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Abstract

Objectives: To determine the impact of polymyalgia rheumatica (PMR) on intimate and
sexual relationships over time.

Methods: The PMR Cohort study (UKCRN ID16477) is a longitudinal study of patients with
incident PMR in English primary care. Participants were sent questions about their PMR
symptoms, treatments and overall health, including an item about how their PMR
symptoms affected intimate and sexual relationships. The proportion reporting the
relevance of intimate and sexual relationships, the effect of PMR on these relationships and
the associations with PMR symptoms and general health were explored.

Results: 652/739 patients (response 90.1%) completed the baseline survey, with 446/576
(78.0%) responding at two years. Mean age of responders was 72.4 years. 62.2% were
female. 363/640 (56.7%) participants reported that intimate and sexual relationships were
not relevant to them at baseline. 113/277 (40.8%) reported that PMR had a large effect on
intimate relationships. This proportion decreased over time in those responding to 12- and
24-month surveys, but continued to be associated with younger age, male gender, worse
PMR symptoms, poorer physical function and worse mental health.

Conclusion: Intimate and sexual relationships are increasingly recognised as important for
healthy ageing and health professionals should consider this as part of a holistic approach to

the management of PMR.
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Key points
e PMR impacts the sexual and intimate relationships of 40% of people wanting these
relationships.
e PMR-intimate and sexual relationships association was stronger in those with poorer
physical and mental health.
e Clinicians should be aware of the potential effect of PMR on intimate and sexual

relationships.

Lay summary

What does this mean for patients?

Polymyalgia rheumatica (PMR) is a condition that affects older people. It causes pain and
stiffness in the hips and shoulders, as well as making people feel very tired. It can stop
people from doing routine things that they previously did with no problem (e.g. walking
upstairs, getting out of a car). We know very little about how PMR affects people’s personal
lives. Therefore, we sent a questionnaire to 652 people in England with newly diagnosed
PMR. One question asked people whether their PMR affected their “intimate and sexual
relationships”. We asked the same question again 1 and 2 years later. Just over half of
people said this wasn’t relevant for them. For people where it mattered to them, 4 in 10
said PMR had a large effect on their relationships. Men, people who were younger, those
with worse PMR symptoms and worse mental health were more likely to report a negative
effect of PMR on their relationships. The proportion of people reporting a problem reduced
over time, as people’s PMR symptoms improved. We suggest that doctors should consider

people’s intimate and sexual relationships as part of their care for people with PMR.

https://mc.manuscriptcentral.com/rheumap
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Introduction

Polymyalgia rheumatica (PMR) is the most common inflammatory rheumatological disorder
of older people. It classically affects people over the age of 50 years and is characterised by
pain and stiffness in the shoulders and hips (1). Onset can be sudden and can have a
dramatic effect on activities of daily living. Whilst many patients respond well to treatment
with glucocorticoids, PMR is a long-term condition, with treatment typically continuing for

at least two years.

The importance of intimate and sexual relationships is increasingly being recognised as a key
component of healthy ageing. Living with any long term illness can have a significant impact
on these relationships(2), with research demonstrating that intimate and sexual
relationships represent an important component of quality of life and are associated with

both mental and physical wellbeing(2,3).

There is evidence for the impact of other rheumatological disorders on intimate and sexual
relationships. Fatigue and ageing have specifically been associated with impact on these
relationships in people with rheumatoid arthritis(4) and, ankylosing spondylitis (AS) where
40% of people reported moderate/extreme problems with their sexual relationships (4—6).
However, there is no published evidence on the impact of PMR on intimate and sexual
relationships. The aim of this study is to determine whether intimate and sexual
relationships are affected by PMR symptoms in the first two years of the disease course and

whether specific subgroups of patients are most at risk of this occurring.

https://mc.manuscriptcentral.com/rheumap
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Materials and methods

Study design

The PMR Study is an inception cohort of people diagnosed with PMR in general practice. The
study has been described in detail elsewhere(7-9). Briefly, 739 participants were referred
(June 2012 - June 2014) to the study team by their general practitioner when a new
diagnosis of PMR was made. Potential participants were sent a baseline questionnaire.
Those who did not respond within three weeks were sent a reminder questionnaire.
Response to the baseline questionnaire indicated consent to be followed up via postal
survey at six further time points over two years (1, 4, 8, 12, 18, 24 months), regardless of
response to other follow-ups. Ethical approval for the study was received from the
Staffordshire Research Ethics Committee (REC reference number: 12/WM/0021). All

participants provided written informed consent.

Data collection

The baseline survey collected information on PMR symptoms at the time of diagnosis,
treatments received for PMR, general health, lifestyle, function and socio-demographics(8).
The follow-up surveys asked similar questions at six further time points over the next two
years. Specific questionnaires in the surveys included numerical rating scales for pain and
stiffness, EQ5D(10), mHAQ(11,12), FACIT-Fatigue(13), Insomnia Severity Index(14),

PHQS8(15) and GAD7(16).

The impact of PMR on intimate and sexual relationships
Based on a question developed to assess impact of AS on intimate and sexual

relationships(6) participants were asked. “In the last 2 weeks, how much did your PMR

https://mc.manuscriptcentral.com/rheumap

Z20z Jaquaides g0 uo 1senb Aq 091.£/99/0209eM/del/e601°0 L /10p/a|o1ue-aoueApe/dewnays/wod dno-olwapeoe//:sdiy Wolj papeojumoc]



oNOYTULT D WN =

Manuscripts submitted to Rheumatology Advances in Practice

symptoms affect your intimate or sexual relationships?”. Response options were “Does not
apply to me”; “Not at all”, “A little bit”; “Moderately”, “Quite a bit” and “Extremely”. This

guestion was asked at baseline and at 12- and 24-month follow-ups.

Statistical analyses

Simple descriptive statistics, including means, medians and percentages, as appropriate to
the distribution of the data, were used to summarise patient characteristics as at each time
point. These statistics were then plotted and compared across responses to the intimate
and sexual relationships item. All analyses were carried out in Stata 16.2(17) and Microsoft

Excel.

Results

Study response

The baseline questionnaire was completed by 652 people (90.1% adjusted response) and
446 (78.0% adjusted response) people completed the 24-month follow-up. Comparison of
responders to non-responders has been presented previously, but in summary, responders
were of higher socioeconomic status, had lower levels of pain and higher levels of general
health than non-responders and those lost to follow-up(7,8). The mean age of respondents

at baseline was 72.4 years and 62.2% were female.

The impact and relevance of PMR on intimate andsexual relationships at diagnosis
The item regarding intimate and sexual relationships were not considered to be relevant by
more than half of the cohort at baseline (n=363, 56.7%). This questionnaire item was not

completed by 14 people.

https://mc.manuscriptcentral.com/rheumap
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Older age, female gender, living alone, not being married or cohabiting were associated
with reporting that intimate and sexual relationships were not relevant to an individual

(Figure 1).

Factors associated with reporting a larger impact of PMR on intimate and sexual
relationships at the time of diagnosis included lower quality of life, worse physical
functioning, higher levels of fatigue, insomnia, anxiety and depression. There was much less

of an association with pain and with stiffness severity and and duration.

The impact and relevance of PMR on intimate and sexual relationships over time

Of the 221 people reporting that intimate and sexual relationships were not relevant to
them at diagnosis and responding to this question at 12- and 24-month follow-up, 177 (80%)
continued to report it not to be relevant. Of the 185 to whom it was relevant at diagnosis,

20 (11%) reported it was no longer relevant at 12 and 24 months.

Association of PMR symptoms and health characteristics with intimate and sexual
relationships at 12 and 24 months follow-up

In those people who reported that intimate and sexual relationships were relevant to them
at each time point, the impact of PMR on these relationships was associated with higher
levels of pain and stiffness severity and duration, poorer quality of life and physical
functioning, higher levels of fatigue, and with the presence of insomnia, anxiety and
depression (Figure 2). These findings were similar across time points in the study, and

although improvements were seen in reported pain and stiffness at follow-ups compared to

https://mc.manuscriptcentral.com/rheumap

Z20z Jaquaides g0 uo 1senb Aq 091.£/99/0209eM/del/e601°0 L /10p/a|o1ue-aoueApe/dewnays/wod dno-olwapeoe//:sdiy Wolj papeojumoc]



oNOYTULT D WN =

Manuscripts submitted to Rheumatology Advances in Practice

baseline, those reporting higher levels of pain and stiffness were more likely to report

significant impact on intimate and sexual relationships.

Discussion

Intimate and sexual relationships are important aspects of adult life and are increasingly
being recognised as a significant aspect of healthy ageing. Interruption or reduction in
quality of such relationships can have pronounced effects, including relationship difficulties,
anxiety, and impacts on self-esteem and self-image(18). The current study found that
almost half of people recently diagnosed with PMR say that intimate and sexual
relationships are relevant to them and that two in five of these people feel that their PMR

has a substantial negative impact on these relationships.

The likelihood of this key aspect of life being relevant to people with PMR was largely
associated with general life circumstances, such as age, marital status and overall quality of
life that did not tend to change over time. However, in those reporting intimate and sexual
relationships to be relevant, the impact of PMR on relationship was greater in those
reporting more physical and emotional symptoms. This was the case at baseline and over
time. Age at diagnosis was lowest in those reporting a moderate impact of PMR symptoms
on intimate and sexual relationships and higher in those reporting smaller and larger

impacts.

Nicolosi et al (19) found 70% of men and 60% of women aged 40 to 80 years in the UK
reported themselves to be sexually active. Sexual relationships therefore appear to be less

relevant in our sample, but the age groups and definitions of sexual activity are not directly
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comparable. In those reporting being sexually active or that sexual relationships were
relevant, the proportions reporting an impact were higher in the current study than in the
general population in men (46% vs 31%), but lower in women (35% vs 43%), although again

definitions were not directly comparable.

The frequency of PMR related impact on intimate and sexual relationships is lower than
reported estimates in RA patients (e.g. 54% of men and 46% of women (20)). This may be
expected, due to the life-long, chronic nature of RA, along with RA presenting more

frequently in younger people, who are more likely to be sexually active.

A strength of this study was in recruiting participants from primary care with incident PMR
and following them prospectively. This reduces the potential for recall bias and mean they
are more likely to be representative of the general PMR population than cohorts recruited
from specialist settings. In asking about the impact of PMR on relationships over time, we
were able to better understand how PMR is associated with intimate and sexual
relationships throughout the disease course. Finally, by asking participants to report the
effect of PMR on intimate and sexual relationships rather than to report sexual satisfaction,
avoided subjectivity, as people’s expectations and response to sex can vary significantly
(21). However, the item used to ask about this was taken from a previous study of people
with ankylosing spondylitis(6) but has not undergone specific psychometric testing and we
allowed the study participant to define “intimate or sexual relationships” as they chose. This
may have introduced heterogeneity in the way participants responded and in future studies,

as more rigorously tested method of assessing impact could be used.
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Whilst a GP diagnosis of PMR could be seen as a limitation, the sample has similar age and
gender distributions to those seen in other PMR cohorts in secondary care, giving credence
to GPs’ diagnoses. Regardless of potential misdiagnosis, this sample can be seen to
represent those diagnosed with and treated for PMR in real world primary care settings.
Some participants may have been referred to specialist services either at diagnosis or during

treatment.

It remains unclear exactly how PMR symptoms, physical functioning and mental health are
related to intimate and sexual relationships in PMR and it is likely that, particularly for
mental health, there is a bidirectional relationship. In the context of continuing PMR
symptoms for many people beyond their initial diagnosis and treatment the value in
delineating these relationships further is questionable. It may be more prudent to ensure
individuals with PMR are offered a holistic approach to disease management considering all

aspects of life they consider relevant.

In conclusion, a sizable proportion of participants reported that PMR symptoms had a
significant impact on their intimate and sexual relationships, which in turn may have effects
on physical and mental wellbeing and vice versa. The association of intimate and sexual
relationships with pain and stiffness was similar to that observed in other inflammatory
conditions. The continued association with symptoms and measures of function over time
suggests that control of underlying disease activity could improve patients’ relationships.
Our findings suggest that considering the impact on intimate and sexual relationships could
form part of a broader management plan and that problems in this important area of life

are likely to be related to poor symptom control, physical functioning and/or mental health.

10
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Figure 1: Associations between patient characteristics and reported effect of PMR intimate

and sexual relationships at diagnosis.

Figure 2: Association between concurrent patient characteristics and reported impact on

intimate and sexual relationships over time.
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infections such as pneumonia and opportunistic infections e.g.
tuberculosis (TB), oesophageal candidiasis, and cryptococcosis
have been reported. Risk benefit should be assessed prior to
initiating in patients with risk factors for infections (see SmPC).
Patients should be closely monitored for the development of
signs and symptoms of infections during and after filgotinib
treatment. Treatment should be interrupted if the patient
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is not responding to antimicrobial therapy, until infection is
controlled. There is a higher incidence of serious infections in
the elderly aged 75 years and older, caution should be used
when treating this population. Tuberculosis: Patients should
be screened for TB before initiating filgotinib, and filgotinib
should not be administered to patients with active TB. Viral
reactivation: Cases of herpes virus reactivation (e.g., herpes
zoster), were reported in clinical studies (see SmPC). If a
patient develops herpes zoster, filgotinib treatment should be
temporarily interrupted until the episode resolves. Screening
for viral hepatitis and monitoring for reactivation should
be performed. Malignancy: Immunomodulatory medicinal
products may increase the risk of malignancies. Malignancies
were observed in clinical studies (see SmPC). Fertility: In
animal studies, decreased fertility, impaired spermatogenesis,
and histopathological effects on male reproductive organs
were observed (see SmPC). The potential effect of filgotinib
on sperm production and male fertility in humans is currently
unknown. Haematological abnormalities: Do not start therapy,
or temporarily stop, if Absolute Neutrophil Count (ANC)
<1x10° cells/L, ALC <0.5 x 10° cells/L or haemoglobin <8 g/dL.
Temporarily stop therapy if these values are observed during
routine patient management. Vaccinations: Use of live
vaccines during, or immediately prior to, filgotinib treatment
is not recommended. Lipids: Treatment with filgotinib
was associated with dose dependent increases in lipid
parameters, including total cholesterol, and high-density
lipoprotein (HDL) levels, while low density lipoprotein (LDL)
levels were slightly increased (see SmPC). Cardiovascular
risk: Rheumatoid arthritis patients have an increased risk for
cardiovascular disorders. Patients should have risk factors
(e.g., hypertension, hyperlipidaemia) managed as part of usual
standard of care. Venous thromboembolism: Events of deep
venous thrombosis (DVT) and pulmonary embolism (PE) have
been reported in patients receiving JAK inhibitors including
filgotinib. Caution should be used in patients with risk factors
for DVT/PE, such as older age, obesity, a medical history
of DVT/PE, or patients undergoing surgery, and prolonged

Learn more at
ngthofbalance.co.uk

immobilisation. Lactose content: Contains lactose; patients
with rare hereditary problems of galactose intolerance,
total lactase deficiency or glucose-galactose malabsorption
should not take filgotinib. Pregnancy/Lactation: Filgotinib is
contraindicated in pregnancy. Filgotinib should not be used
during breast-feeding. Women of childbearing potential must
use effective contraception during and for at least 1 week
after cessation of treatment. Driving/Using machinery: No or
negligible influence, however dizziness has been reported.
Side effects: See SmPC for full information. Common (21/100 to
<1/10): nausea, upper respiratory tract infection, urinary tract
infection and dizziness. Uncommon (21/1000 to <1/100): herpes
zoster, pneumonia, neutropenia, hypercholesterolaemia
and blood creatine phosphokinase increase. Serious side
effects: See SmPC for full information Legal category: POM
Pack: 30 film-coated tablets/bottle Price: UK Basic NHS cost:
£86310 Marketing authorisation number(s): Great Britain
Jyseleca 100mg film-coated tablets PLGB 42147/0001 Jyseleca
200mg film-coated tablets PLGB 42147/0002 Northern Ireland
Jyseleca 100mg  film-coated tablets EU/1/20/1480/001
EU/1/20/1480/002 Jyseleca 200mg film-coated tablets
EU/1/20/1480/003 EU/1/20/1480/004 Further information:
Galapagos UK, Belmont House, 148 Belmont Road, Uxbridge
UB8 1QS, Unlted Kingdom 00800 7878 1345 medicalinfo@glpg.
com Jyseleca® is a trademark. Date of Preparation: January
2022 UK-RA-FIL-202201-00019

v Additional monitoring required

Adverse events should be reported.

For Great Britain and Northern Ireland, reporting forms
and information can be found at yellowcard.mhra.gov.uk
or via the Yellow Card app (download from the Apple App

Store or Google Play Store).

Adverse events should also be reported to Galapagos
via email to DrugSafi com

or 00800 7878 1345

References: 1. JYSELECA SPC. Available at: www.medicines.org.uk. Last accessed: June 2022. 2. Angelini J, et al. Biomolecules 2020;10(7):E1002. 3. Banerjee S, et al. Drugs 2017;77:521-546. 4. O'Shea
J), et al. Nat Rev Rheumatol 2013;9(3):173-182. 5. Traves PG, et al. Ann Rheum Dis 2021;0:1-11. 6. McInnes IB, et al. Arthr Res Ther 2019;21:183. 7. Combe B, et al. Ann Rheum Dis 2021;d0i:10.1136/
annrheumdis-2020-219214. 8. Genovese MC, et al. JAMA 2019;322 (4):315-325. 9. Westhovens R, et al. Ann Rheum Dis 2021;d0i:10.1136/annrheumdis-2020-219213. 10. Combe B, et al. Arthritis Rheumatol
2021;73(suppl 10). https://acrabstracts.org/abstract/clinical-outcomes-up-to-week-48-of-filgotinib-treatment-in-an-ongoing-long-term-extension-trial-of-ra-patients-with-inadequate-response-
to-mtx-initially-treated-with-filgotinib-or-adalimumab-during-th/. Last accessed: June 2022. 11. Buch MH, et al. Arthritis Rheumatol 2021;73 (suppl 10). https://acrabstracts.org/abstract/clinical-
outcomes-up-to-week-48-of-ongoing-filgotinib-ra-long-term-extension-trial-of-biologic-dmard-inadequate-responders-initially-on-filgotinib-or-placebo-in-a-phase-3-trial/. Last accessed: June
2022. 12. Winthrop K, et al. Arthritis Rheumatol 2021;73(suppl 10). Available at: https://acrabstracts.org/abstract/integrated-safety-analysis-update-for-filgotinib-in-patients-with-moderately-to-
severely-active-rheumatoid-arthritis-receiving-treatment-over-a-median-of-2-2-years/. Last accessed: June 2022.

Galapagos

June 2022 GB-RA-JY-202205-00033

018371_AW_Jyseleca_Ad_279x216mm_Rheumatology.indd 1

JYSELECA, GALAPAGOS and the JYSELECA and GALAPAGOS logos are registered trademarks of Galapagos NV.

© 2022 Galapagos NV. All rights reserved.

13/06/2022 14:24






