) in
axSpA did not achieve its primary outcome (>30% im-
provement in ASAS Health Index) or the majority of sec-
ondary outcomes [17]. There is insufficient evidence to
recommend treating to an index-based target, which may
instead lead to cycling through a limited number of targeted
therapies. Therapeutic targets should be agreed upon with
the person with axSpA and should consider (1) the overall
number of available therapeutic options, (2) adverse prog-
nostic factors for disease progression and treatment re-
sponse and (3) extent of inflammatory disease activity.

xiv) Tapering of targeted therapies should be considered for

individuals who have achieved sustained remission (1A,
SoA 98%).

xv) Withdrawal of a targeted therapy in the context of sus-
tained remission is not recommended (1A, SoA 99%).



TNEF inhibitor dose reduction was not inferior to continuing
standard dose for maintaining response. People with axSpA
in sustained remission should be offered therapeutic tapering,
with the decision agreed upon between the person with
axSpA and the clinician. “Sustained remission” lacks formal
definition but can be operationalized as low disease activity
or remission for at least 6 months.

Flare rates were significantly higher in withdrawal arms com-
pared with continuing standard dose or tapering arms [18]. Not
all individuals who flared were able to regain control within the
trial period. Although complete withdrawal is not recom-
mended, people with axSpA, informed with these trial data,
may nevertheless choose to discontinue therapy and should be
supported with access to timely clinical review when needed.

Scope questions without recommendations

The GWG did not find enough evidence with which to make
recommendations on (1) the comparative safety of targeted
therapies on comorbidities, and (2) the clinical effectiveness
and safety of combining targeted therapies, which should be
the focus of future research.

Applicability and utility

This guideline aims to support clinical decision-making to im-
prove quality of care for axSpA. The recommendations are
intended to be pragmatic and grounded in the best available
evidence but not limited by the absence of RCTs. Some rec-
ommendations diverge from existing NICE guidelines and
drug licencing, which could pose barriers to implementation.

NICE recommendation to use BASDAI and spinal pain are
based on historical data which are superseded by subsequent
evidence for ASDAS. The overarching aim of treatment
includes prevention of structural damage, for which BASDAI
has lower predictive value. Implementation of ASDAS should
be analogous to DAS28 thus familiar to care providers.

Questioning a diagnosis can be both practically and emo-
tionally challenging. However, misdiagnosis is possible, par-
ticularly with the drive for earlier diagnosis. Diagnostic
uncertainty, particularly in unexpected clinical trajectories,
should be openly discussed within MDTs and with the person
with axSpA.

Several recommendations on EMMs emphasize collabora-
tive management with other specialties, which may not al-
ways be feasible. This emphasis hopes to provide support for
combined services where there is clinical need.

Increasing the dosing interval when implementing drug ta-
pering (except for certolizumab pegol) is outside of licencing
authorization, with implications for the prescriber. However,
evidence-based, shared decision-making may be more benefi-
cial for people with axSpA than when they independently ad-
just dosing intervals without guidance.

The deliberate choice to prioritize non-pharmacological
management at the start of the guideline for targeted thera-
pies reflects the advocacy of individuals with lived experience
and NASS. Non-pharmacological interventions are often the
first and, in many cases, the only treatment required. At a
time when these resources are strained or diminished, it is
critical to highlight their importance in axSpA care. The
GWG hopes this emphasis will support business cases for
these provisions where clinical need exists.
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Research recommendations

The GWG members proposed research recommendations
then voted to select the top 10 listed below.

1) Non-pharmacological management options.

2) Comparisons of targeted therapies in head-to-head
clinical trials.

3) Strategies for managing fatigue.

4) Evidence on the sequential use of targeted therapies.

5) Criteria for initiating and predictors of successful ther-
apeutic tapering.

6) Management of difficult-to-treat axSpA.

7) Role of imaging in assessing treatment response.

8) Effective use of patient-initiated follow-up.

9) Comparative safety of targeted therapies in axSpA

populations.
10) Safety and efficacy of combining targeted therapies in
axSpA with EMMs.
Audit

A suggested audit tool is available via the BSR website and in
Supplementary Data S6, available at Rheumatology online.
The GWG encourages engagement with the BSR New Early
Inflammatory Arthritis Audit.

Supplementary material

Supplementary material is available at Rheumatology online.

Data availability

All data are provided in online Supplementary Materials,
available at Rheumatology online.
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