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SUMMARY
Over the last few years, the landscape of treatments for axial spondyloarthritis (SpA) has been rapidly evolving, urging international scientific societies to draft or update existing clinical practice guidelines (CPGs) on
the management of axial SpA. The Italian Society for Rheumatology (SIR) committed to provide revised and
adapted evidence- and expert-based recommendations for the management of patients with axial SpA in Italy.
A systematic approach to the adaptation of existing CPGs - the ADAPTE methodology - was adopted to obtain
updated recommendations suitable for the Italian context. A systematic literature search was performed in
Medline and Embase databases to find international CPGs and consensus statements with recommendations for
the management of axial SpA published in the previous five years. A working group composed of rheumatologists with proven experience in the management of axial SpA and methodologists identified the key research
questions which guided study selection and data extraction. Guideline quality was assessed using the Appraisal
of Guidelines Research and Evaluation (AGREE) II tool. The Italian recommendations were developed by
endorsing or adapting and rewording some existing recommendations. The draft of the recommendations was
sent to a multidisciplinary group of external reviewers for comment and rating.
Six original CPGs were selected and used to create this SIR CPG, which includes a final set of 14 recommendations covering the management of patients with axial SpA across the following domains: assessment,
pharmacological and non-pharmacological treatment, and follow-up.
The dissemination and implementation of these SIR recommendations are expected to support an evidencebased clinical approach to the management of patients with axial SpA in Italy.
Key words: Clinical Practice Guideline, axial spondyloarthritis, management; treatment.
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n INTRODUCTION

T

he term spondyloarthritis (SpA) encompasses a group of inflammatory
disorders which share some typical clinical
features: mainly inflammatory back pain
due to sacroiliitis and spondylitis, but also
enthesitis, peripheral arthritis, dactylitis,
and extra-skeletal manifestations such as
psoriasis, uveitis, or inflammatory bowel
diseases (IBD) (1). A decade ago, the As-

sessment of Spondyloarthritis International
Society (ASAS) contributed to distinguish
patients with predominantly axial symptoms from those in which peripheral arthritis was prevalent, providing classification
criteria for axial SpA and peripheral SpA,
respectively (2, 3).
According to these criteria, axial SpA comprises Ankylosing Spondylitis (AS), defined
by the presence of radiographic sacroiliitis
according to the 1984 modified New York
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ogists) or health professionals who manage
patients with axial SpA in primary care and
hospital, community and academic practice
settings.
What is covered
These recommendations focus on the management of patients with axial SpA across
the following domains: assessment, pharmacological and non-pharmacological
treatment, and follow-up.

ly

Areas that are not covered
The surgical treatment of axial SpA was
not included in this guideline.

on

Funding
These recommendations were drafted with
no specific funding from any bodies in the
public, commercial sectors or non-profit
organization. Non-economic support, such
as meeting rooms and secretariat services,
was provided by SIR to carry out the work
described in this manuscript.
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classification criteria, and non-radiographic axial SpA (nr-axial SpA), characterized by axial symptoms and other clinical,
laboratory, and imaging features without
structural changes in the radiograph of the
sacroiliac (SI) joints (4). For the definition
of nr-axial SpA, a valuable support is provided by the inflammatory changes in the
SI joints that may be revealed by magnetic
resonance imaging (MRI) (5).
In the past, the treatment of axial SpA was
mainly based on physiotherapy and the use
of non-steroidal anti-inflammatory drugs
(NSAIDs). The advent of biological disease-modifying anti-rheumatic drugs (bDMARDs) has dramatically improved the
outcome of the patients, allowing them to
achieve a better control of inflammation and
therefore to prevent or delay the progression
toward ankylosis (6). Over the last years, the
continuous development of new therapies
has led national and international scientific
societies to draft or update existing guidelines for the management of axial SpA, in
order to help rheumatologists to deal with
the broad range of different mechanisms of
action offered by current treatments.
On this basis, the Italian Society for Rheumatology (SIR) decided to draft national
guidelines on the management of patients
with axial SpA in 2018. A systematic approach was adopted to adapt existing guidelines - the ADAPTE methodology - and
update them to make them suitable for the
Italian context (7, 8).
Objective
The aim of this guideline is to provide revised and adapted, evidence- and expertbased recommendations for the management of patients with axial SpA in Italy.
Target patient population
Adult patients (age ≥18 years) with axial
SpA (AS) or nr-axial SpA with a diagnosis
formulated by a rheumatologist and guided,
when appropriate, by the ASAS classification criteria for axial SpA or other criteria.
Target users
Rheumatologists and physicians (general
practitioners, internists, physiatrists, radiol-
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n MATERIALS AND METHODS
Approach to guideline development
A systematic approach of guideline adaptation based on the standards of the ADAPTE
collaboration (7) was adopted to identify,
appraise, summarize, and customize the existing international guidelines on axial SpA
to adapt them to the needs of the Italian
healthcare context. The ADAPTE methodology applied by the SIR to develop national guidelines was described elsewhere (8).
Working Group
The Working Group consisted of 10 rheumatologists on behalf of the SIR. Six rheumatologists (M.M., I.P., A.B, A.A., S.P.,
C.S.), and a project coordinator (N.U.)
from the SIR Study Centre were responsible for CPG methodology and development. Three experts in the management of
axial SpA, designated by the SIR (A.C.,
S.D., A.M.), were included in each phase of
the guideline development by participating
to web-meetings (April 2019 and October
2019), contributing to e-mail discussions
and attending a working group at the 56th
SIR National Meeting (November 2019).

The Italian Society for Rheumatology recommendations for the management of axial spondyloarthritis

Stakeholder involvement
The draft of these recommendations was
revised and rated by an external multidisciplinary panel of rheumatologists with
known experience in the management of
axial SpA (13), a gastroenterologist (1), a
physiatrist (1), an ophthalmologist (1), a
physiotherapist (1), a nurse (1), and a representative of patients’ associations (1) on
behalf of the SIR. The recommendations
were developed without any input from, or
cooperation with, any pharmaceutical company.

lished in English or Italian between January 1, 2014, and October 1, 2019, were included. When multiple guidelines from the
same scientific society were available, the
last updated version was included.
Clinical practice guidelines and consensus
statements which were non-original (i.e.
duplicated, or adaptation of previous recommendations) or did not answer to the
key research questions were excluded.
Search strategy
A systematic literature search according to
the above-mentioned criteria was checked
by the members of the Study Centre and
performed by M.M. and I.P. in Medline and
Embase databases combining keywords
for axial SpA and for guidelines and consensus statements (Appendix 1). Furthermore, a grey literature search of rheumatology societies, guideline clearinghouses,
cross-references and a gate-keeper (Google
Scholar) was performed. All search results
were screened by 2 independent reviewers (M.M., I.P.), and disagreements were
resolved by consensus or by discussion
involving the other members of the Study
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Defining the scope
The scope of the revised guideline and a
comprehensive list of potential management questions that needed to be addressed
was developed a priori by the working
group and agreed by consensus. Fourteen
research questions were identified (Table I)
and guided the systematic literature search.
Inclusion and exclusion criteria
International clinical practice guidelines
and consensus statements with recommendations for management of axial SpA pub-
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Table I - Key questions regarding the overall management of patients with axial spondyloarthritis. Fourteen research question guided
the systematic review and the drafting of the adapted recommendations.

-c

Text of the health question

on

N.

N. recommendation

Assessment of axial SpA

What is the role of classification criteria in the diagnosis of axial SpA?

2

What is the role of laboratory tests in the diagnosis of axial SpA?

II

3

What is the role of imaging in the diagnosis of axial SpA?

III

4

How should disease activity and structural damage be monitored in patients with axial SpA?

IV

N

1

I

Treatment of axial SpA
5

What should be the target(s) in axial SpA management?

V

6

What is the pharmacological treatment of patients with axial involvement?

VI

7

What is the pharmacological treatment of patients with peripheral arthritis?

VII

8

What is the pharmacological treatment of patients with enthesitis?

VIII

9

What is the pharmacological treatment of patients with uveitis?

IX

10

What is the pharmacological treatment of patients with inflammatory bowel disease?

X

11

What is the safety of the pharmacological treatment?

XI

12

What is the role of the non-pharmacological treatment in patients with axial SpA?

XII

13

What is the role of multidisciplinary collaboration in the management of patients with axial SpA?

XIII

14

How should long-term complications of axial SpA be managed?

XIV

Monitoring of axial SpA
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APPENDIX 1 - SEARCH STRATEGY

ly

DATABASE 1: Medline (via Pubmed)
(((“Sacroiliitis”[MeSH Terms] OR (“spondylitis, ankylosing”[MeSH Terms] OR “Spondylarthropathies”[MeSH Terms])) OR (((((((“Sacroiliitis”[Text
Word] OR “enthesitis”[Text Word]) OR “sacroileitis”[Text Word]) OR “spondyloarthropathy”[Text Word]) OR “spondyloarthropat*”[Text Word])
OR “spondyloarthriti*”[Text Word]) OR (((“spondylitis, ankylosing”[MeSH Terms] OR (“spondylitis”[All Fields] AND “ankylosing”[All Fields]))
OR “ankylosing spondylitis”[All Fields]) OR (“ankylosing”[All Fields] AND “spondylitis”[All Fields]))) OR “axial spondyloarthritis”[Text Word]))
AND ((((((((“Practice Guideline”[Publication Type] OR “Practice Guidelines As Topic”[MeSH Terms]) OR “Practice Guideline”[Text Word]) OR
“Practice Guidelines”[Text Word]) OR (((((((“Guideline”[Publication Type] OR “Guidelines As Topic”[MeSH Terms]) OR “Guideline”[Text Word])
OR “Guidelines”[Text Word]) OR “Guideline”[Title]) OR “Guidelines”[Title]) OR “guidance statement”[Title]) OR “guidance statements”[Title]))
OR (((((“Consensus Development Conference”[Publication Type] OR “consensus development conference, nih”[Publication Type]) OR
“Consensus”[MeSH Terms]) OR “Consensus”[Text Word]) OR “consensuses”[Title]) OR “Consensus”[Title])) OR (“Recommendation”[Text
Word] OR “Recommendations”[Text Word])) OR (“Best Practice”[Text Word] OR “Best Practices”[Text Word])) OR (((((“position statement”[Title]
OR “position statements”[Title]) OR “practice parameter”[Title]) OR “practice parameters”[Title]) OR “appropriate use criteria”[Title]) OR
“appropriateness criteria”[Title]))) AND “2014/01/01 00:00”:”2019/10/01 05:00”[Date - Publication]
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DATABASE 2: Embase - no Medline
‘ankylosing spondylitis’/exp OR ‘spondylarthritis’/exp OR ‘axial spondyloarthritis’ OR ‘spondyloarthritis’ OR ‘ankylating spondylitis’ OR
‘ankylopoietic spondylarthritis’ OR ‘ankylopoietic spondylitis’ OR ‘ankylosing spondilitis’ OR ‘ankylosing spondylarthritis’ OR ‘ankylotic
spondylitis’ OR ‘Bechterew disease’ OR ‘spondylarthritis ankylopoietica’ OR ‘spondylarthritis ankylosans’ OR ‘spondylarthrosis ankylopoietica’
OR ‘spondylitis ankylopoetica’ OR ‘spondylitis ankylopoietica’ OR ‘spondylitis, ankylosing’ OR ‘spondyloarthritis ankylopoietica’ OR ‘vertebral
ankylosis’ OR ‘sacroiliitis’/exp OR ‘sacroiliitis’ OR ‘enthesitis’/exp OR ‘enthesitis’ AND
(‘practice guideline’/exp OR ‘practice guideline’ OR ‘practice guidelines’/exp OR ‘practice guidelines’ OR ‘clinical practice guideline’/exp
OR ‘clinical practice guideline’ OR ‘clinical practice guidelines’/exp OR ‘clinical practice guidelines’ OR ‘clinical practice guidelines as topic’/
exp OR ‘clinical practice guidelines as topic’ OR ‘good clinical practice’/exp OR ‘good clinical practice’ OR ‘guideline’/exp OR ‘guideline’ OR
‘guidelines’/exp OR ‘guidelines’ OR ‘guidelines as topic’/exp OR ‘guidelines as topic’ OR ‘health planning guidelines’ OR ‘health planning
guideline’ OR ‘treatment guidelines’/exp OR ‘clinical pathway’/exp OR ‘clinical pathway’ OR ‘clinical pathways’ OR ‘consensus development’/
exp OR ‘consensus development’ OR ‘consensus development conference’/exp OR ‘consensus development conference’ OR ‘consensus
development conferences’/exp OR ‘consensus development conferences’ OR ‘consensus development conferences as topic’/exp OR
‘consensus development conferences as topic’ OR ‘consensus development conference, NIH’ OR ‘consensus’/exp OR ‘consensus’ OR
‘consensuses’ OR recommendat* OR ‘position statement’ OR ‘position statements’ OR ‘policy statement’ OR ‘policy statements’ OR ‘practice
parameter’ OR ‘practice parameters’ OR ‘best practice’ OR ‘best practices’ OR ‘standards’ OR CPG*)
AND [2014-2019]/py AND [embase]/lim NOT [medline]/lim

N

Centre. A flow chart of search results is
shown in Figure 1.
Appraisal of guideline quality
Guideline quality was assessed by two
raters (M.M., I.P.) using the on-line Appraisal of Guidelines Research and Evaluation (AGREE) II instrument (9). The final
AGREE score was not considered as a criterion for exclusion.
Level of evidence and strength
of recommendation
Different grading systems for evidence
were used across guidelines. In order to
reconcile these differences, the grading
system of each guideline was revised and
reported by rating the level of evidence
and strength of each recommendation in
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accordance with the Oxford Levels of Evidence (10) (Table II). In case of disagreement, the rating of each recommendation
based on the most updated evidence was
considered.
Evidence framework and development
of recommendations
For each key question, evidence tables containing guideline characteristics, recommendations, AGREE summary scores, and
level of evidence and strength of recommendation according to the original grading system were prepared. An Italian recommendation was developed by endorsement or adaption and rewording of existing recommendations. This guidance was
prepared in accordance with the AGREE
reporting checklist (11).
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Peer review
The draft of the recommendations developed by the working group was sent to external reviewers (n=25) for comment and
rating. An online survey was performed
via Google Forms between May 22nd 2020
and June 22nd 2020 and feedback from respondents (n=19, response rate 76%) was
considered to finalize these recommendations. The final document underwent a peer
review process through the journal Reumatismo.

Results MEDLINE, EMBASE
1st Jan 2014 – 1st Oct 2019
(1410)
Duplicates (114)
Title/Abstract Screening
(1296)

Full-text Exclusions (38)
I. Language other than
English or ltalian (4)
2. Not a clinical practice
guideline or consensus
statement (4)
3. Duplicate publication or
recent update available (3)
4. Does not address any
question (9)
5 Not international (18)

Full-text Screening
(44)

Final lnclusions
(6)
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Title/Abstract Exclusion (1252)

n RESULTS

Figure 1 - Steps in the systematic review of guidelines on diagnosis and treatment of axial spondyloarthritis.

Recommendations
Six original clinical practice guidelines
(CPGs) (12-17) were selected and used to
accomplish this SIR CPG made of 14 recommendations (Table III).
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Key to understanding this guidance
Each recommendation is presented with a
level of evidence and strength and is accompanied by a supporting text that is
structured as follows:
Summary of guidelines. A summary of recommendations made by the axial SpA guidelines identified in the systematic review.
Recommendation/supporting evidence.
Specific source guidelines that were used
for adaptation.
Evidence to recommendation. Discussion
of the guideline panel about the adapted
recommendation with regards to further
specifications and comments on the sources
used to develop the recommendation.
The level of agreement of external reviewers for each recommendation is reported in
Table III.

GUIDELINES

Table II - Guidance to categories of evidence and strength of recommendations based on the Oxford
Levels of Evidence (10).
Category

Evidence

1

From meta-analysis of randomised controlled trials or from at least one randomised controlled trial

2

From at least one controlled study without randomisation or from at least one cohort study

3

From at least one case-control study

4

From case-series or poor-quality cohort and case-control studies

5

From expert committee reports or opinions and/or clinical experience of respected authorities

Grade

Strength

A

consistent level 1 studies

B

consistent level 2 or 3 studies or extrapolations* from level 1 studies

C

level 4 studies or extrapolations* from level 2 or 3 studies

D

level 5 evidence or troublingly inconsistent or inconclusive studies of any level

*Extrapolations are where data is used in a situation with potential clinically important differences compared to the original study
situation.
Reumatismo 2/2021
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Table III - The final set of 14 recommendations for the management of axial spondyloarthritis.
Recommendations

LoE

SoR

LoA,
median (IQR)

In specialist care settings, diagnosis of axial SpA should be made by a rheumatologist and
based on clinical features and imaging and laboratory findings.

5

D

10 (9, 10)

2

Do not rule out a diagnosis of axial SpA solely on the basis of a negative HLA-B27 result or of a
normal C-reactive protein (CRP) and erythrocyte sedimentation rate (ESR).

5

D

10 (8, 10)

3

In general, conventional radiography of the SI joints is recommended as the first imaging
method to detect sacroiliitis as part of axial SpA. In certain cases, such as in young patients
and those with short symptom duration, MRI of the SI joints is an alternative first imaging
method.
If the diagnosis of axial SpA cannot be established based on clinical features and
conventional radiography, and axial SpA is still suspected, MRI of the SI joints is
recommended.
Use the ASAS MRI criteria to interpret MRI of SI joints. If the MRI meets the ASAS MRI
criteria, nr-axial SpA is very likely.
MRI of the spine is not generally recommended to diagnose axial SpA.
Imaging modalities, other than conventional radiography and MRI are generally not
recommended in the diagnosis of axial SpA.

3

B

9 (7, 10)

4

Disease monitoring of patients with axial SpA should include patient-reported outcomes,
clinical findings, laboratory tests and imaging, all with the appropriate instruments and
relevant to the clinical presentation the clinical presentation. The frequency of monitoring
should be decided on an individual basis depending on symptoms, severity and treatment.
MRI of the SI joints and/or the spine may be used to assess and monitor disease activity,
while conventional radiography of the SI joints and/or spine may be used for long-term
monitoring of structural damage, particularly new bone formation.

5

D

9 (8, 10)

2

B

5

Treatment should be guided according to a predefined target, which must be based on a
shared decision between the patient and the rheumatologist.
The treatment target should be clinical remission/inactive disease of musculoskeletal and
extra-articular manifestations and should be individualized based on the current clinical
manifestations of the disease. Once the target is achieved, it should ideally be maintained
throughout the course of the disease.
Validated measures of musculoskeletal disease activity may be used in clinical practice
to support treatment decisions based on the physician assessment; the frequency of the
measurements depends on the level of disease activity. In addition to clinical and laboratory
measures, imaging results may be considered in clinical management.

5

D

9 (7, 10)

6

In patients with axial SpA and predominant axial involvement, as first-line pharmacological
treatment offer NSAIDs at the lowest effective dose. If an NSAID taken at the maximum
tolerated dose for 2 weeks does not provide adequate pain relief, consider switching to
another NSAID. For patients who respond well to NSAIDs, continuous use is preferred to ondemand use.
Patients with axial disease should not receive treatment with systemic glucocorticoids.
Glucocorticoid injections directed to the local site of musculoskeletal inflammation may be
considered in case of isolated active sacroiliitis, despite treatment with NSAIDs.
Patients with purely axial disease should not be treated with csDMARDs.
In patients with persistently high disease activity despite treatment with NSAIDs, bDMARDs
should be considered.
As first line bDMARD, either TNFi or IL-17i may be used. The choice of treatment should
consider associated conditions such as extra articular manifestations.
In patients with primary non response to a first bDMARD, treatment with a different class
of bDMARDs (TNFi or IL-17i) may be preferred to the use of a molecule with the same
mechanism of action. In patients with secondary non response to a first bDMARD, treatment
with a different molecule with the same mechanism of action may be considered.
In patients with stable axial disease on bDMARD, on-demand treatment with NSAIDs may be
preferred to continuous treatment with NSAIDs. In those receiving treatment with a bDMARD and
NSAIDs, continuing treatment with bDMARD alone may be preferred to continuing both treatments.
In patients receiving treatment with a bDMARD, discontinuation of the bDMARD may not be
recommended, while tapering of the bDMARD dose may be considered.

1

A

9 (8, 10)

1
5

B
D

1
1

B
A

5

D

5

D

1

B

1

B
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1

> Continue
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> Continue

Recommendations
7

In patients with stable axial disease and active peripheral arthritis despite treatment with NSAIDs, a
treatment with locally administered glucocorticoids may be used.
Sulfasalazine* or methotrexate§ should be considered in patients with stable axial disease and
prominent peripheral arthritis despite treatment with NSAIDs and locally administered glucocorticoids.

LoE

SoR

LoA,
median (IQR)

5

D

9 (7, 10)

1*; 2§

A*; B§

8

In patients with stable axial disease and active enthesitis despite treatment with NSAIDs, a
treatment with locally administered glucocorticoids may be used. Peri-tendon injections of
Achilles, patellar, and quadriceps tendons should be avoided.

5

D

9 (8, 10)

9

In patients with axial SpA and acute uveitis, we recommend multidisciplinary management with an
ophthalmologist to decrease the severity, duration, or complications of episodes.
In these patients, treatment with TNFi monoclonal antibodies may be preferred to treatment with
other biologics.

5

D

10 (10, 10)

3

C

In patients with axial SpA and active IBD, we recommend referral to a gastroenterologist for the
treatment of IBD.
In patients with axial SpA and inactive IBD, we do not recommend any particular NSAID as the
preferred choice to decrease the risk of worsening of IBD symptoms.
We conditionally recommend treatment with TNFi monoclonal antibodies over treatment with
other biologics.

5

D

5

D

3

C

on

ly
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5
Take into account the adverse effects associated with NSAIDs, csDMARDs and bDMARDs, when
monitoring SpA in primary care.
2
Prior to starting bDMARD, screening for TB, HBV and HCV is recommended.
2*; 5§
Treatment for latent TB* and pre-emptive therapy for chronic hepatitis B infection§ are also
recommended according to local guidelines.
5
For patients with axial SpA in whom disease cannot otherwise be controlled, TNF inhibitors may
be continued throughout pregnancy.
5
We strongly recommend checking the vaccination status of patients with axial SpA, following local
guidelines.
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11

D

10 (9, 10)

9 (8, 10)

C
C*; D§
D
D

1

A

4

C

13

In patients with axial SpA, the management of musculoskeletal and extra-articular manifestations
should be coordinated, as needed, between the rheumatologist and other specialists.

5

D

10 (9, 10)

14

Discuss risk factors for cardiovascular comorbidities with all people with axial SpA.
Consider regular osteoporosis assessments for people with axial SpA. Advise people with axial
SpA that they may be prone to fractures and should consult a healthcare professional following
falls or physical trauma, particularly in the event of increased musculoskeletal pain.

5
5

D
D

10 (8, 10)

10 (8, 10)

N
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Patients with axial SpA should be referred to a rehabilitation specialist to start an individualized,
structured exercise program. Treatment with physical therapy is recommended in both patients
with active and stable axial SpA.
In patients with spinal fusion or advanced spinal osteoporosis, treatment with spinal manipulation
is not recommended.

12

LoE, level of evidence; SoR, strength of the recommendation; LoA, level of agreement of the stakeholders; IQR, interquartile range; SpA, spondyloarthritis; SI, sacroiliac; MRI, magnetic resonance; ASAS, Assessment of Spondyloarthritis International Society; NSAID, non-steroidal anti-inflammatory drug; csDMARDs, conventional
synthetic disease-modifying anti-rheumatic drugs; bDMARDs, biological disease-modifying anti-rheumatic drugs; TNFi, tumor necrosis factor inhibitors; IL-17i, IL-17
inhibitors; IBD, inflammatory bowel disease; TB, tuberculosis; HBV, hepatitis B virus; HCV, hepatitis C virus.

Recommendations for assessment
of axial SpA
RECOMMENDATION 1
Clinical criteria
In specialist care settings, diagnosis of
axial SpA should be made by a rheumatologist and based on clinical features and
imaging and laboratory findings (level 5;
Strength D).

Summary of guidelines. The search identified only 1 CPG that addressed the clinical
assessment of axial SpA (15). This CPG suggests using validated SpA criteria to guide
clinical judgement when diagnosing SpA.
Recommendation/supporting evidence.
NICE (15).
Evidence to recommendation. The panel
did not agree upon the endorsement of the
NICE recommendation and underlined that
classification criteria are not intended for
Reumatismo 2/2021
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imaging method to detect sacroiliitis as
part of axial SpA. In certain cases, such
as in young patients and those with short
symptom duration, MRI of the SI joints
is an alternative first imaging method.
If the diagnosis of axial SpA cannot be
established based on clinical features
and conventional radiography, and axial
SpA is still suspected, MRI of the SI
joints is recommended.
Use the ASAS MRI criteria to interpret
MRI of SI joints. If the MRI meets the
ASAS MRI criteria, nr-axial SpA is very
likely.
MRI of the spine is not generally recommended to diagnose axial SpA.
Imaging modalities, other than conventional radiography and MRI are generally not recommended in the diagnosis
of axial SpA (level 3; Strength B).
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diagnostic purposes, even if they can help
in the diagnosis (18). A knowledgeable
rheumatologist should make a diagnosis
based on the full evaluation of all clinical,
laboratory and imaging information, and
the opinion of an expert rheumatologist remains the reference standard for diagnosis.
Examples of classification criteria include
Amor and European Spondyloarthropathy Study Group (ESSG) criteria (19) for
general SpA criteria and ASAS (axial) (2),
Rome (20) and modified New York criteria
(4) for axial SpA criteria.
According to ASAS criteria for axial SpA,
a patient with chronic low back pain (≥3
months) and age at onset less than 45 years
can be classified as having axial SpA in the
presence of sacroiliitis in standard radiography or MRI plus at least one typical SpA
feature, or in the presence of HLA-B27
plus at least two other SpA features. Typical SpA features include: inflammatory
back pain, arthritis, enthesitis (especially
of the heel), uveitis, dactylitis, psoriasis, inflammatory bowel disease, good response
to NSAIDs, family history of SpA, HLAB27, elevated CRP (2).

om

RECOMMENDATION 2
Laboratory tests

N
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Do not rule out a diagnosis of axial SpA
solely on the basis of a negative HLAB27 result or of a normal C-reactive
protein (CRP) and erythrocyte sedimentation rate (ESR) (level 5; Strength D).

Summary of guidelines. The search identified
1 CPG that addressed the role of laboratory
tests in the assessment of axial SpA (15).
Recommendation/supporting evidence.
NICE (15).
Evidence to recommendation. The panel
agreed upon the complementary role of laboratory investigations (HLA-B27, acute phase
reactants) in the diagnosis of axial SpA,
which is mainly based on clinical criteria.
RECOMMENDATION 3
Imaging
In general, conventional radiography of
the SI joints is recommended as the first
78
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Summary of guidelines. The search identified 2 CPGs that addressed imaging modalities for the assessment of axial SpA
(14, 15). Both CPGs recommend conventional radiography of the SI joints as the
first imaging method to detect sacroiliitis in
axial SpA (14, 15). MRI of the SI joints is
recommended when the diagnosis of axial
SpA cannot be established based on clinical features and conventional radiography
(14, 15). Both CPGs do not recommend the
use of MRI of the spine, as first technique,
for the diagnosis of axial SpA, as well as
other imaging modalities such as scintigraphy (14, 15).
Recommendation/supporting evidence.
NICE, EULAR imaging (14, 15).
Evidence to recommendation. The panel
agreed to recommend conventional radiography of the SI joints as the first imaging
method for the diagnosis of axial SpA. If
a plain radiograph shows sacroiliitis meeting the modified New York criteria (bilateral grade 2-4 or unilateral grade 3-4 sacroiliitis), diagnosis of axial SpA (AS) can
be made (4). When the plain radiograph
does not show sacroiliitis fulfilling modified New York criteria, or a radiograph is
not appropriate, MRI of the SI joints should
be requested.
In case of absence of radiographic sacro-
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Summary of guidelines. The search identified 3 CPGs that addressed disease monitoring of axial SpA (12-14). Disease monitoring with clinical, laboratory and imaging
findings is recommended for all patients
with axial SpA (13). The ACR CPGs recommend to perform disease activity measurements and laboratory assessment (ESR
and CRP) periodically, but discourage the
use of repeated imaging at scheduled intervals as a standard approach (12). MRI may
be helpful to assess disease activity, while
conventional radiography may be used for
long-term monitoring of structural damage
(14).
Recommendation/supporting evidence.
ASAS-EULAR 2016; EULAR imaging
2015; ACR 2019 (12-14).
Evidence to recommendation. The panel
agreed to recommend disease monitoring
through clinical findings, laboratory tests
and imaging. In adults with active or stable axial SpA, periodic monitoring of CRP
concentrations or ESR and of validated disease activity measures (ASDAS, BASDAI)
may be recommended. Imaging modalities
should be individualized on each patient.
When monitoring disease activity, MRI
with STIR sequences is indicated to detect
inflammation, while conventional radiography may be used for long-term monitoring
of structural damage, particularly new bone
formation.
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RECOMMENDATION 4
Disease activity assessment

-c
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iliitis, the diagnosis of axial SpA can be
made based on the MRI of the SI joints, according to the ASAS MRI criteria (5, 21).
If MRI does not meet the criteria, the possibility of axial SpA cannot be excluded,
and therefore an HLA-B27 test should be
offered, if not yet performed. If it is positive, the diagnosis should be based on clinical features. If a diagnosis of axial SpA
cannot be confirmed and clinical suspicion
remains high, a follow-up MRI should be
considered (15).
The panel agreed that the MRI of the spine
is not generally recommended to diagnose
axial SpA. However, in certain cases its
prescription may be indicated, especially
when MRI of the SI joints does not allow
a definite diagnosis and the patient symptoms are suggestive of a spinal involvement, as recommended by some recent national CPGs and expert consensus (22, 23).
Scintigraphy and other imaging modalities
are not recommended for the diagnosis of
axial SpA, even if computed tomography
(CT) may provide additional information
on structural damage, when conventional
radiography is negative and MRI cannot
be performed (14). Ultrasound (US) and
MRI of enthesis may support the diagnosis of axial SpA in patients with peripheral
enthesitis.

GUIDELINES

Disease monitoring of patients with axial SpA should include patient-reported
outcomes, clinical findings, laboratory
tests and imaging, all with the appropriate instruments and relevant to the
clinical presentation. The freqeuncy of
monitoring should be decided on an individual basis depending on symptoms,
severity and treatment (level 5; Strength
D).
The MRI of the SI joints and/or the
spine may be used to assess and monitor disease activity, while conventional
radiography of the SI joints and/or spine
may be used for long-term monitoring
of structural damage, particularly new
bone formation (level 2; Strength B).

Recommendations for treatment
of axial SpA
RECOMMENDATION 5
Treatment target
Treatment should be guided according
to a predefined target, which must be
based on a shared decision between patient and rheumatologist.
The treatment target should be clinical
remission/inactive disease of musculoskeletal and extra-articular manifestations and should be individualized based
on the current clinical manifestations of
the disease. Once the target is achieved,
it should ideally be maintained throughout the course of the disease.
Reumatismo 2/2021
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Summary of guidelines. The search identified 3 CPGs that addressed the treatment target in the management of axial SpA (12, 13,
16). Treatment should be guided on the basis
of a predefined target, which should be individualized for every patient (13, 16). While
one CPG is entirely focused on the implementation of treat-to-target strategies (16),
the ACR 2019 recommendations are more
in favor of a strategy based on physician assessment than a treat-to-target one (12).
Recommendation/supporting evidence.
ASAS-EULAR 2016; SMOLEN 2017;
ACR 2019 (12, 13, 16).
Evidence to recommendation. The panel
acknowledged the importance of a treatment target aimed at remission or disease
inactivity. In the absence of clear evidence
on the efficacy of a treat-to-target strategy
based on clinimetric indexes in axial SpA,
the panel agreed to modify the original
statement of the ‘treat-to-target’ recommendations by Smolen and colleagues (16),
to underline that disease activity measures
may support treatment decisions, which
should be mainly based on clinical assessment.

ceive treatment with systemic glucocorticoids (level 1; Strength B).
Glucorticoid injections directed to the local site of musculoskeletal inflammation
may be considered in case of isolated
active sacroiliitis, despite treatment with
NSAIDs (level 5; Strength D).
Patients with purely axial disease should
not be treated with conventional synthetic
disease-modifying anti-rheumatic drugs
(csDMARDs) (level 1; Strength B).
In patients with persistently high disease
activity despite treatment with NSAIDs,
bDMARDs should be considered (level
1; Strength A).
As first line bDMARD, either TNFα inhibitors (TNFi) or IL-17 inhibitors (IL17i) may be used. The choice of treatment should consider associated conditions such as extra‑articular manifestations (level 5; Strength D).
In patients with primary non response to
a first bDMARD, treatment with a different class of bDMARDs (TNFi or IL-17i)
may be preferred to the use of a molecule
with the same mechanism of action. In
patients with secondary non response to
a first bDMARD, treatment with a different molecule with the same mechanism
of action may be considered (level 5;
Strength D).
In patients with stable axial disease on
bDMARD, on-demand treatment with
NSAIDs may be preferred to continuous treatment with NSAIDs. In those
receiving treatment with a bDMARD
and NSAIDs, continuing treatment with
bDMARD alone may be preferred to
continuing both treatments (level 1;
Strength B).
In patients receiving treatment with a
bDMARD, discontinuation of the bDMARD may not be recommended, while
tapering of the bDMARD dose may be
considered (level 1; Strength B).

on

Validated measures of musculoskeletal
disease activity may be used in clinical
practice to support treatment decisions
based on physician assessment; the frequency of the measurements depends on
the level of disease activity. In addition
to clinical and laboratory measures, imaging results may be considered in clinical management (level 5; Strength D).

RECOMMENDATION 6
Treatment of patients with axial
involvement
In patients with axial SpA and predominant axial involvement, as first-line pharmacological treatment offer NSAIDs at
the lowest effective dose. If an NSAID
taken at the maximum tolerated dose
for 2 weeks does not provide adequate
pain relief, consider switching to another
NSAID. For patients who respond well to
NSAIDs, continuous use is preferred to
on-demand use (level 1; Strength A).
Patients with axial disease should not re80
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Summary of guidelines. The search identified 4 CPGs that addressed the pharmacological treatment of patients with axial
involvement (12, 13, 15, 17). NSAIDs are
considered the first-line therapy in all CPGs
(12, 13, 15, 17). The ASAS-EULAR CPG
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on analgesics use, since the treatment with
this pharmacological class is not supported
by evidence in axial SpA. According to a
more recent ACR CPG, the treatment with
systemic glucocorticoids is not recommended, but only local injection is accepted in case of isolated sacroiliitis (12).
The panel suggests that in patients with active axial disease, despite treatment with
NSAIDs, sulfasalazine may be considered
only when a treatment with bDMARDs is
not feasible, based on the results of a recent
RCT which showed a beneficial effect of
sulfalazine on axial symptoms (26), despite
inconclusive results of other previous trials (12). The treatment with methotrexate
is not supported by evidence in axial SpA.
Even if a dose ranging study on tofacitinib
provided some initial evidence about its efficacy on axial symptoms (27), this treatment cannot be recommended at the moment.
The panel agreed upon the use of bDMARDs in patients with active disease, despite treatment with NSAIDs, i.e. patients
with an ASDAS ≥2.1 or BASDAI ≥4 and
a positive opinion of the rheumatologist to
start a treatment with bDMARDs (13). The
panel decided not to recommend one mechanism of action over another, since there is
no head-to-head comparison between TNFi
and IL-17i showing a better performance
of one of these treatments in bio-naïve patients with axial SpA. The choice of the
treatment should be guided by the presence
of comorbidities and associated manifestations. Attention should be paid to disease
phenotype (AS or nr-ax SpA), since not all
TNFi and IL-17i are licensed for both conditions. In patients receiving treatment with
bDMARDs, co-treatment with low-dose
MTX is not suggested, since there is no
evidence of a better efficacy for the combination therapy in axial SpA (12).
The response to treatment with bDMARDs
(TNFα and IL-17 inhibitors) should be assessed 12 weeks after the start of treatment.
Treatment should be continued if there is
clear evidence of response, defined as an
improvement in ASDAS ≥1.1 or an improvement in the Bath Ankylosing Spondylitis Disease Activity Index (BASDAI)
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also mentions analgesic use (13), while
systemic glucocorticoids use is not recommended by 3 CPGs (12, 13, 17). The
treatment with csDMARDs should not be
used for purely axial disease according to 2
CPGs (12, 13), while it is conditionally recommended by APLAR CPG in resourcepoor settings (17).
The treatment with bDMARDs is indicated in patients with active disease, despite
NSAID treatment (12, 13, 15, 17). Two
CPGs recommend TNFi as first bDMARD
(15, 17); ASAS-EULAR CPG states that
‘current practice is to start with TNFi therapy’ (13); the ACR CPG conditionally recommends treatment with TNFi over treatment with IL-17i (12).
In patients who failed a treatment with a
first TNFi, three CPGs recommend switching to another TNFi or to an IL-17i (13,
15, 17). The ACR CPG differentiates between primary non responders to TNFi, for
whom treatment with an IL-17i should be
preferred to treatment with another TNFi,
and secondary non responders, for whom
treatment with another TNFi should be preferred to treatment with an IL-17i (12).
In patients with stable disease, continuation
of the bDMARD is recommended, while
NSAID should be discontinued or used
on-demand (12). Tapering of bDMARDs
is accepted by two CPGs (13, 17), but it is
not suggested as a standard approach by the
last ACR CPG (12).
Recommendation/supporting evidence.
NICE; ASAS-EULAR 2016; APLAR
2018; ACR 2019 (12, 13, 15, 17).
Evidence to recommendation. The panel
agreed upon the use of NSAIDs as first-line
therapy, and underlines the importance of
appropriate clinical assessment, ongoing
monitoring of risk factors, and the use of
a gastroprotective treatment, when suitable.
The panel suggested continuous use over
on demand use for all NSAIDs, even if the
higher efficacy of continuous use in slowing radiographic progression was demonstrated only in a trial with patients treated
mainly with celecoxib, while a more recent
trial on diclofenac failed to demonstrate a
similar effect (24, 25). The panel decided
not to include a specific recommendation
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ed by 2 of them (12, 15), while csDMARDs
are indicated by all guidelines, in particular
sulfasalazine by ASAS-EULAR CPG (13)
and sulfasalazine and methotrexate by ACR
CPG (12).
Recommendation/supporting evidence.
NICE; ASAS-EULAR 2016; ACR 2019;
APLAR 2018 (12, 13, 15, 17).
Evidence to recommendation. The panel
agreed upon the use of local glucocorticoids in patients with stable axial disease
and active peripheral arthritis, despite
NSAIDs. If a local treatment does not lead
to an adequate control of peripheral arthritis, csDMARDs (sulfasalazine or methotrexate) should be considered.
RECOMMENDATION 8
Treatment of patients with enthesitis
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score ≥2 (0-10) and a positive opinion of
the rheumatologist to continue (13).
In patients with active disease, despite the
use of the first bDMARD, the panel adopted the distinction made by the last ACR
CPG between patients with a primary non
response and those with a secondary non
response (i.e. patients who relapsed after an
initial response to the treatment). A switch
toward a different mechanism of action is
suggested in patients with a primary non
response, while the introduction of another
drug with the same mechanism of action
may be considered in patients with a secondary non response.
The panel underlined that treatment costs
should be considered among other factors,
when choosing a bDMARD, always in the
best interest of the patient. Currently, the
use of biosimilars is suggested in Italy for
patients naïve to that class of bDMARDS,
while in patients already receiving treatment with an originator bDMARD, switching to its biosimilar is not recommended,
although it may be conditional to the NHS
policy (28).
The panel agreed not to recommend bDMARD discontinuation in patients with
stable disease, but suggested that tapering
(i.e. dose reduction or progressive spacing
of drug administrations) may be considered
in some patients.

N

RECOMMENDATION 7
Treatment of patients with peripheral
arthritis
In patients with stable axial disease and
active peripheral arthritis despite treatment with NSAIDs, a treatment with locally administered glucocorticoids may
be used (level 5; Strength D).
Sulfasalazine* or methotrexate§ should
be considered in patients with stable axial
disease and prominent peripheral arthritis
despite treatment with NSAIDs and locally administered glucocorticoids (level
1*- 2§; Strength A*- B§).
Summary of guidelines. The search identified 4 CPGs that addressed the treatment of
peripheral arthritis (12, 13, 15, 17). A treatment with local glucocorticoids is suggest-
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In patients with stable axial disease and
active enthesitis despite treatment with
NSAIDs, a treatment with locally administered glucocorticoids may be used.
Peri-tendon injections of Achilles, patellar, and quadriceps tendons should be
avoided (level 5; Strength D).

Summary of guidelines. The search identified 1 CPG that addressed the treatment of
enthesitis, suggesting the use of locally administered glucocorticoids (12).
Recommendation/supporting evidence.
ACR 2019 (12).
Evidence to recommendation. The panel
agreed upon the use of locally administered
glucocorticoids in patients with active enthesitis despite treatment with NSAIDs and
a stable axial disease. This treatment is not
indicated in specific anatomic region as
Achilles, patellar, and quadriceps tendons,
due to an increased risk of tendon rupture.
RECOMMENDATION 9
Treatment of patients with uveitis
In patients with axial SpA and acute
uveitis, we recommend multidisciplinary
management with an ophthalmologist to
decrease the severity, duration, or complications of episodes (level 5; Strength
D).
In these patients, the treatment with TNFi

The Italian Society for Rheumatology recommendations for the management of axial spondyloarthritis

with TNFi monoclonal antibodies over
treatment with other biologics (level 3;
Strength C).

Summary of guidelines. The search identified 2 CPGs that addressed the treatment
of patients with uveitis (12, 17). One CPG
suggested referral to an ophthalmologist
for the treatment of uveitis (12). The same
CPG suggested prescription of topical glucocorticoids for at-home use in the management of symptomatic uveitis (12). Two
CPGs recommended use of TNFi monoclonal antibodies over treatment with other
biologics (12, 17).
Recommendation/supporting evidence.
ACR 2019, APLAR 2018 (12, 17).
Evidence to recommendation. The panel
agreed upon the importance of specialist referral for the management of uveitis,
but it doesn’t recommend ophthalmological screening in asymptomatic patients.
The panel decided not to suggest the use of
self-prescribed medications (topical glucocorticoids) for the management of symptomatic uveitis (recommendation which was
based on a very low evidence in the original CPG), underlying the need for referral to the specialist for drug prescription.
Based on data from observational studies,
the rates of uveitis occurrence seemed lower
in patients treated with infliximab and adalimumab compared to etanercept (29); and
secukinumab did not seem to be efficacious
in the treatment of uveitis (30). Therefore,
the panel stated that the treatment with TNFi
monoclonal antibodies may be preferred to
other mechanisms of action in these patients.

Summary of guidelines. The search identified 2 CPGs that addressed the treatment
of patients with concomitant IBD (12, 17).
The ACR CPG does not recommend any
particular NSAID for the management of
musculoskeletal symptoms in patients with
inactive IBD (12). Treatment with TNFi
monoclonal antibodies is recommended
over other mechanisms of action (12, 17).
Recommendation/supporting evidence.
ACR 2019, APLAR 2018 (12, 17).
Evidence to recommendation. The panel
stated to highlight the need of specialistic
referral for the management of IBD as first
recommendation, thus pointing out the importance of multidisciplinary collaboration
in the management of patients with axial
SpA and IBD. Gastroenterological and/or
endoscopy screening is not recommended
in asymptomatic patients. The panel agreed
upon the absence of a preferred NSAID in
the management of associated musculoskeletal symptoms in patients with inactive IBD. Treatment with TNFi monoclonal
antibodies was recommended over other
mechanisms of action based on evidence of
a lower risk of IBD flares in patients treated
with infliximab and adalimumab compared
to etanercept (12, 31) and of an increased
risk of IBD exacerbation with IL-17i (32,
33). Therefore, the panel agreed not to recommend etanercept and IL17i in patients
with axial SpA and IBD.
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monoclonal antibodies may be preferred
to the treatment with other biologics (level 3; Strength C).
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RECOMMENDATION 10
Treatment of patients with IBD
In patients with axial SpA and active
IBD, we recommend referral to a gastroenterologist for the treatment of IBD
(level 5; Strength D).
In patients with axial SpA and inactive
IBD, we do not recommend any particular NSAID as the preferred choice
to decrease the risk of worsening of IBD
symptoms (level 5; Strength D).
We conditionally recommend treatment

RECOMMENDATION 11
Safety
Take into account the adverse effects associated with NSAIDs, csDMARDs and
bDMARDs, when monitoring SpA in
primary care (level 5; Strength D).
Prior to starting a bDMARD, screening
for tuberculosis (TB), Hepatitis B virus
(HBV) and Hepatitis C virus (HCV) is
recommended (level 2; Strength C).
Treatment for latent TB* and pre-emptive therapy for chronic HBV infection
are also recommended according to local
Reumatismo 2/2021
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RECOMMENDATION 12
Non-pharmacological therapy
Patients with axial SpA should be referred to a rehabilitation specialist to
start an individualized, structured exercise program. Treatment with physical
therapy is recommended both in patients
with active and stable axial SpA (level 1;
Strength A).
In patients with spinal fusion or advanced spinal osteoporosis, treatment
with spinal manipulation is not recommended (level 4; Strength C).
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Summary of guidelines. The search identified 2 CPGs that addressed the safety of the
pharmacological treatment (15, 17). The
NICE CPG recommends monitoring of
adverse events related to pharmacological
treatment, according to the safety profile
of each medication (15). The APLAR CPG
recommends screening for TB, HBV, HCV
and HIV (in high risk populations) before
starting bDMARDs and appropriate treatment, according to local guidelines (17).
Treatment with TNFi is allowed during
pregnancy, if clinically indicated (17). Vaccination status should be checked in each
patient, according to local guidelines (17).
Recommendation/supporting evidence.
NICE, APLAR 2018 (15, 17).
Evidence to recommendation. The panel
agreed upon the importance of clinical and
laboratory monitoring of the pharmacological treatment. Prescribing physicians
should be aware of potential adverse events
and contraindications related to each medication.
In patients scheduled for bDMARDs therapy, screening for TB, HBV and HCV infection must be performed. The panel did
not deem necessary to suggest screening
for HIV like APLAR CPG does, considering the different population to whom the
Italian CPG is addressed. The panel suggests to refer to the last Italian CPG on the
treatment of rheumatoid arthritis for further specifications on the screening for TB,
HBV and HCV infection in patients who
should start a treatment with bDMARDs
(34) and underlines the importance of multidisciplinary collaboration (hepatologist,
pulmonologist and infectious disease specialist) for the management of latent or active infection.

The panel agreed to suggest TNFi continuation during pregnancy, when clinically
indicated. At the moment, the TNFi certolizumab pegol has received EMA approval
for the treatment during pregnancy and
breastfeeding, based on the results of the
CRIB and CRADLE trials (35, 36).
Vaccination status should be checked in
every patient and ideally administration
of vaccines should be undertaken at least
4 weeks before starting bDMARDs. The
administration of live, attenuated vaccines
is absolutely contraindicated during bDMARDs treatment (34).

on

guidelines (level 2*- 5§; Strength C*D§).
For patients with axial SpA in whom the
disease cannot otherwise be controlled,
TNFi may be continued throughout pregnancy (level 5; Strength D).
We strongly recommend checking the
vaccination status of patients with axial
SpA, following local guidelines (level 5;
Strength D).
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Summary of guidelines. The search identified 4 CPGs that addressed non-pharmacological treatment of axial SpA (12, 13, 15,
17). All the CPGs recognized the need for
physical therapy in patients with axial SpA.
Referral to a rehabilitation specialist for patients with difficulties in everyday life activities is suggested by the NICE CPG (15).
According to ACR CPG, spinal manipulation is not recommended in patients with
spinal fusion or advanced spinal osteoporosis (12).
Recommendation/supporting evidence.
NICE, ASAS-EULAR; ACR 2019, APLAR
2018 (12, 13, 15, 17).
Evidence to recommendation. The panel
agreed upon the importance of specialist referral for physical therapy in patients
with axial SpA. Hydrotherapy may be considered as an adjunctive therapy to manage
pain and maintain or improve function for
people with axial SpA.

The Italian Society for Rheumatology recommendations for the management of axial spondyloarthritis
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Summary of guidelines. The search identified 3 CPGs that explicitly addressed the
role of multidisciplinary collaboration in
the management of axial SpA (13, 15, 16).
Recommendation/supporting evidence.
SMOLEN 2017, NICE, ASAS-EULAR
(13, 15, 16).
Evidence to recommendation. The panel
agreed upon the absence of further specifications for this recommendation.
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In patients with axial SpA, the management of musculoskeletal and extraarticular manifestations should be coordinated, as needed, between the rheumatologist and other specialists (level 5;
Strength D).
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RECOMMENDATION 13
Multidisciplinary collaboration

Evidence to recommendation. The panel
agreed upon the importance of patient education about cardiovascular risk factors, but
does not recommend screening for cardiac
conduction defects with electrocardiograms
and screening for valvular heart disease
with echocardiograms in all patients. In the
context of non-pharmacological treatment
and education of patients with axial SpA,
smoking cessation is strongly encouraged
(13, 17).
The panel also agreed upon the need for
periodic screening for osteoporosis. Although being aware that bone mineral density measures may be elevated in spinal
dual-energy X-ray absorptiometry (DEXA)
due to the presence of syndesmophytes and
ligamentous calcification and, therefore,
that hip measurements may be more reliable, the panel suggests screening for osteoporosis with DEXA scanning of the spine
as well as the hips, according to the ACR
CPG (12). In evaluating results from spinal DEXA, the physician should be aware
that patients with axial SpA may have an
increased risk of fracture in spite of normal
DEXA findings, therefore attention should
be paid to acute spinal pain as a possible
manifestation of a vertebral fracture.

us
e

Recommendations for monitoring
of axial spondyloarthritis
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Discuss risk factors for cardiovascular
comorbidities with all people with axial
SpA (level 5; Strength D).
Consider regular osteoporosis assessments for people with axial SpA. Advise
people with axial SpA that they may be
prone to fractures and should consult a
healthcare professional following falls or
physical trauma, particularly in the event
of increased musculoskeletal pain (level
5; Strength D).
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RECOMMENDATION 14
Long-term complications

Summary of guidelines. The search identified 3 CPGs that addressed the management of long-term complications (cardiovascular events, osteoporosis) (12, 13, 15).
One CPG recommends patient education
about risk factors for cardiovascular disease
(15). The ACR CPG strongly recommends
against instrumental screening for conduction defects and valvular heart disease (12).
Screening for osteoporosis is suggested
overall (12, 15), as well as specialist referral in case of acute spinal pain, aimed to
identify any vertebral fractures (13, 15).
Recommendation/supporting evidence.
NICE, ASAS-EULAR, ACR 2019 (12, 13, 15).

n DISCUSSION
These recommendations represent the
first Italian CPG endorsed by the SIR
on the management of axial SpA. Previously, in 2003, a group of Italian experts
in SpA management suggested to refer to
ASAS and SpondyloArthritis Research
Consortium of Canada (SPARCC) recommendations for commencement of TNFi
in patients with AS (37). In 2008, the Italian evidence-based recommendations on
axial SpA were drafted in the context of
the ‘3E (Evidence, Expertise, Exchange)
Initiative’, which however did not address
the treatment with bDMARDs and referred
to ASAS/EULAR CPG for this topic (38).
The current recommendations were produced with the ADAPTE methodology, a
systematic process of adaptation of existing CPGs which allows to collect evidence
from previous research works and to adapt
Reumatismo 2/2021
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sionals provided reliable feedback on the
acceptability of these recommendations in
the real-life Italian context. The level of
agreement of external reviewers on proposed sentences was high, reinforcing the
applicability of these recommendations,
especially when based only on expert opinions. The low level of evidence in support
of many recommendations may represent
the main limitation of this CPG, thus highlighting the need for further studies on this
topic.

ly

n CONCLUSIONS
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A final set of 14 recommendations was developed, which provide a broad coverage
of areas involved in the management of
axial SpA. The dissemination and implementation of these recommendations may
improve the management of patients with
axial SpA in the Italian context.
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recommendations developed in another
context to the local one (7). As sources for
the process of adaptation on which the Italian CPG was based, only CPGs published
in the previous 5 years (2014-2019) were
included, because the recent introduction of
new treatments for axial SpA could invalidate previous CPGs. When different CPGs
from the same society were available, the
most recent update was considered, as in the
case of the ACR CPGs (12, 39). The inclusion of latest published CPGs - as the one
produced by the ACR in 2019 - provided an
updated extensive literature review on the
most relevant clinical questions concerning treatment, especially with bDMARDs.
The Italian experts broadly endorsed new
ACR recommendations on this topic, with
the exception of the choice of the mechanism of action in first-line bDMARD treatment: the panel decided not to recommend
one mechanism of action over another due
to the lack of head-to-head comparisons
between TNFi and IL-17i in bio-naïve patients with axial SpA (12).
The ADAPTE methodology enables to
gather evidence from different CPGs. In the
development of Italian recommendations,
data were derived not only from international CPGs regarding the pharmacological
and non-pharmacological treatment of axial SpA (12, 13, 15, 17), but also from CPGs
focused on specific management aspects,
such as the use of imaging in the assessment of patients with axial SpA (14) or the
role of a treat-to-target strategy (16). The
inclusion of these different sources allowed
us to cover a wide range of topics concerning the management of axial SpA. Treatment safety was extensively assessed only
by the APLAR CPG, which however was
developed in a quite different context from
the Italian one (17). Therefore, the panel
suggested to refer to recent Italian recommendations on the management of rheumatoid arthritis to address safety concerns of
treatment with bDMARDs (34).
The process of external review by a broad
panel of experts (rheumatologists and other
specialists involved in the management of
patients with axial SpA) as well as by representatives of patients and health profes-
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Plans of update
These recommendations were endorsed by
SIR as guides only and are not intended to
replace the judgement of individual clinicians, since they may not apply to all patients and all clinical situations. The SIR
plans to review and update these recommendations in the future to verify whether
they remain valid and capture future treatments or advances in the management of
axial SpA.
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