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Abstract

Objectives: This study aims to explore patients' and clini-
cians' understanding and experiences of refractory disease
(RD) and persistent physical and emotional symptoms
(PPES) in patients with inflammatory arthritis (IA), namely
rheumatoid arthritis or polyarticular juvenile idiopathic ar-
thritis from their petspectives through interviews and/ot
focus groups.

Design: A qualitative study was conducted, following a
pragmatic epistemology approach with framework analysis
employed.

Methods: Semi-structured interviews or focus groups with
IA patients (#=25) and multi-disciplinary rheumatology
HCPs (»=32) were conducted at one time point to obtain
participants respective understanding and experiences
of managing RD/PPES, and its impact on the patient-
professional relationship.

Results: Three key themes were identified from both
patients and professionals' experiences of RD/PPES:
(1) relevant treatment experiences, (2) symptoms (with or
without inflammation) and (3) impact: physical, psychologi-
cal and social. These themes included 28 specific catego-
ries that would be considered as components characterizing
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Conclusion: Common persistent symptoms that have both
mental and physical impact characterize RD/PPES in IA
and therefore a more integrated holistic approach to treat-
ment is needed from multi-disciplinary HCPs, including
health psychologists.
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Statement of Contribution

What is already known on this subject?

* Various definitions for refractory disease (not responding to treatment) have been proposed
for rheumatoid arthritis (Chaplin et al., 2021).

* These do not consider perspectives of patients, those with juvenile-onset disease or persistent
symptoms, or multi-disciplinary health care professionals.

What does this study add?

* This is the first study to qualitatively explore refractory disease and persistent symptoms in
inflammatory arthritis from both patient and clinician perspectives.

* RD/PPES are persistent symptoms with biopsychosocial impact, either in the presence ot
absence of inflammation despite treatment with multiple drugs.

* Specific biopsychosocial symptoms and impact (e.g. disease-related distress and physical
functioning) were identified as well as wider influential factors (e.g. health-related behaviours
and beliefs) that could be targeted through interventions from multi-disciplinary HCPs.

INTRODUCTION

Inflammatory arthritis affects ~3% of the global population (Hoving et al., 2014), causes joint pain,
stiffness and swelling due to inflammation and are associated with reduced quality-of-life (Matcham
et al., 2014; National Audit Office, 2009). Rheumatoid arthritis (RA), accounts for three-in-five cases
of inflammatory arthritis, which is an adult-onset condition. Those under the age of 16 are diagnosed
with the juvenile-onset equivalent polyarticular juvenile idiopathic arthritis (PolyJIA) with similar dis-
ease presentation and prognosis to RA (Wallin et al., 2009). Controlling inflammation remains the
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primary goal of treatment (Silman & Pearson, 2002) to reduce joint damage and permanent function
loss, with secondary goals to improve pain and joint stiffness/mobility. The current Inflammatory
Arthritis treatment paradigm is treat-to-target, with remission or low disease activity as the target
(Ravelli et al., 2018; Smolen et al., 2010). This strategy is implemented through early intensive treatment
using conventional disease-modifying anti-rheumatic drugs (DM ARDs), with add-on biologic therapy
(NICE, 2009, 2015).

Patients with inflammatory arthritis not achieving this low disease activity target by not responding
to treatment were previously considered to have refractory disease (RD) (Chaplin et al., 2021; Polido-
Pereira et al., 2011). Recent research initiatives have focused on redefining this concept primarily in RA
(Buch et al., 2021; Nagy et al., 2020). However, these definitions do not account for patients' perspectives,
or those with persistent emotional and physical symptomology (PPES) such as pain and fatigue, despite
well-controlled inflammation as other targets to be achieved (Schoemaker & de Wit, 2021; Stevenson
et al., 2016). Additionally, the perceived impact for those with juvenile-onset disease is not considered,
such as PolyJIA (Chaplin et al., 2023). The difference between patients' and clinicians' definitions of RD
in inflammatory arthritis and its implications has been identified as a key knowledge gap (Young, 2015).

Incorporating the patient perspectives into the RA remission definition has been explored qualita-
tively (van Tuyl et al., 2015). Given RD is the opposite end of the disease activity-treatment experience
spectrum to remission, incorporating patient perspectives about theit experiences of RD/PPES as well
as health care professional perspectives would equally be meaningful. The evidence base is focused
on RA but there is clear justification for investigating PolyJIA by taking a transdiagnostic approach as
PPES are poorly understood but common across ages and conditions. The evidence gap and importance
of research into refractory PolyJIA in adults has also been highlighted nationally (BANNAR, 2017),
hence their inclusion in this study. Most work in this area has been conducted by rheumatologists with a
narrow focus on inflammation which may not take other perspectives into account to understand what,
why and how symptoms (PPES) or disease (RD) persist despite improved treatment.

The symptom severity and impact on people's lives that arise from a long-term condition cannot be
purely explained from a biomedical viewpoint (Picariello et al., 2023). Therefore to fully explore wider
biopsychosocial explanatory elements, cognitive-behavioural processes as detailed by the self-regulation
theory (Leventhal et al., 2016) and necessity-concerns (Hotne et al., 2019) for illness/treatment represen-
tations wete considered to understand the relevant cognitions, behaviours and emotions in RD/PPES.
Additionally, the Adjustment model (Carroll et al., 2022; Moss-Morris, 2013) may also help to understand
why those with RA/PolyJIA progress to expetience RD/PPES due to the non-static nature of the illness
experience. Using health psychology models and frameworks is important to fully understand a con-
cept and consider mechanisms involved for understanding complex constructs (Rimer & Glanz, 2005),
which is cutrently missing for characterizing RD/PPES. There is an absence of a systematic approach to
identify, conceptualize or evaluate RD (Buch, 2018), with a clear gap regarding what health care profes-
sionals and people living with RA/Poly]IA understand about RD/PPES. To our knowledge thetre have
not been any qualitative studies published in this area that have been conceived using health psychology
theory. Given this gap in the literature and the complex nature of RD/PPES across RA and PolyJIA,
this qualitative exploration sought to capture a range of experiences and beliefs in patients with RA
and PolyJIA, and multi-disciplinary health care professionals involved in their care. This study aims to
explore patients' and clinicians' understanding and experiences of RD/PPES in Inflammatory Arthritis.

METHODS
Design and sample
A qualitative study design was conducted with: (a) one-to-one patient interviews and (b) interviews and

focus groups with multi-disciplinary rheumatology health care professionals. This methodology allowed
systematic examination of the expetiences and understanding of RD/PPES in RA and PolyJIA from
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the perspectives of both recipients and providers of care. A pragmatic epistemology approach was fol-
lowed (Johnson & Onwuegbuzie, 2004), aligning with framework analysis (Ritchie & Spencer, 1994) (see
Appendix S6 for additional methodological information). Framework analysis enables comparisons be-
tween and within participants to be made on data collected from individual interviews and focus groups to
capture similarities and differences (Ritchie & Spencer, 1994; Srivastava & Thomson, 2009). Both patients
and health care professionals were recruited from outpatient rheumatology clinics in one Midlands and
three London NHS Trusts and from a national network of rheumatology HCPs in England. Full NHS
ethical approval granted by London—Hampstead Research Ethics Committee (18/LO/1171, June 2018).

Patients were purposively recruited (Palinkas et al., 2015), stratified during screening by disease
type, gender and inflammation (low (PPES) or high (RD)) to ensure appropriate participant represen-
tation in line with the research question and sufficient information power (Malterud et al., 2016). At
each site, health care professionals were identified and approached by the principal investigator. A list
of interested staff was provided to the researcher to then contact for recruitment. Detailed inclusion/
exclusion criteria for the study are detailed in Table 1. Eligible patients were: (a) those aged =16 years, (b)
who had Poly]JIA ot RA for >2years, (c) on their third treatment and (d) with RD/PPES as determined
by the DAS28/JADAS10 or Patient Global Assessment (Consolaro et al., 2014; Fransen et al., 2003;
Nikiphorou et al., 2016; Wells et al., 2005). Those meeting this criteria were approached at routine clin-
ical appointments. Eligible health care professionals were those currently working in Rheumatology for
>1year across recruiting sites. All participants provided written informed consent before participation
and were told the study purpose as portrayed here to explore their experiences of persistent symptoms.
To maintain anonymity of contributors, recruitment sites are reported as centres A—E and only aggre-
gate data are presented (Morse & Coulehan, 2015).

Data collection, analysis and methodological integrity

The audio-recorded data were gathered by HC (female PhD student) through face-to-face or
telephone interviews/focus groups at one time point, using semi-structured interview guides with
open questions that were pilot-tested (Britten, 1995) (see Appendix S1). The interview schedules
were based on relevant literature (Lempp et al.,, 2012; Minnock et al., 2017; van Tuyl et al., 2008) and
the researchers' experiential knowledge, with refinements suggested by patient research partners
(CS/KW). The schedules also covered specific categories (e.g. physical/psychosocial impairments
and contributing factors) to enable implementation of biopsychosocial cognitive-behavioural theory
into practice (Jones et al., 2002).

The following three key areas explored patient experiences of RD/PPES: (1) experiences of illness
and medications, (2) development of illness, symptoms and its impact and (3) expectations and ex-
periences of management. The following areas were explored in HCP focus groups and interviews:
(1) experiences of managing patients with RD: (a) symptom presentation, (b) disease progression, (c)
language used and descriptions and (d) clinical management and (2) impact on the HCP—patient rela-
tionship. Interviews/focus groups took place between 2 November 2018 and 16 January 2019. Interview
length ranged from 21 to 51 min, with focus groups ranging from 64 to 78 min. All focus groups were
conducted in person (= 20), with four interviews conducted face-to-face and eight over the telephone.
Face-to-face interviews were held in private rooms in the HCPs' clinical or academic setting depending
on health care professional preference, or at site E a bi-annual meeting (#=10). Telephone interviews
were conducted in a private university room in London (z=8).

HC had relevant qualitative training and research experience in conducting interviews and focus
groups. Patients completed sociodemographic and musculoskeletal health-related quality-of-life ques-
tionnaires once (Hill et al., 2016). Health care professionals completed one project-specific demographic
questionnaire. Descriptive statistics such as frequencies or means/medians as appropriate were reported.
Study identification numbers were used to ensure anonymity and other potentially identifying data was
removed.

8518017 SUOWILLOD BAIERID 3|l |dde 3y} Aq peussnob afe ssjole O '8N J0 S3jnl o) A1iq18UIIUO A8|IM UO (SUORIPUO-PUE-SLULIBHWD" A3 1M Ale.q 1 |BU1|UO//SCHIY) SUORIPUOD PUe SWLB | 84} 88S *[5202/TO/vT] uo ARiqiauliuo AB1im seL Aq 0822T dula/TTTT 0T/I0p/woo A im Arelqijeut|uo gnuoAsdsday/sciy wioly pepeo|umoq ‘T ‘5202 *L828rv0Z



20448287, 2025, 1, Downloaded from https://bpspsychub.onlinelibrary.wiley.com/doi/10.1111/bjhp.12780 by Test, Wiley Online Library on [14/01/2025]. See the Terms and Conditions (https://onlinelibrary.wiley.com/terms-and-conditions) on Wiley Online Library for rules of use; OA articles are governed by the applicable Creative Commons License

| 5 of 20

*2seasIp £301003301 ‘(1Y ‘SnLYIe projewnays vy ‘swoidwis [euopows pue [edarsyd yuosisiod ‘i ‘SHIIYIIL
sryredorpr apruaan( senonaedjod “y[A1o ‘siutol )1-9509g L31ATIOY 25LISIT SHIIYIFY d[1uaan( OISy V[ ‘Snip onewnoys-nue Sudjrpow-aseasip ‘Y VINC ‘SIuTol 87-2309g £ATANY 958asi(] ‘ZSV :SUONEIAIQY

Ieoh [>

103 £30[01BWNAYT UT P3IOM DALY JO $IIS APNIS a1 $s0I0T AF0[0IeWNOYT 1294 [< JOJ AS0[01LWNOYF UT PIYIOM DALY PUE SIS SUNINIIIT $SOIIE AF0[0I1LWNoYTF UT SUTYIOM
Ut uTyFom APUOIINd oFe oyM s[euorssajoid oxed aeay pagienbun A[Ua33n0 938 oYM (STeUOISS§03d YI[LIY PII[E PUL SISINT PUE SIUBI[NSTOD "5+9) s[euorssajord o3ed yIeaf]
BLIOIIO UOISNIXH BLI9ILID UOISN[OU]
sTeuorssajord ared YIed

Suruonoung Surd9IIE PuL SYITOW ¢ 158I[
1€ 307 Sunse[ ‘ondney pue ured se yons swordwis [euonowo pue [edrsdyd jusisiszod Surduorrodxy (r1a)

£roedes 0anruSod poonpay > @I VINQ 2130[01q 2uo o APuarind pue SAYVINA)
Arpiqestp Sutures] 1uedIuSIg *q S3NIP dONLWNIYI-NUE SUTAFTPOW-ISEISTP DNIYIUAS/[LUONUIATOD 0M] 03 puodsaz 10u prp A[snorasrg  (1ra)

USTBUT] JO PUPIIWOD JUSIIINSUT v SEuow g 03 ¢ ISP 2 UL ('] <OISVAV[ 0 9'T <8ZSVA
101 NP MITAFNUT oY1 UT £[9A1309330 91edronaed Jo sasreuvonsanb pue (5007 “Te 39 S 910 T 32 noFoYdI{IN) 0]/S< 2709 JUIWSSISSY [eqO[D) IUaNed J1:SHId (14

210[dwod QUIsU0d POWIOFUT UDNIIIM JATS 03 d[qeun siuedpnieg (a) poasn a3auM ($107 “Te 32 03B[0SUOD)) V[A[0d 30T §°C < 0ISVAV /[
eruownoaud pue uorssardop ar040s ‘eruarydozryos ‘oidwexo 30 (00T “Te 12 BasUEI]) VY F0J 7'¢C < ZSV( FoYio £q paurjop se aseastp 2a1de A[@1eropoy ‘(Y (8)

307 ‘sonsst A301e31dsox 3O YI[LAY [LIVOW SB YINS SINIPIGIOWOD 239A9G (AT) SO1UT[d
93 jo s1eak 91 FopUN) (11T) £Sororewnoys uopedino Furpuoiie s211s SUNINIIT 1T ISISO[OIBWNIYF € JO 93D OU) JOPUN SIUINEJ (AT
s1eaf 7 uky) SSO] uonEINp YIrm aseasip Aprery (1) 2a0qe pue plo sieak9] paSy (1)
(SPIIYIIE021S0 S1894 7 Uty JOSUO[ UONEINP B YIIM 0seasIp paysiqeisy (11
10 YVI[ 30 sodfiqns 3o110 “3°5) 95LISTP dPLWNIYI FYIO JO sisouder (1) VY 0 VI[4&[od jo sisouSerp feorur) (1)
BII0ITIO UOISNIXF BIIOIIO UOISNOU]

siuaneJ

.NMHDHCU COMwS—UZO TCN COAﬁwH:UCH T AT14d <YHA

FRAMEWORK ANALYSIS OF REFRACTORY DISEASE




6 of 20 | CHAPLIN £ AL

The interview transcripts were subsequently imported into N'Vivo 12 (QSR, 2012). Reporting fol-
lows the APA Journal Article Reporting Standards for Primary Qualitative Research (Levitt et al., 2018)
to ensure transparency and quality of reporting (Shaw et al., 2019). At various stages (See Appendix S6),
three coders (HC, JM and HL) discussed codes/subthemes to assure consistency and credibility across
themes and interpretations. Framework analysis was chosen to outline a comprehensive review of col-
lected narratives, driven by participants' original accounts and provided an in-depth systematic analysis
between and within individual experiences of patient and multi-disciplinary health care professional
data (Gale et al., 2013; Jones et al., 2021). Framework analysis is conducted through five steps (Leal
et al., 2015; Ritchie & Spencer, 1994): (i) familiarization with data, (ii) preliminary inductive thematic
analysis of the whole dataset to develop initial themes, (iii) application of themes again to the whole
dataset systematically, (iv) reducing data from transcripts into summaries and organizing these in a
matrix (participants by themes) and (v) identifying patterns and relationships across participants and
themes.

RESULTS

Of the 60 eligible patients approached, 26 consented and 25 completed interviews (see Appendix S3;
one consented patient did not respond to further contact to arrange the interview). Twenty people liv-
ing with RA (80%) and five adults with PolyJIA (20%) were interviewed, reflecting disease and gender
prevalence within these rheumatic conditions (see Table 2), who had either RD (2= 21) or PPES (#=4).

Fifty-nine health care professionals were approached, 33 consented and 32 took part in this study (see
Appendix S3; one consented professional was not interviewed as felt that their role was well represented
during data collection). Five focus groups (#=20) and 12 individual interviews were conducted from
11 hospital trusts (71.9% female), with 7 of these settings outside of London. Professionals represented
rheumatology (consultant (#=15) and specialist registrar (#=4)), clinical specialist nursing (#=4), psy-
chology (#=2) and physiotherapy (7= 2), occupational therapy (#=2), podiatry (#=1), pharmacy (#=1)
and social work (#=1). The mean years of rheumatology experience was 11.72 (SD 7.14) demonstrating
this sample is quite experienced. The majority were trained in adult medicine (71.9%) and had received
specific musculoskeletal training (84.4%).

Themes characterizing RD/PPES

Themes characterizing RD/PPES are presented in Figure 1 (see Appendix S4) highlighting similari-
ties and differences between patients and health care professionals. Three key themes were identified
from both patients' and professionals' experiences of RD/PPES: (1) relevant treatment experiences, (2)
symptoms (with or without inflammation) and (3) impact: physical, psychological and social. Relevant
treatment experiences covered elements of treatment that wete pertinent to characterizing RD/PPES.
Specific common physical and mental symptoms were identified that occur in RD/PPES, with or with-
out Inflammation. Finally, the biopsychosocial impact that these treatments and symptoms had on peo-
ple living with RD/PPES wete detailed. These themes covered 28 subthemes that would be considered
as components characterizing RD/PPES, with 6 being patient-specific and 1 health care professional-
specific. Through the framework analysis, patterns across the data and participants were explored (see
Appendix S5).

Relevant treatment experiences

This theme is comprised of six subthemes (see Table 3). Both patients and health care professionals de-
sctibed the cote of RD/PPES as trying multiple disease-modifying anti-rtheumatic drugs (DMARDs)
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TABLE 2 Patient sociodemographic and clinical characteristics.

Aggregate
averages (n=25)

Sociodemographic

Age, median (IOR) 59 (32)
Gender
Female 84%
Male 16%
Ethnicity
White British 76%
Black/Black British 8%
Asian/Asian British 8%
White Irish 4%
Mixed 4%
Place of birth 84% UK
Had to stop/modify education/employment due to RA/PolyJTA 64%
Registered disabled 64%
MSK-HQ, mean (§D)
Total score (out of 56) 24.6 (9.89)
Days physically active (out of 7) 1.0 (1.54)
Clinical

Inflammatory arthritis diagnosis

Rheumatoid arthritis 20
Polyarticular juvenile idiopathic arthritis 5
Disease duration (years), wedian (IOR) 20 (14)
Age at diagnosis, median (IQOR) 28 (29)
Disease activity (DAS28 categories [Fransen et al., 2003])
Remission (DAS28 <2.6) 0%
Low (DAS2822.6 and <3.2) 16%
Moderate (DAS28> 3.2 and =5.1) 60%
High (DAS28>5.1) 24%
Time to first DMARD (months), mwedian (IOR) 6.75 (14.6)
Previous number of DMARD:s experienced, median (IOR) 6 (3)

and still experiencing non-response (Subtheme 1.1). Non-adherence to both pharmacological and non-
pharmacological treatments (Subtheme 1.2) was described as a potential reason why people were not
responding to medications as the required dosage/frequency was not being followed. Reasons for non-
adherence were linked to both beliefs about medications and patients' broader health beliefs and be-
haviours, such as coming off medications for surgery or during acute illnesses. Non-adherence was
mentioned more frequently by the paediatric/adolescent health cate professionals and considered as an
important factor before labelling as refractory to treatment.

Not responding to several drugs confirmed perceptions of the medications not working at all (pri-
mary inefficacy) versus losing effectiveness over time (secondary inefficacy) (Subtheme 1.3) which also
fitted with the unpredictable nature of treatment response and the emotional impact that the medi-
cations not working can have, especially when patients had been adherent. When prescribed a drug
that worked for them, the interference of comorbidities, adverse side effects, surgery or infections
(Subtheme 1.4) were reasons why patients had stopped medications in agreement with clinicians or lost
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FIGURE 1 Thematic map of characteristics of RD/PPES identified by patients and health care professionals. Patient-
specific components in orange, HCP-specific in blue, with shared components in purple grouped into themes. ADL,
activities of daily living; DAS28, Disease Activity Score-29 joints; DMARDs, disease-modifying anti-rheumatic drugs; IA,
inflammatory arthritis; Pt, patient; SAE, serious adverse event.

their previously good response. Both these subthemes could reduce the number of available treatment
options, and resulted in the likelihood of receiving the label of RD.

Dependency on steroid injections or tablets (Subtheme 1.5) was identified as important to relieve
symptoms, due to their efficacy in reducing pain and swelling, with patients finding steroids more effec-
tive than DMARDs at reducing symptoms. Beliefs about medications (Subtheme 1.6) were important
with patients balancing their fear/anxiety of the side effects with the need to take medications to control
the disease.

Symptoms (with or without inflammation)

This theme contained nine subthemes identified as important symptoms that occur for those with
RD/PPES, ecither with or without inflammation (see Table 4). Symptoms do not occur in isolation
and are often interlinked with one affecting another. These can occur in both the presence and
absence of active inflammation (Subtheme 2.1) which can be equally debilitating. Both patients and
health care professionals described the variety of ways in which joints were involved: permanently
swollen, damaged or replaced joint(s), affecting one or two joints (Subtheme 2.2). Accrued damage
such as erosion(s), deformity(ies) or restricted movement which may be painful was also discussed
when assessing joints or determining treatment control/response. The affected joints could be the
feet or ankles which tend to be missed out for the DAS28 assessments and are important for pa-
tients, especially PolyJTA.

Another prominent symptom is Pain (Subtheme 2.3), with many participants mentioning it needed
to be addressed in their daily lives. Patients reported pain occurring every day regardless of activity
with a knock-on effect on fatigue and mood and is the reason for physical or social activity restric-
tions. Fatigue was commonly described due to ‘the body fighting the condition’, living with pain or as
a side effect from medication (Subtheme 2.4). For some patients this discomfort was unexpected and
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sometimes a separate entity that is difficult to manage or receive support for. Health care professionals
shared this sentiment. Patients consistently mentioned that their fatigue seems to be linked to pain, and
this included cognitive fatigue affecting concentration and memory. Sleep difficulties were a separate
complaint (Subtheme 2.5), due to the pain and stiffness in their joints causing the inability to sleep com-
fortably or due to lack of physical activity.

The combination of pain, stiffness and fatigue may result in reduced mobility in some patients, for
example, walking long distances, navigating stairs or difficulties using public transport (Subtheme
2.6). Consequently, these mobility problems were linked with other categories such as impaired
physical and social functioning with people reporting their IA slows them down. Patients indicated
that persistent stiffness (Subtheme 2.7) was detrimental and lasted longer than 30 min in the morn-
ing that is routinely asked by clinicians. Two patient-specific categories were identified. Firstly, pa-
tients reported they had a general feeling of unwellness similar to flu that they attributed to their
Inflammatory Arthritis (Subtheme 2.8). Secondly, difficulty ascribing their symptoms to age, comor-
bidities or their rheumatic condition (Subtheme 2.9), further highlighting the confounding influence
of multimorbidity in RD/PPES.

Physical, psychological and social impact

There wete physical, psychological and social ramifications and influences from expetiencing RD/
PPES that were highlighted in the next three categories which covered 11 subthemes (see Tables 5-7),
with an over-arching patient-only subtheme that represented the complete overall life-limiting impact
across these subthemes and emphasized the wide-ranging influence of RA/PolyJIA in all aspects of
life (Subtheme 3.1). This was also seen in questionnaire scores which indicated a moderate quality of
life. The psychological impact could either perpetuate ongoing symptoms and contribute negatively
to patients' quality of life or be protective and allow people to experience good quality of life despite
RD/PPES. People with PolyJIA reported greater variety in their experiences compared to people
with RA, in particular the challenges of living with a long-term illness at an early stage in their lives
(Subtheme 3.2).

The physical impact of RD/PPES are split into two subthemes. The first subtheme included ele-
ments such as related comorbidities, involvement of other joints such as feet or jaw (especially for those
with PolyJTA) and other symptoms, for example, problems eating, highlighting the involvement of joints
and areas not captured by disease activity measures such as the DAS28-joint count, for example, feet/
ankles and eyes (Subtheme 3a.1). A recurring element for health care professionals was how restrictive
the DAS28 scorte is in assessing RD/PPES in RA/PolyJIA, and that wider factors need to be considered
such as persistent foot inflammation, erosions and physical activity ability. The second category pointed
to the inability to perform desired activities/tasks, for example, cooking, work and restrictions in pet-
forming activities of daily living, for example, washing/dressing, cooking and poor physical function
usually in hand strength/dexterity and reflecting the impaired quality of life (Subtheme 3a.2). People
described how they could not do things that they used to, with daily activities and social events needing
to be planned to account for their physical restrictions.

The psychological impact represented five subthemes. Frustration was the most common emo-
tion that both patients and health care professionals expressed regarding RD/PPES (Subtheme 3b.1).
Frustrations could be about activity limitations, drug routine and not being able to live a normal life.
Additionally, feeling fed up as not responding to treatment or finding the right medication, which
health care professionals found equally frustrating. In contrast, some patients had a resilient attitude
and just ‘get on with it’. Many had accepted the illness and life limitations (Subtheme 3b.2). Patients
would also describe that their disease was not fully controlled by medication but was manageable as they
were doing better than in the past or compared to others. Health care professionals also reported that
patients would say their condition was acceptable despite ongoing symptoms which rheumatologists
wanted to further treat, therefore describing their patients as ‘stoic’ to reflect this resilience. However,
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TABLE 5 Illustrative accounts for Theme 3: Impact and (a) Physical.

Theme Subthemes Patients' accounts HCPs' accounts

(3) Impact 3.1. Life limiting ‘when [daughter] was younger, can't sit on the floor,
you can't do certain things that they want you to do,
which can be quite frustrating...constantly having to
cancel appointments cos you don't feel well enough
to be able to get out’ PAT6A
‘T had to change, I used to be an auxiliary nurse,
years ago and I had to give that up’ PAT5A

3.2. Challenging ‘saying to people like, “Arthritis”, people are like,

disease whilst young ~ “What? You're not 80” or like those connotations
and not wanting to feel like I'm 80 as well, like you
know, like those days when I'm swollen and I'm sore
and I think ugh, I shouldn't feel like this at this age’

PATT11D
(32) Physical ~ 3a.1l. RA/JIA impacts ‘I lost weight cos [PolyJIA] affected not just my ‘we run the risk as
Impact beyond the joints/ knees and my legs, but also affected my mouth and rheumatologists of being
DAS one of my arms’ PAT9D too joint focused and not
‘Sjogren's syndrome, erm, Barrett's oesophagitis, considering the other
so, those are all a result of, allodynia, fibromyalgia, impacts, erm, for example,

those are all a result of RA, which have affected me.  low mood, poor sleep’
My eyes now are quite affected, I can only look at a HCP3C

screen for so long, or a book or reading, my eyes get

stressed” PAT4B

3a.2. Loss of physical  ‘daily activities are hard, you know, cos you do ‘problems that are to do
function and everything with your hands (laughs) it's ridiculous with living so how those
activities of daily really...if I could get given a new set of hands, I things then impact on
living would be alright’ PAT4A work and emotion and
‘[RA's] stopped me from doing a lot of stuff that social life and all those
T used to do. I have to think twice about certain sorts of things” HCP2C

|activities], places to go’ PAT7D

some discordant views were expressed where health care professionals perceived that patients had not
accepted the illness or were in denial about their condition and limitations.

These attitudes and beliefs may affect whether patients undertook (in) effective coping or self-
management activities (Subtheme 3b.3). For example, some used active coping strategies such as pacing
and planning activities or exercises to keep joints mobile and taking pain medication when required.
Passive coping involved avoiding activities ot situations and not maintaining strength/dexterity as wot-
ried exercises could worsen symptoms. Although this type of coping was justified by patients stating
they only avoided activities that would aggravate their condition/joints rather than being in denial or
avoiding taking medication. Key to self-management and coping was patients knowing their limitations
and what they can do. Some would acknowledge that they were ‘over-doing things’ through undertaking
activities beyond their limits but would rather suffer the consequences than not complete the physical
or social activity.

Alternatively, if a new joint was affected or symptoms were worsening, this could be disheartening
and cause distress. Negative psychosocial impacts included low mood, loss of interest in activities,
worry about future deterioration and emotional distress, including grieving the life they had before the
Inflammatory Arthritis onset (Subtheme 3b.4). Depression or anxiety could be separate comorbidities
but often this was morte related to elements of having RA/PolyJIA, such as expetiencing ongoing/
worsening or relapsing—remitting disease or fears of needing surgery or being in constant pain. Disease-
related distress and burden were also mentioned such as the stress of having to coordinate care between
GPs and their theumatology teams, attending multiple/frequent appointments ot proving eligibility for
government assistance that they are entitled to.
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TABLE 6
Theme Subthemes
(3b) 3b.1. Frustrations:
Psychological disease and
Impact non-response

3b.2. Patient
attitude, resilience,
acceptance and
adjustment

3b.3. Effective or
ineffective coping/
self-management

3b.4. Disease-
related distress
and negative
psychosocial
impact

3b.5. Patient
health beliefs and
behaviours

Illustrative accounts for Theme 3: (b) Psychological.

Patients' accounts

‘how can [PolyJIA] be

so difficult to treat, it's
inflammation! It makes you
think well, how can you not
treat my disease?” PAT6C

‘(RA] is controlled compared
to how I used to be cos T
used to be in a bad, bad way.
That's why I say I'm happy,
it's just the fact that I can
move around’ PAT10D

‘my life would be different
to how it is now having had
the disease, without a doubt.
But that's not necessarily a
terrible thing’ PAT1B

‘I know certain positions to
put myself in to feel better;

I know ways to pace myself;
I know what to do, and then
this new joint that I don't
know how to manage...I
haven't worked out that
pacing yet (hmm) to this
new joint, erm, and so yeah,
that's kind of disheartening’
PAT11D

‘T haven't even gone for a
blue badge to be quite honest
with you. It's stressful for

me going to my doctor and
asking him to fill out a form,
is just too much’ PAT2A
‘affects you mentally a lot
you can get depressed...
What am I going to do in the
future?” PAT2B

HCPs' accounts

‘often outcomes aren't as good as we'd like
and, erm, it's frustrating for the patient
and frustrating for us at times that there's
not more that we can do for these patients’
HCP2B

‘[patients] have been told that their bloods
and everything are looking good, but they're
absolutely feeling awful in themselves and
struggling to cope with [symptoms]. So,

that makes it harder for them to actually
accept and manage and move forward with
condition” HCP7C

‘there's a lot of denial...there's equally those
that don't complain, those silent ones that
put two fingers up to their illness and don't
engage with you and try and avoid it HCPGE

‘sometimes people aren't doing a paced
activity or exercise programme, mainly
because they're perhaps frightened of

how much they are able to do or they're
wortied about causing a flare-up, so that's
despite having advice from physios erm
regarding, how to actually manage exercise
appropriately...sometimes people have got
very fixed ideas on diet” HCP7C

‘late effects of having arthritis when you're
three, goes into remission by eight, flares
at age 14 with major psychological, you
know, but might not seem like dramatic
inflammation but huge psychological, you
know, it's almost like a late effect of, like
talking cancer late effects’ HCP3E

‘parents have got their own histories of
difficult medical, kind of ailments, that's
going to very much affect how a young
person sees their wellness score or how they
feel” HCP3D

Experiences of the psychosocial impact due to that ongoing inflammation and symptoms was re-
ported by several health care professionals who mentioned patients described negative feelings and

low mood when explaining symptoms or problems to their rheumatology team and being defined by

inflammatory arthritis with feelings of despair and being fed up. Patient health beliefs and behaviours

was the only health care professional-specific category (Subtheme 3b.5) and included perceptions of

patients understanding of their condition, health literacy and the illness representations that they hold
that affected their health behaviours. Paediatric health care professionals mentioned the role that par-

ent's beliefs can play in young people's health understanding and subsequent behaviour and the resulting

impact these beliefs and behaviours may have on their disease progression.
Finally, the social impact of RD/PPES coveted four subthemes. Social identity can be affected as
people cannot engage in activities, they used to be able to do, and their Inflammatory Arthritis causes
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TABLE 7 Illustrative accounts for Theme 3: () Social.
Theme Subthemes Patients' accounts HCPs' accounts

(3¢) Social
Impact

3c.1. Affected
social identity and

autonomy

‘I just think people will just get fed up with
you saying: “Oh, this hurts and that hurts”.
So, in the end you say nothing because if
you don't want people to think: “Oh god,
I'm not going out with her today, she's
nothing but a moaner’” PAT3D

‘patients that are isolated can be

high risk if they don't have good
social support networks and I have a
particular concern about isolated men
and suicide risk” HCP2C

‘being different from their peers,

not being able to do what their peers
do. Struggling with school, exams’
HCP4D

3c.2. Loss of social ‘Eating out is very difficult but I would

rather do that than lose my friends’ PAT4B

‘having friends, that sort of thing.

function So, in particular, not being able, not

taking part in PE or sports or playing
out with their friends’ HCP4E

3c.3. Independence  ‘you can't wash yourself, you can't wipe

versus dependence yourself sometimes when you go to the

on others toilet cos your hands are like clawed up or

sore...to me it's the indignity of not being
able to look after yourself” PAT1C

3c.4. Support from ‘I live on me own, erm, if I was, say,

partners or parents  living with me parents or I was married, it

might be a different thing cos there'd be
somebody there, I could discuss it’ PAT4C

them to be isolated and defined by their illness (Subtheme 3c.1). This isolation and loneliness due to lack
of a good support network was identified as a risk for psychosocial difficulties. Furthermore, a lack of
autonomy as feeling dependent on others or the lack of opportunities to develop socially for those with
PolyJIA may cause them to withdraw. Impaired social participation/function was a problem (Subtheme
3c.2), with patients stating they had difficulties making and keeping friends and to socialize in different
ways. Paediatric health care professionals reported reduced social functioning more frequently than
adult professionals due to the influence and importance of friendships in children and adolescents.
Some patients expetienced no problems socially because of their RA/PolyJIA, if they had a good group
of friends who understood their condition and restrictions.

Reduced independence and increased dependence on others (Subtheme 3c¢.3) in terms of prac-
tical help and emotional support was reported by patients. This assistance is part of the day-to-
day reality of managing RA/PolyJIA and perhaps not routinely discussed in clinics. There was a
struggle between wanting to remain independent whilst also needing to be dependent on others for
certain activities that they could no longer do. This struggle could cause distress that they could
no longer look after themselves. In contrast, some were thankful to have a partner, who provided
ongoing support both physically and mentally. The type of support provided by partners or parents
(Subtheme 3c.4) ranged from giving comfort, practical help with household chores or shopping or
administering medications or help to attend social events, thereby protecting quality of life. The role
of a supportive partner was most evident in two unmarried men interviewed as they experienced
the negative impacts on functioning and quality of life, possibly due to not having a helpful partner
and they felt isolated.

DISCUSSION

The aim of this qualitative study was to explore patients' and health care professionals' understand-
ing and expetiences of RD/PPES in RA/PolyJIA from both of their perspectives. Three key themes
wete identified from both patients' and professionals' experiences of RD/PPES: (1) relevant treatment
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experiences, (2) symptoms (with or without inflammation) and (3) impact: physical, psychological and
social. These themes included 28 specific subthemes that would be considered as components charac-
terizing refractory disease, of which most subthemes were common to both patients and health care
professionals, whilst six were patient-specific and one was health care professional-specific.

The areas identified here are important characteristics of RD/PPES and fit with priorities identified
in a qualitative study with patients diagnosed with RA for clinical outcomes after pharmacological in-
terventions (Sanderson et al., 2016). Sanderson and colleagues highlighted that the severity, effect and
coping of these priorities needed to be considered as was found in this current study in this specific
subgroup of RA/PolyJIA through the symptoms and impact themes. Living with RD/PPES causes
specific disease-related distress, distinct from general depression and anxiety, as highlighted through-
out the patients' accounts, covering physical-, emotional-, social-, treatment- and health care-related
distress (Silke et al., 2021). An important element of psychological impact was the influence of patients'
health beliefs and understanding of their disease (Horne et al., 2019; Leventhal et al., 2016), which had
wide-reaching effects on self-management and treatment adherence. Health care professionals need
to explore these beliefs to dispel misconceptions, align treatment expectations and readjust disease
management. However, this can be difficult to implement during consultation due to discordances in
expectations and beliefs between patients and clinicians (Berenbaum et al., 2014).

A clear protective factor was the role of a supportive partner. Those without significant others
seemed to have more problems in daily life, experiencing loneliness and inability to do housework,
including reduced social functioning. Both patients and HCPs reported ‘getting on with it” and being
resilient which could be perceived as positive. There may be problems when showing resilience or sto-
icism, for example, the ones that do not complain, when in fact may require further support or treatment
to prevent worsening/suboptimal outcomes (Gwinnutt et al., 2019). This group may requite increased
vigilance by multi-disciplinary rheumatology teams to optimize clinical outcomes.

Strengths and limitations

To our knowledge, this is the first and currently only qualitative study to explore RD/PPS in IA across
the life course transdiagnostically in RA/PolyJIA, including both patients and health care professionals,
which has enabled an in-depth analysis into this important but poorly understood subset of patients that
are missing from other refractory/difficult-to-treat research initiatives (Buch et al., 2021; Nagy et al., 2020).
This study has provided novel insights into the chatacteristics of RD/PPES in RA/PolyJIA to contribute
to a comprehensive biopsychosocial understanding for both clinicians and researchers, whilst identifying
areas important for patients. Elements relevant to those with PolyJIA, paediatric health care professionals
and males were highlighted throughout and in the accounts presented, in particular regarding the psycho-
social impact. A clear strength is the large sample size of both patients and multi-disciplinary health care
professionals, who were interviewed to obtain multiple petspectives about RD/PPES, across RA/PolyJIA
and adult/paediatric care. The transdiagnostic approach taken here may increase the transferability of the
findings which could be applied to RD/PPES in other inflammatory arthritis conditions such as psotiatic
arthritis or spondyloarthropathies in both paediatric and adult populations.

The validity and credibility of findings were established during analysis and reporting by following
the JARS guidelines, including a thematic map (O'Brien et al., 2014). Also, transparency of the anal-
ysis was achieved by using direct data from transcripts from the framework and reporting, providing
specific evidence of how the data led to the interpretation and theme allocation (Gale et al., 2013; Leal
et al., 2015). This study also included additional views of health care professionals such as a pharma-
cist, podiatrist and social worker, whose perspectives are often missing (Dures et al., 2014; van Tuyl
et al.,, 2008), therefore taking a wider multidisciplinary team approach aligning with the Rheumatology
workforce (British Society of Rheumatology, 2021). Furthermore, other less researched perspectives of
adults with Poly]IA and those with PPES, despite controlled inflammation, were incorporated through
a targeted recruitment strategy employed in this study.
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There are some limitations to be acknowledged. Patients and health care professionals from
England only (predominantly London) participated in this study and may therefore not be repre-
sentative of experiences across the United Kingdom. Identifying patients based on clinical data
was problematical given the levels of missing data, in particular the DAS28 scores, important for
inclusion. Missing DAS28 scores have been found in a national audit due to clinicians emphasizing
they collect this data more for patients with ‘typical” or severe symptoms/disease of Inflammatory
Arthritis due to the requirement for treatment escalation (Yates et al., 2020). This reason may ex-
plain why recruiting those with PPES was more difficult to screen and recruit as DAS28 scores were
not conducted in patients with less severe presentation and are less frequently conducted in adult
PolyJTA patients.

There are advantages and disadvantages to face-to-face versus telephone methods (Saarijirvi &
Bratt, 2021), and the depth of data obtained may have been compromised as non-verbal communica-
tion by telephone interviews could not be included. Likewise, the depth of data in focus groups can
be limited as some participants may dominate (Acocella, 2012) the information sharing. However,
by combining multiple data collection methods each reveals different, complementary elements to
contribute a comprehensive understanding and address shortcomings of a singular methodology
aligning with a pragmatic epistemological approach (Johnson & Onwuegbuzie, 2004; Lambert &
Loiselle, 2008).

Health psychologists can help support rheumatology multi-disciplinary teams to tackle some of the
psycho-social symptoms and impact patients' experience as reported during the interviews through
delivering or developing complementary non-pharmacological intetventions and/or training, for ex-
ample, to rtheumatology nurses in line with patient preferences to deliver psychological support and/
or counselling (Dures et al., 2016). For example, patient education self-management interventions,
to be embedded in routine clinics, or provide communication training to incorporate these topics in
clinical consultations, in close collaboration with patients to ensure the interventions meet their needs
(McBain et al., 2018).

CONCLUSION

RD/PPES in RA/PolyJIA can be summarized as petsistent symptoms with biopsychosocial impact,
either in the presence or absence of inflammation despite treatment with multiple DMARDs. As
found through this analysis, the specific biopsychosocial symptoms and impacts of RD/PPES pet-
tain to pain, fatigue, stiffness, joint involvement and the physical, psychological and social impact
of persistent symptoms including disease-related distress, mobility and independence. Also, wider
influential factors such as comorbidities, non-adherence, health/medication beliefs and behaviours
and social support are part of RD/PPES. This analysis has highlighted specific symptoms and impact
that could be targeted through psychosocial interventions by multi-disciplinary health care profes-
sionals (Chaplin et al., 2024), in particular health psychologists or clinical psychologists specializing
in musculoskeletal health.
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