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ABSTRACT

Objective: To develop recommendations for the treat-
ment of axial spondyloarthritis with biological therapies,
endorsed by the Portuguese Society of Rheumatology.
Methods: These treatment recommendations were for-
mulated by Portuguese rheumatologists based on lite-
rature evidence and consensus opinion. A draft of the re-
commendations and supporting evidence was first cir-
culated to all Portuguese rheumatologists and their sug-
gestions were incorporated in the draft. Secondly, at a
national meeting the recommendations were presented,
discussed and revised. Finally, the document resulting
from this meeting was again circulated to all Portugue-
se rtheumatologists, who anonymously voted online on
the level of agreement with the recommendations.
Results: A consensus was achieved regarding the ini-
tiation, assessment of response and switching biologi-
cal therapies in patients with axial spondyloarthritis.
Conclusion: These recommendations may be used for
guidance in deciding which patients with axial spon-
dyloarthritis should be treated with biological thera-
pies. They cover a rapidly evolving area of therapeutic
intervention. As more evidence becomes available and
more biological therapies are licensed, these recom-
mendations will have to be updated.

Keywords: Portugal; Axial spondyloarthritis; Ankylo-
sing spondylitis; Biological therapies; Guidelines.

INTRODUCTION

In 2005, the first version of the Portuguese Society of
Rheumatology guidelines for the treatment of ankylo-
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sing spondylitis (AS) with biological therapies was pu-
blished in Acta Reumatologica Portuguesa (ARP)'. Sin-
ce then new evidence has been published, the concept
of axial spondyloarthritis (SpA)/AS has changed and
the knowledge about the use of tumour necrosis factor
(TNF) antagonists has grown substantially, urging the
need to revise these recommendations.

There are currently four approved biological thera-
pies for AS and all of them are TNF antagonists: adali-
mumab, etanercept, golimumab and infliximab***.
These therapies can be used in monotherapy, without
the need to combine them with synthetic disease mo-
difying anti-rheumatic drugs (DMARDs). Importantly,
there is now evidence that patients with non-radio-
graphic axial SpA also benefit from biological therapies,
and that this benefit may even be greater compared to
patients with radiographic axial SpA'™*°.

This article presents the 2011 update of the Portu-
guese recommendations for the use of biological the-
rapies in patients with axial SpA. Although these na-
tional recommendations contain some original con-
cepts, their general structure follows the pattern of
other international recommendations'*. They were for-
mulated by Portuguese rheumatologists based on lite-
rature evidence and consensus opinion. A draft of the
recommendations and supporting evidence was first
circulated to all Portuguese rheumatologists and their
suggestions were incorporated in the draft. Secondly, at
a national meeting the recommendations were presen-
ted, discussed and revised. Finally, the document re-
sulting from this meeting was again circulated to all
Portuguese rheumatologists, who anonymously voted
online on the level of agreement with the recommen-
dations. Agreement was measured on a 10-point nu-
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merical rating scale (1=no agreement, 10=full agree-
ment).

These recommendations may be used for guidance
in deciding which patients with axial SpA should be
treated with biological therapies. The use of biological
therapies in axial SpA (and other rheumatic diseases)
is a rapidly evolving field and as more evidence beco-
mes available and more biological therapies are licen-
sed, these recommendations will have to be updated.

CRITERIA FOR STARTING BIOLOGICAL
THERAPIES AND ASSESSING RESPONSE
TO TREATMENT

GENERAL STATEMENT

RECOMMENDATION 1: In axial SpA, biological
therapies are recommended for patients with acti-
ve disease despite optimal conventional treatment
(treatment failure).

DIAGNOSIS OF AXIAL SPA

RECOMMENDATION 2: Patients are classified as
having axial SpA if they fulfill the Assessment of
Spondyloarthritis international Society (ASAS) cri-
teria for axial SpA or the modified New York crite-
ria for AS.

In the 2005 consensus statement, it had already been
recognized that the modified New York (mNY) crite-
ria for AS were restrictive and did not cover the who-
le spectrum of patients with axial SpA. At that time, a
modification of the mNY criteria was proposed, allo-
wing the definition of sacroiliitis not only according to
the findings observed on plain radiographs but also
according to other imaging methods, namely magne-
tic resonance imaging (MRI) or computed tomogra-
phy (CD".

It is now widely recognized that the mNY criteria
perform well in established disease but lack sensitivi-
ty in early spinal disease. Furthermore, over the last
years MRI has become the preferred imaging method
in assessing patients with suspected early disease who
do not yet have definite sacroiliitis on plain radio-
graphs as required by the mNY criteria®.

On MR, active inflammation of the sacroiliac joints
with or without signs of structural damage can be ana-
tomically accurately visualized. Importantly, MRI per-
forms better than radioisotope scintigraphy (which has
limited diagnostic value)'® and CT (which is associa-
ted with higher radiation exposure and cannot visua-

lize active inflammation, although it can better detect
structural lesions of the sacroiliac joints such as ero-
sions)'’. Active sacroiliitis on MRI has also been shown
to predict the later appearance of sacroiliitis on radio-
graphs'®!?, thereby adding validity to the identifica-
tion of inflammation of the sacroiliac joints on MRI as
an important finding in early axial SpA*>*°.

These new developments led to the concept of “axial
SpA” that serves as an umbrella for patients with defi-
nite radiographic sacroiliitis, that is AS, and for pa-
tients without definite radiographic sacroiliitis, refer-
red to as non-radiographic axial SpA*. This new pa-
radigm has led the ASAS group to develop new crite-
ria for axial SpA, published in 20092">. The new
criteria allow classifying patients as having axial SpA
in the absence of radiographic sacroiliitis and therefo-
re in earlier disease stages. Importantly, it has also been
shown that patients with non-radiographic axial SpA
have similar disease burden as patients fulfilling the
mNY criteria?®>. Furthermore, studies with TNF anta-
gonists in patients with early/non-radiographic axial
SpA!*" have shown at least similar efficacy to, and, in
part, better efficacy than, studies in patients fulfilling
mNY criteria*’.

DEFINITION OF ACTIVE DISEASE
RECOMMENDATION 3: Active axial disease can-
didate to biological therapy is defined by a BAS-
DAI =4 or ASDAS 22.1, in two separate occasions
with at least 1 month interval. The decision to treat
with biological therapy should be supported by the
rheumatologist’s opinion.
Historically, the Bath AS Disease Activity Index
(BASDAI)** has been the most widely used clinical di-
sease activity measure in axial SpA, and the BASDAI cut-
-off 24 the most common selection criteria for clinical
trials with TNF antagonists. The AS Disease Activity Sco-
re (ASDAS)»*8 is a new composite index recently deve-
loped for axial SpA, with validated disease activity cut-
-offs (an ASDAS >2.1 represents high disease activity).
The inclusion of the ASDAS as an alternative to the
BASDAI to define active axial disease was based on the
good psychometric properties of this new index®® and
its recent validation among the Outcome Measures in
Rheumatology (OMERACT) community”. There is
also recent evidence that the ASDAS may better reflect
the inflammatory disease processes in patients with
axial SpA*® and that ASDAS high disease activity (AS-
DAS >2.1) may be a better cut-off than BASDAI eleva-
tion (BASDAI 24) to select patients for treatment with
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TNF antagonists®**, namely because it selects a higher

number of patients with characteristics predictive of
good response to these therapies™*.

The decision to consider the disease as active should
be supported by the rheumatologist’s opinion, who
should base his judgment on clinical, laboratorial (acu-
te phase reactants) and imaging (radiographs, MRI)
features of the disease.

DEFINITION OF TREATMENT FAILURE:
RECOMMENDATION 4: Treatment failure is defi-
ned as active disease despite a continuous thera-
peutic trial with at least two NSAIDs over at least
a 2-week period each at maximum recommended
anti-inflammatory doses, unless contraindicated or
if the patient develops intolerance or side-effects.
For axial disease, no additional treatment with syn-
thetic DMARDs is required before initiation of the-
rapy with a TNF antagonist.

Patients with peripheral arthritis should have an
adequate trial (at least three months of full dose
treatment) with a synthetic DMARD (preferably
sulfasalazine), unless contraindicated or if the pa-
tient develops intolerance or side-effects. In the
case of monoarthritis or oligoarthritis (< 4 joints)
at least one intra-articular injection with corticos-
teroids should also have been tried, as long as the-
re is no contraindication.

For symptomatic enthesitis, at least one local

steroid injection is required, as long as there is no
contraindication.
NSAIDs (classical or COX-2 inhibitors) have demons-
trated clinical efficacy in axial disease®*°, contrary to
synthetic DMARDs, for which there is no evidence of
clinical efficacy**.

All patients should have an adequate therapeutic
trial of at least two NSAIDs over at least a 2-week pe-
riod each, corresponding to a total of at least 4 weeks
of full-dose continuous NSAID treatment, unless con-
traindicated or if the patient develops intolerance or
side-effects. The literature about the length of time
beyond which it would be unlikely that a NSAID
would be effective is scarce. Only a few trials provided
detailed information on the time course of efficacy and
these trials suggest that the maximum effect is achie-
ved after 2 weeks®®". However, the evidence for re-
commending this treatment period is limited and the-
re are patients that may still respond after 2 weeks of
treatment. Therefore, the rheumatologist may choose
to expand this treatment period for each NSAID.

There are studies suggesting some efficacy of sulfa-
salazine in peripheral disease and in the prevention of
anterior uveitis**. Regarding methotrexate and leflu-
nomide, data are very limited and there is no eviden-
ce of efficacy in peripheral disease***. However, it was
recognized that methotrexate in often prescribed in
SpA patients with peripheral arthritis, but no eviden-
ce based recommendation can presently support this
treatment.

ASSESSMENT OF RESPONSE TO TREATMENT
RECOMMENDATION 5: Response to treatment
should be assessed after at least 3 months of conti-
nuous treatment with a biological therapy. Response
criteria are: 1) a decrease in BASDAI >50% or >2 units
(0-10 scale) or 2) a decrease in ASDAS >1.1 units.
The choice of at least a 3-month interval as the time for
evaluation of response to a biological agent was based
on observations from phase III trials with TNF anta-
gonists, where response rates stabilized from 3 months
onwards'. The inclusion of the ASDAS response as an
alternative to the BASDAI response in assessing effica-
cy of the biological therapy was based on the impro-
ved psychometric properties of the ASDAS compared
to the BASDAI*?%3 and its recent validation among
the OMERACT community”. Furthermore, there is re-
cent evidence that the ASDAS may better reflect the
inflammatory disease processes in patients with axial
SpA than the BASDAT™.

PROCEDURE IN CASE OF INADEQUATE
RESPONSE TO A BIOLOGICAL AGENT

RECOMMENDATION 6: After an adequate dose
and length of treatment, we recommend switching
the biological therapy in non-respondent patients.
Patients have been switched successfully from one
TNF antagonist to another. There are several studies
confirming a significant response to a second or third
TNF antagonist*. A reduced response is seen more
frequently in patients who switched because of ineffi-
cacy when compared with patients who switched due
to adverse events*. Furthermore, patients with secon-
dary loss of response (in which antibody formation
may be involved) seem to have a higher potential for
response to a TNF antagonist switch than patients who
are primary non-responders®*>*. There is no evidence
that a dose increase or a decrease in dose interval
enhances response.
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PROCEDURE IN CASE OF SUSTAINED
LONG-TERM REMISSION UNDER A
BIOLOGICAL AGENT

RECOMMENDATION 7: In case of a good respon-
se to biological therapy there is no evidence for re-
commending a dose reduction or the interruption
of the treatment, however this can be considered in
selected patients in a remission-like state for more
than 12 months.

There is no evidence for recommending a dose reduc-
tion or the interruption of the biological treatment>2,
However, tapering biological therapy (expanding the
interval between doses or reducing the dose, and even-
tually discontinuing treatment) may be considered in
individualized cases, namely patients with ASDAS
inactive disease?” and/or ASAS partial remission crite-
ria® for at least 12 months>*#¢16%%¢ This approach
should be thoroughly discussed with the patient and
supported by the rheumatologist opinion. In such ca-
ses, a short-term reassessment of the need of treatment
reintroduction should be planed. It should be noted
that most patients flare after discontinuation of treat-
ment but the reintroduction of treatment seems safe
and effective>2,

CLINICAL ASSESSMENT

The following should be considered for clinical assess-

ment of patients with axial SpA:

a) Disease activity: BASDAI***", ASDAS (preferably AS-
DAS with C-reactive protein [CRP], alternatively
ASDAS with erythrocyte sedimentation rate
[ESR])**", patient global assessment (visual analo-
gue scale [VAS] or 0-10 numeric rating scale [NRS]),
physician global assessment (VAS or 0-10 NRS), spi-
nal pain in the last week (VAS or 0-10 NRS), spinal
night pain in the last week (VAS or 0-10 NRS) and
CRP or ESR. Where there is peripheral arthritis or
enthesitis, appropriate joint counts and number of
symptomatic entheses should be recorded.

b) Physical function should be assessed by the Bath An-
kylosing Spondylitis Functional Index (BASFI)*" %,
Where there is peripheral arthritis or enthesitis, the
Health Assessment Questionnaire (HAQ) disability
questionnaire may provide additional useful infor-
mation®. A modification of the Health Assessment
Questionnaire for the spondyloarthritis (HAQ-S)
may be used as an alternative to the BASFI™ .

¢) Spinal mobility should be assessed by the Bath An-

kylosing Spondylitis Metrology Index (BASMID)™ ",

occiput to wall distance and chest expansion.

d) Health related quality of life should be assessed by
specific (Ankylosing Spondylitis Quality of Life [AS-
QoLD™ or generic questionnaires (Short Form 36
[SF-36] or Short Form 12 [SF-12])">7"".

A register of patients with rtheumatic diseases (Reu-
ma.pt) has been established in Portugal since 20087¢.
This registry includes standardized disease assessment
tools for inflammatory rheumatic diseases, including
axial SpA. All patients selected for treatment with bio-
logical therapies should be included in Reuma.pt™.

TUBERCULOSIS SCREENING BEFORE
INTRODUCTION OF BIOLOGICAL THERAPIES

The Portuguese Society of Rheumatology (SPR) and the
Portuguese Society of Pneumology (SPP) have develo-
ped recommendations on the diagnosis and treatment
of latent tuberculosis and active tuberculosis in patients
with inflammatory joint diseases treated with biologic
therapies, which are periodically updated and available
at the SPR, SPP and Direccdo-Geral da Satide websites™.

“ABSOLUTE” CONTRAINDICATIONS FOR
THE USE OF BIOLOGICAL THERAPIES

1. Active infection (some exceptions can be conside-
red and this issue is detailed in the practical guide
for prescribing biological therapies published by
SPR®).

2. Concurrent administration of live vaccines.

3. Recent history (<5 years) of malignancy (except in
the case of basal cell carcinoma).

4. Congestive heart failure (NYHA class III-1V).

5. History of demyelinating disease.

PREGNANCY AND THE USE OF
BIOLOGICAL THERAPIES

1. Biological therapy should not be started in pregnant
or breastfeeding women.
2. If pregnancy occurs under treatment, biological the-
rapy should be stopped.
This issue is detailed in the practical guide for pres-
cribing biological therapies published by SPR*and in
a recently published systematic literature review®'.
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Domain

Recommendation

TABLE |. RECOMMENDATIONS FOR THE USE OF BIOLOGICAL THERAPIES IN PATIENTS WITH AXIAL
SPONDYLOARTHRITIS

Agreement mean (SD)

General

recommendation

In axial SpA, biological therapies are recommended for patients
with active disease despite optimal conventional treatment
(treatment failure)

9.5(0.8)

Classification of
patients

Patients are classified as having axial SpA if they fulfill the ASAS criteria
for axial SpA or the modified New York criteria for AS

9.0 (1.5)

Active disease

Active axial disease candidate to biological therapy is defined by a
BASDAI 24 or ASDAS 2.1, in two separate occasions with at least 1
month interval. The decision to treat with biological therapy should be
supported by the rheumatologist’s opinion

8.9 (1.8)

Treatment failure

Treatment failure is defined as active disease despite a continuous
therapeutic trial with at least two NSAIDs over at least a 2-week period
each at maximum recommended anti-inflammatory doses, unless
contraindicated or if the patient develops intolerance or side-effects.

For axial disease, no additional treatment with synthetic DMARDs is
required before initiation of therapy with a TNF antagonist.

Patients with peripheral arthritis should have an adequate trial (at least
three months of full dose treatment) with a synthetic DMARD

(preferably sulfasalazine), unless contraindicated or if the patient develops
intolerance or side-effects. In the case of monoarthritis or oligoarthritis

(£ 4 joints)at least one intra-articular injection with corticosteroids
should also have been tried, as long as there is no contraindication.

For symptomatic enthesitis, at least one local steroid injection is required,
as long as there is no contraindication

8.0 (2.2)

Assessment
of response

Response to treatment should be assessed after at least 3 months of
continuous treatment with a biological therapy. Response criteria are:
1) a decrease in BASDAI >50% or =2 units (0-10 scale) or

2) a decrease in ASDAS >1.1 units

9.0 (1.3)

Inadequate

response

After an adequate dose and length of treatment, we recommend switching
the biological therapy in non-respondent patients

9.2 (1.0)

Long-term

“remission”

In case of a good response to biological therapy there is no evidence for
recommending a dose reduction or the interruption of the treatment,
however this can be considered in selected patients in a remission-like
state for more than 12 months

8.8 (1.4)

Agreement was voted on a scale from 1 to 10 (fully disagree to fully agree) by 38 voting rheumatologists.
AS, ankylosing spondylitis. ASAS, Assessment of Spondyloarthritis international Society. ASDAS, Ankylosing Spondylitis Disease Activity Score.
BASDALI, Bath Ankylosing Spondylitis Disease Activity Index. DMARD, disease-modifying antirheumatic drug. NSAID, non-steroidal

anti-inflammatory drug. SD, standard deviation. TNF, tumour necrosis factor.

CRITERIA FOR TEMPORARY SUSPENSION/

/POSTPONEMENT OF INTRODUCTION a recent review®?.
OF BIOLOGICAL THERAPIES

1. Active infection.

2. Recurrent infection or high risk for infections.

CORRESPONDENCE TO
Pedro Machado

Praceta Prof. Mota Pinto

3. Major surgery planned. 3000-075 Coimbra, Portugal

This issue is detailed in the practical guide for pres-

cribing biological therapies published by SPR*and in

Servico de Reumatologia, Hospitais da Universidade de Coimbra

Email: pedrommcmachado@gmail.com
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