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Abstract

Objectives. The aim was to explore patient experiences and views of their symptoms, delays in di-
agnosis, misdiagnoses and medical support, to identify common experiences, preferences and unmet
needs.

Methods. Following a review of LUPUS UK’s online forum, a questionnaire was posted online during
December 2018. This was an exploratory mixed methods study, with qualitative data analysed themati-
cally and combined with descriptive and statistically analysed quantitative data.

Results. There were 233 eligible respondents. The mean time to diagnosis from first experiencing
symptoms was 6years 11 months. Seventy-six per cent reported at least one misdiagnosis for symp-
toms subsequently attributed to their systemic autoimmune rheumatic disease. Mental health/non-
organic misdiagnoses constituted 47% of reported misdiagnoses and were indicated to have reduced
trust in physicians and to have changed future health-care-seeking behaviour. Perceptions of physi-
cian knowledge and listening skills were highly correlated with patient ratings of trust. The symptom
burden was high. Fatigue had the greatest impact on activities of daily living, yet the majority
reported receiving no support or poor support in managing it. Assessing and treating patients holisti-
cally and with empathy was strongly felt to increase diagnostic accuracy and improve medical
relationships.

Conclusion. Patient responses indicated that timely diagnosis could be facilitated if physicians had
greater knowledge of lupus/related systemic autoimmune diseases and were more amenable to listen-
ing to and believing patient reports of their symptoms. Patient priorities included physicians viewing
them holistically, with more emotional support and assistance in improving quality of life, especially in
relation to fatigue.
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« Diagnostic delays and misdiagnoses are common in SLE/CTD and can damage trust in physicians.
e SLE/CTD patients strongly value physicians taking a holistic view, listening, and believing patient-reported

symptoms.

o More support is required with adapting after SLE/CTD diagnosis and in improving quality of life.

Introduction

SLE is a chronic, inflammatory, autoimmune disease,
which can be life threatening. With no definitive diagnos-
tic tests for SLE and related diseases and with a diver-
sity of often non-specific presenting symptoms [1],
patients are largely reliant upon expert medical opinion
for a diagnosis, with delays in diagnosis and subsequent
treatment commonly reported [2-4]. Multiple studies in-
dicate weaknesses in how medical training addresses
SLE and other rheumatological conditions [5-8] and
highlight a need for greater awareness amongst clini-
cians in order to aid faster diagnosis [9]. In addition,
there have been calls for more patient-focused
research [2].

The problem of undiagnosed lupus in the community
was recognized >20years ago [10]. Despite attempts to
increase awareness of the disease, more recent studies
report lengthy journeys to diagnosis [2-4], with many
patients having accrued considerable damage to their
health by the time they reach diagnosis and with earlier
treatment being associated with better prognosis [11-
13]. A 2014 survey of >2500 LUPUS UK members found
that the mean time to diagnosis from initial symptom
awareness was 6.4 years, with approximately half report-
ing that they were initially misdiagnosed [2]. Diagnostic
delays of >3years were also reported by 58% of lupus
participants in the 2017 Rare Autoimmune Rheumatic
Diseases Alliance (RAIRDA) survey [4].

Guidance for UK practitioners was lacking until the
publication of the British Society for Rheumatology
guideline for the management of lupus in 2017 [14].
Research on patient experiences and preferences is key
to increasing the impact of the guideline, because diag-
nosis and effective disease management is likely to be
influenced strongly by patient-physician interactions.

There has been important patient perspective re-
search in recent years, including research reporting on
access to health care, diagnostic delays and the fre-
quency of misdiagnoses [2-4, 9]. However, significant
gaps in the literature remain, particularly with regard to
ascertaining patient views of the reasons for, and
impacts of, diagnostic delays and misdiagnoses. In this
study, we address these gaps and investigate patient
perceptions of their symptoms, support received from
clinicians and patient suggestions for improvements in
diagnosis and care.

Methods
Data collection

After a review of patient priorities on the LUPUS UK
Web-based forum and discussions with patients,
LUPUS UK and rheumatologists, a questionnaire (sup-
plementary material, section Questionnaire, available at
Rheumatology Advances in Practice online) was
designed to collect quantitative and qualitative data. The
main survey sections included: perceptions of support,
symptoms, and reasons for misdiagnoses/delays. Open
questions to elicit qualitative responses covered: mis-
diagnosis experiences, advice to doctors on improving
diagnosis and care, and an invitation at the end of the
questionnaire to give any further patient views. The
questionnaire was pre-tested and then made available,
with an accompanying information sheet, for 3 weeks in
December 2018 for completion online using Qualtrics,
on the LUPUS UK online forum and Lupus UK sufferers
Facebook group. The supplementary material section
Methodology, available at Rheumatology Advances in
Practice online, provides a more in-depth description of
data collection, analysis and study limitations. This study
complies with the Declaration of Helsinki. The
Cambridge psychology research ethics committee ap-
proved the research [PRE 2018-84], and informed con-
sent was obtained from all respondents.

Inclusion criteria were as follows: age >18years;
reporting a diagnosis of lupus, UCTD, MCTD, SS or
overlap condition on their clinic letters; and listing symp-
toms that were supportive of these diagnoses, including,
in the case of those reporting a diagnosis of SLE, symp-
toms that were supportive of a diagnosis made in line
with the ACR and/or SLICC classification criteria [15,
16]. The 2% reporting probable lupus were also in-
cluded, because their reported symptoms met the
criteria.

Analysis

After data cleaning and removal of ineligible participants,
quantitative data from 233 participants were analysed
using SPSS v.25. Qualitative responses were provided
by 182 respondents on the questionnaire, with a further
24 providing information by contacting the research
team.

Qualitative data were combined and analysed themat-
ically [17] using NVivo v.12 to assist with coding and
classification. Briefly, analysis involved: immersion in the
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data; developing and agreeing an initial coding scheme;
coding the data; refining and re-coding; and identifying
commonly occurring themes [17]. Once provisional
themes had been identified, the LUPUS UK forum mod-
erator (P.H.) posed several questions [18-20] to the on-
line community to confirm that emerging themes
reflected the wider community views and to allow the
lead researcher (M.S.) to probe responses in more
depth. Validity of the findings was also strengthened by
member checking [21, 22], comparing emerging themes
with forum discussions and examining deviant cases
[23]. Further triangulation occurred by the integration of
qualitative and quantitative data [24, 25].

Results

Areas identified from thematic analysis to improve diag-
nosis and care were as follows: the importance of listen-
ing and belief; holistic viewpoint; and knowledge
acquisition and transfer.

Participants

Participant characteristics are shown in Table 1. There
were 78% of respondents reporting a diagnosis of SLE,
10% with UCTD, and 12% with other related autoim-
mune conditions. The vast majority of respondents were
white and female, and 70% were resident in England.

Delays and misdiagnoses

The average time to diagnosis from first experiencing lu-
pus/CTD symptoms was 6years 11 months (mean) and
4years (median), with 24% of respondents reporting
that diagnosis took >10years and 22% reporting that
they were diagnosed within 1 year. At least one misdiag-
nosis was reported by 76% of respondents, with 47%
of all misdiagnoses being of non-organic aetiology, psy-
chological, mental health (MH) or medically unexplained
symptoms (MUS), with the combined category referred
to henceforth as MH/MUS. Misdiagnoses were most fre-
quent amongst respondents with UCTD, with 95%
reporting receiving one or more.

Misdiagnoses are summarized in Fig. 1, with health
anxiety being the most frequent, followed by misdiagno-
ses of alternative rheumatic diseases, most commonly
RA.

More than 80% of the respondents who reported re-
ceiving a MH/MUS misdiagnosis (often referred to by
participants and forum members as an ‘in your head’
misdiagnosis) indicated that it had both reduced their fu-
ture trust in physicians and altered their health-care-
seeking behaviour, with the impact of these misdiagno-
ses illustrated in the following quote:

The misdiagnosis of stress, unexplained etc. is the most dangerous
misdiagnosis and it completely destroys trust, feels like you are not
being listened to, like you are explaining it wrong, doing something
wrong, doing this to yourself and it causes guilt, mistrust and
makes you question yourself (female, 30s, England).
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The majority (60%) of respondents reported that these
MH/MUS misdiagnoses had made them less likely to
seek medical help and report symptoms in the future.
For others (27%), these misdiagnoses made them more
likely to seek help, often detailing how they ‘knew’ their
‘own bodies’ and continued to seek clarity for continuing
symptoms in the face of medical disbelief in an organic
aetiology.

Table 2 summarizes patient views of the key influen-
ces on delays and misdiagnoses. The most commonly
experienced symptoms before diagnosis were often
non-specific (rashes, fatigue, joint pain and oral ulcers)
and difficult to attribute to a single disease unless
viewed in the context of a systemic illness.

Patients reporting atypical serology, especially perma-
nently negative ANA, experienced much greater diag-
nostic delays (mean delay of 13years for permanently
ANA-negative participants) than ANA-positive patients,
with 92% (exact binomial 95% Cl: 62%, 100%) of sero-
negative respondents taking >4years to be diagnosed,
compared with 55% (95% CI: 44%, 66%) with positive
ANA and 65% (95% Cl: 48%, 78%) with intermittently
positive ANA. No seronegative participants were diag-
nosed within 1year, compared with 26% of ANA-posi-
tive patients (95% Cl: 17%, 37%). Using Fisher’s exact
test between seronegative, ANA intermittently positive
and ANA-positive groups, there was a significant differ-
ence (P=0.0386) in the percentages taking >4 years to
be diagnosed.

Multiple participants who lacked visible symptoms
and/or consistent positive serological markers com-
mented on the sense of invalidation and physician dis-
belief when test results did not reflect the severity of
their symptoms, as articulated by this participant:

The rheumatologist sent me to see a psychiatrist because | com-
plained that | felt ill even though the blood results were OK. The
previous results were positive. Psychiatrist said that | was OK and |
should get a new rheumatologist who knew more about lupus (fe-
male, 50s, England).

Additional evidence of the greater diagnostic/care diffi-
culties experienced by the permanently ANA-negative
group was their very high rate of MH/MUS misdiagnoses
(92%). However, those reporting positive anti-dsDNA
still had a mean diagnostic delay of 6years 2months,
and 54% reported an MH/MUS misdiagnosis.

Missed diagnosis and misdiagnoses after diagnosis

A quarter of participants felt that diagnoses provided for
new symptoms arising post SLE diagnosis were incor-
rect. A quarter of these perceived that they were mis-
diagnosed with fibromyalgia; 25% with anxiety or MH
issues; and 8% with functional disorders, either gastro-
intestinal or neurological; and, as instanced in the fol-
lowing quote, many participants had been subject to
multiple misdiagnoses:

Myriad of patronising psychological assumptions, including health
fixation disorder, anxiety and fibromyalgia. All while flaring with
eventual proven pathology (female, 50s, Australia).



Melanie Sloan et al.

TasLe 1 Participant characteristics (n =233)

Characteristic

Diagnosis on clinic letters
SLE (may have listed addi-
tional diagnosis)

Undifferentiated or unspeci-

fied CTD

APS or overlap syndrome
SS

Discoid or cutaneous lupus
Probable lupus

MCTD

Country of residence
England
Scotland
Wales
USA/Canada
Australia
Mainland Europe
Northern Ireland

Time delay to diagnosis
<1 year
1-3 years
4-9 years
10+ years
Unsure or non-quantitative
response
Missing

Age band (years)
18-29
30-39
40-49
50-59
60-69
70+
Missing

Ethnic group
White
Mixed
Asian
Black or African American
Other
Missing

Gender
Female
Male
Prefer not to say
Missing

Education
None
GCSE/O level
Alevel
Degree
Postgraduate
Missing
Medications (current or within
the last year)

Number

181

23

H OO N

52
42
46
57
30

18
30
59
69
32

18

32

199

26

37
55
68
36
35

Percentage

(rounded)

22
18
20
24
13

13
25
30
14

83

<1
<1
14

85

<1
11

16
24
29
15
15

(continued)

TasLe 1 Continued

Characteristic Number Percentage
(rounded)

HCQ 143 72
Oral CSs 96 48
Immunosuppressant (MMF, 85 43
AZA or MTX)

Injected CSs 52 26
Biologics 12 6
CSA or tacrolimus 7 4
CYC 6 3

Percentage currently taking
at least one of the above
medications = 91%

Note that medication percentages are calculated from
those reaching that part of the questionnaire (198
participants).

Other participants expressed concern that new symp-
toms were attributed too quickly to their SLE, with other
potential causes not appropriately investigated, as this
participant details:

| had to have my gall bladder removed quite suddenly and my GP
[general practitioner] had been telling me that lupus caused diges-
tive problems so didn’t investigate it (female, 30s, England).

Conversely, this participant, in common with others,
reported feeling that some symptoms were not correctly
attributed to the disease, leading to greater anxiety over
the possible aetiology:

Not understanding what is happening to your body is distressing
and scary. One of the symptoms | have (difficulty swallowing food/
choking) has never been connected to lupus, but | am sure this is
the case (female, 60s, England).

Symptoms, serology and disease burden

As Fig. 2 demonstrates, the symptom burden was high.
Fatigue was reported to be present all or most of the
time by 82% of respondents and specified by the major-
ity to be the symptom impacting their life the most, fol-
lowed by pain, then cognitive dysfunction. The
invisibility of these symptoms to society and physicians
generates an additional challenge of feeling ‘disbe-
lieved’, as highlighted by this respondent:

The fatigue and the pain really is life changing. It’s not easy to see,
but it's there and very real (female, 30s, England).

Interestingly, only 3% of patients responded that organ
involvement had the most significant impact, including
those with lung, heart, brain or kidney involvement, who
predominantly also considered fatigue or pain to be
most impactful.

The life-changing impact of these multiple, largely in-
visible symptoms was highlighted by many, including
the reduction in physical and cognitive abilities; greatly
reduced quality of life; and the impact on families, social
life and employment. The majority (77%) had stopped

https://academic.oup.com/rheumap



Medically explained symptoms in SLE and CTD

Fic. 1 Types and rates of misdiagnoses in order of decreasing frequency n=156 reporting a misdiagnosis from
n =205 participants reaching this section of the questionnaire.

% of respondents reporting each category of misdiagnosis (some ppts received >1
type of misdiagnosis)

% of total respondents
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working, reduced hours or changed jobs at some stage
as a result of their disease, with 34% of participants not
currently working because of their health issues.

Support

Fig. 3 displays that approximately half of respondents per-
ceived that they were receiving good or excellent support
overall and from their rheumatologist. Mean scores (1-5,
with 1 being no support to 5 being excellent support) for
overall support were less for UCTD (2.6) and patients in
Wales (2.7), and slightly higher for anti-dsDNA-positive
participants (3.5), than the overall mean (3.3).

The need for much greater support with adapting,
accepting and coping mentally with the disease was
supported by the qualitative findings and was a key ele-
ment of the identified holistic viewpoint theme. This
theme encompasses the indicated patient belief that
physicians should improve diagnosis by viewing symp-
toms together and should improve treatment by provid-
ing care for every aspect of the patient affected by the
disease. It was commonly expressed that this care
should include more support and empathy; consider-
ation of mental in addition to physical health; and help
with improving quality of life and with learning to live
with a life-changing disease. Aspects of this theme are
reflected in the following participant quote:

| have treatment for the disease but not as a person who has lost
so much. It's a devastating illness.... Delays in diagnosis are
damaging physically and mentally. There is a clear pattern of grief,
coming to terms with a massive loss of quality of life. I've had no
emotional support (female, 40s, England).

Clinician support: knowledge, trust and listening skills

Respondents were asked to rate the different types of
clinicians they had consulted for their SLE/CTD for

https://academic.oup.com/rheumap
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listening skills, knowledge of lupus and the level of trust
the patient felt for that type of doctor. The options pro-
vided were very poor, poor, moderate, good or very
good.

Clinicians consulted by >15% of respondents included
(in descending order of quantity consulting) GP, rheuma-
tologist, lupus specialist, accident and emergency (A&E)
doctor, specialist nurse, physiotherapist, neurologist, der-
matologist, cardiologist, nephrologist, psychologist/coun-
sellor, haematologist and immunologist.

The ratings for non-rheumatology specialists were
analysed separately by speciality, but were largely simi-
lar so were combined in Fig. 4, with any significant dif-
ferences reported individually.

The clinicians considered to have the poorest knowl-
edge of lupus were A&E doctors, GPs and neurologists,
with respective ratings for poor/very poor knowledge
being 66, 50 and 51%.There was a mean of 36% poor/
very poor ratings for the knowledge of all specialist
physicians, excluding rheumatology clinicians.

Knowledge acquisition and exchange was a major
theme identified. Knowledge acquisition by physicians
was felt to be of prime importance for diagnosis,
whereas knowledge exchange becomes a patient prior-
ity post-diagnosis. This theme included patients wanting
physicians to provide them with more information, espe-
cially at the diagnostic appointment. It also included
physicians being more amenable to patients sharing
their (often extensive) knowledge of the disease and
their individual manifestations. The importance of physi-
cians admitting limited disease-specific knowledge and
referring more quickly for appropriate testing and con-
sultations with specialists was also identified within this
theme. Many patients reported feeling that MH/MUS
misdiagnoses were attributable to lack of knowledge by
the physician of immune dysfunction and not listening
to/believing a patient’s symptoms.
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TaBLE 2 Participants’ views of reasons for delays/misdiagnoses

Perception of reason for delays/
misdiagnosis

Percentage of participants
indicating likely/very likely

Example quotes from qualitative responses

that this had contributed to
their delay/misdiagnosis

The doctor/s initially seeing and treat- 80
ing each symptom separately and
not linking together as one disease

Symptoms disregarded or disbelieved 72
by the doctor/s (merged with the
category of psychological/all in your
head misdiagnoses because the two
were found largely to duplicate)

The doctor/s not having enough 69
knowledge of the disease (category
merged with those feeling they were
misdiagnosed owing to not having
what doctor/s considered the right
test results or typical symptoms)

Symptoms appearing slowly over time 59
You not reporting or you underplaying 39
symptoms

| used to go in with a long list of medical issues
that screamed of APS/lupus/Sjégren’s, but not
one GP joined the dots. Sadly, by the time | was
diagnosed aged 45 it was too late. I'd had a
stroke, DVT [deep vein thrombosis], miscar-
riages and was struggling to work. | wish I’'d
been diagnosed earlier and had help so much
sooner (female, 50s, Wales)

| feel quite upset that | was diagnosed with ‘just
anxiety’ by my GP even to the point where | was
lectured on the ‘worried well’ and prescribed a
book on health anxiety! | read it diligently but,
needless to say, it didn’t make my symptoms
disappear (female, 50s, UK)

| was unsupported for years after a rheumatologist
told me my symptoms were all in my mind and
had | been sexually abused as a child (female,
50s, England)

Neurologist said he didn’t believe in lupus and
consultant rheumatologist was not interested in
discussing symptoms or history as | haven’t lost
my hair, didn’t have a malar rash and I’'m male.
Thankfully, he referred me to a lupus specialist
(male, 40s, England)

| was dismissed by rheumatology, having been
told ‘there’s nothing wrong’. This was 7 years
before diagnosis of SLE by blood test. In that
time, | suffered badly, had to reduce working
hours and had long periods of being unable to
work at all. Symptoms can appear long before
markers show in blood (female, 30s, England)

The symptoms can be confusing; we did not link
my previous symptoms together as | just thought
| was ageing badly (female, 60s, England)

We underplay our symptoms as we get fed up with
constantly moaning about feeling unwell or rub-
bish (female, 40s, England)

Categories were predetermined from literature review, forum analysis, patient, physician and LUPUS UK input. Five options
were given, ranging from very unlikely to very likely, with this section completed only by participants who considered they
had experienced delays and/or misdiagnosis (n = 175). The seven predetermined questionnaire categories were found to
duplicate responses and were therefore condensed into five categories.

Trust was highest in lupus specialists, specialist
nurses and physiotherapists. For all physician catego-
ries, trust exhibited a strongly positive correlation with
both perception of listening skills (mean r=0.83) and
knowledge (mean r=0.79). The correlation between
trust and knowledge was lowest for psychologists
(r=0.58) and GPs (r=0.72). Several participants
reported that their expectations of knowledge in these
clinicians is not high, but that they valued their support
and listening skills. One participant, for example, wrote:

| have a very amazing GP; she listens to me each time | see her. |
guess it can be harder for GPs to have the full knowledge as they
see so many illnesses on a daily basis. For me, just being listened

to is a good feeling. My GP cannot fix me but she has really helped
me so much in this battle (female, 30s, England).

Most clinicians, including rheumatologists, had ~30% of
ratings in the poor/very poor categories for listening, with
the exception of lupus specialists, immunologists and
specialist nurses, who received fewer ratings of poor/very
poor (16-20%), and A&E doctors, who received the most
poor/very poor ratings for listening (56%).

The overarching qualitative theme was the importance
of listening and belief in patient symptom reporting, in
terms of being essential in linking multiple diverse symp-
toms for a quicker diagnosis and identifying flares, in
validating the subjective experiences of patients and

https://academic.oup.com/rheumap
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Fic. 2 Patient-reported symptoms and serology n=200. Only respondents stating they had a diagnosis of SLE on
their clinic letters and meeting ACR and/or SLICC criteria were included in the serology categories (self-reported by
those who knew their serological results, e.g. 111 participants for ANA).

Patient reported frequency of symptoms and serology

Fatigue out of proportion to activities
Joint pain, swelling or stiffness
Muscle pain and/or weakness
Poor sleep
Cognitive dysfunction 'brain fog'
Sun sensitivity
Mouth/nasal ulcers
Positive ANA (Antinuclear antibodies)
Dry eyes and/or mouth
Depression and/for anxiety
Numbness or tingling in arms and legs
Severe long lasting headaches
Hair loss
Low Complement (CH100/C4/C3)
Positive Anti DsDNA (double stranded DNA)
Facial rash
Raynauds
Long term fever (without infection)
Discoid lupus/other skin involvement
Below normal blood cell counts
Chest pains on breathing due to pericarditis or pleurisy
Positive APL (anti phospholipid)
Biopsy proven kidney disease and/or poor kidney...
Seizures and/or psychosis

(=]
L
o
&
o
o
o
-]
o
8

® Never had this symptom/serology %
B Symptom/serology occasionally or sometimes

®symptom all or most of the time (For serology, this category is for ALL the time)

Fic. 3 Perceived level of support (n=211) ordered by decreasing level of support

Patient views of levels of support

Support from online forums/ peer support
Support from family/friends
Overall current medical support for your lupus

Current support from rheumatologist
Support from GPs

Support with medication and managing any side effects
Support with having quick appointments when flaring

Support and information received at diagnosis

Support from a specialist nurse (may not have access to
one)

Support in managing fatigue

Medical support in managing the emotional/ mental health
aspects of the disease and adapting to having the disease
Support from doctors in overcoming the emotional impact
of delays/misdiagnosis

°
8
5
8
2
8

%

ENosupport ®Poorsupport ™ Moderate support ™ Good support ™ Excellent support
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Fic. 4 Patient ratings for clinician knowledge, listening skills and trust (n=206) in order of decreasing patient trust

% rated good/very good

building a supportive relationship with the patient, as
explained by this patient:

He (lupus specialist) said he believed everything | was saying and
asked me what life is like living with this. It was very emotional for
me because | felt listened to (female, 30s, England).

Further sub-themes and patient quotes can be found in
Supplementary Table S1, available at Rheumatology
Advances in Practice online.

Discussion

This mixed methods study identified a number of com-
monly occurring patient experiences, both before and
after a diagnosis of SLE/CTD. As far as we are aware,
this is the first study to ascertain the opinions of SLE/
CTD patients regarding causes of delays/misdiagnoses
and perceptions of support, including impact upon fu-
ture health-care behaviour.

With 76% of respondents reporting at least one mis-
diagnosis and 24% having taken >10years to reach di-
agnostic certainty, the diagnostic challenges identified
by earlier studies [2-4] remain of key importance to ad-
dress. Although diagnostic difficulties are attributable, in
part, to challenging and varied presentations of the dis-
ease, the importance of listening to and believing
patients is highlighted by this study, with many patients
reporting early symptoms being dismissed and ~30% of
all ratings for clinician’s listening skills being in the poor/
very poor categories. Viewing symptoms and patients
holistically and physicians acquiring and sharing knowl-
edge were also key areas identified to improve diagno-
sis and care.

MUS/MH misdiagnoses were reported as damaging
to MH, trust in physicians and health-care-seeking be-
haviour, occurring in almost half of misdiagnosed

% of good/very good ratings received by clinicians

participants before diagnosis. This propensity for early
psychological misdiagnosis in systemic autoimmunity is
in line with a recent US study of >3000 SLE patients in
which >50% were initially told there was nothing wrong
or their symptoms were psychological [3]. Misdiagnoses
were also reported to occur after diagnosis with
SLE/overlap disease in 25% of our respondents; these
were largely non-organic pain, fatigue or MH related co-
diagnoses, which respondents and forum members gen-
erally felt were caused by and should be attributed to
their CTD.

Our findings highlight that fatigue is a prevalent and
debilitating symptom, in keeping with a number of previ-
ous studies [2, 9, 26, 27], and remains a problem even
when the disease is not obviously clinically or serologi-
cally active [28]. Despite limited understanding or con-
sensus on mechanisms and an absence of proven
biomarkers [29], fatigue is clearly a major unmet need,
with >70% of participants reporting no support or poor
support with managing fatigue in our study and others
[30]. This affects those with UCTD or non-organ involve-
ment SLE as much as those with severe SLE.

In terms of between-groups differences, participants
with UCTD and participants resident in Wales had the
poorest perception of overall medical support. Great
concerns over local barriers to accessing specialist care
were detailed by those living in Wales.

The first physicians likely to be assessing these
patients are those rated by >50% of patients as having
very poor/poor knowledge of SLE (predominantly GPs
and A&E clinicians), with correct testing, referrals to
specialists and treatment often reported to be delayed.
Many of the patients in this study were disadvantaged
by a presentation of multiple symptoms, multiple sys-
tems, multiple times often being attributed to MH/MUS,
especially if there are no presenting visible symptoms or
organ involvement. Tschudi-Madsen et al. [31] reported

https://academic.oup.com/rheumap
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that the hypothesis prevalent in current literature is that
multisymptomatology and MUS are closely related and
found a strong correlation between physicians’ assess-
ment of MUS and the number of symptoms reported.
Although it can be difficult for a non-specialist to identify
lupus, and investigating the underlying cause of symp-
toms is often delayed by logistical and time constraints
in primary care and by stringent criteria for referrals,
multiple diverse symptoms should also be considered a
red flag for considering an autoimmune multi-system
disease.

One of the barriers to diagnosis is from physicians
mistakenly considering ANA and anti-dsDNA positivity
as essential for referral to rheumatology/diagnosis, also
sometimes failing to interpret or test for other relevant
haematological or immunological abnormalities, as
specified in the BSR and other guidelines [14-16].
Although self-reported in this study, the 8% of seroneg-
ative and the 32% of SLE patients with a combination of
historical positive and negative ANA results is in line
with expert opinion and recent research findings.
Autoantibody profiles can change over time, can vary in
titre and positivity independent of disease activity, are
heavily influenced by which test individual laboratories
use, can become negative over time/owing to medica-
tion, and symptoms may occur before development of
autoantibodies [32-36]. Although true seronegativity
(permanently negative ANA and anti-dsDNA) is often es-
timated in 5-8% of the SLE population, this includes
only those who have achieved diagnosis. The much
greater diagnostic delay in seronegative patients in this
study (>4 years for 92% compared with 55% for sero-
positivity and 65% for intermittent ANA positivity) was
statistically significant (P=0.0386) and suggests that the
real percentage is much higher, with many potentially
remaining undiagnosed and untreated.

Despite anti-dsDNA-positive participants having the
most specific biomarker for SLE, they still experienced
considerable diagnostic delay, with a mean time to diag-
nosis of 6years and 2months, and with 54% reporting
having received an MUS/MH misdiagnosis. Although
these figures were better than those for permanently se-
ronegative participants (for whom the mean time to di-
agnosis was 13years, and 92% of whom reported an
MH/MUS misdiagnosis), they still raise the question of
whether there is sufficient knowledge and early testing
of autoantibodies in primary care.

Multiple respondents reported, in common with other
studies, feeling disbelieved when typical serological/
other test results did not reflect their symptoms. There
is a perceived over-reliance on certain test results,
rather than also considering subjective symptoms [37,
38], and a need for more widespread use and under-
standing of a broader range of haematological and im-
munological tests [14]. This study also highlights the
need for more support, empathy and communication in
managing all symptoms, regardless of serology or (often
conflicting and still evolving) views of their aetiology.
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Although ~50% of respondents reported either good
or excellent support for their lupus overall and from their
rheumatologist, there were common gaps in care identi-
fied. There is a clearly expressed need for more support
for patients in coming to terms with a life-changing
chronic disease and more consideration of psychosocial
needs and quality of life. Empathetic listening and belief
in the patient’s subjective reporting of symptoms was
highlighted as the top patient priority for improvements
for diagnosis and care, yet this aspect of consultations
was often felt to be unsatisfactory in this study and
other studies of rheumatic diseases [39]. Listening was
highly correlated with trust, with positive views being
expressed about physicians, often GPs, who provided
support and compassion despite limited knowledge and
diagnostic uncertainty.

The main limitation of this study was that participants
were not demographically representative of the SLE
population, especially in terms of ethnicity, with patients
of African and Asian origin under-represented, as is
common in rheumatological research [40]. Online sup-
port groups may also not be representative of all
patients in terms of age, education, severity of disease
and satisfaction with medical support because they are
actively seeking more peer support. We will address
these concerns with a prospective clinic-based study in
the future. Although the research and questionnaire
were phrased neutrally, the study might have attracted a
higher proportion of patients with negative experiences.
The responses, including previous symptoms and sero-
logical results, might be subject to recall bias and error
owing to self-reporting. The serological results might be
skewed towards those with abnormal results because
these will have been more likely to be communicated to
patients and be more memorable. Mean diagnostic time
and proportion in the >10years to diagnosis group are
likely to be greater than reported because >10% of
responses were excluded owing to non-numerical
responses, usually for lengthier time scales (e.g. ‘a long
time’).The assessment of misdiagnoses was from the
viewpoint of the participants. Some respondents might
have had a concurrent MH condition alongside SLE, or
MH symptoms might have been a presenting part of
their unrecognized developing systemic autoimmunity.

Although a limitation is that diagnoses were self-
verified, we mitigated against this by asking for the diag-
nosis on their clinic letters and checking that symptom
lists were indicative of these conditions. A further check
was that 91% of participants were currently taking at
least one medication prescribed to manage SLE and re-
lated conditions. Responses on a questionnaire are less
likely to be subject to social desirability bias and more
open than responses given to physician questioning, es-
pecially regarding the reporting of negative views about
medical care. Analysis of both quantitative and qualita-
tive data allows for greater depth and breadth of under-
standing [24, 25] and increases the validity, reliability
and credibility through the triangulation of results.
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The large number of respondents sending additional
qualitative information and expressing gratitude for a
study that gave them the opportunity to detail their
experiences and opinions demonstrates the importance
of giving patients with chronic diseases a voice. In addi-
tion to the research alerting policy-makers and physi-
cians to common, and possibly avoidable, negative
experiences, whilst gaining insight into best practice, the
further benefits are that many of these patients reported
feeling more empowered and hopeful of improvements
in diagnosis and care for patients in the future from be-
ing involved in the research.

In conclusion, physicians viewing symptoms/patients
holistically and listening to (and believing) patients’
reports of their symptoms is felt to be of prime impor-
tance by patients both in achieving diagnosis and in
managing the disease post-diagnosis. More medical
support could help to improve the reduced quality of
life, especially in relationship to fatigue, where the ma-
jority of participants reported receiving no support or
poor support. Improved knowledge of SLE amongst
GPs and all physicians, regardless of specialism, is re-
quired because the multi-system nature of the disease
necessitates a multi-disciplinary approach.

Acknowledgements

LUPUS UK, rheumatologists and many SLE patients
greatly assisted with the direction and development of
the research question, designing the questionnaire,
reviewing study materials for accessibility, determining
key messages from the results and providing regular in-
put throughout every stage of the study, including
reviewing the draft manuscript. Particular thanks and ac-
knowledgement to expert patient representatives and
LUPUS UK staff for their invaluable input: Michael
Bosley, Moira Blane, Lynn Holloway, Colette Barrere
and Chanpreet Walia. With thanks to all the participants
in this study.

Funding: This work was supported by LUPUS UK.

Disclosure statement: The authors have declared no
conflicts of interest.

Supplementary data

Supplementary data are available at Rheumatology
Advances in Practice online.

References

1 Lateef A, Petri M. Unmet medical needs in systemic
lupus erythematosus. Arthritis Res Ther 2012;14(Suppl
4):84.

2 Morgan C, Bland AR, Maker C, Dunnage J, Bruce IN.
Individuals living with lupus: findings from the LUPUS UK
Members Survey 2014. Lupus 2018;27:681-7.

10

3 Daly R, Partovi R, Davidson P. Lupus diagnosis:
process and patient experience [abstract]. Arthritis
Rheumatol 2017;69(suppl 10).

4 Feinmann J, Hopgood, J, Lanyon P et al. Reduce,
improve, empower: addressing the shared needs of rare
autoimmune rheumatic diseases. London, UK: Rare
Autoimmune Rheumatic Disease Alliance, 2018.

5 Day CS, Yeh AC, Franko O, Ramirez M, Krupat E.
Musculoskeletal medicine: an assessment of the
attitudes and knowledge of medical students at Harvard
medical school. Acad Med 2007;82:452-7.

6 Rees F, Doherty M, Lanyon P et al. Early clinical features
in systemic lupus erythematosus: can they be used to
achieve earlier diagnosis? A risk prediction model.
Arthritis Care Res 2017;69:833-841.

7 Akesson K, Dreinhéfer K, Woolf A. Improved education
in musculoskeletal conditions is necessary for all
doctors. Bull World Health Organ 2003;81:677-83.

8 Gamez-Nava J, Gonzalez-Lopez L, Davis P, Suarez-Almazor
M. Referral and diagnosis of common rheumatic diseases by
primary care physicians. Br J Rheumatol 1998;37:1215-9.

9 Kent T, Davidson A, Newman D, Buck G, D’Cruz D.
Burden of illness in systemic lupus erythematosus:
results from a UK patient and carer online survey. Lupus
2017;26:1095-100.

10 Johnson AE, Gordon C, Hobbs FDR. Undiagnosed
systemic lupus erythematosus in the community. Lancet
1996;347:367-9.

11 Ruiz-Irastorza G, Ramos-Casals M, Brito-Zeron P,
Khamashta M. Clinical efficacy and side effects of
antimalarials in systemic lupus erythematosus; a
systematic review. Ann Rheum Dis 2010;69:20-8.

12 Sebastiani GD, Prevete |, luliano A, Minisola G. The
importance of an early diagnosis in systemic lupus
erythematosus. Isr Med Assoc J 2016;18:212-5.

13 Esdaile J, Joseph L, Mackenzie T, Kashgarian M,
Hayslett J. The benefit of early treatment with
immunosuppressive drugs in lupus nephritis. J
Rheumatol 1995;22:1211.

14 Gordon C, Amissah-Arthur M-B, Gayed M et al. The
British Society for Rheumatology guideline for the
management of systemic lupus erythematosus in adults.
Rheumatology 2018;57:e1-e45.

15 Hochberg M. Updating the American College of
Rheumatology revised criteria for the classification of
systemic lupus erythematosus. Arthritis Rheum 1997;40:
1725.

16 Petri M, Orbai A-M, Alarcén GS et al. Derivation and
validation of the Systemic Lupus International
Collaborating Clinics classification criteria for systemic
lupus erythematous. Arthritis Rheum 2012;64:2677-2686.

17 Braun V, Clarke V. Using thematic analysis in
psychology. Qual Res Psychol 2006;3:77-101.

18 Howard, P. Lupus UK community survey: question
one - what makes a positive/negative medical
appointment? Lupus UK forum. https://
healthunlocked.com/lupusuk/posts/140430547/lupus-
uk-community-survey-questionone (3 March 2020,
date last accessed).

https://academic.oup.com/rheumap


https://academic.oup.com/rheumap/article-lookup/doi/10.1093/rap/rkaa006#supplementary-data
https://healthunlocked.com/lupusuk/posts/140430547/lupus-uk-community-survey-questionone
https://healthunlocked.com/lupusuk/posts/140430547/lupus-uk-community-survey-questionone
https://healthunlocked.com/lupusuk/posts/140430547/lupus-uk-community-survey-questionone

19 Howard, P. Lupus UK community survey: question two -
can you describe how fatigue feels and the impact it
has? Lupus UK forum. https://healthunlocked.com/
lupusuk/posts/140437689/lupus-uk-community-survey-
question-two (3 March 2020, date last accessed).

20 Howard, P. Lupus UK community survey: question three
- were you told it was "in your head"? Lupus UK forum.
https://healthunlocked.com/lupusuk/posts/140462090/
lupus-uk-community-survey-guestion-three (3 March
2020, date last accessed).

21 Cho J, Trent A. Validity in qualitative research revisited.
Qual Res 2006;6:319-340.

22 Birt L, Scott S, Cavers D, Campbell C, Walter F.
Member checking: a tool to enhance trustworthiness or
merely a nod to validation? Qual Health Res 2016;26:
1802-1811.

23 Seale C. Grounding theory. In: C. Seale.The quality of
qualitative research. London, UK: Sage Publications Ltd,
1999: 87-105.

24 Cresswell J, Clark V. Designing and conducting mixed
methods research. London, UK: Sage, 2017.

25 Johnson R, Onwuegbuzie A. Mixed methods research: a
research paradigm whose time has come. Educ Res
2004;33:14-26.

26 Yuen H, Cunningham M. Optimal management of fatigue
in patients with systemic lupus erythematosus. Ther Clin
Risk Manag 2014;10:775-786.

27 Gordon C, Isenberg D, Lerstrom K et al. The substantial
burden of systemic lupus erythematosus on the
productivity and careers of patients: a European patient-
driven online survey. Rheumatology 2013;52:2292-2301.

28 Bakshi J, Segura B, Wincup C, Rahman A. Unmet needs
in the pathogenesis and treatment of systemic lupus
erythematosus. Clin Rev Allergy Immunol 2018;55:
352-367.

29 Mahieu M, Ramsey-Goldman R. Candidate biomarkers
for fatigue in systemic lupus erythematosus. Curr
Rheumatol Rev 2017;13:103-112.

30 Moses N, Wiggers J, Nicholas C, Cockburn J.
Prevalence and correlates of perceived unmet needs of
people with systemic lupus erythematosus. Patient Educ
Couns 2005;57:30-38.

https://academic.oup.com/rheumap

Medically explained symptoms in SLE and CTD

31 Tschudi-Madsen H, Kjeldsberg M, Natvig B et al.
Multiple symptoms and medically unexplained
symptoms — closely related concepts in general
practitioners’ evaluations. A linked doctor—patient study.
J Psychosom Res 2013;74:186-90.

32 Sjéwall C, Sturm M, Dahle C et al. Abnormal antinuclear
antibody titers are less common than generally assumed
in established cases of systemic lupus erythematosus.

J Rheumatol 2008;35:1994-2000.

33 Pisetsky DS, Spencer DM, Lipsky PE, Rovin BH. Assay
variation in the detection of antinuclear antibodies in the
sera of patients with established SLE. Ann Rheum Dis
2018;77:911-13.

34 Wallace DJ, Stohl W, Furie RA et al. A phase 2,
randomised, double-blind, placebo-controlled, dose-
ranging study of belimumab in patients with active sys-
temic lupus erythematosus. Arthritis Rheum 2009;61:
1168-1178.

35 Choi M, Clarke A, St Pierre Y et al. Antinuclear antibody-
negative systemic lupus erythematosus in an interna-
tional inception cohort. Arthritis Care 2019;71:893-902.

36 Pérez D, Gilburd B, Cabrera-Marante O et al. Predictive
autoimmunity using autoantibodies: screening for
antinuclear antibodies. Clin Chem Lab Med 2018;56:
1771-7.

37 Sutanto B, Singh-Grewal D, McNeil HP et al.
Experiences and perspectives of adults living with
systemic lupus erythematosus: thematic synthesis of
qualitative studies. Arthritis Care Res 2013;65:
1752-1765.

38 Mendelson C. Diagnosis: a liminal state for women living
with lupus. Health Care Women Int 2009;30:390-407.

39 Haugli L, Strand E, Finset A. How do patients with
rheumatic disease experience their relationship with their
doctors? A qualitative study of experiences of stress and
support in the doctor—patient relationship. Patient Educ
Couns 2004;52:169-174.

40 Lima K, Phillip CR, Williams J et al. Factors associated
with participation in rheumatic disease-related research
among underrepresented populations: a qualitative sys-
tematic review. Arthritis Care Res 2019. doi:
10.1002/acr.24036.

11


https://
https://
https://
https://
https://
https://

	rkaa006-TF1
	rkaa006-TF2

