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Presentation 

 

The Spanish Society of Rheumatology (Spanish acronym SER), a non-profit scientific 
organization, has sponsored this clinical practice guideline (CPG). SER determined the need for 
such guidelines, as well as the initial group of investigators to develop it and the production 
schedule. It is also formulated the contract with the financing entity to guarantee the 
independence of the guidelines’ contents. 

 

The Research Unit (RI) of SER conducted the preselection of the principal investigator (PI) and 
expert panelists, developed the methodology, and coordinated the meetings and preparation 
of the CPG, including reviews of all evidence. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

The content of the Espoguía collects evidence available until 2017. Based on advances in 
current knowledge and newly accumulating evidence, an update is expected in four years.  
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Clinical Practice Recommendations 
Treatment of Axial Spondyloarthritis (axSpA)  

As soon as  axial spondyloarthritis has been diagnosed we recommend commencement of 
pharmacological treatment  (Grade D recommendation). 

Therapy with anti-TNF is recommended as the pharmacological treatment of choice for 

patients with active* non-radiographic axial spondyloarthritis who are refractory to NSAID 

(Grade A Recommendation). 

* Defined by objective inflammation characteristics (increase in CRP and/or MRI). 

The use of tocilizumab is not recommended in patients with non-radiographic axial 
spondyloarthritis who are refractory to NSAID and/or treatment with anti-TNF (Grade C 
Recommendation). 

Assessment of the predictive factors of response should be considered when indicating 
biological therapy; however, it is in no way compulsory for treatment application (Grade D 
recommendation). 

Predictive factors of structural damage progression should be assessed in the biological 
therapy indication (Grade D recommendation). 

After failure to a first anti-TNF, the patient should be treated with another anti-TNF or anti-
IL17A (Grade D recommendation). 

In those patients with axial spondyloarthritis who reach the clinical objective, halting anti-
TNF therapy is not recommended (Grade C recommendation). 

The possibility of reducing the anti-TNF drug dose in patients with AxSpA, who have 
achieved remission or maintain low disease activity, should be considered (Grade D 
recommendation). 

In the event of disease activity increase in patients whose anti-TNF dose was reduced, an 
increase should be considered returning to previous or standard dosage (Grade D 
recommendation). 

The guideline development group believes that in patients with ankylosing spondylitis, the 
use of anti-TNF, especially monoclonal antibodies, is effective in reducing the number of 
uveitis recurrences and improving visual prognosis. However, its superiority (or inferiority) 
in comparison with sulfasalazine cannot be established based on current scientific evidence 
(Grade D recommendation). 

It is recommended that adults with ankylosing spondylitis exercise, preferably in supervised 
groups, as part of their disease treatment, to improve symptoms, quality of life, and health-
related fitness (Grade B recommendation). 

The previous recommendation is extended to patients with non-radiographic axial 
Spondyloarthritis (Grade D recommendation). 

Exercise programs must include aerobic exercises, preferably performed in supervised 
groups (Grade B recommendation). 

It is recommended that patients with axial spondyloarthritis be encouraged to stop smoking 

2017 

2017 

2017 

2017 

2017 

2017 
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Treatment of Psoriatic Arthritis (PsA) 

from the time of diagnosis (Grade C recommendation). 

Early pharmacological intervention with conventional synthetic DMARDs (csDMARDs) is 
recommended in patients with PsA, chiefly in those with bad basal prognosis factors, to 
improve signs and symptoms, functional capacity and quality of life (Grade D 
recommendation). 

Biologic monotherapies have proven more effective than csDMARDs or a placebo in treating 
patients with psoriatic arthritis in its different manifestations: peripheral, axial, enthesitis, 
dactylitis, and uveitis (Grade D recommendation). 

Use of  biological therapy is recommended for patients with peripheral PsA refractory to at 
least one csDMARD (Grade A recommendation). 

Patients with predominantly ax-PsA refractory to NSAIDs, use of biological therapy (i-TNF or 
anti-IL17A) is recommended (Grade D recommendation). 

Traditional csDMARDs (methotrexate, leflunomide, sulfasalazine) are recommended as first 
line treatment for active peripheral psoriatic arthritis (Grade C recommendation). 

Among them, methotrexate is considered first choice treatment due to its effects on 
arthritis and psoriasis (Grade D recommendation). 

These drugs should not be used to treat symptoms of axial disease. There is no evidence 
supporting their use against enthesitis. There are questions about their effectiveness 
against dactylitis (Grade C recommendation). 

The use of Apremilast is recommended in treating peripheral arthritis after failure or 
intolerance to csDMARD, when it is deemed more convenient than BT given the patient 
profile (Grade C recommendation). 

The use of  biological therapy or tsDMARD (Apremilast) is recommended in patients with 
PsA and enthesitis refractory to NSAID and local treatment (Grade C recommendation). 

The use of  biological therapy or tsDMARD (Apremilast) is recommended in patients with 
PsA and dactylitis refractory to NSAID and local treatment with corticoid infiltrations (Grade 
C recommendation). 

Use of biological therapy is recommended in both monotherapy and combined with 
csDMARD, for all peripheral manifestations of PsA. Combined therapy with MTX may 
increase survival of the TNFi monoclonal drugs, particularly the chimeric ones (Grade C 
recommendation). 

Switching to another biological therapy albeit another i-TNF or a drug with a different action 
mechanism like i-IL12/23 or anti-IL17A or tsDMARD (Apremilast), is recommended in 
patients with peripheral PsA and an i-TNF failure (Grade B recommendation). 

CVD risk profile should be considered both in assessing and treating these patients (Grade D 
recommendation). 

It is recommended that dermatologists and rheumatologists work closely together in order 
to gain optimal control over the psoriatic disease (Grade D recommendation). 

2017 

2017 

2017 

2017 

2017 

2017 

2017 

2017 

2017 
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Treatment of Axial Spondyloarthritis (axSpA) and Psoriatic Arthritis (PsA)  

This type of consultation is recommended whenever a multidisciplinary approach can be 
arranged atthe health center of reference (Grade D recommendation). 

Participation of clinical nurse specialists is recommended, either in person or by telephone, 
in follow-up consultations for patients with axial spondyloarthritis or with psoriatic arthritis 
due to evidence it increases patient satisfaction (Grade D recommendation). 

Patients who are smokers and suffer from axial spondyloarthritis or psoriatic arthritis could 
benefit from implementation of educational tobacco cessation programs provided by a 
nurse, since evidence show they increase smoking quit rates (Grade D recommendation). 

Nurse-run educational workshops prior to the start of subcutaneous therapy are 
recommended since they help lower patient fear of this treatment type (Grade D 
recommendation). 

The assistance of a nurse to clarify any doubts and help patients complete self-assessment 
questionnaires is recommended, provided that the patient opinions and preferences are not 
influenced (Grade D recommendation). 

Patients with psoriatic arthritis could benefit from educational programs, preferably in a 
group setting led by a clinical nurse specialist. This would facilitate patient self-management 
and would treatment adherence (Grade D recommendation). 
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1. Introduction   
 

Spondyloarthritis (SpA), traditionally described as spondyloarthropathies, is an umbrella term 

for a number of rheumatic diseases that share clinical, pathogenic, genetic, radiographic, 

epidemiological, and therapeutic response features. Both axial spondyloarthritis (axSpA) and 

Psoriatic arthritis (PsA), among others, are now included within this group. In addition, two 

subgroups are now classified within axSpA: Ankylosing spondylitis (AS) and non-radiographic 

axSpA (nr-axSpA). 

 

AxSpA is a condition that affects sacroiliac joints and the vertebral column. Diagnosis was long 

based on the modified New York classification criteria of 1984 for AS (1). These classification 

criteria require the presence of a certain degree of chronic structural damage. Such damage is 

not reversible in sacroiliac joints and is detectable in a standard x-ray, which meant a 

significant delay in diagnosis. For this reason, the Assessment of Spondyloarthritis 

International Society (ASAS) classification criteria for axSpA (2) was introduced in 2009. These 

classification criteria incorporate magnetic resonance (MRI) of sacroiliac, which enables 

screening for acute alterations in sacroiliac joints (3) even when radiographic structural 

damage is not yet apparent. Currently, based on ASAS criteria for axSpA, there are two 

different patient types with axSpA: 1) those with AS who already have a certain degree of 

structural damage visible in a standard x-ray; and 2) those with nr-axSpA who suffer an early or 

less serious form of the disease. Answers to clinical questions related to AS, axSpA, and nr-

axSpA will be found in this clinical practice guideline. 

 

PsA is a chronic inflammatory disease of the musculoskeletal system usually associated with 

psoriasis. It may affect peripheral joints, axial skeleton joints (sacroiliac joints and vertebral 

column), entheses (sites where ligaments attach to the bone), tendon sheaths (dactylitis), skin, 

nails and other organs (bowels, eyes). Some years ago, its clinical heterogeneity and the 

absence of classification criteria made epidemiological studies and specific clinical trials 

problematic. Its various forms and musculoskeletal and cutaneous manifestations require 

complex treatment involving numerous specialists, particularly rheumatologists and 

dermatologists (4, 5). 
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In order to reduce variability in clinical practice and to improve patient care and quality of life 

for those with axial spondyloarthritis and psoriatic arthritis, the Spanish Society of 

Rheumatology (SER) has fostered the development of clinical practice guideline (CPG) under 

the aegis of a multidisciplinary team of professionals involved in the care of such patients. 

Clinical practice guideline document a “set of recommendations that aim to optimize patient 

care and are based on a systematic review of evidence and the risks / benefits of each option” 

(6). 

 

Internationally, the most commonly used recommendations for the diagnosis and treatment of 

these rheumatic diseases have been those developed by the European League Against 

Rheumatism (EULAR) and of the American College of Rheumatology (ACR). In Spain, the 

reference guide (ESPOGUIA) was expanded upon by SER in 2009 (4). Significant advances made 

in recent years, mainly in areas of therapeutic intervention and diagnosis of early forms 

without structural damage, require an update to the CPG’s contents. ESPOGUIA 2015, Clinical 

Practice Guideline for Patients with Axial Spondyloarthritis and Psoriatic Arthritis, appears in 

this context. 

 

This guideline, based on solid researched, provide users with information on available 

therapeutic interventions for these diseases, as well as assessments of their effectiveness. 

 

This document reflects the work of many health professionals throughout Spain who are 

involved in the management of patients with axSpA and PsA. Recommendations are 

introduced at the beginning of each chapter with the summary of evidence appearing at the 

end.  

 

The material detailing the methodology used in the CPG (search strategy for each clinical 

question, evidence tables, justification of recommendations, etc.) is available in the appendix. 

 

SER, as sponsor of this guideline, hopes to promote effective, safe, and coordinated decision 

making on therapeutic interventions for patients suffering from axSpA and PsA. 

 

2017 Update 

After publishing ESPOGUIA 2015, the appearance of new treatment options for Axial 

Spondyloarthritis (axSpA) and Psoriatic Arthritis (PsA) led the Spanish Society of Rheumatology 

(Spanish acronym SER) to draw up two new documents with the SER’s Recommendations 
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regarding these pathologies. The results of the same have served to update this CPG. In the 

case of axSpA the new recommendations are an update on the assessment of illness activity 

and treatment goals. The new drugs available have also been included likewise their new 

indications and a review of the predictive factors for therapeutic response and radiographic 

progression of damage. Lastly, they tackle failure situations for a first anti-TNF, likewise the 

possible optimization of biological therapy. Regarding the PsA, apart from early diagnosis and 

treatment importance, emphasis is placed on the biological therapy indications and role of the 

new tsDMARDs with specific target like Apremilast, in the different clinical forms of the 

disease.  Furthermore, the CPG have incorporated therapeutic algorithms drawn up in said 

Recommendations documents. 
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2. Scope and Objectives 
 

2.1. Scope 

This guideline focus on the care of those patients affected by axial spondyloarthritis (axSpA) or 

psoriatic arthritis (PsA). Only adult patients are included, and the clinical area being addressed 

is the treatment of these diseases. 

Outside the scope: 

- The population under 18 years of age.  

- Recommendations about diagnosis, prevention, monitoring, and prognosis.  

 

This guideline include different therapeutic options: 

- Pharmacological treatment. 

- Aspects in the treatment of patients with this pathology during the early stages of disease.  

- Non-pharmacological treatment with exercise rehabilitation programs. 

- Impact of smoking habits on clinical manifestations.  

- Usefulness of health educational programs. 
 

- In the case of PsA, the guideline only provide recommendations for inflammatory 

musculoskeletal manifestations, since management of moderate-severe cutaneous psoriasis 

is the responsibility of the dermatologist. 

2.2. Objectives 

Primary Objective: Provide guidance to rheumatologists on treatment recommendations 

based on the available scientific evidence; specifically, therapeutic interventions for the 

management of adult patients suffering from axSpA and PsA. In those situations, where 

sufficient evidence is lacking, recommendations are based on the consensus of the members 

who participated in the guideline development group. 

Specific Objectives: 

- Increase the skills of health professionals involved in caring for patients with axSpA and PsA 

in order to improve the quality of care offered. 

- Reduce variability in clinical practice in the therapeutic management of these pathologies. 
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- Assess the effectiveness, safety, and efficiency of the different pharmacological and non-

pharmacological approaches available.  

- Summarize the scientific evidence in order to increase the knowledge of all professionals 

involved in the care process.  

- Establish recommendations to standardize the care of patients with axSpA and PsA. 

- Encourage collaboration between professionals from various specialties who are involved in 

patient management. In the specific case of PsA, collaboration between dermatology and 

rheumatology is considered essential for the satisfactory management of such patients. 

- Develop general information material for the population affected by axSpA or PsA, as well 

as their relatives and caregivers, to afford them a better understanding of the process and 

aspects affecting disease progression. 

 

2.3. Target Users 

In addition to rheumatologists, these CPG are intended for other health professionals who may 

be involved in managing patients with axSpA and PsA, and/or who work in specialized care and 

primary health care: dermatology, gastroenterology, ophthalmology, rehabilitation, nursing, 

general practitioners, and other specialties. This guideline can also be used by patients and 

their relatives during consultations, allowing them to become more familiar with the existing 

therapeutic strategies and options. In this way, treatment regimens that are not supported by 

solid scientific evidence and/or the consensual opinion of experts can be avoided. 
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3. Methodology  
 
In the creation of these CPG for the treatment of axial spondyloarthritis and psoriatic arthritis 

a number of steps were been taken, documented below: 

1. Guideline Development Group 

A multi-disciplinary work group was set up consisting of professionals involved in medical care, 

technical experts from the Research Unit (RU) of SER, and patient representatives. All 

participants are mentioned in the authorship and collaborations subsection. The composition 

of the group is described below. 

- Coordination: A rheumatology specialist serving as the principal investigator (PI), and a 

methodology specialist, who is also a technical expert from the RU of SER, were charged with 

coordinating all clinical and methodological aspects of the CPG, as well as supporting the 

guideline development group.  

- Experts Group: Rheumatology, dermatology, specialized nursing, rehabilitation, and 

ophthalmology specialists were selected through a public appeal via the participating scientific 

societies. As members of an expert panel, they supervised the drafting of recommendations 

for the CPG.  

- Reviewers: Various reviewers from SER were responsible for systematically reviewing the 

available scientific evidence. 

- Patients: Apart from health professionals, two patients also participated in the working group 

from its early stages. 

A project calendar was set up establishing different phases and deadlines. 

2. Scope and of Objectives  

Updating the former Espoguía was deemed necessary due to the time elapsed since its last 

publication and because of new findings and advances. The former guideline have been 

partially updated and are hereby replaced with the new CPG. Delimitation in the scope and 

objectives of the CPG was consensually determined, drawing upon the clinical experience and 

information provided by the participating health professionals.   
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3. Formulating Clinical Questions 

After defining the CPG’s scope and objectives, the members of the guideline development 

group formulated the key clinical questions that had to be answered. A list of generic clinical 

questions was also created. Those questions that addressed the guideline’ objectives were 

selected and rephrased using the Patient-Intervention-Comparison-Outcome (PICO) method. 

2017 Update 

The SER Recommendations documents on AxSpA and PsA have served to update some of the 

PICO questions included in ESPOGUÍA; in addition to providing new PICO questions whose aim 

was to review the most recent information obtained from scientific evidence based on 

therapeutic treatment of these patients. 

4. Literature Search, Assessment and Synthesis of Evidence  

A literature search was carried out using the MEDLINE database (via PubMed), EMBASE 

(Elsevier), the Cochrane Library (Wiley Online Library), and Cinahl (EBSCOhost). The question 

regarding physiotherapy was researched in PEDro (Physiotherapy Evidence Database). These 

databases were selected because they are not only readily accessible, but also constitute some 

of the main resources for biomedical information today.  

Literature and database searches were limited to those studies published after the creation of 

ESPOGUIA 2009 (4); i.e., from the beginning of 2008. These searches were completed at the 

end of 2014. Initially, all search strategies sought only to recover the primary studies in the 

aforementioned databases. However, if the results proved to be poor or inconsequential, then 

a supplemental search by hand among the bibliography in the most relevant documents was 

conducted. Further material was included after consulting with investigators and reviewers. 

This helped identify those studies published since the initial search until the current guideline 

were created, 2015. The studies examined included publications in Spanish, English, and 

French. 

2017 Update 

The methodology used to update ESPOGUIA is based on the methodology manual for the  

Updating of National Health System Clinical Practice Guides (7). 
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Following said method the reference, revision was completed in 2016; subsequently panelists 

identified some studies which had been published in 2017 and were included in the evidence 

corpus.  

 

To manage the references found EndNote x7 reference agent was used. The search strategy 

for the different databases is detailed in the SER page methodology appendix. 

http://www.ser.es/wp-content/uploads/2016/03/anexo_metodologico_Espoguia2015.pdf  

https://www.ser.es/wp-content/uploads/2018/04/Anexo-sobre-la-exposici%C3%B3n-publica-
de-Recomendaciones-de-EspAax.pdf 

https://www.ser.es/wp-content/uploads/2018/04/Anexo-sobre-exposici%C3%B3n-publica-de-

Recomendaciones-en-APs.pdf 

Studies Inclusion Criteria 

The included studies had the following characteristics: 

Study Population: Adults diagnosed with axSpA, nr-axSpA, AS, or PsA. 

Intervention: Early treatment, disease-modifying antirheumatic drugs (DMARDs), biological 

therapy (BT), multidisciplinary dermatology-rheumatology management of patients, health 

education programs, treatment discontinuation, rehabilitative intervention, smoking habits. 

Outcome Variables: Efficacy in dealing with the disease cutaneous and musculoskeletal activity 

measured by the usual clinical parameters; axial and peripheral symptoms, enthesopathy by 

sonography or MRI, dactylitis, uveitis, visual prognosis, radiologic structural damage, functional 

capacity, quality of life. 

Studies Design: Systematic reviews (SR) in randomized clinical trials (RCT), RCT phase III or IV 

double blind and observational studies that lasted a minimum of ≥ 6 months in ≥ 50 patients.  

Exclusion Criteria 

In this CPG were not included: 1) studies including children, adolescents, and pregnant 

women; 2) studies that did not adjust for PICO methodology variables related to patient 

sample size, intervention, comparisons, outcomes, or study design; and 3) abstracts, posters, 

narrative reviews, letters, editorials, and any studies that had not been published. 

 

 

http://www.ser.es/wp-content/uploads/2016/03/anexo_metodologico_Espoguia2015.pdf
https://www.ser.es/wp-content/uploads/2018/04/Anexo-sobre-la-exposici%C3%B3n-publica-de-Recomendaciones-de-EspAax.pdf
https://www.ser.es/wp-content/uploads/2018/04/Anexo-sobre-la-exposici%C3%B3n-publica-de-Recomendaciones-de-EspAax.pdf
https://www.ser.es/wp-content/uploads/2018/04/Anexo-sobre-exposici%C3%B3n-publica-de-Recomendaciones-en-APs.pdf
https://www.ser.es/wp-content/uploads/2018/04/Anexo-sobre-exposici%C3%B3n-publica-de-Recomendaciones-en-APs.pdf


 

20 
CPG for the Treatment of Patients with Axial Spondyloarthritis and Psoriatic Arthritis. 2017 Update 

Quality Assessment of Studies 

Studies were selected based on the inclusion and exclusion criteria specified above. A critical 

reading of the studies was conducted using the critical SIGN (Scottish Intercollegiate Guidelines 

Network) reading templates, and their internal and external validity measures were assessed. 

From the selected studies, the most significant data referring to methodology, outcomes, and 

quality (Appendix X) were extracted and entered in evidence tables. The level of scientific 

evidence was evaluated using a modified version of the Oxford Centre for Evidence-Based 

Medicine (CEBM) system (http://www.cebm.net/oxford-centre-evidence-based-medicine-

levels-evidence-march-2009).  

Formulation of Recommendations 

After the considered review, recommendations were formulated. These formulations were 

based on the ‘formal evaluation’ or ‘reasoned judgement’ after previously summarizing the 

best available evidence for each clinical question. The strength of each recommendation was 

evaluated using a modified version of CEBM (http://www.cebm.net/oxford-centre-evidence-

based-medicine-levels-evidence-march-2009). Recommendations that proved controversial or 

that lacked sufficient evidence were submitted to the development group consensus.  

Information from Patients 

In addition to updating current treatment recommendations, the CPG encompass the patient’s 

perspective.  

Initially, information on how patients perceive the experience of living with axSpA and PsA was 

collected. Several patients voluntarily gave information about their experiences and concerns 

through qualitative research methodology, through focus groups and in-depth interviews.  

Subsequently, the CPG coordinators developed a version of the document for patients that 

included their statements and submissions. This material was adapted to the patients’ 

language and style, and collects the most helpful information related to the illness. It was 

created by a sub-working group consisting of professionals and the patients in the guideline 

development group that authored the CPG. 
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Guideline External Review and Final Document Edition 

At this point, an advanced draft of the CPG was developed, and the work group reviewed it. 

Each section was analyzed, and any necessary amendments were considered for inclusion.  

Subsequently an external revision was carried out by professionals selected based on their 

expertise in the relevant pathology and in the creation of clinical guidelines. 

Scientific societies involved in this guideline development, which are represented by members 

of the work group are as follows: The Spanish Society of Rheumatology (Spanish acronym, 

SER); the Spanish Academy of Dermatology and Venerology (Spanish acronym, AEDV); the 

Spanish Society of Ophthalmology (Spanish acronym, SEO); the Spanish Society of 

Rehabilitation and Physical Medicine (Spanish acronym, SERMEF); and the Spanish League 

Against Rheumatism (Spanish acronym, LIRE). 

 

Public Display 

The draft CPG was subject to public comment by SER associate members and different interest 

groups (the pharmaceutical industry, other scientific societies, and patient associations). It was 

available for a 21-day period, at the SER website, together with a submission form that sought 

to collect scientific input on the methodology and recommendations put forth by the CPG.  

How to Use the CPG 

This CPG is organized into chapters. Each chapter, dealing with different areas of disease 

management, consists of the PICO question, a table showing the grade of quality plus an 

evidence summary; another table showing the grade of strength and the recommendations; a 

brief introduction to the question; the body of evidence and comments on its consistency, 

applicability, and relevance in this context.  

 

The complete guideline is available at www.ser.es as is detailed information on the 

methodological process; i.e., the search strategies and the evidence profiles for the selected 

studies.  

  

http://www.ser.es/
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4. Epidemiological Data and Clinical Manifestations 
 
Spondyloarthritis (SpA) is commonly encountered in both specialized and primary health care 

facilities. Such diseases affect a patient’s health and quality of life, as well as his/her family, 

psychosocial, and work spheres. A better understanding of these diseases is imperative. 

 

4.1 Prevalence 
 

SpA diseases have a universal distribution. Their incidence and prevalence differs according to 

ethnicity, geographical location, and most importantly, the frequency of HLA‐B27 among the 

general population (4, 8-10). Differences in classification criteria among various international 

studies have resulted in variable data sets. Prevalence figures range from 0.1% to 2.5% of the 

population, and an incidence rate of 0.84 to 77 cases per 100,000 inhabitants/year is 

estimated (4). 

 

This tendency is also seen in Spain. One study that used the ESSG (European 

Spondyloarthropathy Study Group) criteria, considered a “gold standard” in the field, assessed 

the annual incidence rate of SpA at 62.5 patients per 100,000 residents (11). 

 

AxSpA and PsA are chronic inflammatory and musculoskeletal diseases that are very common 

and have a significant medical and social impact. A recent systematic review of the prevalence 

of AS (per continent on average) concluded that although there are important differences from 

one to another, there is coherence among the figures reported in these areas. Indeed, there 

are enough studies to estimate that the number of possible patients suffering AS in Europe 

between 1.30 and 1.56 million (12). 

 

Estimates of PsA incidence and prevalence show significant variations across different 

geographical areas and countries. According to the available data, psoriasis seems to affect 

approximately 3.2% of the population, and almost one third of patients with psoriasis suffer 

from arthritis. Therefore, PsA prevalence may vary between 0.3% and 1.0% (5). 

 

There are only a few studies in Spain analyzing the prevalence of these pathologies (13, 14). 

Despite this fact, the available data is consistent with that obtained in other Western 

countries. Between 1% and 3% of the population may be affected by any one of these diseases 
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(15-18). Likewise, the annual incidence is estimated to be 3.6 cases per 100,000 inhabitants 

(95% CI: 2.7-19.0) for AS (9). 

 

4.2 Impact, Quality of Life 
 
The significance of these pathologies stems not only from their incidence and prevalence rates, 

but also from their impact on patients, society, and the medical system. SPA patients suffer 

higher comorbidity and mortality rates than the general population (19-27). 

 

Although the clinical spectrum of these two diseases is heterogeneous, both can very 

negatively affect the quality of life in affected populations (28). Pain and functional limitations 

may lead to physical, psychological, and/or even sexual problems. In addition to this, 

rheumatic diseases are not widely understood or accepted, which may lead to socio-labor and 

socio-emotional problems (4). Data obtained from the study “Prevalence and Impact of 

Rheumatic Diseases in Adults in Spain” (Spanish acronym, EPISER) showed that when it came 

to measuring the burden of disease vis-à-vis quality of life, rheumatic diseases rank alongside 

other chronic neurological, cardiovascular, and respiratory diseases (26, 29). 

 

4.3 Disease Burden 
 
The burden associated with rheumatic and musculoskeletal diseases provides a measure about 

the loss of health in the general population, both in terms of fatal and non-fatal consequences. 

Moreover, even a single value (mortality, incidence, disability) enables some measure of the 

epidemiological data for each disease (30). 

 

According to the World Health Organization (WHO), rheumatic diseases are the leading cause 

of physical disability in the Western world. Specifically, between 17% and 19% of occupational 

disability stem from some of the more than 250 rheumatic pathologies. In this regard, 

rheumatic and musculoskeletal diseases result in major expenditures as they are responsible 

for between 10% and 15% of primary care consultations and 10% of hospital emergencies. 

These diseases are also responsible for indirect costs such as sick leave, loss of productivity, 

social benefits, etc.  

 

There are only a few prospective observational large-scale studies on the disease burdens of 

axSpA and PsA, but they show that these diseases result in significant socioeconomic costs. 

From a labor perspective, a high incidence sick leaves appears between 20 and 60 years of age; 



 

24 
CPG for the Treatment of Patients with Axial Spondyloarthritis and Psoriatic Arthritis. 2017 Update 

and from a social perspective, major expenditures stemming from health problems and 

dependency in older patients increase significantly (31, 32). 

 

Sick leaves due to AS vary between 6.5 and 18 days per patient/year. Between 15% and 20% of 

patients need assistance from relatives or other individuals (33, 34). Recent data show annual 

costs averaging between 4,782 and 5,806 euros per patient (35). From a socioeconomic 

perspective, European studies show that AS mainly impacts productivity. Indeed, functional 

disability values in these studies demonstrate just how expensive treatment is during the first 

and fifth years (36, 37). 

 

Studies examining PsA burden have yielded scant data on economic and quality of life issues. 

For example, some European studies show that in Germany the average direct cost was 3,156 

Euros per patient/year, while indirect costs can vary between 2,414 and 7,919 Euros 

depending on the method used to calculate. In Hungary, average total costs were 5,574 Euros 

per patient/year (direct costs 2,670, and indirect costs 2,904). These studies concluded that 

disease behavior, motor function disability, and severity of cutaneous symptoms were the 

determinant cost factors (38, 39). 

 

In Spain, the average cost of PsA (both direct and indirect) is estimated at approximately 7,920 

Euros per patient/year (4, 40), reaching 75,000 Euros in certain severe cases or those with 

poor prognosis (4, 41). 

 

4.4 Organization and Assistance to Patients with Rheumatic and 
Musculoskeletal Diseases in the National Public Health System 

 
The initial contact between a patient with rheumatic disease and the national public health 

system usually takes place at a primary care visit. The patient may then be referred to 

specialized care for consultation and possible diagnosis. Diagnostic techniques have improved 

greatly and a therapeutic resolution is usually possible without hospitalization. For a great 

number of rheumatic diseases, preventative measures and activities promoting a healthy 

lifestyle are key factors in not only lowering incidence and prevalence rates, but also in 

improving quality of life. Good coordination and communication between the health and social 

professionals involved lead to a more effective, comprehensive, and continuous patient care 

treatment plan (26). 
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Within this conceptual framework, efficient management of rheumatic diseases requires the 

coordinated participation of different professionals working in concert to address the specific 

needs of a patient at a particular time without redundancy or deficiency. Autoimmune and 

inflammatory diseases are the conceptual paradigm for this complex challenge (26). 

 

Under Spanish health care guidelines, the patient must take into account two important 

factors: self-management education and risk management of medicinal products. Therefore, 

any initiative or program aimed at promoting and facilitating self-care (expert patient, patient 

education, or nursing consultation and rehabilitation/physiotherapy) will benefit patients, 

professionals, and the system as a whole. Likewise, it is also important to develop measures 

that guarantee patients’ safety due to the high number of patients taking different 

medications, often simultaneously, throughout the course of the disease, particularly given the 

chronic nature of such diseases (26). 

  

The national strategy for rheumatic diseases establishes a group of objectives, 

recommendations, and indicators, which will contribute to improve the quality of interventions 

and health outcomes in patients' health. This must be done from a realistic approach, 

according to the available resources and the field of competence of each Autonomous 

Community in Spain, and based on the available evidence (26). 

 

It is difficult to assess the quality of health care and health outcomes for patients with 

rheumatic diseases. The Strategy proposes a group of indicators that enable a time analysis of 

these diseases using countrywide information sources. Other indicators must be provided by 

Autonomous Communities; and sometimes by scientific societies, and patient associations (26). 

 

 

4.5 Clinical Manifestations 
 

Spa are a heterogeneous group of diseases sharing certain clinical, immunogenic, and 

radiographic features that distinguish them from other diseases (42): 1) familial clustering, 2) 

pathogenic mechanisms, 3) association with HLA-B27 and with infections generally affecting 

the gastrointestinal or genitourinary tract, 4) entheses (area where tendons, fascia, and 

ligaments insert into bones in peripheral joints and vertebral spine) affectation, and 5) clinical 

signs and symptoms. 
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These diseases are characterized by chronic inflammation of the entheses and other 

musculoskeletal structures with a tendency to produce bony ankylosis. The most typical and 

frequent clinical characteristics are: sacroiliitis, enthesitis, spondylitis, oligoarthritis or 

polyarthritis, uveitis (eye inflammation), psoriasis, and bowel inflammation. Other symptoms 

and extra-articular manifestations may appear, but are generally less frequent. 

 

Each SpA has its own peculiarities. They are thus considered as specific entities with unique 

treatment and follow-up plans adapted to their specific characteristics (4). 

 
 

Axial Spondyloarthritis (axSpA) 
 
AxSpA is closely related to HLA‐B27 (43). It is a chronic systemic inflammatory disease of 

unknown origin, which primarily affects the axial skeleton (sacroiliac joints and vertebral 

column) and entheses. Its most characteristic lesion is sacroiliitis (44). 

 
The inflammatory process can provoke chondral ossification, as well as fibrous ankylosis 

leading to ankylosis during its advanced stages in up to 30% of patients. Less frequent, but no 

less important, is peripheral joint involvement, especially for joints in the lower limbs such as 

hips, knees, and feet. Extra-articular manifestations like uveitis can also appear (4, 45). AxSpA is 

also associated with major comorbidities, such as cardiovascular disease and osteoporosis (46). 

Less commonly associated comorbidities are renal, neurological, and pulmonary manifestations 

(47). 

 
Psoriatic Arthritis (PsA) 
 
PsA is a chronic inflammatory disease of the musculoskeletal system associated with cutaneous 

psoriasis and, generally, with a negative rheumatoid factor. Its clinical heterogeneity and 

absence of classification criteria until a few years ago have hindered epidemiological studies 

and specific clinical trials (4, 5). 

 

The association between one of the various forms of cutaneous psoriasis with one or more of 

the different PsA clinical expression patterns may explain the difficulty in assessing the genetic 

profile of this disease (48). In particular, Cw6 has been associated with psoriasis, while HLA-

B27, HLA-B38, and HLA-B39 are associated with PsA (49). 

 
Certain environmental factors seem to increase susceptibility to developing PSA, including HIV 

infection, traumatic stress, and obesity. In addition, some forms of psoriasis (e.g., nail 



 

27 
CPG for the Treatment of Patients with Axial Spondyloarthritis and Psoriatic Arthritis. 2017 Update 

dystrophy, scalp lesions, and intergluteal/perianal psoriasis) have been associated with a higher 

likelihood of developing PsA (50). 

 

PsA increases risk factors for cardiovascular diseases such as hypertension and dyslipidemia, 

which are characterized by atherogenic lipid profiles. This increases the incidence not only of 

subclinical atherosclerosis (51-54), but also that of metabolic syndrome, especially in those 

patients with moderate-to-severe skin conditions. For such patients, the disease usually has a 

major psychological impact (55), all of which lowers quality of life. 
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5. Clinical Questions 
 

Treatment of Axial Spondyloarthritis (axSpA) 

1. In patients with axial spondyloarthritis, does early pharmacological intervention improve 

functional capacity, structural damage and quality of life? 

2. In patients with non-radiographic axial spondyloarthritis, what is the effectiveness of the 

different biological therapies compared with placebo or traditional DMARDs? What is the 

relative effectiveness of the different biological therapies? 

3. In patients with AxSpA, what are the prognostic factors regarding response to biological 

treatment? 

4. In patients with AxSpA, does pharmacological intervention with biological therapy (BT) 

control structural damage progression and axial radiographic lesion? 

5. In patients with axSpA who failed to respond to anti-TNF, would the intervention with 

another anti-TNF or biological therapy be efficient? 

6. In patients with axial spondyloarthritis, is it possible to stop treatment of TNF inhibitors? Is it 

possible to reduce the treatment dose of TNF inhibitors? 

7. In patients with ankylosing spondylitis, does the use of biologics, compared with 

sulfasalazine, reduce the number of recurrences of uveitis and improve visual prognosis? 

8. In patients with ankylosing spondylitis, what kind of exercise program is most effective in 

improving clinical and functional parameters? 

9. In patients with axial spondyloarthritis, does smoking aggravate clinical manifestations 

(arthritis, axial involvement, enthesitis, and structural damage)? 

Treatment of Psoriatic Arthritis (PsA) 

10. In patients with psoriatic arthritis, does early pharmacological intervention improve 

functional capacity, structural damage and quality of life? 

11. In patients with PsA, what is the efficacy of biological therapies in monotherapy regarding 

to peripheral, axial, enthesitis, dactylitis, uveitis, skin and nails clinical manifestations? 
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12. In patients with PsA, what is the efficacy for DMARDs in its peripheral, axial, enthesitis, 

dactylitis, uveitis, skin and nail domains? 

13. In patients with psoriatic arthritis, is combined treatment with MTX and TB more effective 

than treatment with TB in monotherapy? 

14. In adults with PsA with axial and/or peripheral affectation refractory to an anti-TNF, is 

treatment with a second BT efficient? 

15. In patient with PsA, does treatment with DMARDs or biological therapies reduce CVD 

mortality? 

16. In patients with psoriatic arthritis and moderate-to-severe skin conditions, what are the 

benefits of multidisciplinary management (dermatology-rheumatology consultations) in terms 

of improving clinical management and patient satisfaction? 

Treatment of Axial Spondyloarthritis (axSpA) and Psoriatic Arthritis (PsA) 

17. In patients with axial spondyloarthritis, are the health education programs offered by 

nurses beneficial? In patients with psoriatic arthritis and peripheral and/or axial affectation, are 

the health education programs offered by nurses beneficial? 
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2017 

2017 

6. Treatment of Axial Spondyloarthritis (axSpA) 
 

Clinical Question 1 

In patients with axial spondyloarthritis, does early pharmacological intervention improve 

functional capacity, structural damage and quality of life?  

 

 Summary of the Evidence 

 

Recommendations 

 

For the majority of chronic complex diseases, particularly for rheumatoid arthritis (RA), there 

are consistent data demonstrating that early and effective treatment is the key to improving 

clinical response, and possibly, to reducing disease burden (disability, time off work, improved 

quality of life) (64-68). In the end, patients with axSpA endure significant burden diseases 

comparable to those of RA (39, 41). These patients often suffer delayed diagnosis (≥ 6 years) 

due to ignorance about the disease (69, 70). At present, there are different treatment options 

available that are very effective in controlling the disease (71). In the long term, early diagnosis 

and appropriate treatment could significantly improve patient health and reduce disease 

burden. 

 

 

 

There is insufficient evidence on the effectiveness of early pharmacological 

treatment for patients with axial spondyloarthritis (56-61). 
2b, 4 

In secondary analyses evaluating the effectiveness of early pharmacological 

treatment in patients with axial spondyloarthritis, those with shorter disease 

durations responded better to treatment with anti-TNF (57, 62,63). 

2b, 4 

As soon as axial spondyloarthritis has been diagnosed we recommend commencement of 

pharmacological treatment  (Grade D recommendation). 
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Quality of Evidence 

Quality studies specifically designed to answer the clinical question have not been identified. 

There is only a secondary analysis from a RCT focused on the question. Moreover, its level of 

evidence was lowered in the Oxford Center of Evidence-Based Medicine scale (CEBM). 

However, the guideline development group has considered it appropriate to include in the 

evidence review other studies not meeting the initial inclusion criteria. In this way, the group 

can avail itself of considerably more information when formulating its recommendations. 

 

There exists a double-blind RCT of 12 weeks, followed by an open extension up to 52 weeks, 

which evaluated the effectiveness of treatment with adalimumab (ADA) compared to placebo 

in patients with active nr-axSpA (BASDAI ≥ 4) who had failed to respond to at least one 

nonsteroidal anti-inflammatory drug (NSAID). Although the study was not designed to compare 

the response of an early intervention or a delayed intervention, the authors included an 

analysis of possible response predictors. When data were analyzed at 52 weeks, patients with a 

disease evolution of ≤ 3 years (in addition to those with CRP > 6 mg/L, and those ≤ 30 years 

old) presented a higher response rate; in terms of ASAS 40 (P=0.006) or BASDAI 50 (P= 0.014), 

than patients with a disease evolution ≥ 10 years. However, in multivariate analysis, the 

shortest disease duration lost statistical significance, although younger age and high CRP 

continued to be response predictors for BASDAI 50 and ASAS 40, respectively. According to the 

authors, the loss of meaning stems from overlap in the patients’ age. They also concluded that, 

in addition to those who are younger and whose CRP is higher, patients with shorter disease 

duration responded better to treatment (57). (Evidence level 2b). 

 

A 3-month prospective, observational, open study recently conducted at a single center, 

analyzed 95 patients with active (BASDAI ≥ 40/100) AS (New York classification criteria), as well 

as the effectiveness of NSAID and the possible response predictors of these drugs. Patients who 

responded to treatment had shorter disease durations than those who failed to present any 

response (4 years (0.5-13) compared with 8 years (1-34); p<0.001). The authors contend that 

the best response in patients correlated with the shortest disease evolution, a finding similar to 

that observed with anti-TNF treatments). This suggests that this response predictor is not 

related to treatment, but to the clinical attributes of the patient (56). (Evidence level 4). 

A univariate study from two clinical trials in 99 patients whit AS trated with TNF-inhibitors 

(infliximab, etanercept, and 12 weeks in duration) with AS showed that shorter disease 

duration, in addition to lower BASFI, and increased ESR and CRP, and younger age predict a 
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higher BASDAI 50 response (OR: 0.93; 0.88 – 0.98; p = 0.003). When patients were stratified 

according to disease duration (≤ 10 years, 11–20 years, >20 years), the authors observed a 

higher percentage of BASDAI 50 response, which proved significantly higher in patients with 

lower disease durations, (73%; 58% and 31%, respectively; 2 = 11.7; p = 0.003) (59) (Evidence 

level 2b). A later study based on data from these same trials, analyzed predictability in 

response to TNF-inhibitors vis-à-vis the presence and extent of inflammatory lesions in MRI, in 

sacroiliac joints, or in the spine. Three predicting parameters were taken into account: disease 

duration, CRP (mg/L), and MRI (Berlin). Although, individually, each parameter had a moderate 

predictive power at best, this predictive power improved when they were combined. Patients 

with two of these parameters reached a response of at least 45%, while those with one of the 

two parameters reached at least 25%. The authors highlighted the influence of inflammation in 

MRIs, and reiterated that the combination of the three parameters (disease duration, high CRP, 

and high Berlin MRI score) is what predicts the response to treatment with TNF-inhibitors (60) 

(Evidence level 2b). 

 

Another study analyzing data from two clinical trials to investigate the possible decoupling 

between global patient scores and the objective parameters of inflammation in 66 patients 

suffering from nr-axSpA and treated with etanercept for 48 weeks. Patients were classified 

according to disease duration: < 4 years / ≥ 4 years, and < 2 years / 2-4 years / 4-8 years / ≥ 8 

years. The authors argue that, based on patient reported outcomes (PROs), the response to 

TNF-inhibitors is better with early treatment. Finding no differences between the groups of < 2 

years and 2-4 years led the authors to assert that 4 years is a desirable cut-off value for 

identifying the best window of opportunity (61) (Evidence level 2b). 

 

In an analysis of data drawn from the British Biologics Register, a multivariate analysis of 

predictors of improvement of BASDAI and BASFI was carried out involving 261 patients who 

had completed 6 months of treatment with infliximab, etanercept, and adalimumab. Variables 

that reached p ≤ 0.2 were chosen, using a logistic regression model and no connection was 

found between disease duration and response to treatment. The authors concluded that acute 

phase reactants best predicted the response to treatment at its beginning (58) (Evidence level 

4). 

 

In light of the scant evidence identified for this question, it was decided to include information 

from two additional studies that have only been published as abstracts submitted to 

congresses. One 5-year open clinical trial included patients with very early SpA, although the 
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specify classification criteria and progression times were not specified. This trial was the 

continuation of a 16-week RCT (n=39) in which infliximab (INF) was administered and 

compared with a placebo (PBO). After 40-week monitoring period, if an outbreak occurred 

(BASDAI≥ 4), then the patients were included in an open study (n= 25). Fifty-eight per cent of 

the patients treated with INF continued with anti-TNF compared with 100% of patients treated 

with PBO. The authors concluded that one-third of patients treated early with INF for three 

months remained healthy and required no further treatment for 5 years. In contrast, patients 

who received PBO at the beginning need anti-TNF treatment along of those 5-years (69). A 

study with data from four clinical trials, each 12 weeks in duration, and involving 1281 patients, 

analyzed the relationships between disease duration, baseline characteristics, and the response 

to treatment with placebo/ sulfasalazine (SSZ) compared with etanercept. Disease duration was 

classified into four categories (< 2 years, 2 – 5 years, 5 – 10 years, and > 10 years). In general, a 

great percentage of patients responded to etanercept than those treated with SSZ or placebo. 

Patients with shorter disease durations experienced tended to respond better to ETA for most 

of the dichotomous variables, which was not observed in the case of SSZ or PBO. This tendency 

was significant for those ≤ 40 years of age at diagnosis. The authors concluded that ETA was 

more effective than SSZ and PBO irrespective of disease duration. Patients with a disease 

duration ≤ 2 years seemed to present the highest response rates (73). 

 

2017 Update 

The latest SER Recommendations update on using biological therapies for AxSpA includes new 

references supporting the benefit of early treatment in patients with AxSpA. 

There are two RCTs which communicate the efficacy of anti-TNF therapy in early AxSpA. The 

first included patients with ‘Inflammatory lumbar pain’ (ILP) for at least 3 years and HLA-B27+ 

besides active Sacroiliitis in MRI. They were treated with Infliximab with favorable responses 

(ASAS20 and ASAS40, ASAS-PR, BASDAI), improvement or resolution of inflammatory MRI 

lesions (osseous edema), likewise functional (BASFI) and quality of life (ASQoL) improvements 

at 16 weeks, better than those of the placebo cohort (62). 

In the second (63), patients diagnosed with active AxSpA and at least 3 years’ evolution, active 

inflammation in MR SI, without prior NSAID use (or at least subjected to lavage if received 

prior) were included and assigned (2: 1) to receive Naproxen (NPX) 1000 mg a day plus IFX 5 

mg/kg or placebo until week 24. More partial remissions of ASAS (ASAS-PR) in cohort with 
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Irrespective of whether it is therapy with anti-TNF or NSAID, these findings suggests that early 

treatment is a predictive factor of clinical response in such patients (56, 57, 60, 61, 73, 74). 

  
In formulating recommendations, in terms of their applicability and the possibility of 

generalizing the results, the expert panel concluded that, though specific well-designed studies 

remain lacking, the results consistently demonstrate that the duration of disease is a predictive 

factor of clinical response in patients with axSpA. However, it is worthwhile noting two issues: 

First, there are no definitive data enabling the precise establishment of what is meant by early 

treatment. Some studies suggest that it could well be a period of less than 5 years from the 

onset of symptoms (57, 59, 61, 73), although a better clinical response has been documented 

in patients with less than 10 years of evolution (57, 59, 61, 73). Second, if the results using 

different treatments proved similar, this would suggest that response prediction is more closely 

linked to patient clinical characteristics than to the treatment itself. The guideline development 

group concluded that obtaining a good clinical response, even clinical remission, could 

ultimately minimize direct and indirect care costs. Evidence suggests that the earlier the 

treatment, the easier it is to achieve this objective.  

 

 

 

 

 

 

 

IFX+NPX (61.9%) than that with PBO+NPX (35.3%) at week 28 (p=0.002). Furthermore, more 

patients in the IFXxNPX cohort had ASDAS, ASDAS-ID improvements, ASAS-40 response or 

improvements in BASDAI or BASFI among others. 
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Evidence Summary 

Biological therapies with anti-TNF (adalimumab, certolizumab pegol, 

etanercept, infliximab, and golimumab) have proven effective in treating non-

radiographic axial spondyloarthritis (57, 62, 70, 75-78). 

1b 

Biological agents such as adalimumab, certolizumab pegol, etanercept, 

infliximab, and golimumab, versus placebo, contribute to (57, 62,70, 75-78): 

 Minimizing inflammatory activity. 

 Improving functional capacity. 

1b 

In non-radiographic axial spondyloarthritis, the biological agent tocilizumab 

does not improve clinical or functional parameters that have not previously 

responded to treatment with anti-TNF (79). 

4 

 

Recommendations 

Therapy with anti-TNF is recommended as the pharmacological treatment of choice for 

patients with active* non-radiographic axial spondyloarthritis who are refractory to NSAID. 

(Grade A Recommendation). 

* Defined by objective inflammation characteristics (increase in CRP and/or MRI). 

The use of tocilizumab is not recommended in patients with non-radiographic axial 

spondyloarthritis who are refractory to NSAID and/or treatment with anti-TNF. (Grade C 

Recommendation). 

 

ASAS classification criteria for axial spondyloarthritis (axSpA) (80) have defined the non-

radiographic axial spondyloarthritis (nr-axSpA), an entity which is characterized by the absence 

of structural damage in x-rays, as an early stage of axSpA. Several studies have revealed clinical 

manifestations and disease burden (81-85) that are comparable in patients with nr-axSpA and 

Clinical Question 2 

In patients with non-radiographic axial spondyloarthritis, what is the effectiveness of 

different biological therapies compared with placebo or traditional DMARDs? What is the 

relative effectiveness of the different biological therapies? 
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those with AS, based on modified New York Criteria (1). Therefore, both stages require 

treatment, irrespective of the presence of structural damage. Current consensus holds that 

anti-TNF should be the treatment of choice for patients with axSpA (nr-axSpA included) who 

are refractory to NSAID (14, 86). There is clear evidence that treatment with anti-TNF is 

effective in improving signs, symptoms, and functional capacity with AS (75, 87, 88). There are 

even data supporting a possible slowing of spinal radiographic progression (89,90). 

Furthermore, for those AS patients who are refractory to NSAIDs (91, 92), clinical trials with 

ustekinumab (inhibitor IL-12/23) and secukinumab (inhibitor IL-17) are currently underway and 

show good preliminary results. Definitive results of these RCT probably will help to determine 

the real role of biological therapies for nr-axSpA. 

 

Quality of Evidence 

In one meta-analysis of 20 studies with data from 3096 patients (15 studies in AS, and five in 

nr-axSpA), the principal objective was to evaluate the effectiveness of therapy with anti-TNF, 

compared with placebo, in patients with AS and nr-axSpA. Regarding the latter, five studies of 

have been conducted – one with adalimumab, one with infliximab, one with certolizumab 

pegol, and one with etanercept – all at least 12 weeks in duration. Treatment with anti-TNF 

showed higher effectiveness than placebo in BASDAI (effect size 0.73; 95% CI: 0.44-1.01), BASFI 

(effect size 0.57; 95% CI: 0.29-0.85), and response ASAS 40 (HR 3.6; 95% CI: 2.5-5.3). In another 

systematic review (SR) an analysis based on data from some of the aforementioned studies 

found no significant differences in the efficacy of anti-TFN therapy among patients with AS and 

nr-axSpA (75) (Evidence level 1a). 

 

Another systematic review (SR) of seven studies involving 117 patients suffering from 

undifferentiated spondyloarthritis, based on ESSG criteria (93), evaluated the effectiveness of 

different drugs (94). Only two studies, which were already part of the previous meta-analysis, 

examined the effectiveness of anti-TNF therapy compared with placebo in nr-axSpA. A British 

study compared the effectiveness of infliximab (IFX) (5mg/kg weight at weeks 0, 2, 6, 12) versus 

placebo over a 16-week period in 40 patients with inflammatory low back pain ≤ 3 years 

according to Calin’s criteria (95), positive HLA-B27, and positive MRI of the sacroiliac joint. All 

patients included in the study, less 12%, met the nr-axSpA criteria, while only three patients 

met the New York Criteria. An improvement in response (ASAS 40) was observed in 61% of 

patients in the IFX group compared with 17% of those in the placebo group (p=0.009). A 

significant improvement was also observed in BASDAI, BASFI, and ASQoL scores in the IFX 
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group. Partial remission (ASAS) was higher in the IFX group (55.6% compared with 12.5%, p= 

0.009). Average reduction in the total RM score was significantly higher in patients treated with 

IFX -2.0 (IQR -6.25, 0.0) compared to those in the placebo group (IQR -2.00, 1.5). Afterwards, it 

was observed that three patients in the placebo group had a baseline score of 0 in MRI. Thus, 

the results were possibly biased due to the small sample size. Severe adverse events were not 

observed (62) (Evidence level 1b). The other study compared the effectiveness of adalimumab 

(40 mg every two weeks) versus placebo in 46 patients with nr-axSpA who were refractory to 

NSAIDs. At week 12, the adalimumab group (n=22) had higher response rates (ASAS 40 and 

ASAS partial remission) in 54% and 23% of patients compared with 12% and 0% in the placebo 

group (n=24), respectively. Significant improvements in response rates (ASAS 20, BASDAI 50 

and in BASDAI, BASFI, PGA, GPV, CRP), as well as in nocturnal pain, were observed in patients 

treated with adalimumab. When patients previously given a placebo also began treatment with 

adalimumab, the effect remained evident at week 52 for the entire group. A young age (≤ 30 

years) and a high baseline CRP (> 6mg/L) were the best predictors of response (ASAS 40 or 

BASDAI 50). Patients with positive HLA-B27 and positive MRI tended to have higher response 

rates (ASAS 40 and BASDAI 50), although the results did not reach statistical significance. There 

were no severe adverse events linked with adalimumab (57) (Evidence level 1b). 

 

A multicentric study investigated the effectiveness of adalimumab (40 mg every two weeks) 

versus placebo in 185 patients with nr-axSpA, according to ASAS criteria (80), who were 

refractory to NSAIDs. At week 12, more patients treated with adalimumab (n=94) reached a 

response (ASAS 40 and partial ASAS remission) compared to those given a placebo (n=91) (36% 

vs. 15%, and 16% vs. 5%; p ≤0.001), respectively. Significant improvements were also observed 

in responses (ASAS 20, BASDAI 50, ASAS 5/6, ASDAS and in BASDAI, GPV, CRP, total lumbar pain, 

HAQ, and SF-36). Regarding BASFI, the adalimumab group showed a trend to improve 

compared with the placebo group (-1.1 vs. -0.6, p=0.05). The latter also showed a significant 

reduction, compared with the placebo group, in their Spine-SPARCC inflammation scores (-1.8 

vs. 0.2) and sacroiliac joints (-3.2 vs. -0.6). Predictors of treatment response were analyzed and 

the following characteristics were associated with a higher response (ASAS 40) in the 

adalimumab group: symptom durations < 5 years (p=0.02), age < 40 years (p=0.05), and high 

baseline CRP (p=0.03). On the other hand, this effect was not observed according to the 

positivity of HLA B27 (p=0.42) and the presence of sacroiliitis in baseline MRIs (p=0.65). 

However, in those patients with baseline SPARCC MRI scores of sacroiliac joints ≥ 2, or high 

baseline CRP, logistic regression analysis revealed that the adalimumab group had a higher 
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response rate (ASAS 40) compared to the placebo group (41% vs. 14%), although this 

interaction was not significant and the number of patients was small (70) (Evidence level 1b). 

 

Another multicentric study analyzed the effectiveness of certolizumab pegol (CTZ) (200 mg 

every two weeks, and 400 mg every month) compared with placebo in 325 patients with axSpA 

based on ASAS criteria (80), including 178 EA and 147 nr-axSpA patients, with less than 5 years 

of disease duration. Patients had to have BASDAI ≥ 4, and high CRP (> 7.9 mg/L) and/or 

sacroiliitis in MRI, and be refractory to NSAIDs. Eleven percent of patients with AS, and 20% of 

those with axSpA EA had previously been treated with anti-TNF. Regarding the nr-axSpA patient 

subgroup, a higher response (ASAS 40) in those receiving certolizumab pegol (n=46 CTZ 200mg, 

and n=51 CTZ 400mg) compared to placebo (n=50) (48% and 47% vs. 16%; 57% and 45% vs 

with 14%; p<0.001), was observed at weeks 12 and 24. Both doses of CTZ also showed 

significant differences in changes from baseline compared with the placebo in BASDAI, ASDAS, 

BASFI, and BASMI. Similar improvements were observed in both CTZ dose regimens (77). The 

effect continued until week 96 of treatment for the entire group after patients in the placebo 

group began to receive CTZ (96) (Evidence level 1b). 

 

Another multicentric study analyzed the effectiveness of etanercept (50 mg / week) combined 

with NSAID compared with placebo in 215 patients with axSpA, according to ASAS criteria (78), 

whose disease duration was less than 5 years duration and who were refractory to NSAIDs. 

Patients with AS (New York Criteria), and those previously treated with anti-TNF were excluded. 

At baseline exams, 81% of patients had positive sacroiliac joints in MRI and 43% a high CRP 

(>3mg/L). At week 12, a higher response (ASAS 40) in the etanercept group (n=106) compared 

to the placebo group (n=109) (32% vs. 16%; p=0.0006) was observed. There were significant 

differences in the changes since baseline evaluations compared with placebo in BASDAI (-2.0 

vs. -1.3), ASDAS (-1.1 vs. -0.5), BASFI (-1.4 vs. -0.8), CRP (-3.0 vs. 0.1), low-back pain (-2.0 vs. -

1.1) and MASES index (-1.4 vs. -0.7). At week 12, the etanercept-treated group showed a 

reduction, compared to the placebo group, in the SPARCC MRI indices of sacroiliac joint (-3.8 

vs. 0.8; p <0.001), and spinal inflammation (-2.1 vs. -1.2; p =0.04). A post hoc analysis (ASAS 40) 

showed that etanercept was more effective at basal higher levels of CRP (p=0.003) or higher 

MRI index of sacroiliac inflammation (p=0.146). The effects remained until the open phase 

finished at week 24 (76) (Evidence level 1b). 

 

A retrospective study of clinical cases in France investigated the effectiveness of tocilizumab (4 

or 8 mg/kg every 4 weeks for at least 3 months) in 21 patients with axial (80) or peripheral (97) 
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SpA, according to ASAS criteria, who were refractory to two therapies with anti-TNF. Thirteen 

patients had axial disease; among these were four who showed no radiographic sacroiliitis. By 

the third month, no patient had reached a minimum reduction of 20 mm in BASDAI. Only one 

patient experienced a clinically significant improvement (ASDAS), and none reached the highest 

level of improvement according to the same criteria. One patient experienced a BASFI 

reduction greater than 20%. At month 6, with only 2 patients left, neither reached a minimum 

reduction of 20 mm in BASDAI, BASDAI 50 response, or ASDAS improvement. Only one patient 

showed a BASFI reduction greater than 20%. The 4 patients with nr-axSpA did not experience a 

reduction in acute phase reactants (ESR and/or CRP). Severe adverse events were not observed 

(79) (Evidence level 4). 

 

Another 44-week multicentric study involving 197 nr-axSpA patients compared treatment with 

golimumab versus placebo. The study showed that at week 16 golimumab was significantly 

more effective than a placebo: ASAS 20 (71.1% vs. 40.0%, p<0.0001); ASAS 40 (56.7% vs. 23.0%, 

P<0.0001). A better response (ASAS 20 and 40 with GOL) among patients with sacroiliac 

inflammation (MRI) or high baseline CRP (subgroup OSI) was also observed. There were no 

differences in patients with normal MRI and normal levels of CRP. In addition, there were 

significant improvements with GOL compared to PB in BASDAI 50, ASASPR, and changes in 

SPARCC scoring of sacroiliac joints (p < 0.0001; p < 0.014; p < 0.001 respectively) (78). 

 

In formulating recommendations, the group of experts found the results from the different 

reviewed studies to be relatively consistent. The group concluded that anti-TNF therapy 

(adalimumab, certolizumab pegol, etanercept, infliximab, and golimumab) was effective in 

patients with nr-axSpA, both from a clinical and functional perspective. Indeed, the therapy 

even improved MRI inflammation, as some of these studies have shown. There is a need for 

more RCTs in patients with nr-axSpA to strengthen evidence on the effectiveness of anti-TNF 

therapy in this population. 

Regarding the effectiveness of other biological therapies in nr-axSpA, the only available data 

draws from a case series involving intravenous tocilizumab. In this particular series, no clinical 

effectiveness in patients with axSpA was observed, despite the decrease in acute phase 

reactants. 

The results from studies examining anti-TNF therapy are applicable to our national health 

system as the evaluated therapeutic agents have long been used for patients suffering SpA. In 

Spain, adalimumab, certolizumab pegol, and etanercept have approved indications of 

treatment for nr-axSpA. In some of these studies, high baseline CRP and/or sacroiliac 
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inflammation in MRI were shown to be predictors of better response to anti-TNF therapy (57, 

70, 76). For this reason, recommendations made by ASAS/EULAR (86) and the European 

Medicines Agency (EMA) require an objective measure of disease activity, ESR or high CRP 

and/or sacroiliitis in MRI, before anti-TNF treatment can be administered in patients with nr-

axSpA.  

 

2017 Update 

The latest SER Consensus also recommends biological therapy commencement in patients 

with Nr-axSpA when accompanied by high CRP and/or signs of inflammation in MRI (98). 

 

The studies show the powerful anti-inflammatory properties of anti-TNF therapy in patients 

with nr-axSpA. Since the population is young and of working age, this will result in social and 

healthcare cost savings. Finally, published data also suggest that treatments with anti-TNF 

appear to have a good risk/benefit profile in patients with nr-axSpA. 
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2017 
new 

 

Clinical Question 3 

In patients with axial spondyloarthritis, what are the prognostic factors regarding response 

to biological treatment?  

 

Summary of the Evidence 

 

Recommendations 

 

Quality of Evidence 

Numerous studies have associated certain disease variables with better response to treatment 

with anti-TNF drugs. A younger age at treatment commencement and shorter evolution period 

was associated with a better response in patients with SpA (59, 99-102) likewise those with Nr-

axSpA (57, 70) (Evidence level 2b, 3, 4). The greater activity of the disease on treatment 

commencement is one of the greatest predictive factors of good response, which appears in 

most studies in both patients with PsA and those with Nr-axSpA (57, 70). Several studies 

suggest male patients would have a better therapeutic response (99, 100, 102) (Evidence level 

2b, 3, 4), whereas female patients (103) with a lower functional capacity at treatment 

commencement (initial BASFI raised) would have a lower therapeutic response (59, 101, 102) 

(Evidence level 2b, 3, 4). Overweight expressed as a raised body mass index (BMI) is associated 

to a lower treatment response in some studies; furthermore, an independent association has 

been described between BMI>30 and treatment failure (103). Smokers present with a lower 

reduction of disease activity (BASDAI, ASDAS), especially when CPR is high, and a lower 

treatment response, even in ex-smokers (104). There are contradictory data regarding HLA 

Response predictive factors identified include: age, gender, smoking, weight, 

disease activity (including MRI), functional capacity, disease evolution time and 

HLA B27 (57, 70, 99-104). 

2b, 3, 4 

Assessment of the predictive factors of response should be considered when indicating 

biological therapy; however, it is in no way compulsory for treatment application (Grade D 

recommendation). 

2017 
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B27, although most studies suggest a better therapeutic response in positive B27 individuals 

(102). A recent study suggests that early response to anti-TNF therapy is one of the factors 

most associated to good long-term response (105). 

At presented there are contrasted predictive factors regarding response to therapy with 

Secukinumab.  

There are numerous factors associated with the response to anti-TNF therapy; however, none 

individually or combined enables a firm prediction regarding the final observed response, so its 

absence should not prevent commencement of BT. Nevertheless, based on the results shown, 

it seems important to improve the therapeutic response to BT, by not delaying treatment in 

active patients despite NSAID treatment, and maintaining healthy life habits (avoid smoking 

and being overweight). 
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2017 
new 

 

 

Summary of the Evidence 

Biological therapy is efficient in reducing vertebral and sacroiliac bone 

inflammation. Recent data suggest BT is also efficient in reducing radiographic 

progression in SpA (76, 89, 90, 106-108). 

1b 

Among the predictive factors of structural damage are: basal radiographic 

damage, MRI affectation, gender, smoking and disease activity (109-111). 
2b 

 

Recommendations 

 

Quality of Evidence 

Regarding radiographic damage progression, the presence of basal radiographic lesion 

(syndesmophytes on the spinal X-ray) is the most important predictive factor for progression 

(109, 111). Other factors associated to a greater progression of radiographic damage are: male 

gender, smoking and especially the persistency of inflammatory activity of the disease 

(clinically evaluated by CRP serum levels and/or presence of bone edema in MRI) (110, 111). 

Furthermore, a study with a 12 year follow-up of the OASIS cohort patients (112) (Evidence 

level 2b), noted that greater disease activity (ASDAS) is associated longitudinally with greater 

radiographic progression. 

BT has been proven to have an early inhibitory effect on vertebral bone inflammation and the 

MRI assessed sacroiliac joints, already objectivable at 6 weeks from treatment 

commencement, which is higher than that obtained with NSAID or SSZ (76, 106-108) (Evidence 

Clinical Question 4 

In patients with axial spondyloarthritis, does pharmacological intervention with biological 

therapy control structural damage progression and axial radiographic lesion?  

Predictive factors of structural damage progression should be assessed in the biological 

therapy indication (Grade D recommendation). 
2017 
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level 1b). Therefore, there is probably a ‘therapeutic opportunity window’ during the earliest 

stages of the disease (Nr-axSpA) where BT seems particularly efficient in inhibiting osteitis 

focal points at sacroiliac or vertebral level (113). Reduction of bone edema post-BT is 

associated with disease activity and CRP control, especially in Nr-axSpA. However, in the first 

studies at 2 years, disappearance of the bone edema post anti-TNF, particularly in patients 

with a more evolved disease, did not prove control of the onset of focal fat degeneration (FD) 

and structural damage progression (syndesmophytes) (114-116). In this sense there are data 

supporting the association of inflammation or FD or FD without prior inflammation is 

significatively associated with syndesmophyte formation after 5 years’ treatment with 

Infliximab (117). Nevertheless, recent data suggest continuous treatment with anti-TNF for 

over 4 years is associated with a significative reduction in structural vertebral damage 

progression assessed by simple X-ray (mSASSS) (89, 90). Structural damage progression was 

less the sooner treatment was commenced, particularly in cases where disease evolution was 

less than 5 years, and the longer time treatment with anti-TNF was (90). 

The data from major Secukinumab trials seem to indicate the reduction of osteitic lesion is 

associated with non-progression of fat lesions and a low rate of vertebral structural damage at 

2 years (0.3(2.52) Units mSASSS), which was also low (0.38-0.52) in patients with predictive 

factors of progression like syndesmophytes or high baseline CRP (118).  

Only preliminary data are available regarding radiographic progression and BT combined with 

NSAID. In a single study with a cohort of 40 patients with SpA, radiographic progression at 2 

years assessed by mSASSS was lower in the combined treatment group taking anti-TNF + AINE 

than in the cohort treated with anti-TNF monotherapy (119). 
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2017 
new 

 

Summary of the Evidence 

Treatment with a second anti-TNF in patients with AS who have failed to a 

previous anti-TNF is effective in a high percentage of patients (up to 30-50%) *. 

However, the clinical response observed is less than that experienced by 

patients receiving a first anti-TNF (120-125). 

4 

Evidence evaluating the efficacy of the change to a third anti-TNF in patients 

with SpA is very limited (120-122). 

4 

Treatment with Secukinumab in patients with SpA who failed an anti-TNF is 

efficient in a high percentage of patients (up to 30-50%). The response is lower 

than observed in patients anti-TNF-naïve (126). 

4 

 

Recommendations 

 

Quality of Evidence 

Treatment with a second anti-TNF or Secukinumab in patients with SpA who failed an anti-TNF 

previously, it is efficient in a high percentage of patients, although experience with 

Secukinumab is still limited. Nevertheless, the clinical response observed is lower than that 

experienced by patients receiving a first biological treatment (120-125, 127) (Evidence level 4). 

There are no data on the differences in efficacy or survival between switching to another anti-

TNF or changing the therapeutic target (Secukinumab). Efficacy is reduced with the use of 

successive biological treatments; however, response is still obtained after the third BT (120-

125, 127) (Evidence level 4). There are data which suggest a better response in patients who 

change to a second anti-TNF due to secondary inefficiency or toxicity of the first compared to   

patients with primary lack of response to anti-TNF. 

 Clinical Question 5 

In patients with axSpA who failed to respond to anti-TNF, would the intervention with 

another anti-TNF or biological therapy be efficient? 

After failure to a first anti-TNF, the patient should be treated with another anti-TNF or anti-

IL17A (Grade D recommendation). 
2017 
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Drug survival was lower in successive anti-TNF changes (120, 121, 123, 125), although 

differences were not significant probably due to small sample size. There does seem to have 

been survival differences in favor of those who changed due to secondary inefficacy and 

toxicity against primary inefficacy (128) (Evidence level 4). In this situation of primary inefficacy 

of anti-TNF, it would be reasonable to assess the change of therapeutic target and use 

Secukinumab.  

There is still no evidence regarding efficacy on switching to anti-TNF after failure with 

Secukinumab; however, the AxSpA recommendations document panelists consider using anti-

TNF in this situation reasonable. Perhaps the recommendation could be formulated changing 

‘first anti-TNF’ for ‘first biological drug’; however, on drafting the consensus document there 

was neither evidence nor experience regarding failure with anti-IL17A and subsequent use of 

anti-TNF.  

There are no data regarding anti-TNF therapy change in Nr-axSpA, although it is assumed the 

response would not differ from that of patients with SpA. 

There is no efficacy evidence with other biological drugs (like Rituximab or Abatacept) after 

anti-TNF failure. 
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2017 

2017 

 

Clinical Question 6a 

In patients with axial spondyloarthritis, is it possible to stop treatment with anti-TNF?  

Clinical Question 6b 

In patients with axial spondyloarthritis, is it possible reduce the dosage of anti-TNF? 

 

Evidence Summary 

 

  

Recommendations 

In those patients with axial spondyloarthritis who reach the clinical objective, halting anti-

TNF therapy is not recommended (Grade C recommendation). 

The possibility of reducing the anti-TNF drug dose in patients with AxSpA, who have 

achieved remission or maintain low disease activity, should be considered (Grade D 

recommendation). 

In the event of disease activity increase in patients whose anti-TNF dose was reduced, an 

increase should be considered returning to previous or standard dosage (Grade D 

recommendation).  

 

In patients with axSpA, anti-TNF therapy has proven effective in improving disease signs and 

symptoms. However, it has not been shown to inhibit radiographic progression over the short 

Discontinuation of anti-TNF therapy in patients with axial spondyloarthritis 

leads to a breakout within a few months in most cases (129-133). 
4 

Dose reductions during anti TNF therapy can effectively maintain remission or 

low disease activity in a great number of patients (>50%) with ankylosing 

spondylitis (134-141). 

2b, 4 

There is not enough data to clearly identify which factors predict a good 

outcome after reducing the dosage of anti TNF in patients suffering axial 

spondyloarthritis (134-141). 

2b, 4 
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to medium term (within the first three years). On this basis, and considering the high cost of 

this treatment type, it remains unclear whether anti-TNF therapy should be withdrawn in those 

patients with axSpA who reach low activity disease or remission; or, conversely, whether 

therapy should continue for the long term. This same question applies when considering 

whether to maintain the same dose in those patients who reach low disease activity or 

remission; or, if instead, the dose can be safely reduced without leading to an increase in 

disease activity.  

 

Question 3a 

Quality of Evidence 

Most of the scientific evidence on discontinuing anti-TNF therapy in patients with axSpA comes 

from studies involving patients with long-term disease. In addition, these studies are more 

descriptive in nature since they do not directly compare discontinuation anti-TNF with its 

maintenance; treatment is simply discontinued for all participants, and the results are 

analyzed. 

 

Five studies were found that included data from 215 patients with axSpA, most with 

established disease: 76% ankylosing spondylitis, and 24% non-radiographic axial 

spondyloarthritis (129-133). In all five studies, standard-dose anti-TNF therapy was 

discontinued in patients, who were then followed-up to evaluate further disease outbreaks. 

The discontinued anti-TNF drugs were etanercept (130, 131, 133), infliximab (129), and 

adalimumab (132). The total number of patients in the studies ranged between 24 and 111, 

and the follow-up time after discontinuing anti-TNF therapy between 36 and 52 weeks. 

Average disease duration ranged between 3 and 15 years, and the time receiving anti-TNF 

therapy before discontinuation between 2.5 and 36 months. The percentage of patients who 

developed a recurrence during follow-up ranged between 69%-100%. Average time until 

recurrence was between 6 and 24 weeks. In addition, in the four observational studies, those 

patients who experienced a recurrence were again treated with the same anti-TNF drug that 

had been previously administered. In general, following a second round of anti-TNF therapy, an 

improvement similar to that observed at the beginning of the clinical trial was observed in 

most of the outcome variables. In summary, the available scientific evidence shows that 

discontinuation of anti-TNF therapy in patients with axial spondyloarthritis leads, in most of the 

cases, to a recurrence after a few months (Evidence level 4). 
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The results from these studies consistently confirm disease recurrence in most axSpA patients 

who discontinue anti-TNF therapy. These results are applicable to our own healthcare system 

since anti-TNF is commonly used. On the other hand, the majority of these studies involved 

patients with long-term disease. Therefore, studies examining possible recurrence in patients 

with an earlier stage of disease should be carried out to determine whether or not 

discontinuing anti-TNF therapy has the same effect.  

 

The clinical impact of these results is significant. Anti-TNF therapy is among the major 

expenditures in our healthcare system. Since most studies have shown that the great majority 

of patients experience a recurrence of disease activity shortly after discontinuing anti-TNF 

therapy, treatment discontinuation is not recommended.  

 

Question 3b 

Quality of Evidence 

All of the available scientific evidence on the effects of reducing anti-TNF therapy stems from 

studies involving axSpA patients; there is no evidence regarding patients with nr-axSpA. 

 

Eight additional studies were identified, designed as follows: 3 involved retrospective cohorts 

(134, 137, 140), 3 prospective cohorts (136, 139, 141), and 2 clinical trials (135, 138). In all 8 

studies, dose reductions were made according to an established protocol or based on the 

physician’s judgement when patients had reached clinical remission (BASDAI<2 and normal 

CRP), or low disease activity (BASDAI<4 and normal CRP) after receiving standard doses of 

various anti-TNF drugs. The total number of included patients ranged between 8 and 136; 

those receiving a reduced dose ranged between 8 and 109. Average disease duration was 

between 3 and 13 years, while follow-up time after dose reduction was 6 to 21 months. The 

anti-TNF drugs used in these studies were etanercept (134-137, 139), infliximab (138), and 

adalimumab /etanercept/infliximab (140, 141). The remission or low disease activity time prior 

to dose reduction was recorded in only 4 of the studies and proved heterogeneous: < 3 months 

(136), at least 3 months (137), or 6 months (134,141). Five studies recorded the percentage of 

patients who maintained the level of clinical remission or low disease activity (47%, 75%, 

53‐81%, 86%, and 100%) (134-136, 140, 141). The other 3 studies showed the average change 

vis-à-vis disease activity measures after reducing the dose. Average BASDAI in these studies, 

before reducing the anti-TNF dose, was 2.3, 1.6, and 3.1, and at the end of the study 0.6, 1.4, 

and 2.1, respectively (137-139). Dose reduction was more often achieved by establishing longer 
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dosage intervals than by reducing the dose itself (injection or infusion). To sum up, the 

scientific evidence suggests that dose reduction in anti-TNF therapy is effective in a high 

percentage of patients with ankylosing spondylitis (>50%) to maintain clinical remission or low 

disease activity for a period of at least 1 year. Until now, such studies have failed to clearly 

identify factors predicting a good outcome following dose reductions in anti-TNF therapy 

(Evidence level 2b, 4). 

 

 

2017 Update 

The revision undertaken to draft the AxSpA Recommendations includes 5 more studies (142-

146), with similar results to those previously obtained in the CPG. Likewise, the relapse rate 

in patients with SpA who underwent dose reduction strategies ranged between 0 and 47% 

(134-138, 140, 142, 144-146). 

There are still no studies specifically designed to evaluate factors which predict the result 

after a reduction in the BT dose, although some suggest the shorter duration of remission 

prior to dose reduction, likewise the shorter treatment and disease duration are factors 

associated with relapses (144). Whereas, a greater ASQoL prior to optimization, male gender 

and not having received anti-TNF prior were associated with a good optimization response 

(140, 145). 

 

The results from these studies consistently confirm the benefits of reducing the dosage in anti-

TNF therapy in patients with axSpA once the clinical objective has been reached. These results 

are directly applicable to our own healthcare since anti-TNF therapy is commonly used. 

However, this evidence was drawn from studies that only included patients with AS; it remains 

to be seen whether these results are similarly applicable to cases involving earlier or less 

aggressive forms of the disease.   

 

2017 Update 

There are no data regarding optimization response in patients with Nr-axSpA to formulate 

an evidence based recommendation. However, the same burden of disease (82, 147) and 

response rate to BT are similar in both populations (70, 76-78), so the same guideline for Nr-
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axSpA patients as for those with SpA is advised. 

 
The clinical impact of these results is highly relevant. Anti-TNF is the largest pharmacologic 

expenditure for patients with axial spondyloarthritis in our healthcare system. However, it must 

be recalled that not all patients who underwent dose reduction maintained the initial clinical 

response. Therefore, additional studies are needed in order to identify beforehand which 

patients are best suited to dose reductions.  
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 Clinical Question 7 

In patients with ankylosing spondylitis, does the use of biological agents, compared with 

sulfasalazine, reduce the number of uveitis recurrences and does it improve visual 

prognosis? 

 

Evidence Summary 

 

Recommendations 

 

Previous bouts of uveitis are an important cause of morbidity in patients with AS and may lead 

to blindness. Sulfasalazine has been reported to decrease the number of episodes per year and 

their severity. On the other hand, biological therapy for treating AS (infliximab, etanercept, 

adalimumab, golimumab, and certolizumab pegol) has been shown to be effective in treating 

uveitis in such patients. Uveitis per se does not appear in these drugs´ data sheets. It is 

pertinent to assess the effectiveness of both treatments for eye inflammation (the number of 

episodes per year) and for visual function.  

 

 

 

Studies evaluating the effectiveness of biologics, compared with sulfasalazine, 

in reducing the number of uveitis recurrences and improving visual prognosis in 

patients with ankylosing spondylitis are scarce. Etanercept has not shown any 

superiority over the short term. For other anti-TNF drugs, there is no 

comparative evidence (148). 

1b- 

The guideline development group believes that in patients with ankylosing spondylitis, the 

use of anti-TNF, especially monoclonal antibodies, is effective in reducing the number of 

uveitis recurrences and improving visual prognosis. However, its superiority (or inferiority) 

in comparison with sulfasalazine cannot be established based on current scientific evidence 

(Grade D recommendation). 
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Quality of Evidence 

The available evidence surrounding this clinical question remains small, and after being 

evaluated, quality studies to address this question could not be included (149, 150). One study 

that compared the effectiveness of a biological agent versus a traditional DMARD was 

identified.  

 
This study evaluated the effectiveness and safety of etanercept (50mg /week), versus 

sulfasalazine (SSZ) (up to 3 g/day, minimum dose 1.5 g/day), in 566 adult patients with active 

AS (treated for ≥3 months with ≥ 1 NSAID maximum dose or maximum tolerated dose) at week 

16 of treatment. The primary outcome variable of effectiveness was the percentage of patients 

who reached ASAS 20 at week 16. In addition, the study identified safety outcome variables 

such as the percentage of adverse events, and in particular, the rate of inflammatory bowel 

disease and uveitis. Etanercept proved more effective than SSZ (ASAS 20: 75.9% vs. 52.9%, 

(p<0.0001), at week 16). It was also more effective in the remaining secondary efficacy 

variables that were analyzed. There were no statistically significant differences among the 

groups regarding the number or kind of events (including severe ones, or those forcing 

treatment interruption). There were no new cases of inflammatory bowel disease or 

recurrences among patients who had already been diagnosed with the disease at the 

beginning of the study. Regarding the uveitis rate, whether newly diagnosed or recurring in 

patients who had suffered previous episodes, the authors found no statistically significant 

differences between the two treatments [group etanercept 10.7 uveitis /100 patients-year 

(95% CI: 5.5-17.6) compared to group SSZ 14.7 uveitis /100 patients-year (95% CI: 6.4-26.5), (p 

0.486)] (148) (Evidence level 1b-). 

In this study, we identified some potential bias to answer our question. The uveitis rate is not a 

primary outcome variable of effectiveness, but rather falls within the group of adverse events. 

On the other hand, disease monitoring took place over a short time frame (16 weeks). This 

limits interpretation of this uveitis rate in both groups. In addition, temporary inequality in 

reaching full dose in the compared treatments was observed. Patients in the sulfasalazine 

group received the doses progressively up to 3 gr at week 6, while the etanercept group 

received full doses of 50mg/week from week 1. At the same time, not all patients tolerated a 

dose of 3 g/day of SSZ. The evidence is considered inconclusive and has been assigned the 

mark “-“. More quality studies investigating the relative effectiveness of biological therapies, 

versus sulfasalazine, in decreasing the number of recurrences and improving visual prognosis 

in patients with ankylosing spondylitis are needed.  
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Evidence Summary  

 

Recommendations 

 

Clinical Question 8 

For patients with ankylosing spondylitis, what kind of exercise program is more effective at 

improving clinical and functional parameters? 

Exercise programs are effective for improving physical function, reducing 

disease activity, and thoracic expansion in patients with ankylosing spondylitis 

(AS) compared with those who do not exercise. There is not enough evidence 

on the relative effectiveness of different exercise programs on the clinical and 

functional parameters of AS (151). 

2a, 2b 

Beneficial effects have been found regarding improvements in pain, rigidity, 

spinal mobility, and cardiorespiratory function levels (151). 
2a, 2b 

Taking supervised exercise in groups has been shown to have better results, in 

terms of quality of life, than exercising at home unsupervised. There are no 

differences, however, regarding physical function, pain, rigidity or axial mobility 

(151). 

2a, 2b 

The combination of pharmacological therapy and exercise in patients with AS 

has proven effective in terms of functionality, mobility, quality of life, and in the 

disease activity index, especially with supervised exercise (152). 

2a, 2b 

It is recommended that adults with ankylosing spondylitis exercise, preferably in supervised 

groups, as part of their disease treatment, to improve symptoms, quality of life, and health-

related fitness (Grade B recommendation). 

The previous recommendation is extended to patients with non-radiographic axial 

spondyloarthritis (Grade D recommendation). 

Exercise programs must include aerobic exercises, preferably performed in supervised 

groups (Grade B recommendation). 
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Exercise and educational programs are considered the cornerstone of non-pharmacological 

treatment for patients with ankylosing spondylitis (153,154). There are no quality studies on 

the role of physical exercise in patients with little mobility limitations and minimum functional 

repercussion. However, to be safe and effective, the precepts on physical exercise and activity 

outlined in the American College of Sports Medicine seem a reasonable guide for patients with 

chronic diseases (155). Most published studies on exercise programs focus on the 

intermediate-advanced stage of disease, and exclude, for example, patients suffering 

ankylosis. A wide range of exercise programs have been created for those who are moderately 

affected. In such patients, the predominance of classical stretching exercises is not justified 

since there is still lacking sufficient data on the superiority of one exercise over the other (156). 

 

Quality of Evidence 

A systematic review of adults with spondyloarthritis examined the effects of therapeutic 

exercise on parameters such as pain, rigidity, quality of life, physical function, disease activity, 

health-related fitness (cardiorespiratory function, muscle strength, flexibility, and body 

composition), and cardiovascular risk factors. Twenty-four controlled clinical trials (6 quasi-

randomized studies, and 18 randomized studies) involving 1460 patients diagnosed with 

moderate-to-severe ankylosing spondylitis were included. At least one of the study groups 

partook in therapeutic exercises. The recommendations of the American College of Sports 

Medicine were followed in only two cases. Those interventions based solely on generalized 

recommendations, without prescribing specific exercises, and those in which exercise was 

combined with other types of passive intervention (e.g., manual therapy, physical means) were 

excluded in order to specifically analyze the effectiveness of these exercise programs. The 

characteristics of the exercise programs were quite heterogeneous in duration (from 3 weeks 

to 3 years), frequency (from two times per day to one time per week), type (flexibility, 

postural, respiratory, aerobic, strengthening, proprioceptive, global postural re-education, 

Pilates, hydrotherapy, sports activities), location (at a center in a group setting, at home), and 

supervision (with or without). The outcome measures used also varied greatly. In general, the 

conclusions indicated that, in patients with AS, therapeutic exercise is more beneficial than no 

intervention and must be practiced on a regular basis. The specific outcomes are as follows:  
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 There was moderate evidence supporting exercise-based interventions to improve 

physical function (expressed in BASFI), disease activity (expressed in BASDAI), and 

thoracic expansion compared with control groups. 

 There is weak evidence on the effect of interventions to improve pain, rigidity, 

vertebral mobility, and cardiorespiratory function.  

 Including aerobic exercises in stretching exercise programs does not improve 

cardiovascular risk factors, but does improve cardiorespiratory outcomes.  

 Exercising in a supervised group, versus exercising at home without supervision, has a 

greater effect on quality of life, but has no effect on other outcome measures.  

 It is not yet clear what the best exercise program is in order to improve clinical and 

functional parameters in ankylosing spondylitis. 

This same review investigated comparisons between exercise programs and other 

rehabilitation strategies (in-patient rehabilitation, balneotherapy, respiratory kinesiotherapy 

through incentive spirometer, spa). There was no significant improvement in disease activity 

measures or in functional measures (151) (Evidence level 2a, 2b). 

 

A review of 15 studies comprising 1516 AS sufferers who were clinically stabilized with 

biological drugs found a potentially synergistic benefits between therapeutic exercises and 

such drugs. The studies consisted of nine randomized controlled clinical trials, three non-

randomized controlled clinical trials, and three clinical trials without control groups or 

randomization. In 10 of the 15 studies, an exercise-based rehabilitation protocol was 

associated with a statistically significant improvement in functional capacity (expressed in 

BASFI), and spinal mobility (expressed in BASMI). In six of the 15 studies, there was a 

significant improvement in quality of life (expressed by SF-36, HAQ, and ASQol). In nine 

studies, BASDAI decreased significantly. In addition, beneficial effects were observed regarding 

psychological problems and fatigue, which are factors that contribute to improved quality of 

life. One of the studies showed that some treatment procedures such as Pilates are associated 

with significant improvements in BASDAI, BASFI, or BASMI. The authors of the review 

concluded that the positive effects of anti-TNF therapy do not justify dropping out of exercise 

programs due to the aforementioned synergistic benefits (152) (Evidence level 2a, 2b). 

The outcomes from both reviews are consistent and in line with the noted efficacy of 

therapeutic exercise s in patients with ankylosing spondylitis. However, since both included 
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studies with different designs and risks of bias, more quality studies are needed to properly 

evaluate the relative effectiveness of exercise programs in AxSpA patients.  

Regarding applicability and possibility of generalization, the guideline development group finds 

that these interventions are, in general, directly applicable to our healthcare system. Although 

the disease course can vary greatly, exercise programs have been shown to positively efficacy 

numerous clinical and functional outcome parameters in adult patients suffering from 

intermediate-advanced phases of ankylosing spondylitis. However, data on patients in the 

initial phase (short duration of symptomatology) or those in the ankylosis phase remain 

lacking. However, there exists a prospective study in which a high number of patients with AS 

was followed-up for a period of 4.5 years. Two patient groups were identified: 1) those with a 

disease progression of less than 15 years. Within this population was a subgroup who regularly 

partook in recreational aerobic activities (more than 200 minutes/week); these individuals 

experienced less pain and rigidity than the subgroup who performed specific back exercises, 

although there were no significant changes in terms of functional limitations; and 2) those with 

a disease progression of more than 15 years in which a subgroup performed specific back 

exercises (at least 5 days per week). These patients experienced less pain and better physical 

function, and tended to be less prone to functional limitations. In short, the study suggests 

that, during the initial phase of AS, an aerobics-based exercise program of an intensity and 

duration similar to programs recommended for the general population is very appropriate. 

Specific back exercises must be reserved for those patients in the intermediate and advanced 

stages of the disease (157). 

 

The authors observe that, in our healthcare system, traditional programs (vertebral and 

thoracic flexibility, postural, and respiratory exercises) still predominate over more innovative 

programs such as strengthening exercises, aerobic exercises, Pilates, etc. The guideline 

development group believes not only that mixed programs would be ideal, but also that, in 

general, any type of exercise is always better than inactivity. However, it is advisable to 

personalize exercise programs, as well as supervise and carry out appropriate monitoring to 

improve therapeutic compliance in the long-term. Patient associations and self-help groups 

can be useful from an educational standpoint by providing practical information with a positive 

tone, which is generally more appealing to patients (158). 

 

In patients with AS there is an increase in cardiovascular risk (159), and aerobic exercise 

programs promote cardiovascular health by improving physical shape. The guideline experts 
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believe that physical exercise must serve an adjunct therapy to pharmacological treatment 

from the moment the disease is diagnosed. However, only 1 in 3 patients with AS exercise with 

the minimum desirable frequency, usually due to fatigue or lack of time (160). 
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 Evidence Summary 

 

Recommendations 

 

In recent years, research has investigated prognostic factors in patients with ankylosing 

spondylitis. In particular, it has sought to identify those, which negatively impact prognosis 

from a radiographic and functional capacity standpoint. Several studies have identified tobacco 

as an important independent factor of poor prognosis. Nevertheless, homogenous studies are 

lacking and many questions remain. Among them, whether smoking is clinically significant in 

terms of radiographic and functional progression, and what its association with active synovitis 

or active enthesitis entails. In addition, does smoking affect other outcomes associated with 

the disease activity such as BASDAI, ASDAS, CRP, response to administered treatments, and 

others? Therefore, it is very important to obtain scientific evidence on the impact of tobacco 

on clinical manifestations of axial spondyloarthritis.  

Clinical Question 9 

In patients with axial spondyloarthritis, does tobacco worsen clinical manifestations 

(arthritis, axial affectation, enthesitis, and structural damage)? 

Active smoking is associated with spinal radiographic progression in patients 

with ankylosing spondylitis and in patients with non-radiographic axial 

spondyloarthritis (111).    

1b 

Being a smoker is independently associated with earlier onset of inflammatory 

low back pain, increased disease activity, higher axial inflammation in MRI, 

worse functional capacity, and worse quality of life in patients with axial 

spondyloarthritis with recent-onset disease (161,162). 

4 

In patients with ankylosing spondylitis, a smoking habit is associated with 

functional disability progression (163).   
2b 

It is recommended that patients with axial spondyloarthritis be encouraged to stop smoking 

from the time of diagnosis (Grade C recommendation). 
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Quality of Evidence 

A cross-sectional study evaluated the effects of smoking on 606 patients with AS. BASFI, NRS 

pain, ASQoL scores, and the four EASI-QoL domains (physical function, disease activity, 

emotional well-being, and social participation) were significantly higher in the group of 

patients who had smoked occasionally versus those who had never smoked. The authors 

concluded that there exists a dose-dependent relation between tobacco use and disease 

severity in patients with AS. Patients who are active smokers have higher disease activity, as 

well as worse functional capacity and quality of life irrespective of age, sex, disease duration, 

and social situation (162) (Evidence level 4). 

   
Using New York Criteria, a longitudinal prospective study sought to identify the characteristics 

that can predict the progression rate of functional disability, as measured by HAQ's, over a 5-

year period in 241 patients with AS. Patients were classified as smokers or non-smokers, 

though the intensity of the habit was not assessed. Only age, smoking habit, ISEL score, and 

the frequency of spinal exercises were independently analyzed. The results proved significant, 

in particular the progression rate of HAQ'S in the multivariate analysis, which increased by 

0.025 units/year in patients who smoked compared to non-smokers (95% CI: 0.0071-0.0429; 

p=0.007). To evaluate if there were additional predictors of progressive functional disability in 

patients with recent-onset AS, those suffering the disease for less than 10 years at the time of 

study enrollment (n= 58) were selected. The HAQ rate of progression increased 0.0545 

units/year in patients who smoked compared to those who did not (p=0.004). The authors 

concluded that tobacco is associated with progressive functional disability irrespective of age 

and other factors such as educational level, comorbidity, and the frequency of physical 

exercise. This progressive impairment was also observed in AS patients with less than ten years 

of disease evolution (163) (Evidence level 2b).  

  
A 2-year follow-up observational longitudinal study assessed both the progression rate and 

predictors of spinal radiographic progression in 95 patients with non-radiographic axial 

spondyloarthritis, and 115 patients with AS. Parameters independently associated with 

radiographic progression (mSASSS ≥2) were as follows: baseline presence of syndesmophytes, 

high ESR levels, high CRP concentrations, and active smoking habit. Except for the latter, these 

same parameters were associated with the appearance of new syndesmophytes, and/or 

progression of already existing ones. Regarding active smoking habit, the difference between 

active smokers and non-smokers was not significant. The authors concluded that active 
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smoking is independently associated with spinal radiographic progression in patients with 

ankylosing spondylitis, as well as in those with early non-radiographic axial spondyloarthritis 

(111) (Evidence level 1b).  

 

A cross-sectional multi-center analysis in France involving a cohort of 647 patients (DESIR) 

evaluated the relation between an active smoking habit and clinical and functional outcomes, 

as well as structural damage in patients with recent-onset axSpA. The study included data on 

patient habits, though it did not take into account the number of cigarette packs smoked per 

year. An active smoking habit was independently associated with the early onset of 

inflammatory lower back pain in the multivariate analysis; this also occurred with ASDAS-CRP, 

BASDAI, and BASFI (dependent variables). The association between smoking and HAQ-AS 

found in the univariate analysis, was not evident in the multivariate analysis. In terms of 

quality of life, smoking was positively associated (irrespectively of other factors) with Euro-QoL 

score, and negatively associated with other mental and physical measures. It was also 

associated with the existence of spine and sacroiliac inflammatory lesions in MRI, and with the 

presence of structural lesions. Finally, tobacco was associated with mSASSS, though not with 

radiographic sacroiliitis. The authors concluded that smoking is independently associated with 

the early appearance of inflammatory lower back pain, higher disease activity, and higher axial 

inflammation in MRI, higher axial structural damage in MRI and in X-rays, lower functional 

capacity, and worse quality of life in patients with recent-onset axial spondyloarthritis (161) 

(Evidence level 4).  

 

In addition to the studies described above, others were excluded from the Evidence Summary 

Table due to methodologic limitations. All of them evaluated whether smoking can be 

regarded as an associated risk factor, or as a predictor of disease activity, functional capacity, 

or mobility in patients with AS. Some of the aforementioned limitations included: small sample 

size; the inclusion of ex-smokers in the same group as active smokers; failure to establish the 

degree of variation of functional limitations that led to differences in disease activity or 

treatment; and the failure to taking into account other possible confounding factors such as 

exercise or education level. Nevertheless, the panel believe it is worth summarizing the 

information provided as a means of orientating the guideline development group in 

formulating its recommendations. Although the majority of studies were cross-sectional in 

nature, some were cohort studies. The main outcomes are described as follows:  

- Smoking is a risk factor significantly associated with BASFI and HAQ-S (164-166). In 

addition, data indicate significant associations with scores measuring thoracic 
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expansion, lower back modified Schöber, occiput-wall distance (OWD), chin to 

manubrium sterni distance, and forced vital capacity (164, 167); other parameters 

included were morning stiffness, enthesitis index, finger-ground distance, total spine 

mobility, radiographic affectation (Dougados index) (167) (Evidence level 4). 

- Active smokers had significantly worse VAS and VGP scores (164, 165). Moreover, 

quality of life (ASQoL), and disease activity (BASDAI) were worse in the active smokers 

group (164, 165, 168, 169) (Evidence level 4). 

- Being an active smoker was one of the variables independently and significantly 

associated with severe radiographic damage (pain 75th percentile BASRI-S/duration 

for AS) (170) (Evidence level 4). 

- Mobility (BASMI) was worse in the active smokers group than in the non-smokers 

group (168) (Evidence level 4). 

- Ankylosis was considerably more frequent in the active smokers group (168) (Evidence 

level 4). 

- In patients who were smokers, the intensity of the smoking habit (number of 

cigarettes per day / years) was significantly associated with BASFI, cervical rotation, 

finger-ground distance, and occiput-wall distance (171). There was also a significant 

correlation between intensity and worse BASDAI, ASQoL, and BASMI scores (130). 

Patients with a history of >20 packs of cigarettes per year were less likely to be 

included in the group with less radiographic pain (170). Moreover, the number of 

packs of cigarettes smoked per year was significantly higher in the patient group with 

radiographic ankylosis than in the group with minimal or moderate sacroiliitis (168) 

(Evidence level 4). 

- Smoking habit duration (starting age, years in duration) was also significantly 

associated with BASFI, finger-ground distance, and occiput-wall distance (171) 

(Evidence level 4). 

- In multivariate analysis, patients who smoked registered higher ESR, CRP, OWD, finger-

ground distance (171), BASFI, and HAQ-S (166) scores. They also scored lower in 

BASDAI, quality of life (ASQoL), VAS, VGP (164, 165) or modified Schöber, lumbar and 

lateral flexion, and thoracic expansion (171) (Evidence level 4). 

- When the ex-smoker group was analyzed independently, the resulting BASFI and HAQ 

scores proved similar to those of non-smokers (165, 166, 168) (Evidence level 4). 
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To sum up, these studies indicate that an active smoking habit was the variable most 

consistent in predicting worst outcomes in axial spondyloarthritis. Being an active smoker was 

associated with higher disease activity and worse functional capacity. Moreover, it negatively 

affected patient quality of life, which was reflected in worse disease prognoses. 

 
In formulating the recommendations, the guideline development group took into account the 

consistency of outcomes from the various identified studies, all of which had similar findings in 

terms of smoking’s impact on the disease. The clinical relevance and impact that 

implementation of the recommendation would have was also considered. Regarding the 

applicability and possibility of generalization, the experts believe that the health programs 

available at both primary and specialized care centers throughout Spain have sufficient 

resources to help patients to give up smoking. Therefore, the outcomes described in these 

studies could be easily and usefully applied to patient care in our health system.  
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2017 

2017 

2017 

 

7. Treatment of Psoriatic Arthritis (PsA)  
 

Clinical Question 10 

In patients with psoriatic arthritis, does early pharmacologic intervention improve functional 

capacity, structural damage, and quality of life? 

 

Evidence Summary  

 

 

Recommendations 

 

Psoriatic arthritis (PsA) may lead to joint destruction with a resulting impact on functional 

capacity and quality of life. In a case series of patients who experienced short (≤ 2 years) 

disease durations, joint erosions were identified in almost 50% of patients (180, 181). It is 

important to identify adverse prognostic factors during the first visits, since these factors can 

shape therapeutic decisions. Early pharmacologic interventions might not only prevent 

Early therapeutic intervention and close follow-up improve the response rates 

(ACR20, ACR50 and ACR70), skin activity control, functional capacity and quality 

of life indices. However, there are no differences regarding radiographic 

progression (172). 

4 

Some secondary analyses conducted in different studies indicate that, from both 

clinical and radiographic points of view, the time of disease evolution might be a 

predictor of treatment response in patients suffering from peripheral psoriatic 

arthritis; specifically, a shorter time of evolution seems to predict a better 

response (173-179). 

4 

Early pharmacological intervention with conventional synthetic DMARDs (csDMARDs) is 

recommended in patients with PsA, chiefly in those with bad basal prognosis factors, to 

improve signs and symptoms, functional capacity and quality of life (Grade D 

recommendation). 
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structural damage, but also maintain functional capacity and quality of life for patients with 

PsA. 

 

Quality of Evidence 

2017 Update 

Evidence is scarce in this field and only one new clinical trial has been identified that 

responds to the clinical question (TICOPA study). This trial assesses the benefits of treat to 

target strategy with strict control intervention (cohort 1: every 4 weeks) against standard 

clinical practice (cohort 2: every 12 weeks). 206 patients with early PsA (symptoms for <24 

months) were included (172). It was noted that response rates ACR20, ACR50 and ACR70 at 

week 48 were higher in cohort 1 than cohort 2. Furthermore, greater benefit was noted in 

psoriasis control as well as functional capacity and quality of life indices in cohort 1 patients. 

On the contrary, no differences were objectified in radiographic progression at the end of 

follow-up (48 weeks) between both tracked cohorts (172) (Evidence level 4). 

 

The rest of the available evidence is included in the ESPOGUÍA 2015: 

In a 32-year prospective study with 1077 patients suffering from PsA, patients were divided 

into two groups according to the time of disease evolution: a) patients seen at clinics within 

the first two years after diagnosis (early PsA, n = 436); b) patients diagnosed more than two 

years before their first visit (established AsP, n = 641). Both groups presented a similar number 

of swollen joints and psoriasis activity, and a similar frequency of axial involvement. 

Radiographic deterioration was higher in the group with established PsA, making them more 

likely to receive therapy with DMARD or biological drugs. In the multivariate analysis, the 

group with established PsA presented a higher progression rate compared with the early PsA 

group. This correlation was even more clear when stratified according to disease duration at 

the first visit. (1-2 years compared to < 1 year: 1.53 (0.99–2.36) p = 0.05); (2-4 years compared 

to < 1 year: 1.70 (1.11-2.62) p = 0.01); (5-9 years compared to < 1 year: 1.83 (1.16 – 2.88) p = 

0.009); (10-20 years compared to < 1 year: 1.83 (1.14 – 2.96) p = 0.01); (> 20 years compared 

to < 1 year: 2.96 (1.64–5.34) p=0.0003) (173) (Evidence level 4). 

 

Another study conducts a post hoc analysis of a previous double blind RCT involving 

randomized patients treated with ETA 50 mg/week (n=372). The patients were stratified 

according PsA duration: a) those with a disease duration ≤ 2 years (early PsA), and b) those 
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with a duration > 2 years (established PsA). Average disease duration was 0.5 years in the first 

group, and 7.7 years in the second. After 24 weeks the early PsA group showed greater 

improvement compared with the established PsA group in terms of the outcome measures 

reported by patients (PRO). The main limitations of the study were the post hoc analysis, and 

the fact that it was not designed to evaluate the effect of early treatment on patients with 

psoriasis and PsA (175, 178) (Evidence level 4). 

 

An open study of 35 patients with the early oligoarticular/enthesitic form of PsA (< 2 years of 

evolution) compared the efficacy of full dose NSAIDs for 3 months (afterwards adding MTX) 

with combined treatment from treatment onset using AINE and MTX. After 3 months, patients 

given the combined treatment from the beginning exhibited significant improvement in the 

numbers of painful joints and swollen joints compared with those on the NSAID regimen (p < 

0.05). However, after 6 months there were no differences in any of the analyzed variables (p < 

0.05). The authors suggested that in patients with early oligoarthritis, a delay of 3 months 

before introduction of MTX makes no difference in terms of clinical effectiveness (177) 

(Evidence level 4). 

 

An observational longitudinal multicentric study of 24 weeks' duration evaluated the 

effectiveness and safety of anti-TNF therapy in a group of 29 patients with early PsA (disease 

duration < 12 months) with poor response to standard treatment using NSAIDs and DMARDs. 

At week 24, 82% of the patients showed improvement (DAS28 > 1-2; EULAR response); 13.8% 

responded poorly, and 3.5% did not present any response. Baseline DAS28 of 5.3 (4–6.8) was 

also reduced to 3 (0.5-5.2) at week 24. All evaluated variables improved in relation to baseline 

(p< 0.001). In light of the results, the authors suggested that anti-TNF therapy in patients with 

early PsA is effective (176) (Evidence level 4). 

 

A 5-year prospective study followed 197 patients with early PsA (< 2 years' evolution) to 

investigate predictors of clinical outcome measures. In the multivariate analysis, independent 

predictor factors of minimal disease activity (MDA) were as follows: a shorter delay in 

symptom onset, the inclusion of patients in the register, and a lower HAQ at the time of 

enrollment. The short duration of symptoms at the time of a patient's enrollment proved to be 

the main response predictor and was the most important finding of this study (179) (Evidence 

level 4). 
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A cross-sectional study with a cohort of 283 patients analyzed the effect of a delay in the first 

rheumatology consultation on several functional and structural outcomes. The average delay 

was a period of 1 year (IQR 0.5-2.9). Thirty percent of patients were seen 6 months after 

symptom onset, 53% within the first year, and 71% within the first two years. Using multiple 

regression analysis, a clear correlation was observed among patients who were attended later 

involving erosion in the peripheral joints and worse HAQ scores (HR 4.25 p= 0.0019, and HR 2.2 

p= 0.004, respectively). A delay in diagnosis longer than 1 year was associated with arthritis 

mutilans, a lower possibility of remission without medication, and worsening functional 

capacity. Delays in diagnosis delay beyond 2 years correlated with lower education levels, 

lower Body Mass Index (BMI), erosion in the peripheral joints, and worse HAQ scores. The 

authors concluded that the delays in diagnosis from symptom onset until the first 

rheumatology consultation were associated with erosion in the peripheral joints, and more 

severe functional impairment in the long-term. However, they acknowledged certain study 

limitations such as the absence of time measures, and the lack of documentation as to why 

patients were late for primary care appointments. In addition, there was no research 

addressing the time taken to refer patients to rheumatology, potential inaccuracies stemming 

from the gathering of data retrospectively, or the possibility that patients attended in 

rheumatology may present more severe disease (174) (Evidence level 4). 

 

In formulating their recommendations, the guideline development group was aware of the 

scant evidence on the effectiveness of early pharmacologic intervention and on some 

questions regarding the quality level of the selected studies. Specifically, the group’s rationale 

and reservations are as follows: a) Although post hoc analyses were considered inadequate, 

requiring careful interpretation, theirs was justified as much of the clinical trial information 

proved useful, particularly in its exploratory nature; b) One must remain cognizant of the 

potential bias to which open non-randomized studies are usually prone; c) if a study did not 

include radiographic assessments, and only patients with oligoarticular-enthesitic form were 

analyzed, then the data cannot be extrapolated to other peripheral forms of PsA.  

 

Nonetheless, the results of these studies are quite consistent regarding the effectiveness of 

early pharmacologic intervention. Their stated conclusions are fundamentally based on 

secondary analyses indicating that the duration of disease evolution could serve as a response 

predictor in treating those with peripheral psoriatic arthritis. This holds true from both clinical 

and radiographic points of view. In fact, shorter disease evolution seems to predict a better 
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therapeutic response. It was also noted that a delay in the first visit to a rheumatologist was 

associated with greater structural damage, a poorer response to treatment with DMARDs, and 

worse functional capacity. By extension it can be concluded, albeit without solid evidence, that 

early pharmacologic intervention could be accompanied by better outcomes from a clinical 

and radiographic standpoint, and in terms of physical functions, patient reported outcomes, 

and quality of life.  

 

The guideline development group felt that given the weakness of the evidence at hand, early 

pharmacologic intervention cannot be generalized to any cases of peripheral PsA treated by 

our country’s national healthcare system. Early pharmacologic intervention, and possibly 

closely controlled strategies aimed at objective treatments (T2T), could improve clinical and 

radiographic prognosis of peripheral PsA. Nevertheless, treat to target strategies are often 

beset by higher prevalences of secondary effects.  
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2017 

2017 

2017 

2017 

 

Summary of Evidence 

 

Patients with predominantly ax-PsA refractory to NSAIDs, use of BT (i-TNF or anti-IL17A) is 

recommended. 

Clinical Question 11 

In patients with PsA, what is the efficacy of biological therapies in monotherapy regarding to 

peripheral, axial, enthesitis, dactylitis, uveitis, skin and nails clinical manifestations? 

There is not enough evidence on the effectiveness of biological monotherapy 

compared with conventional DMARDs or to a placebo. In those studies in which 

biological treatment is compared with a placebo, the percentage of patients 

treated with methotrexate in each comparison group proved variable (182-

187). 

2b 

The following results were obtained from secondary analyses on subgroups of 

patients treated without methotrexate: 

In patients treated with golimumab in monotherapy, irrespective of dose (50 

mg, 100 mg), radiographic progression after 24 weeks of treatment was lower 

than in those given a placebo. Parameters of clinical activity were not assessed 

(183).  

Ustekinumab in monotherapy, irrespective of dose (45 mg, 90 mg), was 

significantly more effective (ACR 20 response) than the placebo, and also more 

greatly reduced radiographic progression after 24 weeks of treatment 

(RR=2.37; 95% CI: 1.59-3.53 and RR=3.31; 95% CI: 1.60-6.86) (182, 184, 185). 

Secukinumab at doses of 150 and 300 mg in monotherapy was significatively 

higher (responses ACR20 and ACR 50) with placebo (without MTX) at 24 weeks’ 

treatment (186, 187).  

2b 

Biological monotherapies have proven more effective than csDMARDs or a placebo in 

treating patients with psoriatic arthritis in its different manifestations: peripheral, axial, 

enthesitis, dactylitis, and uveitis (Grade D recommendation). 

Use of BT is recommended for patients with peripheral PsA refractory to at least one 

csDMARD (Grade A recommendation). 

Patients with predominantly ax-PsA refractory to NSAIDs, use of BT (i-TNF or anti-IL17A) is 
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A great percentage of the patients with psoriatic arthritis seen in clinical practice receive 

biological monotherapy. However, most clinical trials compared biological treatment with 

methotrexate and a placebo, which is often methotrexate in monotherapy). For this reason, a 

literature review was needed to analyze the effectiveness of biological therapy in 

monotherapy versus a placebo or conventional DMARDs for PsA in its different manifestations 

(peripheral, axial, enthesitis, dactylitis, and uveitis), and in terms of radiographic progression.  

Quality of Evidence 

Scientific evidence addressing this question remains scant, and quality studies specifically 

designed to answer it could not be identified. Sub-analyses were made of each of the three 

studies included. Although a double-blind methodology was maintained, this could not ensure 

baseline homogeneity in each group. For this reason, it was decided to reduce the Evidence 

level to that of a low quality RCT based on the Oxford CEBM scale. 

 

A double-blind RCT in a 1-year extension stage evaluated radiographic progression in PsA 

patients treated with golimumab. The patient subgroup treated with golimumab in 

monotherapy (146 patients, 50mg dose, or 146 patients, 10mg dose, every 4 weeks) had lower 

radiographic progression than those given a placebo [GOL50 monotherapy 75/146 (51%): 0.01 

(1.47); GOL100 monotherapy 75/146 (51%): 0.11 (1.28); placebo (without baseline MTX) 

58/113 (51%): 0.31 (1.28)]. Both doses conferred a protecting effect upon the appearance of 

erosions compared with the smallest change detectable with placebo (RR= 0.40; 95% CI: 0.16-

0.98) (183) (Evidence level 2b). 

 

Two separate RCTs assessed the effectiveness and safety of ustekinumab in patients with 

active AsP, while another study carried out an integrated analysis of radiographic progression 

for the two RCTs at 52 weeks. A double-blind RCT (PSUMMIT 1) evaluated 615 biological-naive 

patients with active polyarticular PsA. When the patient subgroup treated with ustekinumab in 

monotherapy was analyzed (44 patients, dose 45 mg, and 55 patients, dose 90 mg) and 

compared with those given a placebo (22 patients without methotrexate), data relating to the 

ACR20 variable were only available after 24 weeks. The response proved significantly higher in 

patients treated ustekinumab in monotherapy, irrespective of dose, than a placebo (ACR20 

recommended (Grade D Recommendation). 
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2.37; 95% CI: 1.59-3-53) (184) (Evidence level 2b). A double-blind RCT (PSUMMIT 2) evaluated 

312 patients with polyarticular PsA, including patients refractory to anti-TNF-α therapy. One 

patients subgroup who received ustekinumab in monotherapy (18 patients dose 45mg, and 25 

patients dose 90mg) while another group was administered a placebo (7 patients without 

MTX), although data from variable ACR20 were only available after 24 weeks. The 

ustekinumab monotherapy subgroup, irrespective of dose, showed an ACR20 response 

significantly higher than the placebo group after 24 weeks (RR response ACR20 3.31; 95% CI: 

1.60-6.86) (185). (Evidence level 2b). Combined data from patients who partook in the two 

aforementioned studies was used to evaluate the effects of ustekinumab on radiographic 

progression. Those treated with ustekinumab in monotherapy, regardless of dose (155 

patients with dose 45mg, and 155 patients with dose 90mg), showed lower radiographic 

progression after 24 weeks [average of change 0.3 (DE 2.6)] than those on a placebo (without 

MTX) [average of change 1.1 (DE 5.0)] (182,188) (Evidence level 2b).  

 

2017 Update 

Regarding evidence available on Secukinumab efficacy, RCTs stage 3 FUTURE 1 and 2 assess 

Secukinumab efficacy and safety in patients with active PsA refractory  to csDMARD or anti-

TNF. FUTURE 1 study (186), showed patients treated with Secukinumab (cohort 150 mg + 75 

mg) in monotherapy had an ACR20 response at week 24 significatively higher than those 

treated with placebo (without MTX) [RR response ACR20 3.48 (IC95% 1.97-6.14)]. The same 

occurred for individual doses of 150 and 75 mg in monotherapy [RR 3.28 (IC95% 1.81-5.95) 

and RR 3.68 (2.05-6.60), respectively] (186) (Evidence level 2b). 

In the FUTURE 2 study (187), on analyzing the patients treated with Secukinumab in 

monotherapy and those with placebo (without MTX), data were only available for the 

variables ACR20, 50 and 70 at 24 weeks. Patients treated with Secukinumab (cohort 300 mg 

+ 150 mg) in monotherapy showed an ACR20 response significatively higher at week 24 than 

those treated with placebo (without MTX) [RR response ACR20 5.14 (IC95% 2.20-12.00)]. It 

was the same for individual doses of 300 and 150 mg in monotherapy [RR 5.14 (IC95% 2.20-

12.00), for both] but not with Secukinumab 75 mg in monotherapy [RR response ACR20 1.48 

(IC95% 0.52-4.20)] (Evidence level 2b) 

Patients treated with Secukinumab (combined 300+150) in monotherapy had an ACR50 

response significatively higher at week 24 than those treated with placebo (without MTX) 
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[RR response ACR50 5.57 (IC95% 1.81-17.15)]. It was the same for individual doses of 300 

and 150 mg in monotherapy [RR 5.14 (IC95% 1.61-16.4) and RR 6.00 (1.91-18.89), 

respectively] but not with Secukinumab 75 mg in monotherapy [RR response ACR50 1.54 

(IC95% 0.39-6.09)]. Patients treated with Secukinumab (combined 300+150) in 

monotherapy had an ACR70 response significatively higher at week 24 than those treated 

with placebo (without MTX), especially with 150 mg dose, but not with 75 mg (187) 

(Evidence level 2b). 

 

 

In researching this question, the guideline development group could find no studies evaluating 

the specific effectiveness of infliximab, etanercept, adalimumab, certolizumab pegol, 

abatacept, brodalumab, tocilizumab, anakinra, or rituximab in monotherapy compared with a 

placebo or synthetic DMARD in patients with PsA in its peripheral form, axial form, enthesitis, 

dactylitis and uveitis.  

  

The group took into account the need to conduct subanalyses of RCTs involving patient 

subgroups not receiving methotrexate in order to determine the effectiveness of different 

biological therapies in monotherapy compared to placebo. For this reason, the body of 

evidence gathered to form their conclusions was smaller. Nonetheless, guideline development 

group believes biological therapies in monotherapy should be made available in our healthcare 

system since the patients selected for these studies had similar characteristics to those seen 

here. The group also believes the results to be significant and promising particularly given that 

many patients receive biological monotherapies in everyday clinical practice for a variety of 

circumstances (intolerance to standard DMARDs, hypertransaminasemia, etc.).  

2017 Update 

In patients with peripheral PsA where DMARDs were inefficient or were removed due to 

intolerance, use of BT would be indicated. Regarding the iTNF agents, different clinical trials 

have shown they are efficient in all the PsA domains. They are also shown to have a 

significative effect on structural damage inhibition (189-192). Furthermore, we have 2 new 

agents with different mechanism of action, i.e. Ustekinumab (i-IL12/23) (182, 184, 185) and 

Secukinumab (anti-IL17A) (187, 193), which have proven efficacy in controlling PsA 

manifestations and inhibiting radiographic damage, so they are equally valid options for 

patients with PsA and inadequate response to DMARD, particularly in those cases with 
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serious skin involvement. 

Due to lack of specific studies on PsA with predominant axial affectation, the Guide 

Preparation Group (GEG Spanish Acronym) considers it convenient to following 

recommendations formulated for AxSpA; therefore, the first biological agent should be an 

iTNF according to standard clinical practice. Nevertheless, recently published data on 

Secukinumab in AS are equally optimal, although there is still no indication regarding this 

drug for the non-radiographic form. 

 

The guideline development group further believes that addition of high-quality RCTs are 

needed, in particular ones that might prove the effectiveness of biological drugs used in 

monotherapy with patients with psoriatic arthritis under its different manifestations: 

peripheral, axial, enthesitis, dactylitis, and uveitis.  
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2017 

2017 

 

 

 Evidence Summary 

  

Recommendations 
 

Clinical Question 12 

In patients with psoriatic arthritis , what is the efficacy for DMARDs in its peripheral, axial, 

enthesitis, dactylitis, uveitis, skin and nail domains? 

The use of methotrexate in patients with psoriatic arthritis leads to significant 

results; e.g., improvements in the global assessment of the disease by both 

patient and doctor, and reductions in the number of swollen and painful joints 

(177, 194, 195). 

2b 

The early use of methotrexate at high doses in patients with psoriatic arthritis is 

associated with a decrease in radiographic progression (196).  
4 

The use of leflunomide in patients with psoriatic arthritis shows significant 

beneficial effects as regards peripheral manifestations in PsARC variables, 

average painful and swollen joint counts, and in physician and patient global 

assessment measures; it also correlates with a significant improvement in the 

dactylitis variable (197-199).  

4 

The use of Apremilast in patients with peripheral PsA after an inadequate 

response or intolerance to DMARD shows greater efficacy than the placebo 

(measured as ACR20 response increase and decrease of DAS28 (CRP)), 

functional capacity (HAQ-DI) and global assessment of doctor and patient). It 

also improves enthesitis measured by MASES and dactylitis (200-202). 

However, there is no evidence Apremilast reduces radiographic progression or 

that it improves axial manifestations or uveitis.     

1b 

Traditional csDMARDs (methotrexate, leflunomide, sulfasalazine) are recommended as first 

line treatment for active peripheral psoriatic arthritis (Grade C recommendation). 

Among them, methotrexate is considered first choice treatment due to its effects on 

arthritis and psoriasis (Grade D recommendation). 

These drugs should not be used to treat symptoms of axial disease. There is no evidence 

supporting their use against enthesitis. There are questions about their effectiveness 

against dactylitis (Grade C recommendation). 
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2017 

2017 

2017 

 

Due to the clinical heterogeneity of psoriatic arthritis, therapeutic recommendations have 

been separated into five domains based on the disease manifestation (peripheral arthritis, 

axial arthritis, enthesitis, dactylitis, and skin and nail involvement) (203, 204). Methotrexate 

(MTX) has traditionally been used as a csDMARD in psoriatic arthritis (PsA) for joint and skin 

manifestations (205), and is among the most frequently used treatments for this pathology 

(204, 206). However, the shortage of clinical trials documenting its effectiveness in PsA poses 

questions as to its suitability for treating PsA, as well as on PsA manifestations in which MTX is 

effective (204, 207). 

Different systematic reviews (SR) (205, 208-210) accord with studies in the relative 

effectiveness of DMARDs on the peripheral forms of PsA. This has prompted groups such as 

GRAPPA and EULAR to develop recommendations for active peripheral arthritis treatment 

using such traditional csDMARDs as methotrexate (MTX), sulfasalazine (SSZ), and leflunomide 

(LEF). However, there are not enough quality studies to definitively support this assertion.  

There is also insufficient consensus on the utility of these drugs for other musculoskeletal 

manifestations (axial, dactylitis, or enthesitis), or uveitis. Consequently, it is necessary to 

update the evidence to reevaluate the efficacy of traditional DMARDs in the treatment of PsA. 

Quality of Evidence 

Clinical trials of MTX, due to different circumstances of a methodological nature, have not 

been able to show conclusive data on their effectiveness in PsA (195). However, the clinical 

experience with MTX, based on the usual clinical practice, observational studies and records of 

patients with PsA, has placed MTX as the csDMARD of choice in this disease. 

The use of Apremilast is recommended in treating peripheral arthritis after failure or 

intolerance to csDMARD, when it is deemed more convenient than BT given the patient 

profile (Grade C recommendation). 

The use of  biological therapy or tsDMARD (Apremilast) is recommended in patients with 

PsA and enthesitis refractory to NSAID and local treatment (Grade C recommendation). 

The use of  biological therapy or tsDMARD (Apremilast) is recommended in patients with 

PsA and dactylitis refractory to NSAID and local treatment with corticoid infiltrations (Grade 

C recommendation). 
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Three studies evaluating the effectiveness of MTX on PsA were identified. An RCT evaluated 

the use of MTX, versus a placebo, in 221 patients. After 6 months the comparison showed no 

significant results in PsARC (OR 1.77; 95% CI: 0.97-3.23), ACR20 (OR 2.00; 95% CI: 0.65-6.22) or 

DAS-28 (OR 1.70; 95% CI: 0.90-3.17). There were also no significant differences in terms of 

joint counts, inflammatory markers (ESR, CRP), functional capacity (HAQ), or pain scale. The 

only observed benefits were decreases in the patient and physician global assessments, as well 

as in skin involvement (P = 0.03; P<0.001, and P= 0.02 respectively). However, inclusion criteria 

resulted in the selection of low-activity patients. In addition, the recruitment period was 

extremely long, mean doses of methotrexate were lower than habitual doses, and a high 

number of patients dropped out of the study (only 65% and 69% in the active and placebo 

groups completed the study, respectively). All of these factors limited the validity of the study 

(194, 195) (Evidence level 2b). A retrospective study, conducted in Toronto between 1994 and 

2004, compared radiographic progression and evolution of peripheral arthritis in a cohort from 

a previous study conducted by the same authors (1978 – 2003). The patients in the more 

recent cohort, who experienced shorter PsA disease durations received higher doses of MTX 

than those in the previous cohort. After 24 months, 68% of patients in the recent cohort 

improved joint count by 40%. This figure is higher than that obtained in the prior cohort. 

Radiographic progression was also significantly lower (1.5 ± 1.8 vs. 2.3 ± 1.2). These results 

suggest that the use of MTX at higher doses (16.5 mg/week vs. 10.6 mg/week) during early 

disease stages is associated with better clinical response and with a greater effect on 

radiographic progression (196) (Evidence level 4). 

 

The remaining scientific evidence used to evaluate MTX stems from a systematic review of 3 

RCTs that compare MTX in monotherapy with a placebo, and 7 open or retrospective studies 

that evaluated MTX in PsA. However, the review does not offer detailed information on results 

contained in these studies. Moreover, data on radiographic progression proved inconclusive as 

only a small case-control study was analyzed (74).   

Two studies were identified that evaluated the effectiveness of leflunomide (LEF). The first was 

a 24-week observational prospective multinational study involving 440 patients diagnosed 

with active PsA and without previous LEF treatment. Eighty-six point four percent of patients 

(95% CI: 82.8%-89.4%) were responsive to PsARC after 24 weeks, with an average decrease in 

the number of painful joints (NPJ) and the number of swollen joints (NSJ) of 18.5-8.9 and 12.9-

5.4, respectively; P < 0.0001. In addition, 51.2% (n=467) of patients with dactylitis experienced 
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a significant improvement compared with 46.7% of patients who presented no changes. The 

study concluded that LEF is an effective and well-tolerated option for treatment against PsA in 

routine clinical practice. Moreover, it found that LEF had beneficial effects on peripheral 

arthritis and dactylitis, though to a lesser extent on psoriasis, as well as on other symptoms 

such as fatigue and pain (197) (Evidence level 4).   

The second was a prospective observational study that evaluated the effectiveness and safety 

of LEF alone (n=43; 50.6%), and in combination with MTX (n=42; 49.4%), under routine clinical 

practice conditions. Thirty-eight percent, 48%, and 56% of patients experienced a decrease of 

≥40% in swollen joint counts after 3, 6, and 12 months, respectively. 27%, 28% and 38% of 

patients obtained a PASI 50 response after 3.6 and 12 months; 19%, 19% and 32% of the 

patients obtained a PASI 75 response after 3, 6 and 12 months, respectively. Evaluated data 

between patients treated with LEF alone, and those treated with LEF and MTX proved similar. 

It was concluded that LEF had resulted in improvements in at least 50% of patients / year. The 

use of concomitant MTX was a predictor of a response (PASI 50) after 12 months (OR 6.19; 

95% CI: 0.20-31.97). The proportion of patients who stopped treatment was 35% (16 patients 

in the LEF group, and 14 in the LEF+MTX group) (199) (Evidence level 4). 

In evaluating the effectiveness of sulfasalazine (SSZ) only one systematic review (SR) was 

identified. Although published in 2012, it examined evidence prior to 2008 that had been 

included in ESPOGUIA 2009. The review, which not providing detailed information on results of 

these studies, offered the following conclusions: SSZ was effective for treating peripheral 

arthritis; two studies contained data on dactylitis, but found no significant differences between 

the use of SSZ or a placebo; one study concluded that there were no significant benefits with a 

placebo against enthesitis; another small case-control study (20 patients) found that SSZ had 

no effect on radiographic progression (74). 

The evidence to answer this clinical question is scarce, and is also hampered by unequal quality 

of the methodology at work. The guideline development group therefore decided to include 

other studies which, although not conforming in a strict sense with the inclusion criteria, since 

the comparisons did not involve traditional DMARDs and placebo, could still be helpful in 

formulating recommendations.   

 

One RCT evaluated the effectiveness of MTX in 35 randomized patients with PsA who had been 

divided into two groups. Group A was treated with a NSAID for 3 months, then in combination 
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with MTX (10mg/week intramuscular) the subsequent 3 months. Group B was treated with a 

combination of NSAID and MTX (10mg/week intramuscular) during the entire 6-month period. 

After 3 months, all variables improved significantly (p<0.05) in both groups. However, the 

group B, that had continued treatment of MTX, experienced a faster and marked improvement 

which was statistically significant (p<0.05), in terms of their clinical symptoms (SJC and TJC). 

(177) (Evidence level 2b). 

An open RCT with a small sample size (n=32) compared the effectiveness and safety of LEF 

with MTX. The LEF group (N= 17) received a dose of l00 mg for the first three days, then 

continued at a dose of 20 mg/day. The MTX group (n=15) was treated with 10 mg/week. In 

both groups, ibuprofen was allowed at a maximum dose of 1,400 mg/day. In both groups, a 

significant improvement was observed in SJC, TJC, VAS pain, and PASI after 6 months. The 

authors concluded that LEF seems to be as effective and safe as MTX in treating psoriatic 

arthritis (198) (Evidence level 2b). 

2017 Update 

By way of new evidence, a study with a Nordic cohort (179) in patients with PsA assessed 

MTX efficacy during first 6 months of treatment obtaining results similar to those obtained 

in the cohort of patients with RA. Furthermore, drug survival at 2 years was also similar in 

both cohorts (approx. 66% per cohort), and revealing treatment discontinuation was related 

to sub-cohorts of younger and advanced age patients, likewise those with greater functional 

deterioration. 

In the TICOPA study (172) corresponding to “treat to target” strategy in British patients with 

early PsA diagnosis and under 2 years of symptomatology;22% who received MTX as 

monotherapy reached the target minimum disease activity. It is important to highlight MTX 

should be prescribed at an efficient dose generally between 15 and 25 mg/weekly, via the 

appropriate administration medium in each case (subcutaneous or orally), together with 

folic acid supplements. 

Regarding the role of csDMARDs in inhibiting structural damage and radiological 

progression, there are discrepancies and at present insufficient evidence. One study 

indicates that MTX at high doses (average dose 16.2 mg/weekly) (196) may have some 

effect compared to a preliminary study by the same authors on patients receiving an 

average dose of 10.8 mg/weekly. A subsequent revision of 3 studies on patients with PsA 
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treated with MTX, reported discrepancy regarding structural damage progression and 

absence of benefit in 2 and favorable results in the other (189). 

No new registers were found regarding the efficacy of LEF or SSZ in controlling the 

inflammatory activity of peripheral PsA or evidence of results regarding association of either 

of these 2 drugs with MTX to control the activity of this pathology. 

The guide update includes not only evaluation of the efficacy of traditional DMARDs but also 

those with specific target (tsDMARD). Apremilast is a small molecule which inhibits 

phosphodiesterase 4 (PDE-4). The inhibition of PDE-4 causes an increase in intracellular 

levels of Cyclic adenosine monophosphate (cAMP) modulating the expression of cytokines, 

reducing the pro-inflammatory (IL-23, IL-17, IL-6, etc.) and increasing the anti-inflammatory 

(IL-10) (211). Efficacy data for Apremilast in peripheral PsA based on results of clinical trials 

appear to be lower than BT, since they demonstrate clinical benefit which is only 

significative in clinical response indicators like ACR20 and PASI50, besides physical function 

scales like SF-36. In Schett’s RCT the efficacy of Apremilast (20 mg/12 h or 40 mg/24 h) was 

assessed against placebo for 28 weeks. Apremilast proved to be significatively more 

effective than placebo in peripheral arthritis (ACR20), enthesitis and dactylitis. Information 

obtained from post-hoc analysis concluded there were no differences in the ACR20 response 

rate in 2 subgroups, i.e. Apremilast in monotherapy or combined with MTX (200) (Evidence 

level 1b). PALACE 1 clinical trial randomized 504 patients to Apremilast branches (20 

mg/12h or 30 mg/12h) and placebo. Results at 16 weeks showed an ACR20 response 

percentage significatively greater for Apremilast branches (31%, 40% vs 19%) (201). At week 

52, the ACR20 response percentage was 63.0% and 54.6% for patients with Apremilast at 

doses of 20 and 30mg/12h (202) (Evidence level 1b). 

The absence of radiographic progression data, lack of experience in its use and comparative 

studies with csDMARD or BTs leads to doubts regarding the place of Apremilast in the 

therapeutic algorithm for peripheral PsA. However, its safety profile is good based on its use 

in those patients who due to the presence of comorbidities or a history of severe infections, 

the use other therapeutic options is contraindicated (212). Despite its safety, its follow-up 

must be monitored in patients with depressive profile due to risk of suicidal thoughts 

described in some patients (213).  

As to axial affectation in PsA, use of csDMARD is unjustified due to lack of evidence 
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regarding its efficacy at this level. At present there is insufficient scientific evidence to 

indicate the use of Apremilast in patients with AxSpA. A pilot study in double blind stage II 

controlled with placebo performed in a single centre, assessed the efficacy of Apremilast 

30mg against placebo during 12 weeks on patients with active SpA (214). Despite the 

differences in favor of patients treated with Apremilast, they did not achieve statistical 

significance including the change in BASDAI at week 12 which was the main target of the 

study.  

In those forms of SpA with predominant enthesitic form, the first use recommended is 

NSAID, physiotherapy and local perienthesitic infiltrations with glucocorticoids, despite the 

fact that to date there are no randomized trials controlled with placebo to support their 

efficacy. There is no evidence which supports the use of csDMARD in enthesitis; although in 

patients with SpA and enthesitis use of csDMARD could be considered provided there is 

associated peripheral arthritis. If despite the foregoing treatment a good response was not 

obtained, then BT or Apremilast would be the correct option. 

Imaging studies have identified dactylitis as a complex multicompartment ailment affecting 

tendinous structures and soft tissues, with its own characteristics that include: 

tenosynovitis, synovitis, capsulitis and inflammation of these soft tissues within the 

spectrum of PsA manifestations (215). In those forms of SpA with dactylitis the first use 

recommended is NSAID and local infiltrations with corticoids, although at present there are 

no randomized placebo controlled studies available supporting their efficacy. In patients 

with SpA and dactylitis, it could be considered provided there is associated peripheral 

arthritis. The csDMARD generally have a small effect on pure dactylitis (216). 

 

Scientific evidence on the effectiveness of traditional DMARDs against uveitis was not found.  

csDMARDs have emerged as a cost-effective and safe alternative for the initial treatment of 

PsA, mainly in its peripheral forms. Early use of csDMARDs, in tandem with corticosteroids 

infiltration and NSAIDs, in dactylitis and enthesitis must be individually evaluated, although it 

might represent a suitable choice in certain cases (e.g., when there is also peripheral arthritis). 

However, the use of DMARDs in axial forms of PsA, or in unambiguous forms of enthesitis is 

not justified.  
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In terms of applying and generalizing these results, the guideline development group 

recognized that the therapeutic agents in question are commonly used in our healthcare 

system. In addition, the population examined in the studies is similar that encountered in our 

own system, since both patients with long-term and recent-onset PsA are treated in our 

system.  
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2017 

2017 

 

Summary of Evidence 

 

Recommendations 

 

In rheumatoid arthritis, treatment with anti-TNF in combination with methotrexate (MTX) has 

proven to be more effective than anti-TNF in monotherapy. As a result, combined therapy is 

recommended for treating this disease. MTX is recommended as the csDMARD of choice for 

Clinical Question 13 

In patients with psoriatic arthritis, is the combined treatment of MTX and biological therapy 

(BT) more efficient than treatment with BT in monotherapy?  

In analyzing secondary subgroups (post hoc analysis, no direct comparisons), no 

significant differences were observed in the effectiveness biological 

monotherapy (adalimumab, certolizumab pegol, etanercept, golimumab, 

infliximab) compared with the combined use of methotrexate and biological 

therapy (183, 217-219). 

2b 

When the effectiveness of ustekinumab in monotherapy (doses of 45mg and 

90mg) was compared with the combined of ustekinumab and methotrexate, 

patient response proved quite similar (184, 185). 
2b- 

There are no differences in the safety profiles of biological monotherapy and 

combined use of biological therapy and methotrexate (183-185, 200, 217-219). 2b 

Data from population registries have shown that the maintenance rate of 

biological therapy (adalimumab, infliximab) can be extended when used in 

combination with methotrexate (220-222). 
2b, 4 

There are no available studies evaluating the effectiveness of the following 

biological therapies in monotherapy: abatacept, alefacept, anakinra, 

brodalumab and tocilizumab. 
 

Use of biological therapy is recommended in both monotherapy and combined with 

csDMARD, for all peripheral manifestations of PsA. Combined therapy with MTX may 

increase survival of the TNFi monoclonal drugs, particularly the chimeric ones (Grade C 

recommendation). 
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psoriatic arthritis, but neither EULAR nor GRAPPA has recommend its use in combination with 

anti-TNF. Nevertheless, combination of MTX with anti-TNF has been presented as an effective 

method for obtaining better responses in patients with severe-moderate psoriasis (223). Some 

studies observe a higher effectiveness using this treatment regimen than with monotherapy 

(224) while others suggest a lower anti-drug-antibody formulation in order to lower 

immunogenicity (225). For this reason, it is important that clinicians, when treating patients 

with PsA, be aware of the scientific evidence supporting the concomitant use of MTX and anti-

TNF treatment.  

Quality of Evidence 

Scientific evidence to answer this clinical question remains scarce. In all studies save one, there 

are no direct comparisons on the effectiveness and safety of combined treatment of 

methotrexate (MTX) and biological therapy (BT) versus BT in monotherapy. They are studies 

that assess BT at different doses compared with a placebo. Therefore, additional information 

was obtained from a study (from the systematic review) that addressed this question, as well 

as from analyses of secondary subgroups (no direct comparisons) in which the percentage of 

patients administered MTX was quite variable. For these reasons, the level of evidence has 

been lowered in the CEBM scale (Oxford).  

 

A systematic review (SR) included various types of studies (RCTs, population registers, and 

cohort studies) that evaluated the effectiveness of adalimumab, certolizumab pegol, 

etanercept, golimumab, and infliximab at different doses in comparison with a placebo. These 

studies provide secondary information (post hoc analyses) on BT in monotherapy compared to 

a combination of MTX and BT. The latter showed little beneficial clinical effects in compared to 

BT in monotherapy (217) (Evidence level 2b). Some population studies included in this SR 

found that the maintenance rate of anti-TNF agents – in particular infliximab, but also 

adalimumab in certain studies – could be extended when used in combination with MTX (220-

222) (Evidence level 2b, 4). 

 

An RCT with measures at 52, 104, and 256 weeks evaluated the effectiveness of golimumab at 

doses of 50 mg and 100 mg in comparison with a placebo. In a post hoc analysis, secondary 

information on the effectiveness of BT in monotherapy versus a combination of MTX and BT is 

obtained. The latter showed very limited beneficial effects (clinical improvement) compared 

with BT in monotherapy (183, 218, 219) (Evidence level 2b). 
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Two studies with results from the randomized controlled PSUMMIT trial, published separately, 

evaluated the effectiveness of ustekinumab after 6 and 12 months at doses of 45 mg and 90 

mg, compared with a placebo. In the post-hoc analysis there were no significant differences in 

the efficacy of ustekinumab in monotherapy or combined with (184, 185) (Evidence level 2b). 

In all of these studies, the safety profiles of BT in monotherapy, versus a combination of BT 

and MTX, revealed no differences (183-185, 200, 217-219) (Evidence level 2b). 

Studies meeting inclusion criteria and/or not discriminating among results from the MTX + BT 

subgroup for biological treatments (abatacept, alefacept, anakinra, brodalumab, and 

tocilizumab) were not found. However, an RCT phase III has proven that the effectiveness of 

secukinumab at week 24 was unrelated to the patient being in concomitant treatment with 

methotrexate (186, 187).  

2017 Update 

There are no studies with direct comparisons of efficacy and safety between the combined 

therapy of MTX and BT against BT in monotherapy to treat PsA. The data from clinical trials 

did not find significative differences regarding the efficacy (ACR responses) or safety in 

patients undergoing combined treatment compared to those with BT in monotherapy (178, 

183, 187, 191, 212, 217, 219, 226-234) (Evidence level 2b, 4).  

Valid conclusions regarding efficacy or safety cannot be extracted for every biological drug 

combined with MTX compared to BT in monotherapy. Generally speaking, the combination 

with MTX did not show a significative clinical improvement against monotherapy (217). 

However, therapy combined with MTX did contribute to greater drug survival in some 

patient registers, particularly monoclonal antibodies and above all with Infliximab, so its use 

might be considered in this circumstance (220, 221, 235, 236). Experts conclude quality 

studies designed to assess the efficacy of combined MTX and BT treatment against BT 

treatment in monotherapy are required 
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2017 
new 

 

Pregunta clínica 14 

In adults with PsA with axial and/or peripheral affectation refractory to an anti-TNF, is 

treatment with a second biological therapy efficient? 

Summary of the Evidence 

Favorable response rates (ACR20/50/70, EULAR and DAS28) were shown in 

patients when changed to a second iTNF agent, although generally with lower 

values than those obtained in patients not previously exposed to these drugs 

(125, 185, 191, 237-239). 

1b 

Some studies show a slight reduction in the survival of the second biological 

therapy compared to the first and clearly worse in the third (221, 222, 240-243). 

2b 

There are no studies comparing the usefulness of a using a second iTNF against a 

change in the therapeutic target (IL12/23 or anti-IL17A). 

 

 

Recommendations 

 

Quality of Evidence 

Evidence available to answer this question is based on the results of registers/registrations, i.e. 

standard clinical practice in RCT and some retrospective studies. Data from clinical trials 

indicate the response to a second iTNF agent is good although lower than generally obtained 

in patients not previously treated with these drugs. The ACCLAIM (238) study and different 

RCTs with biological disease modifying antirheumatic drug (bDMARDs) generally show that 

patients TNFi- naïve have higher ACR response rates than those with a previous treatment with 

TNFi (125, 185, 191, 237-239) (Evidence level 1b), although without significative differences 

between the first and second iTNF in most studies. 

Switching to another biological therapies albeit another i-TNFi or a drug with a different 

action mechanism like i-IL12/23 or anti-IL17A or tsDMARD (Apremilast), is recommended in 

patients with peripheral PsA and an i-TNF failure (Grade B recommendation). 

2017 
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The registers show the second BT has a lower effect on disease activity compared to the first 

TNFi (221, 222, 241, 243) (Evidence level 2b), which drops even further with the third iTNF 

(222). No differences were observed due to reason of suspension of the first iTNF (adverse 

effect or lack of efficacy) (221, 222, 241, 243) or among the different TNFi molecules (222, 240) 

(Level of evidence 2b). Coates et al (240) and Ruward et al, (242) showed a good response to 

the second and third TNFi but lower than in naïve patients, and a slight reduction in survival of 

the second BT compared to first and clearly worse in the third. In a Norwegian register (241) 

survival at 3 years was 36% for the second TNFi compared to 57% for the first (p<0.001). In the 

Danish register (221), the median survival of the first TNFi was 2.2 years (confidence interval 

[CI] 95% 1.9-2.5) and the second TNFi was 1.3 years (CI 95% 1.2-1.6) (p<0.001). In the French 

register (243) the median survival of the first TNFi was 2 years (0.1-15.7), second 1.3 years 

(0.1–9.7) and 1.6 years for the third TNFi (0.1–7.3). And in the Swedish register (222) the 

survival median of the second anti-TNF was 64 months (CI 95% 31-97) compared to 14 months 

(CI 95% 5-23) for those changed to a third anti-TNF. There are no studies comparing the 

usefulness of a second iTNF against change to a distinct therapeutic target (IL12/23 or anti-

IL17A) so both options are equally valid at present. In both Ustekinumab and Secukinumab 

studies as with TNFi drugs, it was shown that response to these drugs in patients not 

previously treated with BTs was higher when compared to those where a TNFi had already 

failed. Therefore, the expected efficacy will always be greater the sooner a BT is used, 

regardless of which is used (96, 186, 187). Apremilast also demonstrated better ACR20 

responses in patients who had not received BT previously (201). 
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2017 
new 

 

 

Summary of the Evidence 

There are insufficient studies assessing the effects of using biological agents 

and other DMARDs in CVD events in patients with PsA (244, 245).  

2a 

Some studies suggest TNFi and MTX acting as inflammation inhibitors may have 

cardioprotective effects. However, long-term quality prospective studies are 

required to explore the effects of said drugs on CVD morbimortality (244, 245).  

2a 

 

Recommendations 

 
Quality of Evidence 

Tackling CVD risk in patients with chronic inflammatory diseases is important since knowing 

the connection between inflammation, endothelium dysfunction and atherogenesis increase 

(246). Associated to the role of inflammation in PsA patients an increase in CVD risk factors 

(HBP[Hypertension], diabetes, dyslipemia, etc.) has been observed, ergo a greater prevalence 

of CVD events (247). Another significative aspect we wish to insist upon is preventing obesity, 

since besides being a CVD risk factor, it may be associated with a worse response to 

immunomodulator treatments and greater difficulty to reach a state of minimal disease 

activity (51).  

Systematic revision of this field infers epidemiological data are insufficient to reach definitive 

conclusions regarding the effects of biological drugs and csDMARD on CVD events in patients 

with PsA. However, the TNFi and MTX acting as inflammation inhibitors may have 

cardioprotective effects (244, 245) (Evidence level 2a).  

Moreover, the specialist’s therapeutic decision must be the most cost efficient possible with 

the greatest clinical benefit for the patient without extra charge to the national health system. 

Clinical Question 15 

In patient with PsA, does treatment with DMARDs or biological therapies reduce CVD 

mortality?  

CVD risk profile should be considered both in assessing and treating these patients. (Grade 

D recommendation). 
2017 
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Summary of the Evidence 

 

Recommendations 

 

The frequently established association between psoriasis and psoriatic arthritis (5-30% of the 

former are associated with the latter in some series), and the fact that cutaneous 

manifestation precedes joint manifestation in most cases (only 10-15% of patients first present 

psoriatic arthritis) (251), makes PsA a source of frequent consultation among specialists who 

treat both manifestations. There are theoretical arguments (regarding early diagnosis, 

improved control, and disease prevention); economic arguments (cost savings); as well as 

human reasons (comfort and satisfaction) that favor multidisciplinary consultations and its 

implementation in hospitals. It should be stated that the suitability of a multidisciplinary 

Clinical Question 16 

In patients with psoriatic arthritis and moderate-severe skin psoriasis, what are the benefits, 

in terms of improving clinical control and patient satisfaction, of using a multidisciplinary 

management approach (dermatology-rheumatology consultation)? 

Adult patients with psoriatic arthritis and moderate-severe psoriasis showed 

clinical improvement from baseline (referral from their primary care provider) 

after some therapeutic adjustments were made following a multidisciplinary 

consultation (248, 249). 

4 

In adult patients with psoriatic arthritis and severe psoriasis, multidisciplinary 

consultation results in a higher level of satisfaction (250). 
4 

Adult patients with psoriasis and severe psoriatic arthritis provide more positive 

assessments of multidisciplinary consultations than with standard consultations 

(250). 

4 

It is recommended that dermatologists and rheumatologists work closely together in order 

to gain optimal control over the psoriatic disease. (Grade D recommendation). 

This type of consultation is recommended whenever a multidisciplinary approach can be 

arranged at the health center of reference. (Grade D recommendation). 
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consultation should be measured by its capacity to achieve the main goals of PsA 

management: early diagnosis and early treatment. 

 

Quality of Evidence 

A 6-year study evaluated the impact of multidisciplinary consultation (dermatology-

rheumatology), on a weekly basis, in terms of diagnosis and treatment of psoriasis and 

psoriatic arthritis in 270 adult patients (with cutaneous and musculoskeletal symptoms). 

Patients were referred from dermatology (43%), rheumatology (27%) and primary care. Fifty-

three percent of patients received a “de novo” diagnosis of PsA. In addition, by modifying 

previous care with more frequent interventions, the use of topical treatments was reduced 

(from 50% to 38.8%). In addition, indications rose for the use of non-biological systemic 

DMARDs (from 14.6% to 25.4%) and in biologics (from 15.7% to 36.9%) in those patients 

referred to both rheumatology and dermatology (OR 5.1). The study has some limitations since 

it does not include validated indices of joint and cutaneous effectiveness as outcomes. A 

significant confounding factor, which is referral from primary care, is also present (248) 

(Evidence level 4). 

A second study evaluated the satisfaction level in 48 adult patients seen in monthly 

multidisciplinary consultations (dermatology-rheumatology). Patients were given a satisfaction 

survey and data interpreted by an independent clinician. Patients scored their experiences in 

multidisciplinary consultation, on average, at 4.91 (scale 0-5) compared with 2.85 (0-5) in 

stand-alone dermatology or rheumatology consultations. Up to 94% of patients showed a high 

level of satisfaction, with waiting being marked as an area for improvement. Among the 

limitations of the study are its small sample size, and the one-time nature of the survey. Thus, 

patient satisfaction cannot be assessed in the long run. No comparison with another series of 

patients seen in standard rheumatology or dermatology consultations was made (250) 

(Evidence level 4). 

 

There was a third study involving 199 patients referred from dermatology (40% of cases), or 

rheumatology (57), who had been diagnosed with psoriasis and/or psoriatic arthropathy 

during multidisciplinary consultation (dermatology-rheumatology) in 188 of the cases. A “de 

novo” diagnosis of PsA was made in 30% of the patients referred from dermatology due to 

cutaneous psoriasis. Therapeutic adjustments were made in 53.6% of patients, 44% of the time 

due to bad cutaneous control, 26% to bad joint control, and 15% due to both. These 
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adjustments consisted, for the most part, of administering phototherapy (27%), methotrexate 

(54%), and/or biologics (11,2%). Using a multidisciplinary approach, improvements were 

observed in 56% of cases after an average follow-up period of 9 months (249) (Evidence level 

4). 

After considering the results previously cited, the few existing studies on multidisciplinary 

management (rheumatology-dermatology) of PsA point to improvement in accurately 

diagnosing “de novo” psoriatic arthropathy, as well as a striking level of satisfaction in patients 

seen at such consultations. The generalization of findings is, however, problematic given the 

limited evidence, design, quality of available studies, and limited follow-up time.  

 

In formulating the recommendation, the guideline development group believes that, in terms 

of cost optimization, multidisciplinary consultations (dermatology-rheumatology) would 

translate to a decrease in the overall frequency of consultations. Moreover, patients’ 

perception of quality and comfort seems to improve, while the duplication of visits and tests is 

reduced. The ability to detect de novo psoriatic arthritis also seems to increase, making it 

possible to treat the disease from its earliest stages, and to improve diagnosis. However, 

further well-designed studies with larger patient samples, and under long-term disease 

conditions, are needed to confirm these potential benefits. Finally, although dermatology-

rheumatology consultation management is desirable, such changes are generally gradual in 

pace, and across Spain currently remain relatively few in number. 
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Clinical Question 17 

For patients with axial spondyloarthritis, are health education programs offered by nurses 

beneficial? 

For patients with psoriatic arthritis, and peripheral and/or axial affectation, are health 

education programs offered by nurses beneficial? 

 

Summary of Evidence 

 

 

Recommendations 

There is little evidence documenting the benefits that nurse-run health 

education programs can provide patients specifically diagnosed with psoriatic 

arthritis (252-259). 

1b,2b,4 

Nurse consultations do increase treatment adherence rates, mainly when the 

education programs are conducted in a group setting (252, 253). 
1b 

Educational programs provided by nurses facilitate patients’ self-management 

(252, 253, 259). 
1b 

Nurse consultations increase patient satisfaction levels regarding care received, 

as well improving adherence to treatments prescribed by the rheumatologist 

(259). 

2b 

Nurse involvement in intervention programs for smokers suffering from 

rheumatic diseases may contribute to smoking decrease or cessation (255). 
4 

Follow-up consultations conducted in person, or by telephone, for those 

suffering inflammatory arthropathies increase patient satisfaction with this 

type of assistance programs (254, 257). 

1b, 4 

Most patients with chronic inflammatory diseases find nurse-run educational 

workshops to be useful or very useful when conducted prior to subcutaneous 

therapy, since they help to decrease their fear of this new treatment (256). 

4 

Participation of clinical nurse specialists is recommended, either in person or by telephone, 

in follow-up consultations for patients with axial spondyloarthritis or with psoriatic arthritis 

due to evidence it increases patient satisfaction (Grade D recommendation). 
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Patients suffering from AxSpA with peripheral and/or axial affectation, or from PsA, undergo a 

process which is generally chronic and causes pain, functional disability, and even 

psychological problems such as anxiety, depression, etc., all of which affect their family and 

social environment. Health professionals must provide comprehensive and multidisciplinary 

care, in which nurses have an important role through the development and administration of 

educational programs for patients and their families. This includes structured activities aimed 

at increasing the patient's knowledge about the disease, or fostering educational programs 

(individual-, group-, or community-based) (260). Rheumatology nurse may help patients with 

managing their disease and controlling comorbidities associated with this pathology. The most 

salient points included in any such educational programs would include: information on 

diagnostic procedures, disease types, treatments, physical exercise, pain control, and joint 

protection (261). 

Patient educational programs are essential to any intervention with this type of patient. A 

patient educated in all of these aspects is a patient who can more actively partake in his/her 

health care.  

Quality of Evidence 

There is little evidence documenting the benefits that nurse-run health education programs 

can provide patients with AxSpA or psoriatic arthritis. Nearly all of the published studies 

Patients who are smokers and suffer from axial spondyloarthritis or psoriatic arthritis could 

benefit from implementation of educational tobacco cessation programs provided by a 

nurse, since evidence show they increase smoking quit rates (Grade D recommendation). 

Nurse-run educational workshops prior to the start of subcutaneous therapy are 

recommended since they help lower patient fear of this treatment type (Grade D 

recommendation). 

The assistance of a nurse to clarify any doubts and help patients complete self-assessment 

questionnaires is recommended, provided that the patient opinions and preferences are not 

influenced (Grade D recommendation). 

Patients with psoriatic arthritis could benefit from educational programs, preferably in a 

group setting led by a clinical nurse specialist. This would facilitate patient self-management 

and would treatment adherence (Grade D recommendation). 
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involve a mix of patients with different pathologies grouped under the labels polyarthritis, 

inflammatory arthritis, or rheumatic diseases.  

One RCT analyzed the effect of clinical consultations carried out by nurses to manage disease 

in patients suffering inflammatory arthritis (RA, PsA, AS, JIA, or undifferentiated polyarthritis). 

Sixty-eight patients were randomly assigned for a follow-up appointment with a clinical 

specialist nurse or the patient's rheumatologist at 3, 9, and 21 months. Statistically significant 

differences were found regarding patient satisfaction -Leeds Satisfaction Questionnaire (LSQ)- 

in all the subscales in the follow-up group, as were measures of general satisfaction after 9 

months (average difference adjustment between groups of -0.74; 95% CI: -0.96 to -0.52) and 

21 months (-0.69; 95% CI: -0.87 to -0.50). DAS28 improved in both groups, at 9 and 21 months, 

though there were no statistically significant differences between the two groups (254) 

(Evidence level 1b). 

An interventional study without a control group evaluated the effects of an educational 

program run by a rheumatologist and a nurse for 152 patients who were smokers with 

rheumatic diseases (RA, spondyloarthritis including AS and PsA, and connective tissue 

diseases). During the initial visit of the intervention, the rheumatologist provided verbal and 

written counseling, with an emphasis on quit smoking strategies. The patients completed a 

questionnaire that addressed tobacco dependency and previous attempts to stop smoking. In 

follow-up consultations, carried out by a nurse over the phone, patients were asked about 

their smoking habits, and previously provided information was reiterated. Finally, patients 

were offered a further visit or pharmacological treatment to stop smoking. Smoking cessation 

rates were 11.8%, 14.4%, and 15.7% after 3, 6, and 12 months, respectively. Nineteen percent 

of patients reduced their cigarette consumption by 50% after 12 months (OR 3.8; 95% IC: 1.8 – 

8.1). Linear regression analysis showed that a lower dependency score (p =0.03) and previous 

attempts to stop smoking (p =0.04) were significantly associated with smoking cessation after 

12 months (255) (Evidence level 4). 

 

A prospective study carried out in two phases (2011-2012) evaluated the usefulness of 

information provided by a nurse to 29 patients with inflammatory chronic diseases regarding 

the use of pen injectors and syringes for administration of etanercept. Twenty-one percent of 

patients had AS and 3% of patients had undifferentiated spondyloarthritis. The patients' fear 

to prior administration, post-injection pain, difficulty in handling, and satisfaction level 



 

94 
CPG for the Treatment of Patients with Axial Spondyloarthritis and Psoriatic Arthritis. 2017 Update 

regarding the use of one over the other, as well as their preferences after trying both were 

also assessed. Baseline and follow-up questionnaires, both developed for this purpose, were 

used to collect data; variables were evaluated using visual analog scales [VSA] at 2, 4, and 6 

months. In comparing the syringe and the pen injector, there were no statistically significant 

differences in terms of fear, pain, or difficulty in handling the implement (p = 0.469; p = 0.812, 

and p = 0.169 respectively). After 6 months, 59% of patients stated they were satisfied or very 

satisfied with the pen; 93% found the workshop useful or very useful; and 55% preferred the 

pen (256) (Evidence level 4). 

 

Another study evaluated the help a nurse provided to 162 patients diagnosed with AS in 

completing a BASDAI. The BASDAI was first completed by the patient (self-reporting), and then 

repeated with the nurse’s assistance. If the absolute value of difference between both 

questionnaires was ≥1 cm (the minimum difference that is clinically important), the patients 

were defined as discordant. There were no high average differences between the patient self-

assessed BASDAI scores (3.07, SD 2.31) and those completed with the nurse´s guidance (2.89, 

SD 2.31); 23.4%, of the results were discordant. Compared to non-discordant subjects, 

discordant patients presented more active disease; were older; more often female; had ≤ 8 

years of education; and read newspapers less often. Logistic regression analysis revealed the 

main discordance factors to be extent of education 3.1 (range from 1.21 to 7.88); age 1.19 

(range from 0.97 to 1.46), and frequency of newspaper reading 2.63 (0.96 to 7.18) (262) 

(Evidence level 4). 

 

An open RCT analyzed the effect of a nurse-run educational program for 141 patients with 

polyarthritis (RA, PsA, and unspecified polyarthritis). The intervention consisted of 3 

workshops in a group setting and one individual training session. The comparison was carried 

out with the habitual assistance and without considering the educational program. The 

intervention group experienced a global improvement with regard to well-being after 4 

months of educational programs (AIOS 8.21; 95% IC: 2.3 – 14.1; p = 0-01), as well as better self-

management of the disease (SE 4.17; 95% IC: 0.2–8.1; p=0.04) to a greater degree than did the 

control group. A positive trend was observed in disease activity improvement (DAS28 -0.23; 

95% CI: -0.5 – 0.0; p=0.10), as was a significant change in patient involvement (5.98; 95% CI: 

1.8 – 10.2; p = 0.01) and pain levels (VAS -9.41; 95% CI: -16.6 to -2.2; p = 0.01) (252) (Evidence 

level 1b). The same authors analyzed the study 12 months later, and noted an overall 

improvement in the well-being of the intervention group (8.2; 95% CI: 1.6–14-8; p= 0.015). No 
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significant differences were observed regarding disease self-management between the two 

groups. Analyses of each group revealed a statistically significant improvement (DAS 28) for 

the intervention group after 12 months, as measured from baseline (-0.3; 95% CI: -0-5 to 0.1; p 

= 0.001). In regards to disease self-management, the control group experienced a significant 

deterioration after 12 months (-5.0; 95% CI: -8.6 to 1.3; p= 0.008) based on scales measuring 

psychosocial impact (AIMS2 0.3; 95% CI: 0.1 to 0.5; p= 0.008), anxiety and depression (HADS 

1.4; 95% CI: 0.3 to 2.5; p= 0.013) (253) (Evidence level 1b). 

An RCT compared group (3 to 6 patients) and individual counseling, both conducted by a 

nurse, in 62 patients with PsA who were about to start treatment with a DMARD. Patients in 

the counseling group demonstrated better adherence to medication (tested by tablet counts) 

(90% compared to 69%). Patients who received individual counseling missed at least one 

analytical follow-up and one clinical follow-up visit compared to their counterparts in the other 

group (25% vs. 17% and 19% vs. 3%, respectively). Patient levels of satisfaction regarding the 

information provided proved similar in both groups. Continuation of medication intake rates 

were higher in the training group (after 4 months, 73% vs. 63%; after 12 months, 47% vs. 38%). 

The authors emphasized that the trend towards better outcomes, both in adherence and in 

continuation of medication intake rates, in the training group likely indicated the potential 

benefits of group interactions. However, all of the obtained results remained inconclusive 

(259) (Evidence level 2b).  

Due to the lack of evidence surrounding this clinical question, two studies identified through a 

manual search were included. One evaluated the impact on waiting times, as well as 

satisfaction levels with over-the-phone clinical consultations provided by nurses to patients 

with rheumatologic diseases. For 1 month, 71 patients who were on the waiting list for a 

regular consultation were recruited for a follow-up phone call from a nurse in the 

rheumatology department. This phone consultation was used the same parameters as a 

standard outpatient visit. The results showed that 72% of patients appreciated this type of 

care and were not opposed to receiving this type of assistance again. Eight percent of patients 

preferred an in-person consultation with the nurse. The average wait time was reduced by 2 

months (257) (Evidence level 4). Another study evaluated the effectiveness of educational 

interventions in reducing barriers to health literacy and in improving health outcomes for 127 

patients with inflammatory arthritis. The intervention consisted of information provided in 

plain language, and/or two individual sessions with an educator trained in joint inflammatory 

diseases. This was compared with a standard outpatient visit. The intervention group showed 
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improvement in their mental health scores after 6 and 12 months (4.6% and 4.8% of change), 

while the control group’s score dropped (-4.3% and -0.8% of change). In terms of self-efficacy, 

the intervention group improved more from the initial intervention up to 12 months (1.5% and 

3.6% change vs. -3.2% and -2.0% change). Differences between individual care and standard 

care were statistically significant at 6 and 12 months, except in the percentage of change in 

mental health scores at 12 month. Adjusted multivariate analysis showed significant 

improvements regarding the mental component of SF-36 in the individual care group (average 

difference between groups = 7.5 points, p = 0.003). This improvement was higher after 6 

months (7.5 points, p = 0.01) than after 12 months (6.3 points, p = 0.03). In univariate analysis, 

however, the intervention had a significant impact on self-effectiveness, which was not the 

case in multivariate models (p = 0.12) (258) (Evidence level 1b). 

The guideline development group also deemed it appropriate to mention content from other 

publications on the role of nurses in rheumatology care. The work of nurse practitioners can 

be as a caregiver directly treating the patient and his/her disease and/or as an interface 

between the patient and his/her rheumatologist, other health professionals, patient 

associations, or official bodies. The range of duties discharged by nurses in patient care is 

broad: follow-up through systematized clinical evaluations, including the measurement of 

metrological parameters and/or questionnaires; compliance control, self-administration, 

dosing responsibilities, and secondary effects of treatments; administration and monitoring of 

biological drugs, both subcutaneous and intravenously, which can be carried out according to 

protocols and/or clinician directed. A nurse benefits the patient by solving different problems 

related to his/her disease, greatly assisting with a rheumatologist’s workload. Nurses also 

benefit the healthcare system by greatly lowering operating costs (4, 263-266). Recent project 

SCORE abstracts submitted to the SER and EULAR congresses report that nurse-led 

rheumatology clinics contribute to less frequent primary care consultations and improvements 

in clinical results and patient quality of life, knowledge, treatment adherence, and perceived 

quality of healthcare provided (267). 

 

In light of all this, the guideline development group recognizes the many advantages of having 

clinical nurse specialists help in the management of patients with ankylosing spondylitis or 

with psoriatic arthritis. Their assistance is particularly valuable in tasks such as clinical 

metrology, monitoring patient compliance, self-administration, ensuring correct dosage, 

secondary treatments effects, educational programs and liaising between patients and other 

professionals or entities.  
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Based on the experience of the guideline development group, another important role played 

by nurses is in the prevention and management of adverse effects and complications, 

medication issues, and other special situations (vaccinations) (268). Nursing care represents 

the first intervention in patient care, encompassing infections, surgeries, dietary and hygienic 

habits, exercise programs, control of cardiovascular risk factors, tobacco cessation and 

restriction, and alcohol intake. The desirability of turning patients into active participants, and 

not mere recipients of their care, by offering them information and monitoring, as well as 

giving them and their families the attitudes and technical skills to deal with the disease and 

increasing their quality of life, is also to be emphasized (269). 
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 8. General Advice for Patient Management 

 

 

 

The management of patients with axial spondyloarthritis or psoriatic arthritis must be 

carried out by taking into account each patient's individual characteristics (Grade D 

recommendation). 

Before early implementation of treatment for axial spondyloarthritis or psoriatic arthritis, 

patients must be properly informed regarding pharmacological properties and side effects, 

treatment duration, expected benefits and possible secondary effects, taking their 

preferences into consideration (Grade D recommendation). 

In prescribing biologics particular attention must be paid to the patient's age, preferences, 

tolerance, previous treatment, secondary effects, possibility of pregnancy, and cost benefits 

(Grade D recommendation). 

The Patient and/or family should be instructed regarding self-care of joints, and self-

management of biological therapy (Grade D recommendation). 

Health professionals will offer information to patients with axial spondyloarthritis regarding 

the most appropriate physical exercise (Grade D recommendation). 

The health professional will give patients with axial spondyloarthritis information regarding 

tobacco cessation programs (Grade D recommendation). 
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9. Perspective of patients suffering from AsP and AxSpA  
 

“The illness: an invisible companion for one’s entire life”  

(A patient's reflection) 

It is important to obtain information on how patients understand and perceive the diseases 

they suffer. In formulating this clinical practice guideline, the perspective of patients suffering 

from axSpA and PsA was included by having two of them directly partake in the process. This 

included reviewing the existing scientific studies regarding and moreover asking patients that 

volunteered to share their experiences and concerns. 

Systematic Review 

The review examined the available scientific literature, whether quantitative or qualitative in 

methodology. In addition, patient concerns, worries and needs (adherence, quality of life...) 

regarding a given treatment, as well as those areas in which patients, their families and 

caregivers need more information and support were all addressed.  

Below is a summary of the information gained through review of the selected studies. 

Diagnosis 

The elapsed time between the onset of symptoms and the diagnosis is too 

long for patients and is described by them as frustrating and discouraging. 

This feeling of frustration stems from the pain they suffer, from lack of 

sleep, and from the fact that they do not know why this is happening. The 

diagnosis alters the patient's, his/her caregiver's, and family's daily life. The 

difficulty of obtaining an accurate diagnosis has a deep psychological impact. 

This stage involves going through a period of undiagnosed symptoms, which 

affects aspects of daily life. Until they are properly diagnosed, patients are 

unable to understand what is happening to them and cannot explain it to 

others. Finally, they are unable to know how their future is going to be 

affected. 

Diagnosis is seen as a relief, as the disease is finally identified, and this 

uncertainty is resolved. Afterwards, however, comes a new stage fraught 

with worries and negative expectations regarding their ability to handle 

what the future holds for them. Patients begin to wonder if, in a few years, 

they will increasingly have to rely on others in their everyday lives (270-275). 

Hereditary Disease: 

Regarding diagnosis, there is another aspect related to the uncertainty a 

patient feels: the fact that his/her disease may be hereditary. The chance 

that other members of their family might develop the same disease causes 

“self torture” and worries the family. The perception of themselves as “sick 

people for life” also generates anxiety, although some patients do realize 

Experts 

Opinion 4 

Q+, Q++ 
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that the disease will not be transmitted to offspring. The studies highlight 

the importance of the doctor’s help in alleviating much uncertainty if he/she 

can explain the role of genetics in a sympathetic manner and in plain 

language (276). 

The Symptoms of the Disease 

General tiredness or asthenia: 

One of the more obtrusive symptoms is general tiredness or asthenia. It 

constitutes an unknown, unpredictable, and uncontrollable physical 

experience for the patient, as if he/she had “another body”. It appears 

suddenly, without any previous physical effort that might explain it. Things 

that are tolerated one day become unbearable the next. This can be difficult 

for those around them to fully grasp. Asthenia is described as a lack of 

energy and a general tiredness that prevents one from carrying out daily 

activities, particularly at work, but also in family life. 

Mothers can identify with this problem, and note their inability to bear the 

workload associated with childcare. Fathers describe as very important the 

turmoil they feel at being unable to play with their kids, a problem that adds 

to the lack of energy for helping with household chores. 

However, the majority of patients find a way to deal with these problems. 

Among the most effective coping mechanisms are: resting and sleeping, 

adjusting activity levels and avoiding stress, dividing tasks between big and 

small, and asking other family members for help. 

Patients would also like to see more research into non-pharmacological 

solutions for battling tiredness and asthenia (271, 273, 277-282). 

Pain: 

The main frustration of asthenia is the difficulty patients experience in trying 

to describe it. Patients feel great uncertainty about when their disease might 

lessen in severity. In addition, fear of its recurrence is a cause of 

considerable distress. 

Their relationship with their own body changes when the pain becomes 

chronic, when there seems no possibility of returning to a life without pain. 

Pain becomes part of daily life, “part of the family”. This constant “partner” 

paradoxically makes the patient feel his/her own body more acutely, instead 

of less self-conscious. For patients suffering psoriatic arthritis, the 

symptomatology of the pain is more unbearable than skin lesions. 

Patients understand that it is a symptom that only they register due to its 

invisibility. Patients often feel that people around them do not believe in 

their suffering, and that this disbelief extends to all spheres: family, clinical, 

Q+, Q++ 
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and social (275, 283). 

External Appearance: 

Patients, especially those with psoriatic arthritis, tend to perceive a stigma 

of the “visibility of the illness”. This visibility is two-fold in nature: in addition 

to skin lesions, they must also suffer articular changes (284). 

Treatment 

Before starting a prescribed treatment, patients search for information on 

the medicine in question, either through the doctor, or via the drug's 

information sheet (or leaflet) and/or the internet. 

Patients express fear of what are regarded as new drugs i.e., biological 

therapies. Fortunately, the majority of patients experience an improvement 

in both their functional and work capacities. However, many state continued 

difficulties with other symptoms of the disease and often request 

occupational therapy. 

Patients understand that to achieve compliance (adherence to treatment), 

they need to trust their rheumatologist. The most effective way to positively 

influence a patient’s perception of a new medication is by maintaining an 

open and informative dialogue between themselves and their 

rheumatologist (285, 286). 

Q+, Q++ 

Living with the Disease 

Living with Spondylitis: 

Spondylitis is considered by patients to be a fluctuating illness. There are 

stages in which the disease allows them to have a more or less normal life. 

To achieve this, they often must modify certain daily habits that enable 

improved mobility and avoidance of overstraining. This may also involve 

turning to less demanding sports activities. There are other stages of the 

disease in which they must slow their activity level, due to stiffness, 

asthenia, and general fatigue. There are also stages in which they must 

cease certain activities as their pain becomes unmanageable (287). 

Living with SpA: 

For patients with psoriatic arthritis, an outbreak is much more than just an 

inflammation of the joints. Patients in the early stages of the disease learn 

to identify the pre­outbreak phase. As time goes by, they even learn how to 

manage the trigger factors and the pre­outbreak phase in order to halt its 

progress. This is typically achieved either through self-management 

techniques or medication. However, patients also admit that there are times 

when the outbreak cannot be controlled (288). 

Descriptive 

Study 3   
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Disease Management: 

There are different ways to manage the disease depending on how long the 

patients have been living with their illness. Those with more experience can 

generally face it in a more positive way. They know which adjustments must 

be made in order to better navigate the difficulties ahead of them. Patients 

who have been more recently diagnosed have a harder time in making these 

adjustments. 

In general, the most important aspects of effective self-management 

include: a positive attitude, an ability to adapt to the disease, to remain 

indifferent to what other people may think, to safely self-medicate, and to 

integrate the aforementioned into their daily life and routines (283, 289). 

Changes in the Perception of Oneself: 

The disease provokes a feeling of vulnerability in patients. The difficulty they 

often face in maintaining family roles is considerable. Pain, asthenia and 

tiredness, lack of mobility and physical limitations all combine to interfere 

with the fulfillment of their roles as parents and/or grandparents. 

These feelings are strikingly more pronounced in male patients. They no 

longer feel like a “superman” able to do everything and this seriously 

undermines their masculinity. The disease affects their abilities to be the 

ideal father according to established social criteria. In addition, the situation 

continuously reminds them of being ill. They feel guilty and indignant 

because they cannot do certain things such as keeping their jobs and are 

forced to stay at home (273, 290). 

Work:  

The aforementioned symptoms - tiredness, “invisibility”, fluctuations, and 

unpredictability - act as barriers that complicate and burden patients' lives. 

There are two particularly important aspects to this: 

- Workplace issues: Difficulty getting to work and inadequate facilities. 
- Difficulty with interpersonal relationships at work: Specifically, the lack 

of understanding on the part of bosses and colleagues. The health 
problem is not readily visible to bosses and this can lead to fear of 
losing one’s job, stigmatization, and/or negative reaction from 
workmates. Thus, many suffering this disease “wear a mask to hide 
their arthritis, pretending that everything is fine.” 

Patients understand that continuing to work may involve complex emotional 

challenges. Feelings of guilt, sadness, and depression brought on by various 

disease-related losses and limitations are commonplace. However, most 

patients prefer to continue working even if it means sacrificing other 

important things. 

Patients did describe some solutions that might make their situations more 

manageable: more flexible scheduling and workplace conditions such as 
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well-designed ergonomic modifications supervised by a professional 

therapist (279). 

Social Relationships: 

The disease has a considerable impact on social relationships. 

Patients express difficulty in dealing with the perceptions of friends who 

cannot understand their illness, particularly when there are no visible signs 

of it. This causes suffering because, little by little, their relationships with old 

friends grow more distant. 

On a positive note is the formation of new relationships with fellow patients 

who do understand the disease (273, 275). 

Sexuality: 

This type of disease can also negatively affect a patient’s sexuality. Tiredness 

or asthenia is the most limiting factor on sexual relations, followed closely 

by joint and muscular pain. In addition, particular emphasis is placed on the 

compounding effects of anxiety and depression (280, 291). 

Patients understand that sexual function plays an important role in quality 

of life, and that there is a negative correlation between sexual problems and 

quality of life and/or health levels. Indeed, tiredness, low energy levels, poor 

mental health, limitations in daily life due to physical problems all act to 

lower quality of life, thus contributing to sexual problems (292). 

Relationship with Health Professionals: 

The experience of the patients with health professionals is positive, but they 

also express various needs they have in this regard. They want their 

physicians to listen to them and see them. Health professionals must be 

accessible, with real patient-doctor interactions (293). 

Q+, Q++ 

Caregiver's Perspective: 

Relatives or caregivers living with patients suffering from spondylitis or 

psoriatic arthrosis can also experience difficulties. The role of caregivers is 

crucial since they contribute to the patient's physical and emotional well-

being. However, caregivers and relatives must also incorporate important 

changes in their own daily lives and leisure activities. This can entail certain 

problems: 

- From a mental health point of view: emotional overload, feelings of 
guilt, discouragement. 

- Workplace problems due to absenteeism to care for a relative. 

- Effects on relationships and social networks: decreases in spare time 

Q+, Q++ 
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Qualitative Study 

In order to understand the disease experience among patients from the same cultural 

background, a primary qualitative investigation was carried out. This involved holding 

discussion groups, as well as in-depth interviews, with patients suffering ankylosing spondylitis 

and psoriatic arthritis. Such feedback helped identify questions more relevant to these 

patients. It is hoped that such information will augment what is available in the current 

literature. 

The most important conclusions of the qualitative investigation are summarized in the 

following table: 

Categories Analysis 

Diagnosis Calvary 

A definitive diagnosis serves as a sort of Calvary for these patients. For 

example, it can be interpreted as a stage of the pilgrimage undertaken by 

professionals to alleviate a patient’s anxieties. It is a process that starts 

with a family doctor, continues with a physiotherapist and, sometimes, 

also with a traumatologist, until the right diagnosis is found. 

Unfortunately, for the patient all of this can feel like a waste of physical 

and mental energy. 

“You go to your family doctor and they attribute it to lower-back pain.” 

and leisure activities. 

Caregivers understand that their workload will increase as the patient 

becomes more dependent. They also lament the lack of institutional aid they 

receive (270). 

Need for Information 

The three main sources of disease information patients rely on are: first, the 

internet; second, written information obtained in hospitals; and third, 

information provided by health professionals.  

Based on patient profiles, women are more likely to ask for additional 

information, while older patients tend to be more satisfied with the amount 

of information they receive.  

For patients, it is very important to have information about their prognosis. 

It is also important that this is conveyed in a hopeful yet realistic way, and 

that they understand their options so that they can better adapt to living 

with a chronic disease (158, 273, 293). 

Descriptive 

Study 3 
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 “My family doctor and the traumatologist told me that it was just a knock. They 

gave me infiltrations. These were effective for a while… they then sent me to the 

surgeon, who examined me and asked me if I wanted to have my finger 

amputated. Then someone had the idea to send me to the rheumatologist.” 

“I have had problems since I was a kid. Even when in the military service I had 

problems as I couldn't maintain the same pace as the others… After a check-up at 

a military hospital they told me: “Get out of here, you are just a lazy ass. Or that 

this was a pain caused by the sciatic nerve, a herniated disk, that I should have 

surgery, that I shouldn't….” 

Impact and Relief 

To obtain the right diagnosis means to put a name to the illness, which 

can be a great to patients. 

“You finally know what you have! It is very important to get a name for it. You 

know that then there will be a treatment” 

“I didn't know what ankylosing spondylitis was; it was even difficult for me to 

learn to say the word. But now it is very rewarding to help other people by 

sharing my experiences.” 

Later, must assimilate the fact that they have a chronic disease, and the 

difficulty of accepting this will have a deep emotional impact on their 

lives. 

“When they tell you, you don't know what questions to ask; it all comes rushing 

in: is this for life?” 

Prognosis 

Follow-up 

A companion for life 

The core worry of patients relates to the chronic nature of the illness. 

“The shock you feel following diagnosis leaves you puzzled. After that, when they 

explain to you that you have a degenerative disease, that it is for life… it keeps 

you thinking. The first thing you ask is: But, can I do anything to stop it? They tell 

you you can't.” 

“It is difficult to imagine that you are going to have this illness forever.” 

Uncertainty 

A recurring complaint among patients concerns the information on 

disease evolution and prognosis, and the manner in which it is conveyed, 

by professionals. Time constraints during patient consultations could be 

offset by greater sensitivity on the part of the doctors. 

“The doctor has no more than 10 minutes’ time. You leave with a lot of doubt 

that you cannot express. The doubts surface when you arrive home”. 

“They must explain everything that the illness entails. They should also 

explain that the disease could evolve in different ways… The attitude the 
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doctor conveys is very important, even if they tell you that you can end up in 

a wheelchair.” 

“You don't know whether your evolution will be good or bad until a 

considerable amount of time has passed” 

Clinical 

Manifestations 

Symptomatology 

To Live with Pain and Getting Used to It 

Although spondylitis and psoriatic arthritis having their own specific 

characteristics, some symptoms are common to both diseases. Pain is 

perceived as the main symptom in terms of its negative impact on 

quality of life. 

“I used to have joint pain… overall pain in my back that often made it 

impossible to sleep at night… There are times in which the pain in my arm 

feels as if it is being torn off.” 

“Physiotherapy and painkillers made me feel better, but it wasn't enough.” 

“I have experience various things, but spondylitis is the most painful illness I 

have ever had. It is a very annoying disease, and causes a lot of pain.” 

“When I’m in pain I don't want to speak to anyone until it's over. Even my 

wife, when she sees a certain look on face, know to leave me alone. I would 

rather be alone, since I can make strange gestures and movements that help 

relieve the pain. The good thing is that I anticipate these episodes;, I tell 

myself that this is going to happen.” 

Not only is the illness chronic, the pain is as well, a realization the 

patient must become accustomed to, it and which is difficult to 

quantify or describe. 

“You suffer from pain daily… how can you tell someone else how you feel?” 

“You get used to pain. You are always going to suffer from pain.” 

“One gets used to pain. I carry on with pain every day and have gotten used 

to it. You get to a point in which it is very difficult to evaluate the extent of it 

and you must simply bear with more and more.” 

 

Tiredness, eternal tiredness 

Another major physical limitation suffered by patients is general 

tiredness or asthenia. This is a recurring symptom that is often 

exacerbated by the additional efforts that daily activities require. 

“I have always become easily tired… There are days in which I can do 

nothing; I feel very tired… even my voice, it disappears and I just have a tiny 

voice” 

“How are you? Tired… It is a constant tiredness.” 

Treatment As regards treatment, the most important development has to do 
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with new pharmacological therapies. Patients are often of two mind 

about this: some have doubts about these drugs while others prefer 

them to their former medications. 

“Among the patients I know, I must be the one who has been reluctant to start 

with biologicals. I have objections, but started with them because my doctor said 

there was no other choice. I was terrified of getting the injections.” 

“I pushed very hard for treatment with biologicals, because I had asked around 

and everybody told me they felt better on them.” 

Almost universally, patients’ concerns about side effects will affect their 

acceptance or refusal of such treatments. 

“You start getting some information about the treatments that is alarming. I 

read through pages and pages about the side effects. They used to tell me not to 

read them. What happens is that, since there aren't many more options, you tell 

yourself that you are in good hands.” 

A more individualized and continuous follow-up plan would increase 

patient adherence to these types of medicines. 

“Another thing is that although they gave me the medicine, they don't make 
certain whether you are taking it or not. It is not an easy treatment; it is not 
just swallowing a pill and that's it.” 

Genetic Profile The Shadow of Inheritance 

The fear that the illness can be inherited is especially pronounced in 

those patients who have children. There is a special sensitivity regarding 

this aspect that makes these patients acutely sensitive to any symptoms 

or sign that their children may exhibit. 

“I started to think that my daughter had problems, but I kept quiet and didn´t 

share my fears. The doctor didn´t know what to say… And now, when my 

grandson says that something hurts, then I....” 

“It is like a lottery, you never know.” 

“I have relaxed regarding my kids as the years have gone by. Since it all started 

for me when I was very young, seeing one more year pass by without any 

symptoms felt good.” 

“My son felt pain in the lumbar area and the heels and I panicked.” 

Impact on Daily 

Life 

Changes in Daily Activities 

The illness causes significant changes in the patients' daily lives 

because it affects their work life, social life and emotional life. For 

many, it involves a traumatic break with the daily routine they once 
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followed, forcing dramatic changes their everyday activities. 

 “I have hardly ever been able to hold my grandchildren in my arms. It seems 

trivial, but it is not. When I am with my granddaughter and she says: hold 

me, grandpa, If have to tell her 'No, no, I can't'” 

Problems at Work 

Physical limitations diminish the functional ability to work. Such 

changes vary with the personal situation of each patient. 

“It became harder and harder to adopt certain postures at work. There were 

things that I didn't sense as normal, but I couldn't link them. I used to go to 

the doctor because of the pain and because I bumped myself… I used to think 

I was clumsy. I felt myself clumsier and clumsier, bending over was hard.” 

“Quitting my job was traumatic.” 

“I have always liked my job.” 

The most physically demanding jobs more often force patients into a 

disability-based retirement due to their inability to do the work. 

“Age affects you (at 49 "total incapacity", and then at 53 "absolute 

incapacity"). It is a relatively young age to quit working, and you have a hard 

time. I didn't want to reach absolute incapacity, but rather to maintain total 

incapacity, since being at work helped me not to think about my illness. Even 

if my duties were lighter, it was very helpful. This activity helped me.” 

It is difficult to accept the possibility that one might have to resign 

from work. When this finally occurs, patients look for other options to 

help them feel more useful professionally. 

“When I resigned from work I told myself I had to be proactive, change my 

life. I have tried to get used to my new life and I'm not doing badly. I like to be 

called and be able to help, although there are days in which I can't do a 

thing, I feel awful and I can't do a thing. The advantage of not working is that 

I do it when I can… although my work is limited to advising my colleagues, it 

still helps me a lot. This activity helps me” 

Obstacles to Leisure Activities 

The disease also forces patients give up leisure activities they once 

enjoyed. This has a negative impact on their mood and registers as 

one more loss in their quality of life. 

“Since I was young, I used to see my brothers and other people who got less 

tired than I did. I used to make an effort and I felt exhausted while they kept 

going. That was traumatic during my youth. I used to practice sports, but 

there comes a time when you can't practice sports, because you just can't. It 

was traumatic not to be able to participate anymore.” 
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Personal and Social Relationships 

These illnesses are unknown to the general public. This relates to 

patients stating that they feel their diseases are neither understood 

nor accepted by the people surrounding them. 

“When I wake up tired, when I'm slow to react… but then others see you and 

see how you look and they don't see you badly. The people I encounter 

regularly know I suffer from psoriatic arthritis because I mention it, because 

they don't see you when you are doing badly. The illness is unknown to many 

people.” 

“I used to arrive bent over to the factory; you started there, started greasing, 

and at 10 you were feeling fine. My co-workers used to say: 'You are just 

pretending'. It is not understood.” 

“This feeling of being misunderstood never goes away. If you manage, they 

say you are doing fine and you are the one saying I feel bad.” 

“When I finally found something that explained what the illness was, the first 

thing I did was to call my family and tell them: I need you to read this.” 

Emotional Level 

Emotional problems can have serious consequences. It is easy to lose 

control. However, patients find resources to face depressive stages. 

They try not to let the disease take control over their lives. The role of 

the family and their support are of key importance to overcoming 

emotional crises. 

“Everything affects you a lot. My father died recently from a very hard illness 

and I've had a bad time. Because I'm disabled, I couldn't help my father as I 

would have liked because my illness hasn't allowed me.” 

“I have downs, I must admit. I wake up many nights… I haven't suffered from 

depression because thank God my family supports me a lot. I get up at night, 

I start crying, I get over it, I go back to bed and nobody finds out… Family is 

the main support. If I had been alone, I would have gotten depressed. My 

personality is changing.” 

Fostering relationships with other patients suffering from the same 

illness and learning about their experiences can be emotionally 

therapeutic. 

“I went to a patients' association; I saw other people in my same situation.” 

“I try to cheer other people up, and it cheers me up.” 

 

Coping Keep Active 

Practicing any type of physical activity is a lifesaver for many patients. 

In order to alleviate the disease's symptomatology, patients have 
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found that regular exercise can relieve the symptoms and improve 

their performance and quality of life. 

“They prescribe me pain killers, but as I could be taking them for life, I asked: 

Are there any other choices? To exercise as much as possible. Pilates, 

swimming… With Pilates it is now rare that if I have to get up at night, when 

before the normal thing was that I could sleep. By doing exercise I have less 

pain and I feel more flexible. But I can do Pilates because I don't have to 

work.” 

“You have to do something, spend your time doing something, because if I 

think too much, I get down.” 

Adapting to Limitations 

Although the physical and emotional impacts of the disease vary with 

each patient, most develop coping mechanisms allowing them to 

properly face the disease and adapt to the limitations imposed on 

their lives. 

“As these are diseases that start at an early age, you learn to live with them.” 

“You get used to limitations. I know that I can't do certain things, but I 

manage to do them in a different way.” 

“You know that there are a lot of things you can't do, but you overcome the 

limitations, put your shoes on, your socks, sitting down… you do it your way 

and you live a normal life.” 

Always Maintain a Positive Attitude 

One coping mechanism that patients develop seems related to the 

human survival instinct. It is all about adopting positive attitudes so 

that their health doesn't undermine their lives emotionally. However, 

many patients express the need for psychological support to achieve 

this goal. 

“Knowing how to face the disease and knowing how to live with it.” 

“I don't have any problem talking about my disease.” 

“The way you face the disease and your attitude are very important. One 

thing you lose with this disease is the psychological support you should have. 

When you are 20 and they tell you that you have a degenerative disease… 

you have to have a positive attitude to endure all that is coming” 

 “Although pain goes on inside, I try not to show it publicly.” 

Relationship 

With 

Professionals 

Good Treatment 

There are various aspects to consider in the doctor-patient 

relationship. For example, the very concept of “good treatment”. It is 

remarkable that the majority of patients rate the treatment received 

from their specialist rheumatologists as excellent. However, there are 
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still issues regarding positive and effective two-way communication 

with the doctors: personalized attention and training in “caring know 

how” to improve patients' relationships with professionals. 

“I couldn't get better care.” 

“Doctors calling you by your name is important. Personalized attention on 

both the specialist and family doctor's parts.” 

“That they know your name, and smile at you.” 
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10. Recommendations for Future Investigations 

● Future investigations must advance our understanding of the effects of early 

pharmacological treatment on functional capacity, structural damage, and quality of life in 

patients with axial spondyloarthritis or psoriatic arthritis. 

  

● There is a need for studies comparing effectiveness of treatments for non-radiographic axial 

spondyloarthritis versus new biological therapies that utilize a mechanism of action different 

from anti-TNF (ustekinumab, secukinumab). 

 

● Additional studies must be conducted to identify beforehand in which patients with axial 

spondyloarthritis it is possible to reduce the dosage of anti-TNF, and in which patients this is 

not feasible. 

 

● More long-term studies are needed comparing the effectiveness of biological therapies, 

versus sulfasalazine, in reducing the recurrence rate of uveitis and in improving visual 

prognosis in patients with ankylosing spondylitis. 

 

●The role of different exercise programs must be investigated for both patients with axial 

spondyloarthritis in the ankylosis phase and in those with mild mobility and functional 

limitations.  

 

● More RCTs with proven methodologies must be undertaken to investigate the effectiveness 

of biological monotherapy for patients with psoriatic arthritis in its different manifestations: 

peripheral, axial, enthesitis, dactylitis, and uveitis. 

 

● Additional studies must be conducted to evaluate the effectiveness of traditional DMARDs 

on axial manifestations, enthesitis, dactylitis, and uveitis for patients with PsA. 
 

● Also warranted are further investigations directly comparing whether there is an added 

advantage to treating patients with a combination of biological drugs and MTX compared to 

biological treatment in monotherapy. 

 

● Well-designed long-term studies on managing patients with AsP using multidisciplinary 

consultations (rheumatology-dermatology) would similarly be welcome in this context. 

 

● There is need for studies using proven methodologies to identify those nurse-administered 

health educational programs that might prove applicable to our own healthcare system for 

patients with AsP and axSpA. 
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2017 Update 

11. Therapeutic strategies 
Below are the different treatment algorithms based on the recommendations proposed in the 

guide 

11.1. Algorithm 1: Treatment of axSpA 

 

Biological therapy
[i-TNF, anti-IL17A]3,4

AXIAL SPONDYLOARTHRITIS

YES

NSAID / Physical therapy 

NO2

Serious recurrent 

uveitis refractory to 

DMARDs5

Maintain treatment
Evaluate every 3-6 
months

Switch to another BT 
[i-TNF, anti-IL17A4]

Therapeutic goal 
achieved?1

YES

NO2

Therapeutic goal 
achieved? 1

1. BASDAI < 4 or ASDAS < 2,1 (Minimal therapeutic goal )

2. Positive rheumatologist’s opinion for the use of BT

3. Consider prognostic factors of response and radiographic evolution

4. Infliximab and secukinumab have no approved indication for nr-axSpA

5. MTX or SSZ

6. Crohn’s disease: INF and ADA. Ulcerative colitis: INF, ADA and GOL

Inflammatory bowel 

disease associated SpA

Preferencia por anti-TNF 
monoclonales

Consider i-TNF6 

antibodies

Special situations

a) Active peripheral arthritis: Start DMARDs  before BT (SSZ first 

choice, MTX and LF alternative in special situations) and consider 

local infiltrations with glucocorticoids.

b) Active enthesitis: consider local infiltrations with glucocorticoids 

before BT.

c) Active dactilitis: consider use of DMARDs (SSZ, MTX, LF) and local 

infiltrations with glucocorticoids before BT. 

Consider i-TNF 
antibodies

Maintain treatment
Evaluate every 2-4 
months
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11.2. Algorithm 2: Treatment of peripheral arthritis in PsA 

Biological therapy

(i-TNF, i-IL12/23, i-IL17)

PERIPHERAL ARTHRITIS

YES

csDMARD
(MTX, LFN, SSZ)

NO

G
lu

c
o
c
o
r
ti

c
o
id

s
: 
o
r
a
l 
o
r
 i
n

tr
a

-
a
r
ti

c
u

la
r

N
S

A
I
D

s

Maintain treatment

Evaluate every 3 months

Switch to 

BT or i-PDE4

Therapeutic 
goal 

achieved?

YES

NO

tsDMARD
(i-PDE4)*

Evaluate at 4-6 weeks

Evaluate at 4-6 weeks

* The use of Apremilast is recommended for the treatment of peripheral arthritis after failure or intolerance to 
csDMARDs, when it is deemed more convenient tan BT given the patient profile.

Therapeutic 

goal 
achieved?
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11.3. Algorithm 3. Treatment of enthesitis in PsA 

 

 

Biological therapy

(i-TNF, i-IL12/23, i-IL17)

ENTHESITIS

YES

NSAIDs and/or physical therapy and/or local glucocorticoid 
infiltrations

NO

Switch to 

BT or i-PDE4

YES

NO

tsDMARD

(i-PDE4)

Maintain treatment

Evaluate every 3 months

Evaluate at 4-6 weeks

Evaluate at 4-6 weeks

Therapeutic 
goal 

achieved?

Therapeutic 
goal 

achieved?
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11.4. Algorithm 4: Treatment of dactylitis in PsA 

 

 

Biological therapy

(i-TNF, i-IL12/23, i-IL17)

DACTILITIS

YES

NSAIDs and/or local glucocorticoid infiltration

NO

Switch to 

BT or i-PDE4

YES

NO

tsDMARD

(i-PDE4)

csDMARD

(if associated with 
synovitis)

Maintain treatment

Evaluate every 3 months

Evaluate at 4-6 weeks

Evaluate at 4-6 weeks

Therapeutic 
goal 

achieved?

Therapeutic 
goal 

achieved?

 

 



 

117 
CPG for the Treatment of Patients with Axial Spondyloarthritis and Psoriatic Arthritis. 2017 Update 

11.5. Algorithm 5: Treatment of the axial disease in SpAs  

 
 

Biological therapy
[i-TNF,  i-IL17]

AXIAL PsA

YES

NSAIDs and/or physical therapy

NO

Maintain treatment
Evaluate every 2-4 months

Switch to
Biological therapy

YES

NO

Maintain treatment
Evaluate every 3-6 months

Therapeutic 
goal 

achieved?

Therapeutic 

goal 
achieved?
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12. Appendix 
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Appendix 1. Levels of evidence and recommendations 
 

Oxford Centre for Evidence-Based Medicine – Levels of Evidence (294) 

 

Recommendation 

Grade 

Evidence 

Level 

Therapy / 

Prevention, 

Aetiology / Harm 

Prognosis Diagnosis 

Differential 

Diagnosis / 

Symptom 

Prevalence Study 

 Economic and 

Decision Analyses 

A 1a 

SR (with 

homogeneity*) of 

RCTs 

SR (with 

homogeneity*) of 

inception cohort 

studies; CDR†  

validated in 

different 

populations 

SR (with 

homogeneity*) of 

Level 1 diagnostic 

studies; CDR with 

1b studies from 

different clinical 

centres 

SR (with 

homogeneity*) of 

prospective cohort 

studies 

SR (with 

homogeneity*) of 

Level 1 economic 

studies 

 

1b 

Individual RCT 

(with narrow 

Confidence 

Interval) 

Individual 

inception cohort 

study with > 80% 

follow-up; CDR†  

validated in a 

single population 

 

Validating** 

cohort study with 

good reference 

standards†††; or 

CDR†  tested 

within one clinical 

centre 

Prospective cohort 

study with good 

follow-up**** 

Analysis based on 

clinically sensible 

costs or 

alternatives; 

systematic 

review(s) of the 

evidence; and 

including multi-

way sensitivity 

analyses 

1c All or none§ 
All or none case-

series 

Absolute SpPins 

and SnNouts†† 

All or none case-

series 

Absolute better-

value or worse-

value analyses 

†††† 

B 2a 

SR (with 

homogeneity*) of 

cohort studies 

 SR (with 

homogeneity*) of 

either 

retrospective 

cohort studies or 

untreated control 

groups in RCTs 

SR (with 

homogeneity*) of 

Level >2 diagnostic 

studies 

SR (with 

homogeneity*) of 

2b and better 

studies 

SR (with 

homogeneity*) of 

Level >2 economic 

studies 

 2b 

Individual cohort 

study (including 

low quality RCT; 

e.g., <80% follow-

up) 

Retrospective 

cohort study or 

follow-up of 

untreated control 

patients in an RCT; 

Derivation of CDR† 

or validated on 

split-sample§§§ 

only 

Exploratory** 

cohort study with 

good††† reference 

standards; CDR† 

after derivation, or 

validated only on 

split-sample§§§ or 

databases 

Retrospective 

cohort study, or 

poor follow-up 

Analysis based on 

clinically sensible 

costs or 

alternatives; 

limited review(s) 

of the evidence, or 

single studies; and 

including multi-

way sensitivity 

analyses  
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Recommendation 

Grade 

Evidence 

Level 

Therapy / 

Prevention, 

Aetiology / Harm 

Prognosis Diagnosis 

Differential 

Diagnosis / 

Symptom 

Prevalence Study 

 Economic and 

Decision Analyses 

2c 

“Outcomes” 

Research; 

Ecological studies 

“Outcomes” 

Research 
 Ecological studies 

Audit or outcomes 

research 

3a 

SR (with 

homogeneity*) of 

case-control 

studies 

 

SR (with 

homogeneity*) of 

3b and better 

studies 

SR (with 

homogeneity*) of 

3b and better 

studies 

SR (with 

homogeneity*) of 

3b and better 

studies 

3b 
Individual Case-

Control Study 
 

Non-consecutive 

study; or without 

consistently 

applied reference 

standards 

Non-consecutive 

cohort study, or 

very limited 

population 

Analysis based on 

limited 

alternatives or 

costs, poor quality 

estimates of data, 

but including 

sensitivity analyses 

incorporating 

clinically sensible 

variations. 

C 4 

Case-series (and 

poor quality 

cohort and case-

control studies§§) 

Case-series (and 

poor quality 

prognostic cohort 

studies***) 

Case-control study, 

poor or non-

independent 

reference standard 

Case-series or 

superseded 

reference 

standards 

Analysis with no 

sensitivity analysis 

D 5 

Expert opinion 

without explicit 

critical appraisal, 

or based on 

physiology, bench 

research or “first 

principles” 

Expert opinion 

without explicit 

critical appraisal, 

or based on 

physiology, bench 

research or “first 

principles” 

Expert opinion 

without explicit 

critical appraisal, 

or based on 

physiology, bench 

research or “first 

principles” 

Expert opinion 

without explicit 

critical appraisal, or 

based on 

physiology, bench 

research or “first 

principles” 

Expert opinion 

without explicit 

critical appraisal, 

or based on 

economic theory 

or “first principles” 

Notes 

Users can add a minus-sign “-” to denote the level of that fails to provide a conclusive answer 

because: 

1. EITHER a single result with a wide Confidence Interval  

2. OR a Systematic Review with troublesome heterogeneity 

Such evidence is inconclusive, and therefore can only generate Grade D recommendations. 

* By homogeneity we mean a systematic review that is free of worrisome variations 

(heterogeneity) in the directions and degrees of results between individual studies. Not all 

systematic reviews with statistically significant heterogeneity need be worrisome, and not all 

worrisome heterogeneity need be statistically significant. As noted above, studies displaying 

worrisome heterogeneity should be tagged with a “-” at the end of their designated level. 

† Clinical Decision Rule. (These are algorithms or scoring systems that lead to a prognostic 
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estimation or a diagnostic category.) 

‡ See note above for advice on how to understand, rate and use trials or other studies with wide 

confidence intervals. 

§ Met when all patients died before the Rx became available, but some now survive on it; or when 

some patients died before the Rx became available, but none now die on it. 

§§ By poor quality cohort study we mean one that failed to clearly define comparison groups and/or 

failed to measure exposures and outcomes in the same (preferably blinded), objective way in 

both exposed and non-exposed individuals and/or failed to identify or appropriately control 

known confounders and/or failed to carry out a sufficiently long and complete follow-up of 

patients. By poor quality case-control study we mean one that failed to clearly define comparison 

groups and/or failed to measure exposures and outcomes in the same (preferably blinded), 

objective way in both cases and controls and/or failed to identify or appropriately control known 

confounders. 

§§§ Split-sample validation is achieved by collecting all the information in a single tranche, then 

artificially dividing this into “derivation” and “validation” samples. 

†† An “Absolute SpPin” is a diagnostic finding whose Specificity is so high that a Positive result rules-

in the diagnosis. An “Absolute SnNout” is a diagnostic finding whose Sensitivity is so high that a 

Negative result rules-out the diagnosis.  

‡‡ Good, better, bad and worse refer to the comparisons between treatments in terms of their 

clinical risks and benefits. 

††† Good reference standards exist independently of the test, and are applied blindly or objectively to 

applied to all patients. Poor reference standards are haphazardly applied, but still independent of 

the test. Use of a non-independent reference standard (where the ‘test’ is included in the 

‘reference’, or where the ‘testing’ affects the ‘reference’) implies a level 4 study. 

†††† Better-value treatments are clearly as good but cheaper, or better at the same or reduced cost. 

Worse-value treatments are as good and more expensive, or worse and the equally or more 

expensive. 

** Validating studies test the quality of a specific diagnostic test, based on prior evidence. An 

exploratory study collects information and trawls the data (e.g. using a regression analysis) to find 

which factors are ‘significant’. 

*** By poor quality prognostic cohort study we mean one in which sampling was biased in favour of 

patients who already had the target outcome, or the measurement of outcomes was 

accomplished in <80% of study patients, or outcomes were determined in an unblinded, non-

objective way, or there was no correction for confounding factors. 

**** Good follow-up in a differential diagnosis study is >80%, with adequate time for alternative 

diagnoses to emerge (for example 1-6 months acute, 1 – 5 years chronic) 

 
Grades of Recommendation 
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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 that has potentially clinically important differences than the original study 

situation. 
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Appendix 2. Glossary and Abbreviations 

Glossary 

Disease Burden: Indicator that measures the loss of health in a given population whether or 

not the consequences of the disease are lethal. Its unit of measure is disability adjusted life 

years (DALYs). 

Cochrane Library: Database provided by the Cochrane Collaboration, which consists of, among 

other things, original systematic reviews carried out by this organization (Cochrane Database 

of Systematic Reviews - CDSR). The intention is to summarize meta-analyses and other 

evidence-based research to aid the medical community in gauging the effectiveness of 

treatments, medicines, and the like. 

Dactylitis: Inflammation of the joints and tendons in the fingers and toes; commonly known as 

“Sausage Fingers”. 

Embase: European database (Dutch) managed by Excerpta Medica that canvases the 

worldwide literature in the fields of clinical medicine and pharmacology.  

Randomized Controlled Trial (RCT): A study design in which subjects are randomly assigned to 

two groups: an experimental group that receives the treatment being tested, and a 

comparison (or control group) that receives standard treatment (or sometimes a placebo). 

Both groups are monitored to observe any differences in the results. in this way the 

effectiveness of treatment is assessed. 

Enthesitis: Inflammatory process in the enthesis that occurs at the point where tendons and 

ligaments meet bone. The most frequent symptoms are pain, inflammation, and redness in the 

affected area.  

In-depth Interview: Qualitative investigation technique for obtaining information via a 

conversation between an informant (with previously predetermined characteristics) and an 

interviewer.  

Open Trial: 1. Clinical trial where the researcher knows which treatment is being administered. 

2. Clinical trial with an open sequential design. 

Blind Trial or Double-Blind Trial: clinical trial where neither the participants (blind) nor 

medical staff (double-blind) know which treatment is being administered. 

Case-Control Study: Study that identifies patients with a disease (cases) - for example lung 

cancer - and compare various outcomes vis-à-vis a group without the disease (control). 

The relationship between one or more factors (for example, tobacco) associated with the 

disease is examined by comparing exposure frequency with this or other factors among cases 

and controls.  

Cohort Study: A study design consisting of one or more samples (cohorts of individuals) 

presenting varying degrees of exposure to a risk factor. The study measures disease onset or 

studied condition(s). 

Primary Study: A study that collects original data. Unlike a synopsis or review, it includes 

results from individual primary research. It are also differs from a systematic review, which 

summarize results from a group of primary studies.  
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Cross-Sectional Descriptive Study: A study that describes the frequency of an event or 

exposure at a given time (single measurement). It examines the relationship between a risk 

factor (or exposure) and an effect (or result) in a defined population and at a given time (cut-

off value). Also called a prevalence study.  

Discussion Group: Qualitative research technique that seeks to identify attitudes, positions, 

assessments, and/or perceptions regarding something or somebody from the perspective of a 

group of individuals. 

Clinical Practice Guide: Set of recommendations based on a systematic review of evidence, 

and an assessment of the risks and benefits of different alternatives, in order to optimize 

patient health care.  

Qualitative Investigation: Methodology that encompasses a plurality of theoretical concepts, 

methods, and techniques. It differs from other types of investigation in that it examines 

phenomena in their natural context, in an attempt to identify the significance and 

interpretation of such phenomena from a patient's perspective. This involves an evaluation of 

empirical material (interviews, observations, texts, etc.) that can further describe both routine 

and problematic situations, and what they mean in the lives of the relevant individuals. 

Medline: Predominantly clinical database maintained by the U.S. National Library of Medicine 

that is available online (PubMed) and in CD-ROM format. 

Meta-analysis: Statistical technique used to integrate results from different studies (studies on 

diagnostic tests, clinical trials, cohort studies, etc.) weighing the individual studies according to 

their size. It is also used when referring to systematic reviews that use meta-analysis.  

Morbidity: A disease or how frequently a disease occurs in a population.  

Mortality: Fatality rate or number of deaths due to a given disease in a group of patients over 

a certain period.  

NICE: National Institute for Health and Care Excellence. Independent body belonging to the 

NHS (National Health Service, in UK). Its role consists of providing clinicians, patients, and the 

public with the best available scientific evidence, mainly in the form of clinical guidelines, as 

well as recommendations regarding public health and health technology. 

Odds Ratio (OR): It is a measure of treatment effectiveness. If it is equal to 1, the treatment 

effect is not different from that of the control. If the OR is higher (or lower) than 1, the 

treatment effect is higher (or lower) than the effect of the control. It should be noted that the 

effect being measured can be adverse (e.g., death, disability) or desirable (e.g., stop smoking). 

PEDro: Physiotherapy Evidence Database. Free database that include randomized control 

trials, systematic reviews, and guidelines on clinical practice and physiotherapy. 

Placebo: Substance given to a control group in a clinical trial, ideally identical in appearance to 

the experimental treatment that has no known specific effect on the disease. In the context of 

non-pharmacological interventions, a placebo is habitually referred to as a "sham treatment".  

Prevalence: Proportion of patients with a finding or disease in a given population, at a 

particular time. 
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Systematic Review (SR): A study in which the evidence on a topic has been systematically 

identified, evaluated, and summarized according to predetermined criteria. It can include 

meta-analysis or not. 

Case Series: Analysis of a series of patients suffering from the same disease.  

SIGN: Scottish Intercollegiate Guidelines Network. Multidisciplinary Scottish Agency that draws 

up guidelines on clinical practice based on evidence, as well as methodological documents 

about the design of these guidelines.  

Uveitis: Inflammation of the uvea (middle layer of the eye), which is the part of the eye that 

supplies blood to most of the eyeball. 
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Abbreviations 

ACR: American College of Rheumatology 

ADA: Adalimumab 

IJA: Idiopathic Juvenile Arthritis 

NSAIDs: Non-Steroidal Anti-Inflammatory Drugs 

PC: Primary Care 

PsA: Psoriatic Arthritis 

RA: Rheumatoid Arthritis 

ASAS: Assessment of Spondyloarthritis International Society 

ASDAS: ASAS‐endorsed Disease Activity Score 

ASQoL: ASAS-Quality of Life Instrument 

BASDAI: Bath Ankylosing Spondylitis Disease Activity Index  

BASFI: Bath Ankylosing Spondylitis Functional Index 

BASMI: Bath Ankylosing Spondylitis Metrology Index 

BASRI: Bath Ankylosing Spondylitis Radiology Index 

CEBM: Centre for Evidence-Based Medicine 

DAS: Disease Activity Score 

AS: Ankylosing Spondylitis  

EASi-QoL: Evaluation of Ankylosing Spondylitis Quality of Life  

RCT: Randomized Clinical Trial 

EMA: European Medicines Agency 

SpA: Spondyloarthritis 

AxSpA: Axial Spondyloarthritis  

Nr-axSpA: Non-Radiographic Axial Spondyloarthritis  

ESSG: European Spondyloarthropathy Study Group 

EULAR: European League against Rheumatism 

VAS: Visual Analogue Scale  

DMARD: Disease-Modifying Antirheumatic Drugs  

FDA: Food and Drug Administration  
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FER: Spanish Foundation of Rheumatology  

GC: Glucocorticoids 

CPG: Clinical Practice Guideline 

GRAPPA: Group for Research and Assessment of Psoriasis and Psoriatic Arthritis 

HAQ: Health Assessment Questionnaire  

HAQ-S: Health Assessment Questionnaire for the Spondyloarthropathies 

HLA‐B27: Human leukocyte antigen B27 

CI: Confidence Interval 

PI: Principal investigator 

ISEL: Interpersonal Support Evaluation List  

LEF: Leflunomide 

LSQ: Leeds Satisfaction Questionnaire 

mSASSS: Modified Stoke Ankylosing Spondylitis Spinal Score 

MTX: Methotrexate 

NPJ: Number of Painful Joints 

NSJ: Number of Swollen Joints 

NRS: Numerical Rating Scale 

WHO: World Health Organization 

CRP: C-reactive Protein 

PICO: Patient/ Intervention/ Comparison/ Outcome 

PsARC: Psoriatic Arthritis Response Criteria 

QoL: Quality of Life Instrument 

MRI: Magnetic resonance imaging 

SER: Spanish Society of Rheumatology (Sociedad Española de Reumatología) 

SF-36: Short Form Health Survey 

RU: Research Unit 

ESR: Erythrocyte Sedimentation Rate  

GPV: Global Patient Visualization 
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