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ABSTRACT. The development and updating of treatment recommendations for optimal treatment approaches for
patients with psoriatic arthritis (PsA) has been an important mission of the Group for Research and
Assessment of Psoriasis and PsA (GRAPPA) since its inception. Even though the most recent iter-
ation of the GRAPPA PsA recommendations was completed only a few years ago, there have been
many significant advances related to therapies and treatment approaches for PsA since their publi-
cation. Because of these advances, the process to update the recommendations again has begun. The
standard approaches to guideline (or treatment recommendation) development have also evolved in
recent years. Herein, the basis for the approach that will be taken for the next version of the GRAPPA
PsA treatment recommendations is reviewed. (J Rheumatol Suppl. 2020 June;96:41-5; doi:10.3899/

jrheum.200126)
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The creation of treatment recommendations was consid-
ered central to the formation of the Group for Research and
Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA).
GRAPPA’s mission statement, as stated in its first guidelines
that were published in 2009, is “to develop guidelines, based
upon the best scientific evidence, for the optimal treatment of
patients with psoriatic arthritis (PsA)”!. Advances in clinical
care drove the need to develop the second set of GRAPPA
guidelines, which was published in 20162. Tremendous prog-
ress in the therapeutic approach to PsA treatment over the
past 5 years again necessitates the revision of these recom-
mendations to best achieve their initial goal.
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PSORIATIC ARTHRITIS GRAPPA TREATMENT RECOMMENDATIONS

Key Domains of PsA

While the general approach for creating guidelines has
evolved, some core principles remain the same?. In a hetero-
geneous disease such as PsA, the process for creating guide-
lines begins with delineation of the key domains of disease
that must be considered for treatment. In the initial GRAPPA
guidelines, the key domains included axial disease, peripheral
arthritis, skin and nail psoriasis, enthesitis, and dactylitis'.
For the second set of guidelines, nail psoriasis and comorbid
conditions (because of the growing recognition of the crit-
ical role comorbid conditions play in PSA treatment) were
each separated into their own domains?. For the new set
of guidelines, associated conditions [including inflamma-
tory bowel disease (IBD) and uveitis] will be considered as
a separate domain because of the clinical relevance of the
large amount of evidence related to the treatment of these
associated conditions.

Thus, 8 recognized key domains of PsA will be addressed
in the new guidelines, each with its own dedicated working/
domain group: (1) peripheral arthritis; (2) axial disease;
(3) enthesitis; (4) dactylitis; (5) skin disease (psoriasis);
(6) nail disease (psoriasis); (7) comorbidities of PsA
[including obesity, metabolic syndrome, diabetes mellitus,
non-alcoholic fatty liver disease, cardiovascular disease,
mood disorders (depression and anxiety), osteoporosis,
chronic and serious infections, malignancy, and fibromy-
algia]; and (8) conditions associated with PsA [including
IBD and related autoimmune ophthalmologic disease (e.g.,
uveitis)].

Key Clinical Questions Informing Optimal Therapy
The next step in revising the recommendations will be to
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formulate the key clinical questions that inform optimal
therapy and that serve as the basis for the systematic
searches®. Across the different domains, these have included
the following: (1) what is the effect of a given therapy on
clinical manifestations (including signs/symptoms, quality
of life, functional status, structural integrity, and safety); and
(2) what is the magnitude of the effect (effect size, number
needed to treat, or number needed to harm)? For comorbid-
ities and associated conditions, this also includes questions
about the effect of the condition on response to therapy or ther-
apy-related adverse events. These questions are formulated
as PICO (Patient/Population — Intervention — Comparison/
Comparator — Outcome) questions that address population,
intervention, comparators, and outcomes’. Working groups
will review the PICO from the latest GRAPPA guidelines
and amend these as they deem necessary. The resulting
set of PICO from each working group will then form the
basis for designing the searches underpinning the evidence
synthesis for the updated recommendations.

Guideline Development Process
The development of key clinical questions informing optimal
therapy has evolved with the introduction of the GRADE
(Grading of Recommendations Assessment, Development,
and Evaluation) methodology®’. Over the years, guideline
development processes have changed, but the underlying
process, where medical literature is reviewed with attention
to the quality of the data source, has not changed. Methods
for evaluating and synthesizing evidence have evolved.
Consensus recommendations are made with various
strengths based on the consistency, strength, and quality of
evidence’. A common approach, and an approach that was
used for the first GRAPPA guidelines, grades the data as:
1A: evidence from metaanalysis of randomized controlled
trials (RCT);
1B: evidence from 1 or more RCT;
2A: evidence from 1 or more controlled trials (without
randomization);
2B: evidence obtained through other well-designed studies;
3: evidence from nonexperimental studies (e.g., compara-
tive, correlation, or case-control); or
4: expert committee opinions, clinical experience.
For the updated recommendations, given growing evidence
for the treatment of PsA, it was decided a priori to focus on
RCT. Other study designs will be considered only if there
is an absence of evidence for treatment effect or if other
designs are relevant in addressing specific PICO (e.g., cohort
designs may be of relevance when considering the impor-
tance of comorbidities or for important topics not yet fully
addressed in RCT such as the use of combination therapies).
While such approaches are still used (including the
Strength of Recommendation Taxonomy process), many
recent guideline developers have adopted the GRADE
process to assess the quality of the evidence underpinning

treatment recommendations, taking into account limitations
of studies, inconsistency of results, indirectness of evidence,
imprecision, and reporting bias®$°. The GRADE working
group began in 2000. GRADE is an informal collaboration
of people with an interest in addressing the shortcomings of
grading systems in healthcare. The GRADE working group
has developed a common sense and transparent approach to
grading quality (or certainty) of evidence and the strength of
recommendations®7-8,

When using GRADE to grade quality of evidence, the
first step is to build PICO questions to guide the litera-
ture search. One of the major issues in question develop-
ment is determining the outcomes that are most important
for decision makers. Once the literature search has been
performed using PICO questions, evidence is then graded.
For simplicity, GRADE classifies the quality of evidence as
either high, moderate, low, or very low®. This grading of
evidence, unlike many other systems, is not only based on a
study’s design, but also on the study’s limitations, inconsis-
tency of results, indirectness of evidence, imprecision, and
reporting bias®. Thus, although observational studies start
with a low-quality rating, in some cases, grading upward
may be warranted and allowed if, for example, all plausible
biases would decrease the magnitude of an apparent treat-
ment effect or the effect is very large.

Evidence is summarized in tables in which effect sizes
for main outcomes can be calculated. The quality of the
evidence is then translated to recommendations with
different strengths. GRADE includes 2 strengths of recom-
mendations: “strong” and “weak” that are either against or
in favor of the intervention (though guideline panels may
prefer terms such as “conditional” or “discretionary” instead
of “weak”)°.

The clear separation between the quality of evidence
and the strength of recommendation is a GRADE-system
strength. Not all grading systems separate decisions about
the quality of evidence from the strength of recommenda-
tions, but this creates confusion. High-quality evidence does
not necessarily imply strong recommendations, and strong
recommendations can arise from low-quality evidence®.
To move from evidence to recommendations, GRADE
considers not only the quality of evidence, but also uncer-
tainty about the balance between desirable and undesirable
effects, uncertainty or variability in values and preferences,
and uncertainty about whether the intervention represents a
wise use of resources.

The GRADE system’s advantages over other systems are
that it (1) was developed by a widely representative group of
international guideline developers, (2) has a clear separation
between quality of evidence and strength of recommenda-
tions, (3) includes an explicit evaluation of the importance
of outcomes of alternative treatment strategies, (4) has
explicit criteria for downgrading and upgrading quality of
evidence ratings, (5) includes an explicit acknowledgment
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of values and preferences when moving from evidence to
recommendations, and (6) includes a clear interpretation of
strong versus weak recommendations.

GRADE also has limitations. GRADE'’s first limitation
is its reliability in assessing the quality of evidence!?. Even
experienced evaluators have low interrater reliability when
assessing complex bodies of evidence consisting of different
study designs!'! (which is the case in many rheumatic
diseases or specific outcomes). GRADE’s second limita-
tion is its predictive validity of assessments of certainty (in
effect estimates), which has been considered a limitation by
some. For example, high-quality evidence has been influ-
enced more by new data than anticipated!?-'2. GRADE’s
third limitation, which is particularly relevant for the devel-
opment of guidelines in PsA, occurs when multiple treat-
ment options are available without data from head-to-head
comparisons. In these cases, a hierarchical order of treat-
ments forced by PICO questions and GRADE grading is
not always possible and might lead to surprising recom-
mendations. Further, a series of pairwise comparisons and
resulting recommendations is challenging for a clinician to
use when deciding between more than 2 potential therapies,
decreasing the relevance to the practicing clinician.

Given the heterogeneity and complexity of PsA, strict
adherence to GRADE may not be feasible when summa-
rizing evidence regarding all exigencies. For example,
because individual patients can have involvement across
various domains of clinical involvement (e.g., periph-
eral arthritis and skin involvement), with varying levels of
disease activity across domains, existing studies may only
provide limited evidence to inform treatment recommen-
dations for such complex presentations. Next, there are
multiple treatment options that are now available, many of
which work differently across different domains. Further,
the many treatments that are available have mostly not been
compared across domains in head-to-head studies. For most
PICO, where there is little evidence supporting the superi-
ority of one particular therapy over another, no attempt will
be made to recommend specific treatments for the different
domains of involvement. Rather, a list of options with their
quality of evidence and strength of recommendations will be
provided.

As an ongoing quality assurance process throughout
the development of the GRAPPA guidelines, and to clearly
and systematically describe the process of guideline devel-
opment, we will refer to the AGREE II (Appraisal of
Guidelines Research and Evaluation) instrument!'3. The
AGREE II instrument includes 6 quality-related domains
that can be used to assess the process of guideline develop-
ment and reporting: (1) scope and purpose, (2) stakeholder
involvement, (3) rigor of development, (4) clarity of presen-
tation, (5) applicability, and (6) editorial independence'3.

For the latest version of GRAPPA treatment recom-
mendations, it was considered relevant to update a set of

over-arching principles that will help guide the approach
to therapy (Table 1). These principles were developed with
both patient and clinician involvement. They will not only
help delineate the process of treatment recommendation
development but will also serve as reminders in the clinic
for clinicians and patients during the course of disease care.
These include a combination of evidence-based principles,
as far as possible, and experience-based approaches for
goals of treatment.

Systematic Searches and Evidence Synthesis

Based on the key questions (PICO), a systematic literature
review will be performed, summarizing evidence from the
most recent sources and taking into account the quality,
consistency, and strength of evidence.

Methodologically, a difference in the newest GRAPPA
guidelines’ literature search is the engagement and use of
methodologists (NC, DvdW) who have expertise in liter-
ature searches and evidence synthesis alongside clinical
expertise from the GRAPPA working groups, as used in the
past. The multidisciplinary core team will work together
with GRAPPA members on formulating PICO questions that
are central to the GRADE process, searching and selecting
studies to inform the guideline, extracting and synthesizing
data, and grading the evidence.

For the literature search, results from peer-reviewed
RCT will be considered as the main source of evidence.
Other study designs will be considered when a lack of RCT
evidence is identified or when other designs are required
for specific PICO. In most cases, 3 bibliographic databases
will be searched: MEDLINE (Ovid), EMBASE (Ovid),
and Cochrane Library. The searches will start from the
date the searches underpinning the current recommenda-
tions were run (February 19, 2013). In addition, published
abstracts from the European League Against Rheumatism,
the American College of Rheumatology, the European
Acadamy of Dermatology and Venereology, and the
American Academy of Dermatology will be considered in
the evidence synthesis to assure the most up-to-date infor-
mation is incorporated in the new guideline.

Results from searches will be downloaded into Endnote
and deduplicated. Unique references will then be imported
into Covidence for screening by pairs of independent
reviewers (1 methodological expert and 1 clinical expert).
The screening will be performed against agreed selection
criteria (e.g., RCT design, appropriate population) with
inclusion/exclusion tables designed to aid the process. The
core team and the domain groups will work together to
extract and summarize data in tables. Using these evidence
tables, groups for each domain will work toward providing
information to enable the formulation of recommendations
and achieving consensus regarding the strength of recom-
mendations for the final guidelines.

Given expected heterogeneity, evidence will be synthe-
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Table 1. GRAPPA treatment recommendations’ overarching principles.

1. Therapy goals for PsA patients
The ultimate goals of therapy for all patients with PsA are:

To achieve the lowest possible level of disease activity in all domains of disease. As definitions of remission and low or minimal disease activity

become accepted, these will be included in the goal.

To optimize functional status, improve quality of life and well-being, and prevent structural damage to the greatest extent possible.
To avoid or minimize complications from both untreated active disease and from therapy.

2. Assessment of PsA patients

Assessment of patients with PsA requires consideration of all disease domains, including peripheral arthritis, axial disease, enthesitis, dactylitis, skin
psoriasis, psoriatic nail disease, uveitis, and IBD. The effect of disease on pain, function, quality of life, and structural damage should be examined.

3. Clinical assessment

Clinical assessment ideally includes patient-reported measures with a comprehensive history and physical examination, often supplemented by laboratory
tests and imaging techniques (e.g., radiographs, ultrasound, MRI). The most widely accepted metrics validated for PsA should be used whenever

possible.
4. Comorbidities

Comorbidities and related conditions should be considered and addressed as soon as possible, including obesity, metabolic syndrome, cardiovascular
disease, depression and anxiety, and cardiovascular disease. Multidisciplinary and multispeciality assessment and management will be most beneficial for

individual patients.
5. Therapeutic decisions and treatment

Therapeutic decisions need to be individualized and should be made jointly by the patient and his or her doctor. Treatment should reflect patient
preferences, with patients being provided the best information and relevant options. Treatment choices may be affected by various factors, including
disease activity, previous therapies, prognostic factors (such as structural damage and comorbid conditions), and patient factors (such as cost,

convenience, and choice).
6. Treatment

Ideally, patients should be reviewed promptly and offered regular evaluation by appropriate specialists. Patients should also have their treatment adjusted
as needed to achieve the goals of therapy. Early diagnosis and treatment are likely to be of benefit.

PsA: psoriatic arthritis; GRAPPA: Group for Research and Assessment of Psoriasis and PsA; IBD: inflammatory bowel disease; MRI: magnetic resonance

imaging.

sized using a narrative approach. Initially, groups will focus
on new evidence that is identified from the updated searches.
They will assess whether this new evidence confirms
previous treatment recommendations (and if so, whether
it alters the strength of the recommendation), or whether
current recommendations require amendment. For PICO
in which new, updated recommendations are needed, new
evidence will be integrated with evidence from the previ-
ously published evidence tables.

Biosimilars and Tapering or Discontinuing Therapy
Biosimilars and the idea of tapering or discontinuing
therapy when patients are doing well clinically are important
newer developments and concepts in medicine that are rele-
vant to PsA but that have not yet been well studied in PsA.
While relevant globally, these concepts seem to transcend
any particular PsA domain. Because they are important and
relevant to patient care, they are being addressed in these
GRAPPA recommendations.

Biosimilars. The introduction of biosimilars has affected
the practice of rheumatology in many places worldwide.
A subgroup of GRAPPA members that includes patient
research partners (PRP) was convened in 2018 and created
a set of ideas that form a position statement on biosimilars
that are relevant to PsA. These will be reviewed and refined
as necessary with newer data and will be incorporated into
the final document.

Tapering or discontinuing therapy. An issue that has emerged

and grown in recent years because of greater clinical success
(which is often owed to novel therapies and newer treatment
paradigms) is the idea of tapering or even discontinuing
treatments for patients who are doing well clinically (e.g.,
in remission). There is a paucity of data on this related to
PsA, as well as across domains. It is a topic that has not only
scientific and medical implications, but also socioeconomic
ramifications, because some payors globally mandate treat-
ment reduction for patients with some rheumatic diseases
who have achieved certain goals. Because they affect
patient care directly, tapering and discontinuing therapy
were considered by a subgroup of GRAPPA members and
PRP who suggested related core principles. These will be
reviewed, refined, and added to the final document.

There have been many significant advances related
to therapies and treatment approaches for PsA, making it
necessary to update the GRAPPA PsA treatment recom-
mendations. This process has begun, with acknowledg-
ment of the evolution in methods to create such documents.
We have reviewed the basis for the approach that will be
taken for the next version of the GRAPPA PsA treatment
recommendations.
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