% Universiteit
4 Leiden
The Netherlands

Goodbye to the term 'ankylosing spondylitis’, hello 'axial

spondyloarthritis' time to embrace the ASAS-defined nomenclature
Heijde, D. van der; Molto, A.; Ramiro, S.; Braun, J.; Dougados, M.; Gaalen, F.A. van; ... ;
Baraliakos, X.

Citation

Heijde, D. van der, Molto, A., Ramiro, S., Braun, J., Dougados, M., Gaalen, F. A. van, ...
Baraliakos, X. (2023). Goodbye to the term 'ankylosing spondylitis', hello 'axial
spondyloarthritis': time to embrace the ASAS-defined nomenclature. Annals Of The
Rheumatic Diseases, 83, 547-549. doi:10.1136/ard-2023-225185

Version: Publisher's Version
License: Creative Commons CC BY-NC 4.0 license
Downloaded from: https://hdl.handle.net/1887/3764021

Note: To cite this publication please use the final published version (if applicable).


https://creativecommons.org/licenses/by-nc/4.0/
https://hdl.handle.net/1887/3764021

Handling editor Josef S
Smolen

For numbered affiliations see
end of article.

Correspondence to
Professor Désirée van der
Heijde, Rheumatology, Leiden
University Medical Center,
Leiden 2300 RC, Netherlands;
mail@dvanderheijde.nl

Received 23 October 2023
Accepted 21 November 2023
Published Online First

8 December 2023

Goodbye to the term ‘ankylosing spondylitis’, hello
‘axial spondyloarthritis’: time to embrace the ASAS-

| '.) Check for updates

© Author(s) (or their
employer(s)) 2024. No
commercial re-use. See rights
and permissions. Published by
BMJ on behalf of EULAR.

To cite: van der Heijde D,
Molto A, Ramiro S,

et al. Ann Rheum Dis
2024:83:547-549.

defined nomenclature

Désirée van der Heijde . Anna Molto
Maxime Dougados
Robert D Inman

Victoria Navarro-Compan

Mikhail Protopopov @ ," John Reveille

Filip E Van den Bosch

%3 Sofia Ramiro
° Floris A van Gaalen
% Robert B M Landewé
,"" Andri Phoka,"* Denis Poddubnyy @ ,"
' Martin Rudwaleit @,
Percival Sampaio-Barros, '® Alexandre Sepriano
1819 rene van der Horst-Bruinsma,

" Jiirgen Braun @,
Lianne S Gensler @,/

“? Helena Marzo-Ortega @ ,'°

17 Joachim Sieper @,

Pedro M Machado,?"*>?* Xenofon Baraliakos @ °

ABSTRACT

Ankylosing spondylitis (AS) is the historic term used
for decades for the HLA-B27-associated inflammatory
disease affecting mainly the sacroiliac joints (SIJ)) and
spine. Classification criteria for AS have radiographic
sacroiliitis as a dominant characteristic. However, with
the availability of MRI of SlJ, it could be demonstrated
that the disease starts long before definite SIJ changes
become visible on radiographs. The Assessment of
SpondyloArthritis international Society, representing

a worldwide group of experts reached consensus

on changes in the nomenclature pertaining to axial
spondyloarthritis (axSpA), such as the terminology

of diagnosis and of assessment of disease activity
tools. These are important changes in the field, as
experts in axSpA are now in agreement that the term
axSpA is the overall term for the disease. A further
differentiation, of which radiographic versus non-
radiographic is only one aspect, may be relevant for
research purposes. Another important decision was
that the terms AS and radiographic axSpA (r-axSpA)
can be used interchangeably, but that the preferred
term is r-axSpA. Based on the decision that axSpA

is the correct terminology, a proposal was made to
officially change the meaning of the ASDAS acronym
to 'Axial Spondyloarthritis Disease Activity Score’. In
addition, for simplification it was proposed that the term
ASDAS (instead of ASDAS-CRP) should be preferred
and applied to the ASDAS calculated with C reactive
protein (CRP). It is hoped that these changes will be used
consequently for education, in textbooks, manuscripts
and presentations.

Ankylosing spondylitis (AS) is the historic term used
for decades for the HLA-B27-associated inflamma-
tory disease affecting mainly the sacroiliac joints
(SIJ) and spine. Additionally, peripheral entheses
and joints are involved, and extramusculoskeletal
manifestations are present in a substantial propor-
tion of patients." ‘Ankylosing’ refers to the typical
feature of bone formation in the SIJ and bridging
syndesmophytes in the spine leading to the char-
acteristic bent over body gestalt in its most severe

phenotype, although the latter occurs only in a
minority of patients.

Classification criteria for AS have radiographic
sacroiliitis as a dominant characteristic.> However,
with the availability of MRI of SIJ, it could be
demonstrated that the disease starts long before
definite SIJ changes become visible on radio-
graphs. Consequently, the clinical diagnosis can
be made (long) before radiographic sacroiliitis is
present. In 2004, a manuscript was published in
Annals of Rheumatic Diseases about early diag-
nosis of axial spondyloarthritis (axSpA).” Here,
axSpA was defined as either AS or as undifferen-
tiated SpA with predominant axial involvement. In
2009, the Assessment of SpondyloArthritis inter-
national Society (ASAS) classification criteria for
axSpA were published to enable research in the
entire group of axSpA patients.* ° These criteria
can be fulfilled by one of the two arms: (1) via the
so-called ‘imaging arm’ with sacroiliitis on radio-
graphs or on MRI as the obligatory feature or (2)
via the so-called ‘clinical arm’ with HLA-B27 as a
mandatory feature. The AS equivalent of the ASAS
axSpA criteria was labelled as ‘radiographic’ axSpA
(r-axSpA) with patients fulfilling the imaging arm
based on radiographic sacroiliitis. The remaining
patients were labelled as ‘non-radiographic’ axSpA
(nr-axSpA). This nr-axSpA group has been espe-
cially embraced by pharmaceutical companies: for
drugs that already had an indication for AS, this
was the remaining group for which an indication
was sought. However, many experts, including
members of ASAS, were of the opinion that axSpA
is the disease entity covering the entire spectrum.
This is in line with rheumatoid arthritis, an umbrella
term that covers an entire spectrum, and to which
attributes can be added, such as anti-cyclic citrulli-
nated peptides (CCP) positive/negative or erosive/
non-erosive.

For the further description of a patient with
axSpA, one may add additional descriptors based
on the presence or absence of certain features, such
as HLA-B27 positivity, structural damage on radio-
graphs or on MR, inflammation on MRI, as well as

BM)

van der Heijde D, et al. Ann Rheum Dis 2024,83:547-549. doi:10.1136/ard-2023-225185

eular

yBuAdoo Aq paioalold “Areiqi snaeep 1 $202 ‘02 aunr uo Jwod g pie//:dny woly papeojumod "€202 1aqwadad § Uo G8TSZZ-S202-PIe/9STT 0T St paysiiand 1Sy :SIQ wnayy uuy


http://www.eular.org/
http://ard.bmj.com/
http://orcid.org/0000-0002-5781-158X
http://orcid.org/0000-0003-2246-1986
http://orcid.org/0000-0002-8899-9087
http://orcid.org/0000-0002-9156-5095
http://orcid.org/0000-0003-3009-6229
http://orcid.org/0000-0001-8448-7407
http://orcid.org/0000-0001-6314-5336
http://orcid.org/0000-0002-4750-1422
http://orcid.org/0000-0002-0577-6620
http://orcid.org/0000-0002-9683-3407
http://orcid.org/0000-0002-4527-852X
http://orcid.org/0000-0002-4537-6015
http://orcid.org/0000-0003-4840-5069
http://orcid.org/0000-0001-5950-0913
http://orcid.org/0000-0001-5445-548X
http://orcid.org/0000-0003-1954-0229
http://orcid.org/0000-0003-0285-9890
http://orcid.org/0000-0002-3561-5932
http://orcid.org/0000-0002-9475-9362
http://crossmark.crossref.org/dialog/?doi=10.1136/ard-2023-225185&domain=pdf&date_stamp=2024-04-10
http://ard.bmj.com/

Viewpoint

Table 1 Results of the voting among ASAS members on statements on the nomenclature in axSpA
Percentage of votes in favour (n=89) Percentage of votes in favour
Statement voted on (2019) (n=93) (2023) Final decision

Q1:The terms AS and r-axSpA can be used interchangeably as the large majority of patients  82%
fulfilling the mNY criteria also fulfil the ASAS

Q2: The preferred term to use is r-axSpA instead of AS 55%

Q3: axSpA is the overall term for the disease; (only for description of a patient/population ~ 99%
and research purposes is it important to distinguish between nr-axSpA and r-axSpA)

Q4: Proposal to officially change the meaning of the acronym ASDAS to ‘Axial
Spondyloarthritis Disease Activity Score’

Q5: Proposal: if ASDAS-CRP, simply state ASDAS; if ASDAS-ESR, state ASDAS-ESR

Methods should always describe which acute phase reactant was used.

- Approved by consensus

70% Approved by consensus
- Approved by consensus

94% Approved by consensus

86% Approved by consensus

AS, ankylosing spondylitis; ASAS, Assessment of SpondyloArthritis international Society; axSpA, axial spondyloarthritis; CRP, C reactive protein; ESR, erythrocyte sedimentation rate; mNY, modified New York criteria; nr-axSpA, non-radiographic

axSpA; r-axSpA, radiographic axSpA.

peripheral or extramusculoskeletal involvement (including ante-
rior uveitis, inflammatory bowel disease and psoriasis). Further-
more, it was proposed that, with the umbrella term of axSpA in
mind, it would be more logical to rename AS into r-axSpA, espe-
cially because the ASAS axSpA classification criteria are nowa-
days applied in all studies of patients with axSpA. To substantiate
these proposals with data, two research projects were started.
First, a systematic literature review (SLR) to investigate if
r-axSpA and nr-axSpA belong to the same clinical spectrum.
Second, to explore if patients fulfilling the modified New York
(mNY) criteria for AS also fulfil the ASAS criteria for r-axSpA
and vice versa.

The SLR plus meta-analysis showed that patients with r-axSpA
and nr-axSpA share a similar clinical presentation except for
peripheral involvement, which is more prevalent among patients
with nr-axSpA.® There was more impaired mobility in the
r-axSpA group, but otherwise both groups showed a comparable
burden of disease, treatment modalities chosen and treatment
effects. The results of this meta-analysis confirm that r-axSpA
and nr-axSpA share similar characteristics and burden of disease,
supporting the concept of axSpA as one disease.

For the second aim, 8 cohorts including 3882 patients were
analysed. Of the patients fulfilling the mNY criteria, 93% also
fulfilled the ASAS r-axSpA criteria; inversely, of the patients
fulfilling the ASAS r-axSpA criteria, 96% also fulfilled the
mNY criteria.” These findings support the interchangeability
of the terms r-axSpA and AS. Acknowledging that r-axSpA and
AS are in fact interchangeable terms increases comparability
across studies, since both terms describe similar patients. This
also ensures that results from older research on AS cohorts can
be compared one to one with more recent studies on r-axSpA
cohorts.

At the 2019 ASAS annual meeting, these data were presented
and discussed. Subsequently, three statements were put up for
voting. See table 1 for the exact wording. There was an almost
unanimous vote (99%) that axSpA should be the overall term
for the disease. The fact that the terms AS and r-axSpA can be
used interchangeably received also a large majority vote (82%).
However, the proposal that the term r-axSpA was preferred over
AS received only a small majority (55%).

Nevertheless, the continuous use of both terms has led to
confusion. In some publications, authors referred recurrently
to both terms (r-axSpA or AS), even in the title of a manu-
script.® Moreover, some studies including patients with r-axSpA
and nr-axSpA are referring to AS and nr-axSpA.” Both aspects
reduce readability and comprehensibility of the content and may
mistakenly suggest that these are two distinct diseases, especially
for the general rheumatologist and other stakeholders who are
less involved in such discussions. In 2023, during the ASAS
annual meeting, a new discussion took place and now 70% of

the members were in favour of using r-axSpA instead of AS. This
decision was supported by the patient representatives from the
Axial Spondyloarthritis International Federation present at the
meeting.

This new terminology should now be reflected in outcome
measures such as ASDAS (Ankylosing Spondylitis Disease Activity
Score), a well validated instrument to assess disease activity, both
in patients with r-axSpA and with nr-axSpA.'" ' Based on the
decision that axSpA is the correct terminology, a proposal was
made to officially change the meaning of the ASDAS acronym to
‘Axial Spondyloarthritis Disease Activity Score’. This proposal
was voted favourably by a large majority of ASAS members
(94%) (table 1). This was supported by the fact that the ASDAS
has already been used for many years to assess disease activity
in both the clinical and the research setting with data accrued
regarding the validity of ASDAS in the entire spectrum of the
axSpA population, including r-axSpA and nr-axSpA.'! In addi-
tion to the above, for simplification it was proposed that the
term ASDAS (instead of ASDAS-CRP) should be preferred and
applied to the ASDAS calculated with the C reactive protein
(CRP) as this is the preferred way of using ASDAS. The use of
CRP should be defined in the methods section. The full-term
ASDAS-ESR should be applied when the erythrocyte sedimenta-
tion rate (ESR) is used. This proposal was also voted favourably
by a large majority of ASAS members (86%) (table 1).

In conclusion, change takes time and particularly changes
in nomenclature traditionally need a long period to be imple-
mented. ASAS, representing a worldwide participation of experts,
reached consensus on changes in the nomenclature pertaining to
axSpA, such as the terminology of diagnosis and of assessment of
disease activity tools. These are important changes in the field,
as experts in axSpA are now in agreement that the term axSpA
is the overall term for the disease. A further differentiation, of
which radiographic vs non-radiographic is only one aspect, may
be relevant for research purposes. Another important decision
was that the terms AS and r-axSpA can be used interchangeably,
but that the preferred term is r-axSpA. These preferences can
only be implemented if used consequently for education, in text-
books, manuscripts and presentations. For the full implementa-
tion, it is important that this nomenclature will also be updated
in the International Classification of Diseases-coding system. It
is hoped and expected that the regulatory agencies will embrace
the new nomenclature as soon as possible.
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