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Objective: To explore patient perspectives on disease activity and experiences, as well as medication use of a group of fibromyalgia
patients attending a single-centre rheumatology public hospital outpatient setting.

Methods: Patients seen in fibromyalgia clinic within a rheumatology unit from July 2016 to December 2019 were posted a voluntary
survey with questionnaires pertaining to patient-reported measures of disease impact (FIQR), fatigue (MFI-20) and psychological
distress (K10). A free-text section allowed description of disease impact. Patients were also asked to record medication use and
comorbidities, which were then compared to the electronic medical records (EMR) of the overall clinic cohort.

Results: Forty-five patients responded to the survey (43/45, 95.6% female; mean age 56.5 years). Respondents had generally severe
fibromyalgia (mean FIQR 67.1/100, range 23.7-92.8), moderate psychological distress (mean K10 27.5/50, range 14-45) and high fatigue
(mean MFI 74.9/100, range 40-96). Free-text responses generated themes of pervasive disease impact and the necessity of adjusting life
around unpredictable symptoms. Almost half reported opioid (21/45, 46.7%) and gabapentinoid (19/45, 42.2%) use. 16/41 (39%) use
cannabinoids for their fibromyalgia symptoms. Comparing medication use with survey non-respondents (n=85), there was generally
similar representation except for significantly greater NSAID use among survey respondents (33/45, 73.3% vs 22/85, 25.9%, p<0.001).
Conclusion: For patients living with fibromyalgia in this study, there were high levels of disease activity, psychological distress and
fatigue. Patients described the need to accept disease-imposed limitations and life adjustments. Almost half reported opioid use,
despite evidence suggesting poor efficacy and possible harm.
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Introduction

Fibromyalgia is a condition characterised by symptoms including chronic widespread pain, hyperalgesia and allodynia.'
It is estimated to affect 2-8% of the population® and imparts a significant burden not just on patients’ quality of life and
participation, but also the healthcare system.’

Despite these burdens, fibromyalgia is still poorly understood. While thought to involve aberrant central pain
processing mechanisms perpetuating an abnormal experience of pain, peripheral and local factors may also constitute
triggering events.* Furthermore, physical inactivity and fear avoidant behaviour as a result of fibromyalgia may
themselves result in deconditioning and secondary pathology such as tendinopathies and bursitis.”

Treatment of fibromyalgia is particularly challenging given the poorly elucidated mechanisms of disease and the
complex phenomenology of chronic pain. Pharmacological approaches thus far have focused on increasing serotonin/
noradrenaline with reuptake inhibitors or enhancing inhibitory pathways involving the neurotransmitter gamma-
aminobutyric acid (GABA).® Non-pharmacological interventions, though, are at least as important with regular exercise
in patients with fibromyalgia being associated with improved quality of life, patient-reported well-being, improved mood
and lower work absence.’
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There is a need to better characterise the patient experience of fibromyalgia including the use of both pharmacological
and non-pharmacological interventions. With the recognition that patients often use non-prescribed drugs and therapies
which may not be discussed or disclosed during the medical consultation, there is also a need to detect discrepancies
between physician and patient expectations of management. With this, there may be greater opportunity for effective
collaboration in dealing with a complex heterogeneous disease for which there are still few effective evidence-based
management strategies.

Methods

Patients seen in the Fibromyalgia Clinic of The Queen Elizabeth Hospital Rheumatology Unit, between 1st July 2016 and
30th November 2019, were invited to complete a mailed survey. Ethics approval was obtained from the Central Adelaide
Local Health Network Human Research Ethics Committee (protocol number 12669, approved 30th January 2020).
Written informed consent was obtained from each patient for inclusion of survey results in this research and for
publication. This research was performed in accordance with the ethical standards laid down in the 1964 Declaration
of Helsinki and its later amendments.

The survey included questions about age, gender, comorbidities and medication use as well as other substance use
(smoking, alcohol, cannabis and other recreational drugs).

In addition, three validated questionnaires were included in the survey to assess patient-reported disease activity and
symptom scores. The revised fibromyalgia impact questionnaire (FIQR) comprises 21 questions separated into three
domains (fibromyalgia symptoms, functional impairment and overall disease impact) wherein patients rate the severity of
their experiences from 0 to 10.®

The multidimensional fatigue inventory (MFI-20) is a set of 20 statements covering the dimensions of general,
physical and mental fatigue as well as reduced activity and motivation. Respondents rate their agreement with statements
on a scale of 1 to 5 with reversed scoring of statements which detract from fatigue. It has predominantly been used and
validated in cancer research and cancer-related illness’ but has also been previously utilised in studies about
fibromyalgia'® and chronic fatiguing illnesses."’

The Kessler 10 psychological distress scale (K10) is a validated screening tool in community healthcare for the
likelihood of having a mental disorder. It involves 10 questions covering common symptoms of depression and anxiety
with respondents rating on a scale of 1 to 5 how much they have felt each symptom over the preceding four weeks.'? It
has not previously been used in studies of fibromyalgia.

The survey concluded with a free-text question, “Is there anything else that you would like to tell us about your
fibromyalgia?”. Responses to this question were analysed using thematic analysis with a semantic focus," to identify
commonly reported informative themes.'* The data were coded with the assistance of NVivol2 software, with input to
the initial coding by an experienced qualitative researcher. This thematic analysis produced themes and sub-themes that
elaborated the quantitative results through providing detail of respondents’ subjective lived experiences, attitudes and
priorities in managing their condition. Inclusion of these qualitative findings adds depth and value to the respondents’
quantitative symptoms scores.

In order to assess how representative survey respondents were of the broader Fibromyalgia Clinic population, self-
reported medication use and comorbidities were subsequently compared with the Electronic Medical Records (EMR)
documentation. This EMR system is completed by clinicians on each clinic encounter in the outpatient setting, designed
to be regularly updated with new or changed information from patients as well as referral letters. The EMR does not yet
have the capacity for the application of diagnostic criteria and consequently, the patient group was filtered to include
those with “primary fibromyalgia syndrome”, “chronic widespread pain” or “widespread non-inflammatory pain” in the
clinician reported “reason for visit” section of the clinic letter. Medication use and comorbidities were compared between
survey responders and non-respondents using Fisher’s Exact Test.

Results
Forty-five patients (34.6% of the clinic population of 130 patients with fibromyalgia) responded to the posted survey (95.6%
female) and were in general older than survey non-responders (mean age 56.5 years vs 47.9 years). Their self-reported
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medication use and comorbidities are included in Table 1. Almost half reported using opioids for their fibromyalgia (21/45,
46.7%) with the most commonly used opioid being tramadol, which significantly differed from survey non-responders (10/45,
22.2% vs 7/85, 8.2%, p=0.03). Gabapentinoids, predominantly pregabalin, were used by 19/45, (42.2%) and similar use was
found in survey non-responders (31/85, 36.5%, p=0.71).

Non-steroidal anti-inflammatory drug (NSAID) use was more commonly reported by survey respondents than
documented in the EMR for survey non-responders (33/45, 73.3% vs 35/85, 41.2%, p < 0.001).

Of note, almost one-quarter of survey respondents reported not currently taking any medications (10/45, 22.2%).

Many more survey respondents reported a diagnosis of depression and/or anxiety compared with non-responders (36/
45, 80% vs 35/85, 41.2%, p < 0.001).

Substance use is summarised in Table 2. 15/45 (33.3%) had smoked cigarettes previously and 7/45 (15.6%) were
current smokers. 41/45 survey respondents answered the question, “Have you ever used cannabis or cannabis-derived

Table | Demographics, Medications and Comorbidities Comparing Survey Responses with Non-Responders
(Information Drawn from Electronic Medical Records)

Survey Responders Survey Non-Responders (n=85) p values*
(n=45)

Number of patients 45 85

Female gender 43 (95.6%) 83 (97.6%)

Mean age (years) 56.5 479

Medications

Opioid use 21 (46.7%) 26 (30.6%) 0.09
Codeine 7 (15.6%) 15 (17.6%) 0.8l
Tramadol 10 (22.2%) 7 (8.2%) 0.03
Oxycodone 4 (8.9%) 10 (11.8%) 0.77

Gabapentinoid use 19 (42.2%) 31 (36.5%) 0.71
Pregabalin 16 (35.6%) 28 (32.9%) 0.85
Gabapentin 3 (6.7%) 9 (10.6%) 0.54

Antidepressant use 15 (33.3%) 44 (51.8%) 0.06
Duloxetine 6 (13.3%) 21 (24.7%) 0.17
Amitriptyline 6 (13.3%) 17 (20%) 0.47

COX inhibitors 33 (73.3%) 22 (25.9%) < 0.001

No drug therapy 10 (22.2%) 9 (10.6%) 0.12

Psychiatric comorbidity 36 (80%) 35 (41.2%) < 0.001
Depression 23 (51.1%) 25 (29.4%) 0.02
Anxiety 31 (68.9%) 17 (20.0%) < 0.001

No comorbidity 0 (0%) 8 (9.4%) 0.05

Note: *Using Fisher’s Exact Test.
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Table 2 Substance Use from Patient Completed Surveys

Patient Characteristic

Survey Results (n=45)

Smoking status

Never

23 (51.1%)

Ex-smoker

15 (33.3%)

Current smoker

7 (15.6%)

Alcohol consumption

30 (66.7%)

Less than once a month

11 (24.4%)

Less than four times a month

11 (24.4%)

On a weekly basis

5 (11.1%)

Daily

2 (4.4%)

Cannabinoid use

16 (35.6%)

Most common route

Oil, 7 (43.8%)

Infrequent use

I (6.3%)

Daily use

6 (37.5%)

Multiple times a day

9 (56.3%)

products for your fibromyalgia?” Of these, 16/41 (39%) had used cannabinoids for fibromyalgia and the majority of these

reported daily use (15/16) with nine of them using multiple times a day. The most common route of administration was

via an oil-based oral preparation (7/16, 43.8%).

All patients completed the disease activity and symptom score questionnaires and the results are summarised in
Table 3. The mean score on the FIQR was 67.1 (range 23.7-92.8) falling into the severe fibromyalgia category (60—74).
On the MFI-20 questionnaire, the mean scores were consistent with prominent fatigue (general fatigue — 17.9/20,
physical fatigue — 16.3/20 and mental fatigue — 14.3/20) which were greater than those pertaining to motivation (reduced

activity — 14.3/20 and low motivation — 12.3/20). Finally, on screening with the K10 scale, a minority of patients (8/45,

17.8%) were in the “mentally well” category, 10/45 (22.2%) respondents were rated as likely to have a mild mental

disorder, 9/45 (20%) moderate and 18/45 (40%) severe.

Table 3 Summary of Patient-Reported Questionnaire Results

Questionnaire Mean Score Interpretation

Fibromyalgia Impact Questionnaire — Revised 67.1/100 (range 23.7-92.8) Severe fibromyalgia category (60-74/100)

(FIQR)

Multidimensional Fatigue Inventory (MFI-20) 17.9/20 (general fatigue) High levels of fatigue with physical greater than mental
16.3/20 (physical fatigue) fatigue
14.1/20 (mental fatigue) Overall, fatigue more prominent than lack of motivation

14.3/20 (reduced activity)
12.3/20 (low motivation)

Kessler Psychological Distress Scale (K10) 27.5/50

Moderate mental disorder likely category (25-29/50)
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Twenty-four respondents answered the free-text question at the conclusion of the survey. The results of the qualitative
analysis of these responses are in Table 4. The major themes were: the physical and psychological experience of
fibromyalgia, adjusting live and living around the disease, and relating and interacting with others.

Respondents reported not only a wide symptom distribution, stating, “Every joint is stinging and painful” and “it

CEINNT3

affects eyes, hair, skin etc.” but also reported high symptom frequency, for example, “I’m in pain daily”, “Every day
there will be something that aches” and “It’s a horrible disease. I suffer day to day.” Respondents also reported
difficulties with functional tasks that are not covered in the FIQR and MFI-20. For example, participants reported that
“chewing is difficult” and “just the height of putting arms above shoulder level makes me feel tired or ache”, suggesting

that even these most basic necessities can be a challenge for people living with fibromyalgia.

Table 4 Summary of Responses to Free-Text Question Including Examples of Quotes

Theme Sub-Theme Number Example Quotes
of
references
The physical and Symptom frequency 6 Mostly every day there will be something that aches.
psychological experience My fibro — | am in pain daily.
of fibromyalgia It’s a horrible disease. | suffer day to day.
Symptom tolerance 6 | push myself and put up with most things.
The amount of symptoms | have to deal with each day and then work
on top of that becomes overwhelming on some days.
Whole body symptoms 2 Every muscle and joint is stinging and painful.
Adjusting life and living Consequences of over- 5 | do too much then suffer quite a bit the next few days.
around the disease exertion But sometimes you think you feel okay and do more than you should
have, then feel tired for the next few days.
But at the end of the work day, | am almost always too exhausted to do
anything but my prescription walk or yoga.
Unpredictability of 5 Difficult to accept invites to dinners or outings or even plan anything as
symptoms may feel tired or not up to going out when the day comes
Being able to make plans is very hard as you never know if you will be
ill; there is no way to predict a flare coming.
Limitations on previous 4 This has changed my life from an energetic and busy person to
capabilities a dependent bundle of pain requiring full time care.
Modifying environment or | 2 | have an expensive chair from work — | can sit in that for 8 hours (with
adjusting lifestyle to the breaks).
disease | have modified my home and how | do daily things.
Relating and interacting Misunderstanding of 4 | find most GPs do not understand fibromyalgia and it’s hard to get
with others disease by others support for its related aches and pains
People with fibro deserve access to appropriate treatments,
recognition, compassion and medications - so they can have quality of
life like those patients with other more “popular” illnesses/diseases and
not to be left on the side of the road because we have fibromyalgia
Rapport with doctors 3 The neurologist performed a muscle biopsy and because it was normal
sent me to a psychiatrist. | only saw them once and thought this is
ridiculous.
Importance of support 2 Being part of the fibromyalgia group at Arthritis SA is helpful and
groups/services educational
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Beyond this, respondents reported that functional impairment tended to fluctuate through time and that the unpredict-
ability of impairment was debilitating. The reported necessity of adjusting their life and living around fibromyalgia was
a prominent theme, exemplified in statements such as, “You never know if you will be ill, there is no way to predict
a flare coming” and “I do too much then suffer quite a bit the next few days.”

With such a profound impact of fibromyalgia reported on patients’ lives, there was a broad range of levels of
acceptance and adjustment evident, from comments such as, “It is a life of hopelessness and poverty. Waiting to what?
Die. No life” to “I try to be as positive as I can. ‘This is what [ have’ attitude and get on with things.”

Discussion

Fibromyalgia remains poorly understood in both its pathogenesis and the mechanisms of its perpetuation. The range of
symptoms that it encompasses is broad and can sometimes be non-specific. Furthermore, it also lacks objective physical
examination findings or laboratory markers to monitor disease activity and consequently relies strongly on patients’
articulation of their experiences as well as a focus on functional impairment as the final pathway of both physical and
psychological symptoms.

Typically, a non-pharmacological approach to fibromyalgia treatment is first line. Education, exercise (including physical
therapies) and cognitive behavioural therapy are the three main evidence-based therapies and their importance with or without
medications should not be underestimated.>' The useful role of support groups was also highlighted in our study's qualitative
responses.

Regarding pharmacotherapy, there is most evidence for the use of antidepressants including amitriptyline as well as
serotonin and/or noradrenaline reuptake inhibitors'® and gabapentinoids.'” Though in clinical practice, combinations are
often trialled due to inadequate relief with monotherapy, there is currently no trial evidence to support such an approach.'®

One of the more concerning findings of the present study is that almost half of the survey respondents reported using
opioids for fibromyalgia which were generally not prescribed by their rtheumatologist. It is well recognised that in
fibromyalgia, as with many other non-cancer conditions characterised by chronic pain, opioid use is associated with a risk
of important adverse effects, as well as the potential for misuse, dependence and abuse.”'® However, there is no trial
evidence to support their use®” and in fact, they may be detrimental in the long term.>' Cerebrospinal fluid studies in
patients with fibromyalgia have actually demonstrated raised endogenous opioid levels, supporting a model of decreased
opioid sensitivity contributing to the experience of pain.*

Our findings highlight the ongoing importance of the rheumatologist in encouraging de-prescribing of opioids,
educating on the detriments of inappropriate use and collaborating with patients and their general practitioners on
alternative methods of symptom management.

Despite the lack of evidence to suggest a beneficial effect of NSAIDs in the treatment of fibromyalgia,”® 73.3% of
survey respondents reported using this class of medication for their fibromyalgia. This may be a result of NSAIDs being
easily accessible over-the-counter, without a prescription. We were unable to reliably quantify this use and whether it was
regular or as required. It is acknowledged that physical inactivity and fear avoidant behaviour as a result of fibromyalgia
may result in deconditioning and secondary pathology such as tendinopathies and bursitis.” Potentially, NSAIDs have
a role in addressing these complications.

Almost a quarter of survey respondents reported no current fibromyalgia medication use. It is unclear whether this is
due to their symptoms being adequately controlled with non-pharmacological methods or because they have ceased
medications due to inefficacy or adverse effects.

It is well recognised that mood symptoms and a comorbid diagnosis of depression are common in fibromyalgia.**
A much higher proportion of survey respondents identified with a diagnosis of depression or anxiety than was found in
the EMR of non-responders. This may reflect a selection bias though it is also possible that while patients may self-
identify with symptoms of these diseases, formal diagnosis and inclusion in the EMR problem list is more stringent.

Medicinal cannabis has generated significant attention recently for a number of indications, one of which has been
chronic pain®® and the results of our survey parallel this interest with more than a third of patients using non-prescribed
cannabinoids for their fibromyalgia symptoms. Although there is limited evidence to support the use of cannabinoids in
treating fibromyalgia,”® our survey adds further evidence that cannabis is currently widely used in this population.
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Survey respondents in the present study had generally severe fibromyalgia on the fibromyalgia impact questionnaire
(FIQR) with profound functional impairment. It is possible that a voluntary survey in a hospital outpatient setting may
have selected for a group with very severe disease. It is also worth noting that in the index study testing of the FIQR,
patients with dual diagnoses of fibromyalgia and depression were excluded given the intent to compare patient groups
with each diagnosis whereas we did not do this given limitations of sample size.

Using the multidimensional fatigue inventory (MFI-20), survey respondents demonstrated generally high levels of
fatigue with physical outweighing mental fatigue. On average, respondents also scored higher on fatigue scores than
activity and motivation, suggesting that functional impairment stems more from the prominent fatiguing symptoms of
fibromyalgia than a lack of impetus.

Though the Kessler 10 (K10) psychological distress scale has been used as a screening tool for depression and anxiety
previously,'? it has not been used specifically in fibromyalgia in the literature. However, the high rates of respondents in
this survey scoring in the medium or high level of psychological distress categories is of concern. Notably, however, two
of the questions of the K10 pertain to fatigue and this may confound results because it is a common, prominent feature of
fibromyalgia without necessarily implicating an underlying mood disorder.

Qualitative research in fibromyalgia has previously proved to be a powerful tool to describe the experiences of patients
with this disease.”” Though the design and focus of the present study was not qualitative in nature, the open-ended free-text
question at the conclusion of the survey offered an opportunity for analysis of patients’ perspectives as summarised in Table 4.

As an open-ended question at the conclusion of the survey, the responses received varied quite considerably, covering
a broad range of experiences of fibromyalgia. Previous qualitative research has taken a more granular approach, focusing
on flares of disease activity,”’ the use of exercise®® and the importance of sleep.*

Though our study was not able to centre on any one of these specific features of fibromyalgia, it uniquely offered
respondents an unprompted opportunity to discuss what they perceived to be of importance to their experience and which
might otherwise be missed from quantitative symptom scores alone. The FIQR asks for the respondent to evaluate the
last seven days, the MFI-20 how they have been feeling “lately” and the K10 the last month. Consequently, in asking
respondents to examine a period of time, they are at risk of averaging the experience and obscuring certain characteristics
of the patient experience of fibromyalgia, which were highlighted in the qualitative analysis, namely the unpredictability
of its marked fluctuations and the avoidance of over-exertion for fear of subsequent exacerbation of impairment.

There are some salient limitations to our study. Analysis was limited by small sample size and a low response rate
(34.6%) to the patient completed survey. Data collection from the EMR relied on physician diligence during consulta-
tions in updating the patient medication lists as well as problem lists which, within the time constraints of an
appointment, may be compromised. This process is also reliant on other sources of information which may be of
variable completeness — referrals from primary care providers and other specialists as well as patient recollection of their
active medications. For this reason, we were unable to quantify medication dosing and in some situations, it was difficult
to differentiate between regular and as-required usage. It was also difficult to gather information on what non-
pharmacological approaches patients use for fibromyalgia and how effective they perceive these to be, though this
would be an important consideration in future studies.

Though involving mixed quantitative and qualitative methodologies, our study was limited in its assessment of
correlations between specific medications and patient attitudes. More targeted patient interviews or focus groups could
explore patient perspectives on their drug and non-drug therapies as well as substance use, particularly cannabis given our
finding of its frequent use in patients with fibromyalgia. This may also allow a more complete appreciation of why opioid
use continues to be so prevalent in this patient group and what interventions could be trialled in addressing this problem.

Furthermore, the survey used in this study was extensive, covering thirty question domains and almost ninety
individual questions. With a disease so characterised by fatigue, it is possible that this selected for patients with the
energy and persistence to complete the survey.

Despite the length of the survey, many still responded to the final open-ended question. However, the comments made
in response to this, though useful in contributing insights into lived experiences, cannot be interpreted to be representa-
tive of the whole sample or indeed, of patients with fibromyalgia in general.
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Longitudinal assessment of patients with a particular focus on quantifying trends of medication use and questionnaire
scores could also be a future option to better understand the fluctuations in disease activity described in qualitative
responses as well as the efficacy or lack of effect of pharmacotherapy.

Conclusions

This cohort of patients with fibromyalgia, seen in a tertiary hospital outpatient setting, reported a concerning level of
opioid use as well as the frequent use of cannabis for symptom management. They had high levels of fibromyalgia
disease activity, functional impairment and comorbid psychiatric illness. Long-term and larger cohort studies spanning
populations managed in hospital outpatients as well as in the community would yield more information on the
complexities of this poorly understood condition, and eventually may cast light on more effective treatment strategies.

Disclosure
The authors report no conflicts of interest.
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