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Abstract

Pharmacological management has advanced considerably since the 2015 British Society for Rheumatology axial spondyloarthritis (axSpA) guide-
line to incorporate new classes of biologic DMARDs (bDMARDs, including biosimilars), targeted synthetic DMARDs (tsDMARDs) and treatment
strategies such as drug tapering. The aim of this guideline is to provide an evidence-based update on pharmacological management of adults
with axSpA (including AS and non-radiographic axSpA) using b/tsDMARDs. This guideline is aimed at health-care professionals in the UK who
care directly for people with axSpA, including rheumatologists, rheumatology specialist nurses, allied health professionals, rheumatology spe-
cialty trainees and pharmacists; people living with axSpA; and other stakeholders, such as patient organizations and charities.

Received: 8 February 2023. Accepted: 22 March 2023

© The Author(s) 2023. Published by Oxford University Press on behalf of the British Society for Rheumatology.

This is an Open Access article distributed under the terms of the Creative Commons Attribution License (https://creativecommons.org/licenses/by/4.0/), which
permits unrestricted reuse, distribution, and reproduction in any medium, provided the original work is properly cited.

€20z Jaquaides o uo 1senb Aq /46091 2/6E0PEN/Z/./e1onie/dewnayl/woo dno-oiwspese//:sdny wolj papeojumoq


https://orcid.org/0000-0002-3558-7353
https://orcid.org/0000-0003-2323-8161
https://orcid.org/0000-0002-1186-5806
https://orcid.org/0000-0003-0016-7591
https://orcid.org/0000-0002-9683-3407
https://orcid.org/0000-0002-1802-7311
https://orcid.org/0000-0002-7863-9176
https://www.nice.org.uk/accreditation

Lay Summary
What does this mean for patients?

Sizheng Steven Zhao et al.

Axial spondyloarthritis, which includes ankylosing spondylitis, is an incurable condition that typically affects the spine. It can significantly reduce qual-
ity of life and ability to perform everyday activities. The British Society for Rheumatology develops guidelines to help health professionals to provide
treatment according to the latest scientific research. Many new treatments have become available since the last version of the guideline. This paper
sets out the plan to update the guideline for axial spondyloarthritis, which will focus on how and when to use high-cost drugs. The guideline working
group will include a range of health professionals, people with axial spondyloarthritis and representation from the axial spondyloarthritis charity.

This guideline update will be developed using the methods and processes outlined in British Society for Rheumatology (BSR) Creating Clinical

Guidelines: Our Protocol [1].
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Why the guideline is needed

Since the 2015 BSR and British Health Professionals in
Rheumatology treatment guideline for axial spondyloarthritis
(axSpA) [2], pharmacological management has advanced consid-
erably to incorporate new classes of biologic DMARDs
(bDMARD, including biosimilars), targeted synthetic DMARDs
(tsDMARD) and treatment strategies such as drug tapering. An
updated BSR guideline is needed to inform health-care providers
and other stakeholders. Although European and North
American societies have both recently published treatment guide-
lines (Assessment of SpondyloArthritis international Society/
European Alliance of Associations for Rheumatology [3] and
ACR/Spondyloarthritis Research and Treatment Network/
Spondylitis Association of America [4]), they are not always di-
rectly transferable or applicable to the health-care system in the
UK. For example, drugs may receive authorization at different
times across health-care systems. The publicly funded health-care
system in the UK may allocate resources differently, with implica-
tions for availability and use of licensed drugs. Because of the
higher costs associated with these treatments, prescribing in
England, Wales and Northern Ireland comes under the guidance
of the National Institute for Health and Care Excellence (NICE),
and in Scotland the Scottish Medicines Consortium.

Key facts and figures

AxSpA is a chronic inflammatory disease that predominantly
affects the spine and sacroiliac joints [5]. It can also involve pe-
ripheral joints and entheses, and extra-musculoskeletal manifes-
tations such as acute anterior uveitis, psoriasis and IBD. The
axSpA disease spectrum can be classified into those who have de-
veloped structural damage in the sacroiliac joints visible on radio-
graphs (AS or radiographic axSpA) and those without such
damage (non-radiographic axSpA). Clinical features, symptom
severity, co-morbidities and treatment response are comparable
between radiographic and non-radiographic groups [6, 7].
Symptoms of axSpA typically start in early adulthood, but di-
agnosis can take several years. Chronic inflammatory pain and
stiffness are well recognized to have adverse effects on quality of
life, social participation and mental health [8-10]. The co-
morbidity burden is also higher than in age-matched people
without axSpA [11], which can influence treatment choice.

Current practice

The key aims of axSpA management are to control symptoms, re-
store function and quality of life, and slow disease progression [2,
3, 12]. Optimal management should be holistic, addressing mus-
culoskeletal and extra-musculoskeletal manifestations as well as
co-morbidities, and should include both pharmacological and

non-pharmacological approaches. Multidisciplinary care is
essential.

Non-pharmacological modalities (e.g. physiotherapy, hy-
drotherapy, lifestyle interventions and patient education)
form the cornerstone of management. Randomized controlled
trials of non-pharmacological interventions can be methodo-
logically challenging, and limited evidence has emerged
beyond those reviewed previously [13, 14]. Therefore, the
current guideline update will focus on pharmacological man-
agement only, specifically on developments in b/tsDMARDs
(collectively referred to as targeted therapies henceforth). To
ensure that our UK guideline appropriately profiles the
breadth of treatment required for axSpA, a summary will be
provided of the non-pharmacological management recom-
mendations from recently published guidelines from
European and North American societies [3, 4].

Pharmacological management generally starts with
NSAIDs and, if symptom control remains inadequate, escala-
tion to targeted therapies may be indicated. Up to half of
patients starting their first bDMARD do not respond ade-
quately [15, 16], the reasons for which are not completely un-
derstood. Unlike other inflammatory arthritides, such as RA
and PsA, the number of pharmacological treatment options in
axSpA is comparably limited, comprising inhibitors of TNF,
IL17 and the Janus kinases (JAK).

Who the guideline is for

This guideline is for health professionals in the UK who care
directly for people with axSpA, including rheumatologists,
rheumatology specialist nurses, allied health professionals,
rheumatology specialty trainees, pharmacists; people living
with axSpA; and other stakeholders, such as patient organiza-
tions and charities.

What the guideline will cover
Target clinical population

Adults with axSpA, including AS (i.e. radiographic axSpA)
and non-radiographic axSpA.

Settings
Secondary/tertiary care rheumatology (targeted therapies are
restricted to specialist use).

Activities, services or aspects of care
Key areas that will be covered:

* Pharmacological treatment of people with axial spondy-
loarthritis using b/tsDMARD:s, including biosimilars.
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Axial spondyloarthritis treatment guideline scope

* Treatment strategies including switching, tapering, with-
drawal and treat-to-target approaches.

Areas that will not be covered:

* Treatment of enthesitis- or spondylitis-related JIA.

* Axial disease in PsA.

* NSAIDs, glucocorticoids and conventional synthetic
DMARD:s.

* Non-pharmacological management (a brief summary
from related guidelines will be included).

Related guidance:

* BSR and BHPR guideline for the treatment of axSpA (in-

cluding AS) with biologics [2].

ASAS-EULAR recommendations for the management of

axSpA: 2022 update [3].

* 2019 Update of the American College of Rheumatology/

Spondylitis  Association of America/Spondyloarthritis

Research and Treatment Network recommendations for

the treatment of AS and non-radiographic axSpA [4].

NICE guideline [NG65] Spondyloarthritis in over 16s: di-

agnosis and management [17].

* Development of ASAS quality standards to improve
the quality of health and care services for patients with
axSpA [12].

* BSR guideline on prescribing drugs in pregnancy and

breastfeeding: immunomodulatory anti-rheumatic drugs

and corticosteroids [18].

2022 EULAR recommendations for screening and pro-

phylaxis of chronic and opportunistic infections in adults

with autoimmune inflammatory rheumatic diseases [19].

* The 2022 BSR guideline for the treatment of PsA with bio-
logic and tsDMARDs [20].

Key issues and draft questions

We identified the following draft questions, which will be
used to develop more detailed review questions and method-
ology. Where indicated, we will evaluate evidence from both
clinical trials and real-world observational studies. It might
not be possible to make recommendations in all areas.
Targeted therapies refer to bDMARDs (including biosimilars)
and tsDMARDs, including inhibitors of TNF, IL17 and JAK.

* In adults with active axSpA, what is the clinical effective-
ness and safety of targeted therapies, compared to each
other or placebo, on:

* Axial symptoms and manifestations;

* Peripheral musculoskeletal manifestations, namely, ar-
thritis, dactylitis and enthesitis;

* Extra-musculoskeletal manifestations, namely, acute
anterior uveitis, psoriasis and IBD;

* Co-morbidities and risk factors (including the impact
of co-morbidities or risk factors on choice of targeted
therapy and effect of therapy on common co-
morbidities)?

* In adults with active axSpA who do not respond ade-
quately to or tolerate one or more targeted therapies, what
is the clinical effectiveness and safety of switching:

* to biosimilars;

* to targeted therapies with different mechanisms of
action;

* after multiple targeted therapies?

¢ In adults with active axSpA, what is the clinical effective-
ness and safety of combining targeted therapies (including
those licensed for extra-musculoskeletal manifestations)?

¢ In adults with active axSpA, what is the evidence for a
treat-to-target strategy compared with usual care?

* In adults with axSpA who have achieved clinical remission
or low disease activity, what is the evidence, compared
with usual care, for:

* tapering or dose reduction of targeted therapies;
* withdrawing targeted therapies;
* switching to biosimilars?
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