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Clinical science
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Abstract
Objectives: This study contributes to the Group for Research and Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA)’s effort to define 
‘difficult-to-treat’ PsA (D2T-PsA), leveraging insights of healthcare professionals who are GRAPPA members. The primary objective is to inform 
GRAPPA’s D2T PsA project, ensuring the consensus definition reflects clinical experience and expertise.
Methods: An online survey was conducted among GRAPPA’s healthcare professionals managing PsA patients. The survey covered demo
graphic details, structured questions, and open-ended queries to gather comprehensive insights into the experts’ viewpoints.
Results: About 223 physicians completed the survey, comprising 179 (80.2%) rheumatologists and 40 (17.9%) dermatologists. The majority, 
184 (82.5%), favoured establishing distinct definitions for D2T-PsA and complex-to-manage PsA (C2M-PsA). Furthermore, 202 (90.5%) 
supported a definition that includes objective inflammation signs (clinical, laboratory, imaging, among others). However, opinions varied on the 
criteria for prior treatment failures, with most (93, 41.7%) favouring a definition that includes at least one conventional synthetic disease- 
modifying anti-rheumatic drug and two or more biological- or targeted-synthetic-DMARDs with different mechanisms of action.
Conclusion: The survey reveals a majority opinion among GRAPPA experts favouring the differentiation between D2T-PsA and C2M-PsA, and 
the inclusion of objective inflammatory markers in these definitions. However, there is less than 50% agreement on the specific treatment 
failure criteria, particularly regarding the number of therapies needed to classify PsA as D2T. These findings suggest a need for continued 
discussion to reach a more unified approach in defining D2T-PsA, reflecting the complexity of the condition.

Lay Summary
What does this mean for patients?
Psoriatic arthritis (PsA) is a challenging condition that affects many people differently, involving joint pain, skin symptoms and other complica
tions. Despite advancements in treatments, many patients still struggle to find effective relief. This is why our recent study focused on 
understanding what is termed ‘difficult-to-treat’ (D2T) and ‘complex-to-manage’ (C2M) PsA. These terms help doctors identify patients who 
don’t respond well to standard treatments. Our research, conducted through a global survey of health experts from the Group for Research and 
Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA), aimed to develop clearer definitions for D2T and C2M PsA. By establishing what 
exactly makes some cases of PsA hard to treat, we can guide more precise and effective treatment strategies. For patients, this means that the 
study’s findings could lead to better identification of severe forms of PsA and, consequently, more tailored treatments. It also emphasizes the 
importance of considering a patient’s entire health picture—including other health issues and personal factors—in managing their condition. 
The ultimate goal is to enhance the quality of life for those with PsA by ensuring treatments are as effective and responsive to their specific 
needs as possible.
Keywords: spondyloarthritis, therapy, bDMARDs, csDMARDs, treatment failure, difficult to treat. 
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Introduction
Psoriatic arthritis (PsA) is a heterogeneous autoimmune dis
order, presenting with symptoms that span from the muscu
loskeletal system to cutaneous manifestations and 
involvement of other organs [1]. Significant advancements in 
targeted immunomodulatory therapy have been achieved in 
the field of PsA [2, 3]. Despite considerable progress in PsA 
treatments, the enduring challenge of achieving effective dis
ease control still poses a major concern [4]. For instance, a 
contemporary systematic review and meta-analysis that 
assessed 258 publications reported a remission prevalence of 
only 23.1% when measured by the DAPSA score [5]. Factors 
such as disease activity status, comorbidities, adverse reac
tions to therapy and limited treatment accessibility contribute 
to these challenges [6, 7].

A taskforce from the EULAR has recently proposed a defini
tion of difficult-to-treat (D2T) RA. It encompasses various crite
ria, including active disease, inability to taper glucocorticoid 
therapy, radiographic progression and/or impaired quality of 
life despite the use of ≥2 biological- or targeted synthetic 
disease-modifying antirheumatic drugs (b/tsDMARDs) with dif
ferent mechanisms of action (MOA) following failure of con
ventional synthetic drugs (csDMARDs). Additionally, this 
definition also includes situations where the disease is deemed 
problematic by either the rheumatologist or the patient [8]. 
Similarly, the Assessment of SpondyloArthritis International 
Society (ASAS) has also launched a project that focuses on de
fining D2T axial spondyloarthritis (axSpA) [9].

Concurrently, the Group for Research and Assessment of 
Psoriasis and Psoriatic Arthritis (GRAPPA) has initiated a 
key project to define ‘difficult-to-treat’ psoriatic arthritis 
(D2T-PsA). This initiative began with a scoping review to un
derstand existing definitions and applications of D2T-PsA in 
the literature [10]. An important outcome of this review was 
the introduction of the term ‘complex-to-manage psoriatic 
arthritis’ (C2M-PsA), which encompasses inclusion of factors 
such as depression, fatigue and comorbidities that can con
tribute to persistence of negative symptoms or treatment limi
tations. Understanding and defining D2T- and C2M-PsA is 
essential to address the difficulties faced by a considerable 
subset of patients whose conditions do not respond ade
quately to standard therapies. To this end, we distributed a 
survey to GRAPPA members to gather expert insights that 
will help define D2T and C2M-PsA more precisely. 
Additionally, an upcoming survey will capture patient per
spectives to address the unique challenges and complexities 
these patients encounter. This dual approach, combined with 
the findings from the scoping literature review, aims to thor
oughly inform the research group so a comprehensive defini
tion can be developed. Such definitions will enhance 
identification and categorization of this patient group in clini
cal research, impacting clinical trial design and guideline 

development. By laying this groundwork, we aim to ensure 
that patients with resistant forms of the disease receive tai
lored and effective treatment recommendations. 
Additionally, we seek to enable regulatory agencies and phar
maceutical companies to design studies that not only involve 
newer drugs but also explore the potential of combining bio
logics and targeted synthetic disease-modifying anti-rheu
matic drugs (tsDMARDs). Ultimately, this initiative intends 
to better address the specific needs of this patient subgroup, 
thereby influencing clinical trial designs and guideline 
development.

Methods
The primary objective of this survey was to collect healthcare 
professionals’ opinions on potential criteria for defining D2T- 
PsA and to gain insights into their experiences in managing such 
cases. The study received approval from the University Health 
Network Research Ethics Board. Participation was limited to 
GRAPPA members involved in the clinical care of PsA patients 
and was entirely voluntary, with no financial incentives pro
vided. Participants were given the freedom to skip any question 
or to withdraw from the survey at any point. To ensure confi
dentiality, the survey was conducted anonymously.

The development of the survey involved interactive discus
sions among GRAPPA members and patient research partners 
(PRPs), whose contributions were paramount in shaping the 
questions of the survey to ensure they are comprehensive and 
that they address the practical challenges faced by patients with 
PsA. These discussions informed the creation of an electronic, 
online questionnaire, which was hosted on the Research 
Electronical Data Capture (REDCap) platform and was pre
sented in English. The survey comprised three sections: demo
graphic information, structured questions and open-ended 
questions, designed to elicit comprehensive responses (see 
Supplementary Data S1, available at Rheumatology Advances 
in Practice online).

For the structured questions, we employed a descriptive 
analysis to identify common patterns and responses. In con
trast, the open-ended questions were analysed thematically 
using Excel. This tool helped in organizing and categorizing 
the qualitative data, enabling the manual identification of 
themes and patterns for more in-depth narrative insights. 
This combined approach ensured that both quantitative and 
qualitative findings were captured, providing a well-rounded 
understanding of the global challenges in treating PsA.

Results
The survey was completed by 223 GRAPPA members across 47 
countries. This wide geographical spread included significant 
representation from most regions of the globe, including Europe 
(102 respondents, 45.7%), Latin America (41, 18.8%), North 

Key messages 
� This survey found strong agreement among GRAPPA members on distinguishing between D2T- and C2M-PsA. 
� Most GRAPPA members supported including objective inflammatory markers in the D2T concept to objectively differentiate it from 

C2M-PsA. 
� Considerable variability regarding the number of treatment failures required to meet the criteria for D2T-PsA was observed, 

underscoring the necessity of continued research. 
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America (41, 18.3%), Asia (30, 13.4%), along with inputs 
from Africa (2, 0.9%) and Oceania (6, 2.6%) (Fig. 1). 
The majority of the participants were either rheumatologists 
(179, 80.2%) or dermatologists (40, 17.9%), complemented by 
four members from other related specialties (1.8%). Detailed 
demographic data, providing a thorough breakdown of respon
dent profiles, are presented in Table 1.

Distinct definitions of D2T- and C2M-PsA
A significant portion of respondents, 185 (82.9%), supported 
establishing separate definitions of D2T- and C2M-PsA 
(Fig. 2). Additionally, 202 (90.6%) participants recom
mended including objective signs of inflammation in the 
D2T-PsA definition (Fig. 3). Specifically, 111 (49.8%) sug
gested integrating persistently elevated acute phase reactants 
(erythrocyte sedimentation rate or C-reactive protein), and 
155 (69.5%) advocated for including imaging assessments to 
confirm ongoing inflammation. The preferred imaging mo
dalities are detailed in Supplementary Fig. S1, available at 
Rheumatology Advances in Practice online, with ultrasound 
(US, 114 answers) and magnetic resonance (MRI, 97 
answers) being the most chosen methods among respondents.

Treatments failure criteria for D2T- and C2M-PsA
In defining D2T- and C2M-PsA, 149 (66.8%) of GRAPPA 
members emphasized that failure to at least one csDMARD 
should be a mandatory criterion for D2T-PsA, with 74 mem
bers (33.2%) dissenting. Furthermore, 175 (78.5%) partici
pants preferred a definition based on failure of b/tsDMARDs 
with different MOAs, rather than merely counting the number 
of different advanced therapies used. The most favoured 
treatment failure criterion, chosen by 93 participants (41.7%) 
was the failure of ≥1 csDMARD and ≥2 b/tsDMARDs with 
different MOAs, while the second most common choice 

Figure 1. Distribution of survey respondents by region 

Table 1. Demographic characteristics of the GRAPPA experts answering 
the survey

Number of full respondents n¼223

Region of respondents, n (%)
Europe 102 (45.7)
North America 41 (18.3)
Latin America 42 (18.8)
Asia 30 (13.4)
Africa 2 (0.9)
Oceania 6 (2.6)

Gender, n (%)
Male 142 (63.6)
Female 81 (36.3)

Age groups, n (%)
<30 years 7 (3.1)
30–39 years 51 (22.8)
40–49 years 71 (31.8)
50–59years 36 (16.1)
>60 years 57 (25.5)

Medical specialty, n (%)
Rheumatologists 179 (80.2)
Dermatologists 40 (17.9)
Others 4 (1.8)

GRAPPA membership, n (%)
Early career member 58 (26.1%)
Full member 165 (73.9%)

Years of practice, by groups n (%)
0–5 years 37 (16.5)
6–10 years 35 (15.6)
11–15 years 39 (17.4)
>15 years 112 (50.2)

Number of PsA patients treated per month, by groups n (%)
0–25 72 (32.2)
26–50 84 (37.6)
51–199 46 (20.6)
101–200 14 (6.2)
>200 7 (3.1)
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(36 members, 16%) involved failure of ≥1 csDMARD and 
≥3 b/tsDMARDs. A detailed view of the responses concerning 
the number of treatment failures needed to define D2T-PsA is 
depicted in Fig. 4.

Factors contributing to D2T- and C2M-PsA
In assessing the factors contributing to D2T-PsA, 210 
(94.2%) members identified the ineffectiveness or loss of ef
fect of multiple medications as a major challenge, with 106 
(47.5%) also emphasizing medication side effects as a promi
nent feature (Supplementary Fig. S2, available at 
Rheumatology Advances in Practice online). In the context of 

C2M-PsA, experts particularly highlighted chronic pain with
out evident inflammation (n¼167, 74.9%), disease impact 
on daily life (n¼158, 70.9%), persistent fatigue (n¼153, 
68.6%), medication side effects (n¼143, 64.1%) and the in
efficacy of multiple medications (n¼116, 52.0%) as key fac
tors (Supplementary Fig. S3, available at Rheumatology 
Advances in Practice online). When analyzing specific disease 
domains, the most commonly mentioned aspects for D2T- 
PsA were enthesitis, arthritis, axial disease, dactylitis and 
skin/nail issues, followed by others. In contrast, for C2M- 
PsA, the ranking shifted, with depression/anxiety, chronic 
pain, other comorbidities and inflammatory bowel disease 
leading the list (Fig. 5A and B provide a detailed breakdown). 
The importance of drug intolerance and treatment non- 
adherence for defining a case as C2M was also highlighted in 
the survey results.

Interdisciplinary and geographical differences
In the GRAPPA survey, rheumatologists and dermatologists 
displayed both congruences and divergences in their 
responses. Both groups showed a high level of agreement 
(over 80%) on the need for distinct definitions of D2T- and 
C2M-PsA, with a similar majority (about 90%) supporting 
the inclusion of objective signs of inflammation in D2T-PsA. 
However, notable differences emerged in their approaches. 
Rheumatologists, for instance, were more inclined (81.6%) 
to define D2T-PsA based on the variety of therapeutic mecha
nisms, compared with 67.5% of dermatologists. 
Additionally, while the majority of both groups agreed on ≥1 
csDMARD þ ≥2 b/tsDMARD as a criterion for D2T-PsA, a 
higher percentage of rheumatologists (44.1%) compared 
with dermatologists (32.5%) supported this definition. 
Moreover, rheumatologists tended to favour definitions with 
a higher number of failed medications for D2T classification. 
For example, their second most preferred definition was fail
ing ≥1 csDMARD þ ≥3 b/tsDMARDs, in contrast to derma
tologists who leaned towards ≥1 csDMARD þ ≥1 b/ 
tsDMARD. The inclusion of ESR/CRP in the definition was 
favoured by 48.6% of rheumatologists and 57.5% of derma
tologists, while the preference for including imaging was 
71.5% among rheumatologists and 60% among dermatolo
gists. The summary of responses by specialty is presented in 
Supplementary Table S1, available at Rheumatology 
Advances in Practice online.

In establishing two distinct definitions for PsA, most 
regions of the globe demonstrated significant agreement, 
with over 80% concordance. The incorporation of objective 
signs of inflammation into the definition was widely sup
ported, exceeding 85% agreement in the included regions. 
Preferences for b/tsDMARDs with different MOAs over 
merely counting the number of drugs showed a range from 
65.2% to 84.6% across these regions. The most favoured cri
terion for defining D2T, failing at least one csDMARD and 
two or more b/tsDMARDs, was favoured by 33.3–47.8% of 
the respondents of each included region. The next most com
mon criterion, failing at least one csDMARD and three or 
more b/tsDMARDs, garnered support ranging from 4.3% in 
Asia to around 15.5–23% in Europe, Latin America and 
North America. Regarding the inclusion of drug intolerance 
and non-adherence in the D2T or C2M definitions, approxi
mately 80% and 70% of respondents across the considered 
regions, respectively, supported this. It is important to note 
that this analysis excluded data from Oceania and Africa as 

Figure 2. Survey responses on the distinction and definitions of D2T and 
C2M PsA 

Figure 3. Survey responses on whether objective signs of inflammation 
should be a mandatory inclusion in the definition of D2T-PsA 
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their small sample sizes (n¼ 6 and n¼2, respectively) were 
insufficient for any meaningful sub-analysis (Supplementary 
Table S2, available at Rheumatology Advances in 
Practice online).

Open-ended questions
Participants emphasized the inclusion of comorbidities like fi
bromyalgia, metabolic syndrome, liver disease, cardiovascu
lar disease and malignancy in the definition of C2M. 
Additionally, factors such as age, gender, non-adherence and 
access to therapy were also deemed applicable for this defini
tion. Non-adherence emerged as a controversial point, with 
some advocating its inclusion in both D2T- and C2M-PsA 
definitions due to its impact on treatment efficacy. Others ar
gued for its specific relevance to C2M-PsA, attributing non- 

adherence to external factors like social barriers or personal 
beliefs rather than the disease’s complexity.

The open-ended questions also gathered insights on addi
tional clinical issues and comorbidities relevant to PsA manage
ment. For D2T-PsA, criteria such as persistent inflammation 
despite b/tsDMARDs, treatment failures and specific disease ac
tivity score measures were highlighted. In contrast, for C2M- 
PsA, factors like chronic pain syndromes, mental health issues, 
socioeconomic status and healthcare access were emphasized. 
Some respondents also raised concerns regarding the overlap be
tween the characteristics of D2T and C2M-PsA and brought to 
the fore the fact that D2T should be considered a subgroup of 
C2M-PsA. These responses reflect the complex interplay of clin
ical, psychological and social factors in PsA management, 
highlighting the need for comprehensive, personalized treatment 

Figure 4. Number of treatment failures required to define a PsA case as D2T. All options highlighted are for drugs with different mechanisms of action 

Figure 5. Aspects contributing to (A) D2T and (B) C2M-PsA 
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approaches that go beyond mere pharmacological intervention. 
Finally, several respondents emphasized the importance of in
cluding a temporal perspective in these definitions and of 
reviewing the diagnosis of PsA to avoid attributing the diagnosis 
of D2T- or C2M-PsA to patients without the disease. The 
answers are summarized in Supplementary Table S3, available 
at Rheumatology Advances in Practice online.

Discussion
This study addresses a significant gap in the current under
standing of PsA by seeking to define D2T- and C2M-PsA. 
Highlighting the diverse perspectives among GRAPPA mem
bers who are experts in managing PsA patients, our findings 
underscore the lack of consensus on several key aspects of 
PsA management. The absence of universally accepted defini
tions for D2T- and C2M-PsA has posed a significant obstacle 
in clinical and research settings, leading to varied approaches 
in patient care and study designs. The establishment of clear 
criteria and definitions is essential not only for the advance
ment of patient care, but also to provide guidance to regula
tory agencies and pave the way for novel research study 
designs. The results of this study are particularly relevant for 
informing the ongoing GRAPPA initiative to create a defini
tion of D2T- and C2M-PsA. Furthermore, they highlight the 
need for continued collaborative efforts in this area.

Although both categories were agreed upon by 82.9% of 
respondents, the survey results, particularly responses from 
the open questions that are detailed in Supplementary Table 
S3, available at Rheumatology Advances in Practice online, 
suggest a nuanced understanding. A key theme that emerged 
was the indication that while D2T- and C2M-PsA are related, 
they are not mutually exclusive. Specifically, some experts 
view D2T-PsA as a subset within the broader category of 
C2M-PsA. This understanding underscores the concept that 
D2T-PsA represents a truly treatment refractory group that 
belongs to the wider C2M-PsA spectrum, requiring different 
approaches and considerations for effective management.

A notable 90.6% of participants emphasized the impor
tance of including objective signs of inflammation in the D2T 
definition. Nearly half of the respondents suggested integrat
ing ESR or CRP. This absence of agreement may stem from 
the fact that these markers are elevated in about half of the 
patients and previous studies have shown that these markers 
do not consistently correlate with disease activity and may 
not be reliable indicators of active inflammation in PsA 
patients [11–13]. Furthermore, approximately 70% of the 
participants advocated for including imaging assessments to 
confirm ongoing inflammation in the D2T-PsA definition. 
This emphasis gains relevance in light of recent studies 
highlighting significant discrepancies between clinical assess
ments and imaging findings [14]. Such discrepancies could be 
attributed to the presence of chronic pain and enthesalgia 
arising from various aetiologies, such as osteoarthritis or fi
bromyalgia [15]. Concerning which imaging modality to use, 
most respondents preferred either US or MRI. This aligns 
with findings from a sub-study of The Tight Control of 
Inflammation in Psoriatic arthritis (TICOPA) trial, which 
reported that both US and MRI are effective in measuring dis
ease activity outcomes [13]. In contrast, conventional radiog
raphy and computerized tomography are limited to assessing 
structural damage and don’t evaluate active inflammation 

[16]. Finally, fluoroscopy and scintigraphy are neither widely 
used nor recommended in this context [16].

In evaluating the factors contributing to D2T- and C2M- 
PsA, the findings of this survey provide significant insights. A 
majority of 94% of respondents defended that ineffectiveness 
or loss of effect of multiple medications constitutes D2T-PsA. 
Specific disease domains frequently associated with D2T-PsA 
include enthesitis, arthritis, axial disease, dactylitis, and skin/ 
nail issues. These align closely with the findings from a litera
ture review by Mease and Coates, which identified five clini
cal domains (synovitis, enthesitis, dactylitis, spondylitis, and 
psoriasis/nail psoriasis) critical in evaluating remission in PsA 
[17]. In contrast, for C2M-PsA, the emphasis shifts to factors 
like depression/anxiety, chronic pain, fatigue, other comor
bidities and inflammatory bowel disease, indicating a 
broader, more holistic view of the disease’s impact [18–20].

Medication side effects have emerged as a significant con
cern in both D2T- and C2M-PsA, with 47.5% of members 
identifying them as a key issue in D2T-PsA and 64% in 
C2M-PsA. This underscores the dilemma about whether to 
categorize medication side effects under D2T- or C2M-PsA, 
or both. Furthermore, the role of treatment non-adherence in 
defining C2M-PsA was pointed out by 44% of the respond
ents, highlighting its impact on disease management. The im
portance of non-adherence in PsA management cannot be 
overstated. It significantly affects remission rates and is asso
ciated with higher medical costs [21, 22]. Therefore, the 
survey results highlight the need for better identifying non- 
adherence, and also the necessity for strategies that improve 
patient adherence to optimize both clinical outcomes and 
healthcare resource utilization in PsA management.

The criteria for treatment failure in D2T-PsA also gained 
significant attention. Almost 70% of respondents concurred 
that failure to respond to at least one csDMARD should be a 
mandatory criterion for D2T PsA. This highlights the role of 
csDMARDs as a foundational element in PsA management 
and sets a clear benchmark for escalating treatment, being in 
accordance with the most recent treatment guidelines [23, 
24]. In addition to this, 78% of the participants preferred a 
definition based on failure of b/tsDMARDs with different 
MOAs. This approach underscores the complexity of PsA 
treatment, where simply counting the number of therapies 
may be insufficient without considering their MOAs [25].

The preferred criterion for D2T-PsA among participants was 
the failure of at least one csDMARD and two or more b/ 
tsDMARDs with different MOAs. The fact that this criterion, 
despite being the most popular, was endorsed by only 38% of 
respondents, indicates a considerable lack of consensus within 
the field. This is in line with the findings of a recent interna
tional survey, where 34.8% of the respondents favoured a simi
lar definition for D2T-PsA, emphasizing the failure of at least 2 
classes of b/tsDMARDs [26]. Furthermore, these two proposed 
criteria align with the one endorsed by EULAR for D2T-RA, 
which involves the failure of ≥2 b/tsDMARDs (with different 
MOAs), following the failure of a csDMARD [27]. Similarly, 
Wendling et al. [28] advocated for a comparable approach 
in delineating D2T-axSpA, proposing the failure of either 
≥2 b/tsDMARDs with different MOAs or ≥3 b/tsDMARDs 
regardless of their MOA, as criteria. However, as recently illus
trated by a scoping review carried by our research team, there is 
still no consensus regarding the number of drugs that a patient 
must fail to be classified as D2T-PsA [10].

6                                                                                                                                                                                                                  Andre L. Ribeiro et al. 

https://academic.oup.com/rheumap/article-lookup/doi/10.1093/rap/rkae074#supplementary-data
https://academic.oup.com/rheumap/article-lookup/doi/10.1093/rap/rkae074#supplementary-data
https://academic.oup.com/rheumap/article-lookup/doi/10.1093/rap/rkae074#supplementary-data


This ongoing debate and lack of uniformity in defining 
D2T-PsA have been the primary motivators for GRAPPA to 
initiate an effort to establish unified definition for D2T- and 
C2M-PsA. In recent efforts to better characterize D2T-PsA, 
several studies have focused on this area [27, 29, 30]. 
Notably, a cohort study by Philippoteaux et al. applied the 
EULAR definition of D2T-RA to describe the characteristics 
of D2T-PsA patients. This approach provided valuable 
insights but also highlighted the need for PsA-specific criteria 
[31]. The review by Lubrano et al. [30] stands out in this con
text, as it was the only study proposing a categorization simi
lar to GRAPPA’s approach. This review differentiated 
between refractory disease due to persistent inflammation, 
termed ‘refractory to treatment’ PsA, and non-remission at
tributed to pre-existing comorbidities, referred to as D2T- 
PsA [30]. This distinction aligns with GRAPPA’s objective of 
delineating the complex landscape of PsA management and 
underlines the necessity of nuanced definitions that encom
pass the diverse clinical presentations and challenges faced by 
PsA patients.

The delineation of PsA into D2T and C2M categories bears 
profound implications for patient care, clinical research and 
healthcare policy. Accurately characterizing D2T-PsA is cru
cial for evaluating advanced treatment strategies such as com
bined b/tsDMARD therapy. This precise classification not 
only enables tailored clinical approaches—choosing between 
modifying biological therapies or addressing comorbid condi
tions like fibromyalgia—but also enhances the selection crite
ria for clinical trials, ensuring more homogeneous study 
populations and a deeper understanding of treatment effi
cacy. The increasing prevalence of refractory disease necessi
tates urgent attention from regulatory agencies and 
pharmaceutical companies. It raises the importance of advo
cacy for the approval of combination therapy trials, balanc
ing potential efficacy with safety concerns. Moreover, these 
distinctions assist healthcare providers, insurance companies 
and policymakers in making informed decisions about treat
ment access and funding. By providing clear treatment cate
gorization criteria, we aim to establish evidence-based 
policies that appropriately weigh the benefits of advanced 
therapies against risks like increased infection rates, thereby 
optimizing clinical outcomes and resource utilization.

Our study, while providing valuable insights, does have 
some limitations. First, the survey was restricted to GRAPPA 
members, which might limit the generalizability of the find
ings to a broader clinical context. Second, the data relies 
solely on expert opinion, which, while invaluable, does not 
encompass patient perspectives or empirical clinical out
comes. Additionally, the survey questions were not validated 
due to the absence of similar validated questionnaires in the 
literature, potentially impacting the specificity and interpret
ability of the responses.

Despite these limitations, our study has several notable 
strengths. The survey captures the perspectives of healthcare 
professionals on addressing D2T-PsA, achieving higher response 
rates than similar surveys previously conducted by GRAPPA 
[32]. This suggests an increasing interest and recognition of the 
importance of this topic within the professional community. 
Significantly, the survey was distributed globally, drawing 
responses from diverse healthcare professionals across different 
regions, thereby providing a broad, international perspective on 
PsA management. Another major strength of the study is its in
terdisciplinary nature. Contributions came not only from 

rheumatologists, but also from dermatologists. This interdisci
plinary approach enriches the survey data, offering a more com
prehensive understanding of PsA. The involvement of different 
specialties ensures that various aspects of PsA, from musculo
skeletal symptoms to skin manifestations, are adequately repre
sented and considered in the discussion. Such a diverse range of 
viewpoints is crucial for developing a well-rounded and effective 
approach to managing PsA, famously known for being a multi
faceted and heterogeneous disease.

In conclusion, this study marks a pivotal advancement in 
understanding and managing D2T- and C2M-PsA, under
scoring the necessity for precise definitions. Despite some var
iations in opinions, our global and interdisciplinary survey, 
engaging both rheumatologists and dermatologists, revealed 
significant agreements, notably on differentiating between 
D2T- and C2M-PsA and including objective inflammation 
markers in D2T definitions. However, consensus was not 
reached regarding the number of treatment failures necessary 
to meet the D2T-PsA definition. Furthermore, incorporating 
patient perspectives is essential to ensure that research out
comes are relevant and beneficial to those directly affected. In 
this project, PRPs are playing an integral role, not only in the 
design and implementation of the questionnaires but also in 
every stage of the research process. Going forward, these col
laborations will continue to play a pivotal role as we continue 
with the next step of the project, namely an international pa
tient survey aiming to capture the perspective of multiple 
patients from various regions around the globe. Together 
with the scoping literature review and the here presented 
GRAPPA HCP survey, these results shall facilitate the follow
ing Delphi process within the GRAPPA community, which 
will help establish a unified, consensus-driven definitions for 
D2T and C2M-PsA, thereby advancing treatment strategies 
and clinical research in the field of PsA.
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