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ABSTRACT
Objectives This study establishes research priorities 
for medically not yet explained symptoms (MNYES), also 
known as persistent physical symptoms or medically 
unexplained symptoms, from the perspective of patients, 
caregivers and clinicians, in a priority setting partnership 
(PSP) following the James Lind Alliance (JLA) approach. 
Research into such symptoms in general has been poorly 
funded over the years and so far has been primarily 
researcher- led with minimal input from patients, 
caregivers and clinicians; and sometimes has been 
controversial.
Design JLA PSP method. The PSP termed these 
symptoms MNYES.
Methods The study was conducted according to the 
JLA’s detailed methodology for conducting priority 
setting exercises. It involved five key stages: defining the 
appropriate term for the conditions under study by the 
PSP Steering Group; gathering questions on MNYES from 
patients, caregivers and clinicians in a publicly accessible 
survey; checking these research questions against existing 
evidence; interim prioritisation in a second survey; and a 
final multi- stakeholder consensus meeting to determine 
the top 10 unanswered research questions using the 
modified nominal group methodology.
Results Over 700 responses from UK patients, caregivers 
and clinicians were identified in the two surveys and 
charities contributed from a broad range of medical 
specialties and primary care. The final top 10 unanswered 
research questions cover, among others: treatment 
strategies, personalisation of treatment, collaborative care 
pathways, training for clinicians and outcomes that matter 
to patients.
Interpretation The top 10 unanswered research 
questions are expected to generate much needed, relevant 
and impactful research into MNYES.

INTRODUCTION
Medically not yet explained symptoms 
(MNYES), also known as medically unex-
plained symptoms (MUS) or persistent phys-
ical symptoms (PPS),1 represent up to 30% 

of presentations in primary care and internal 
medicine settings.2–4 They can include fatigue, 
pain, dizziness, irritable bowel syndrome and 
functional neurological symptoms (FND).4 
They are often deemed to be stress- related, or 
of psychological origin, and comorbid depres-
sive or anxiety disorder occur in approxi-
mately 30% of cases.3 Patients diagnosed with 
these symptoms often feel that they are not 
taken seriously, although care may have been 
taken to explain their condition properly. 
It can take a long time to reach the conclu-
sion that patients have MNYES; during this 
time they typically experience high levels of 
disability and face repeating appointments 
and diagnostic procedures. They hear that no 
cause can be found for their symptoms and 
this is often delivered by clinicians who have a 
dualistic view of health and disease. Disability 

STRENGTHS AND LIMITATIONS OF THIS STUDY
 ⇒ Establishing research priorities for medically not yet 
explained symptoms from the perspective of pa-
tients, caregivers and clinicians for the first time is a 
strength of the study.

 ⇒ The use of the established and transparent James 
Lind Alliance methodology is a strength of the study.

 ⇒ Over 700 responses were gathered from patients, 
caregivers and clinicians from a wide range of med-
ical specialties including primary care, indicating 
that the priorities were widely supported.

 ⇒ Contributions of people from ethnic and gender mi-
nority groups and from underserved areas within the 
Priority Setting Partnership Steering Group, surveys 
and final workshop supports the inclusive nature of 
this work and indicates these priorities are import-
ant to a diverse range of people.

 ⇒ Self- descriptions of participant roles and symptoms 
did not always provide sufficient detail to clearly de-
scribe the variety of the participants in the sample.
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and absenteeism occur frequently even in patients who 
present only within primary care with a low number of 
symptoms and where the effect of demographic factors, 
anxiety and depressive disorder are taken into account.5–8 
This inevitably leads to disappointment and frustra-
tion.9 Many clinicians lack confidence in the assessment 
and management of MNYES, or may exhibit behaviours 
perceived as dismissive. Patients often perceive a stigma-
tising attitude from clinicians and a sense that they are 
being judged as neurotic or mentally unwell.10–12 More-
over, management plans may not be sufficiently holistic 
to address all patient concerns, and effective treatments 
are scarce. All the above impact negatively on long- term 
prognosis.

The focus of research on MNYES is often on partic-
ular subsets of symptoms, such as chronic pain, chronic 
fatigue, irritable bowel syndrome and dizziness, but lacks 
a comprehensive view. This has ramifications for patients 
who visit different clinics for their various symptoms, 
without sustained improvement, and as such experience 
unmet needs.13 14 To address this, the University of York 
through the lead author (CMvdF- C) established a Priority 
Setting Partnership (PSP) for research needed to address 
MNYES. We engaged with members of the public, patients 
with MYNES and their caregivers, clinicians of all medical 
specialties known to have patients with MNYES,15 and 
other key stakeholders such as charities and the Royal 
College of Psychiatry Liaison Faculty. Close collaboration 
with the James Lind Alliance (JLA) enabled this PSP to 
follow their established, rigorous approach to identify 
the treatment and management priorities of stakeholders 
(patients, caregivers, clinicians and support organisa-
tions) and to incorporate these into a research agenda.16

The European Association of Psychosomatic Medicine 
has published a research agenda in this domain with one 
of the research priorities being patient preferences for 
research in this field.17 Until now, however, there has been 
relatively little support available for people with MNYES 
and those who care for them, to enable them in setting up 
the research agenda. Engaging patients in the research 
process incorporates their perspective as ‘experts’ from 
their unique experience of living with symptoms, as well 
as their personal knowledge regarding diagnostic trajec-
tories and treatments in the healthcare setting if such 
symptoms remain (partially) unexplained.18 This study 
aims to address this knowledge gap.

The aim of this PSP was therefore to develop a research 
agenda with the joint perspectives of patients, caregivers, 
clinicians and support organisations across the UK as the 
frame of reference, to identify the most important unan-
swered research questions in MNYES.

METHODS
This study was undertaken according to the JLA’s method 
for undertaking PSPs as delineated in the JLAs Guide-
book.16 An independent JLA Adviser (JGo) guided the 
study team through the project and ensured that every 

step followed the JLA’s methodology and adhered to the 
JLA’s principles of transparency and balanced inclusion 
of patients, caregivers and clinicians. All materials related 
to this PSP can be found on the JLA website.19

Establishing the Steering Group
In March 2020 the MNYES PSP Steering Group met 
for the first time. The remit of the Steering Group 
was to oversee, project manage and publicise the PSP, 
networking with charitable, patient and professional 
organisations to maximise the response to the surveys. 
The Steering Group ensured that the JLA’s methodology 
and principles were adhered to and had no influence on 
the choice and ranking of the research priorities which 
were solely determined by the survey responses and final 
priority setting workshop.

Members of the Steering Group were selected by a snow-
balling method via clinics and supporting organisations, 
inviting clinicians providing diagnosis and treatment of 
the different conditions potentially covered by MNYES. 
Also, charities, patient networks and PPI networks were 
approached to recruit patients and caregivers. They were 
invited and selected based on the capability, motivation 
and consent to contribute to the JLA PSP working group 
standards of reference as described in the JLA website. 
Efforts were made to have a representation of patients 
with pain, fatigue, FND, IBS and dizziness, as they are the 
most common MNYES conditions as shown in the liter-
ature.20 Efforts were made to include people from areas 
outside of London, including rural areas and under-
served areas as delineated by clinics and General Prac-
titioners (GPs) in the North of England in the Steering 
Group. The Steering Group was tasked with overseeing 
the PSP by having meetings every 6 weeks, chaired by the 
JLA advisor, and making critical decisions at key points of 
the project.19 The composition of the Steering Group is 
shown in online supplemental box 1.

Terminology
Many terms are used for these symptoms, including, 
but not limited to, persistent physical symptoms (PPS),1 
somatic symptom and related disorders,21 bodily distress 
disorders,22 MUS, functional symptoms and functional 
neurological disorder (FND). There is an ongoing debate 
among researchers and clinicians about how to refer to 
these conditions. Many of such terms have been deemed 
unsatisfactory by patients, caregivers and clinicians as well 
as researchers for a variety of reasons, leading to ongoing 
efforts from researchers to find a better term;12 23 24 
however, so far the patient, carer and clinician perspective 
regarding the choice of preferred term has been lacking. 
This may seem semantic, however, it underpins the 
conceptual confusion that exists regarding these symp-
toms.25 Unfortunately, in some cases such uncertainty can 
give rise to deeply rooted controversy that ultimately can 
be traced back to lack of knowledge regarding the under-
lying conditions, and to related stigma. This knowledge 
gap could either be a factual lack of evidence, or a lack 
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of availability of existing knowledge to clinicians, patients 
and the general public alike. Therefore, the study’s PSP 
Steering Group took time to decide what terminology to 
use in the study.

A common concern appeared to be the distress caused 
to patients, caregivers and clinicians alike by the lack of 
adequate explanations, diagnostic methods and treat-
ments for these symptoms- which are often poorly under-
stood across these groups too. This was felt to have a 
negative impact on clinical work and research pertaining 
to these conditions and to stigmatise them at a societal 
level. After deliberation, the PSP Steering Group agreed 
to use the term medically not yet explained symptoms 
(MNYES) to describe the subject matter for the dura-
tion of the study. This was an operational definition not 
intended to add to or replace other definitions already 
in use, that was constructed to embrace the views of all 
stakeholders. MNYES was meant to indicate that although 
some insights might exist, our understanding is still 
incomplete. This could pertain to biological, psycho-
logical and social factors, as well as factors involving the 
trajectory of patients through various healthcare settings. 
In that sense, the choice of the term MNYES conveys a 
message of hope, which feeds into the effort to identify 
research priorities for the condition.

Inclusion and exclusion criteria
The PSP’s Steering Group agreed that the remit should 
include the aetiology, diagnosis and treatment or medical 
care of patients with MNYES in the UK, as well as the 
organisation of services, social consequences and long- 
term outcomes including cost implications for patients. 
Confirmed topics included (but were not limited to): 
pain, fatigue, dizziness, FND, bowel symptoms, palpi-
tations and syncope. Ages 16 and older were included. 
Although fatigue as a symptom was considered for inclu-
sion, chronic fatigue syndrome was considered out of 
scope since there was another PSP addressing this.

Patient and public involvement
A core principle of JLA PSPs is collaboration between 
all stakeholders (patients, caregivers and clinicians) to 
ensure their views are represented at each stage of the 
process. At the level of the steering group, patients, 
caregivers and clinicians were members of the MNYES 
Steering Group, represented at every meeting, and 
involved in the development of PSP surveys. They were 
involved in the organisation of uncertainties, the wording 
of summary questions, and the verification of evidence 
checking. At the level of the surveys, patients, public and 
supporting organisations participated in the surveys as 
shown in online supplemental table 1. The final work-
shop also included patients, caregivers and clinicians 
in the final prioritisation process to establish the top 10 
research priorities for MNYES. Furthermore, there were 
observers representing supporting organisations and rele-
vant charitable organisations during the final workshop. 
All Steering Group members were invited to contribute to 

the dissemination of the surveys; the information shared 
by this PSP was developed with members from all stake-
holder groups. All PSP Steering Group members were 
invited to contribute to the article describing the findings 
and one of them indeed contributed as a co- author.

RESULTS
The process is shown in the project flow diagram 
presented in figure 1.

First survey
The initial survey (June 2020–January 2021) asked 
patients, caregivers and healthcare professionals to 
indicate their priorities for future research related to 
MNYES.26 There were 705 respondents who accessed the 
initial survey; 443 provided at least one question or state-
ment and were included. Included respondents were 77% 
female, 86% white. Data from the 2011 census show that 
51% of the England and Wales population were female27 
and 86% of the same population were white.28 68% of 
the participants were patients or caregivers as reported in 
online supplemental table 2.

The information specialists (DV and JSw) and PSP lead 
(CMvdF- C), grouped similar or duplicate questions into 
five domains, generating 96 draft summary questions 
on aetiology, diagnosis, healthcare services, treatment, 
outcomes, prognosis and other. Those 96 draft questions 
were reviewed by small groups of PSP Steering Group 
members that comprised clinicians, patients and care-
givers. Further consolidations were made resulting in 46 
summary questions which were reviewed again and signed 
off at a meeting of the whole PSP Steering Group. A docu-
ment illustrating this is available on the JLA website.29 
Of these 46 questions, 22% related to aetiology, 24% to 
health and clinical services, 15% to diagnosis, 24% to the 
treatment of MNYES and 15% to outcomes. The propor-
tion of questions posed by stakeholder groups, organised 
by topic, is shown in online supplemental figure S1.

Evidence check
The 46 summary questions were checked against 
published systematic reviews and clinical guidelines. We 
found that none of the 46 summary questions had been 
fully answered by previous research; some questions had 
been answered for specific symptoms, but not compre-
hensively across all MNYES symptoms. At a subsequent 
meeting, the Steering Group reviewed the 46 summary 
questions in relation to the original questions and state-
ments from which they derived. This resulted in minor 
changes to the wording of these 46 questions which were 
then included in the interim prioritisation survey.

Interim survey
This online survey was completed by 270 participants 
from across the UK. Patients and caregivers made up 74% 
of the participants. Demographic information is shown in 
online supplemental table 2.
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Final priority setting workshop
The final priority setting workshop was conducted 
remotely over 2 days. In total, 25 people participated 

in the workshop sessions; 4 JLA advisors facilitated the 
subgroups, 8 people observed and one person provided 
technical support. Participants included 11 people 

Figure 1 Flow diagram of medically not yet explained symptoms question prioritisation processes.
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with MNYES or caregivers, and 14 healthcare profes-
sionals representing psychiatry, general practice, stroke, 
neurology, physiotherapy, psychology, occupational 
therapy and gastroenterology. The final top 10 research 
priorities were agreed by consensus between all the partic-
ipants as listed in figure 2. They were placed on the JLA 
website.30

The research priorities which were ranked 11–17 are 
also listed on the JLA website30 and in online supple-
mental box 2.

DISCUSSION
Summary of the results
In this study, we used the JLA PSP processes to identify 
the top 10 unanswered research questions for MNYES. We 
used the collective perspectives of patients, caregivers and 
clinicians and focused on areas where up- to- date, reliable 
research evidence is lacking. This process was supported 
by charitable and professional organisations across the 
UK. The study highlighted the paucity of evidence- driven 
practice in MNYES care since none of the 46 research 
questions gathered from our survey have been previ-
ously answered by level I evidence. Based on the exten-
sive discussions during the meetings, the following major 
themes emerged from the top 10 unanswered research 
questions.

Theme 1: treatment
What are the most effective treatment strategies for 
different symptoms of MNYES?

How can the most appropriate treatment be select-
ed, dependent on different MNYES symptoms, that 
a person with MNYES is most likely to benefit from?

This pertains to all potential treatment strategies (eg, 
pharmacological, psychological, physical or collabora-
tion models) to help manage or alleviate any MNYES or 
combination of symptoms, such as pain, fatigue, dizzi-
ness, FND, bowel symptoms, palpitations and syncope. It 
also focuses on the best ways to match people who expe-
rience specific MNYES with the treatments that are most 
likely to benefit them, personalising treatment based on 
diagnostic factors such as a history of trauma, biomarkers 
or treatment needs.

Given the high unmet clinical need and the heteroge-
neity of MNYES, it is no surprise that this is considered 
an important research priority. Interestingly, treatment 
and personalised treatment were also research priorities 
identified by the Delphi study conducted among experts 
in the field on behalf of the European Association of 
Psychosomatic Medicine;17 they can therefore be consid-
ered widely supported research priorities in this field.

Theme 2: the role of clinicians
How can clinicians collaborate effectively to form the 
most appropriate care pathway and service model 
to offer assessment and treatment for patients with 
MNYES?
What are the most effective methods for training 
clinicians to diagnose and treat their patients with 
MNYES with compassion, empathy and respect?
What are the most effective ways to support pa-
tients with MNYES and their carers to live with their 
symptoms?

What strategies are effective at promoting awareness 
and up to date clinical knowledge about MNYES 
amongst healthcare professionals?

Figure 2 Top 10 research priorities. MNYES, medically not yet explained symptoms.
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Four of the ten research priorities involve the role of 
the clinicians in the diagnostic and treatment process, 
an indicator of the high relevance of this theme. Many 
different clinicians provide diagnostic assessments to 
people with MNYES, or are sought to provide treatment 
to them. The focus here is on finding the best ways for 
clinicians to collaborate, forming an appropriate care 
pathway to support people with MNYES. These could be 
psychiatric consultation models, multi- disciplinary team 
models, collaborative care models or other integrated 
care pathways. There is a focus on communication which 
acknowledges the perspective and concerns of the person 
experiencing MNYES. Another priority focuses on iden-
tifying options for supporting people with MNYES and 
their caregivers, such as for example shared decision- 
making regarding treatment options; coping with symp-
toms; and rehabilitation approaches. Another priority 
emphasises strategies to consistently and effectively 
ensure that clinicians know the most up- to- date informa-
tion about MNYES and let care reflect current evidence. 
Given the existing knowledge gaps, this is considered an 
important priority.

Theme 3: symptoms and outcomes
What outcomes matter most to patients with MNYES?
What symptoms are commonly reported by people 
with MNYES and what links them?

What factors affect outcomes for MNYES?
Some research priorities mention the patient perspec-

tive explicitly. Based on the survey answers, outcomes 
relevant for patients may include but are not limited to: 
symptom reduction, changes in biomarkers; improve-
ments in abilities to undertake daily tasks; improvements 
in quality of life; individual goal achievements or improve-
ments in functioning. The list of MNYES is extensive, and 
people who experience these symptoms often report 
living with multiple MNYES. One priority aims to iden-
tify the most commonly co- occurring symptoms and their 
underlying factors and mechanisms. Given the number 
of questions that pertained to aetiological factors and the 
fact that the related uncertainty plays a role in the choice 
of MNYES as a term, this can be considered an impor-
tant research theme. Factors affecting outcome should 
include biomarkers, psychological factors, health services, 
how information is shared between clinicians and people 
experiencing MNYES, and social factors such as poverty, 
education, family dysfunction or domestic abuse, trauma 
and work environment.

Theme 4: recovery

Which self- management techniques are effective in 
MNYES?
This priority concerns the strategies that people expe-

riencing MNYES can use separately from clinic visits. The 
focus is to identify the most effective self- administered 
therapies for managing or alleviating MNYES, used sepa-
rately or in combination with formal treatment. Exam-
ples of self- management approaches include education, 

exercise and dietary changes. It should be noted that this 
research priority, in contrast to ones covered by the other 
themes, considers that recovery in MNYES can occur, 
either by recovery of symptoms or by personal recovery 
with ongoing symptomatology. Recovery of symptoma-
tology is referred to as clinical recovery and is covered by 
the other themes. Recovery while symptoms are ongoing 
is called personal recovery,31 meaning that despite symp-
toms being present, the function has to some extent been 
restored through treatment, self- management or disa-
bility management.

In mental health research and clinical practice, espe-
cially concerning psychotic conditions, personal recovery 
is a construct that has increasingly gained attention 
over the past 30 years; however, the term has not been 
used in MNYES. Generally, both in clinical practice and 
in research, the emphasis seems to have been to either 
attempt to attain clinical recovery or send the patient 
home with the message that MNYES cannot be cured 
and that one would have to live with the condition. 
This dichotomy has fed into the ongoing controversy 
about how to approach MNYES. This polarising stance 
is unhelpful. It could provide an essential contribution 
to further research development in this domain, along-
side the research priorities summarised in the other 
themes. Developing this research priority would require 
embracing the concept that personal recovery refers to 
an individual process of adaptation and development 
where one does not simply return to but instead grows 
beyond the premorbid self,32 emphasising the patient 
perspective.

Strengths of the study
This is the first study establishing research priorities for 
MNYES from the perspective of patients, caregivers and 
clinicians. The study follows the JLA method which offers 
a unique, and internationally highly regarded, approach 
to setting research priorities through an equal partner-
ship between patients, carers and healthcare profes-
sionals. The priorities represent a ‘snapshot in time’ of 
the areas which matter the most to patients, caregivers 
and clinicians. It is reproducible (the handbook and all 
relevant materials are available on the JLA website for this 
purpose) and the method can be used to ’refresh’ prior-
ities at a future date to reflect changes in the manage-
ment of the condition and patient/carer experiences. 
The use of this established and transparent JLA method-
ology supports the generalisability of the results and is a 
strength of this study.

This is a highly contentious area; however, the research 
priorities were widely supported by over 400 participants 
including clinicians from a variety of disciplines, patients 
with a range of symptoms, caregivers, charitible organi-
sations and other supporting organisations. Over 700 
responses were gathered from patients, caregivers and 
clinicians from an array of medical specialties including 
primary care, indicating that the priorities were widely 
supported. Contributions of people from ethnic and 
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gender minority groups and from underserved areas 
within the PSP Steering Group, surveys and final work-
shop supports the inclusive nature of this work and indi-
cates these priorities are important to a diverse range of 
people.

The themes identified in this PSP cover a broad range 
of ideas, issues and uncertainties; these are outlined in 
the top 10 research priorities and also reflected in the 7 
research priorities that did not make the top 10. Research 
priorities 11, 12 and 17 would link well with theme 3 in 
exploring associations of MNYES with mental health and 
somatic comorbidity, as well as the development of symp-
toms over time. Priorities 13 and 14 would fit in theme 2, 
the role of clinicians; 15 and 16 link with theme 1, treat-
ment. This suggests that the themes covered by the top 10 
priorities are consistent with the other research priorities 
which were proposed during this priority setting process.

Limitations of the study
When comparing the participants of survey 1 with survey 
2, there were 443 participants in survey 1, and 270 in 
survey 2. The final workshop was attended by 25 people. 
These are high numbers and certainly adequate for 
priority setting according to the JLA method. However, 
as the description of the roles is self- described, the variety 
of investigative participants remains unclear in some 
respects. For example, it should be pointed out that in 
online supplemental table 2, 10 people self described as 
‘doctor’, and 8 as ‘other’ clinician and they may well have 
been doctors working in primary care as GPs, or rheuma-
tologists; however, we do not know for sure. Regarding 
the patients, they would state their self- described main 
symptom as ‘pain’ in approximately half of the cases; 
from their answers to the open questions, it emerged that 
this often would refer to musculoskeletal or rheumato-
logical pain. So, while the exact variety is uncertain, it is 
unlikely that this contributed to priorities in the final list 
of issues related to MNYES.

The study provides a good overview of research prior-
ities for MYNES in the UK; however, given the specific 
cultural aspects and healthcare organisation in the UK, 
the findings may not be generalisable to other countries. 
A similar PSP is currently being conducted in the Nether-
lands and may shed light on research priorities in a non- 
NHS healthcare setting. This will provide an opportunity 
to compare and evaluate the generalisability of these find-
ings and the influence of different cultural and health-
care settings. Future research highlighting the situation 
in low- income and middle- income countries would be 
beneficial. The results of this PSP will enable funders to 
prioritise research in MNYES as outlined here and hope-
fully will provide new, much needed knowledge in this 
domain.

CONCLUSION
MYNES are common and reflect a high level of unmet 
clinical need. Incorporating patient- driven research in 

MNYES research can allow researchers to better address 
the complex care needs of people with MNYES. The 
most important aspect of this priority setting exercise was 
strengthening the relationship between patients, care-
givers, clinicians and support organisations and gener-
ating a list of priorities valued by these stakeholders, 
which we hope will guide future research.

We have identified the top 10 research priorities in 
MNYES using the rigorous JLA priority setting method 
that may open the door to further research addressing 
the knowledge gaps and controversies in this area, and 
hopefully alleviate some of the stigma related to these 
conditions and the people suffering from MNYES. Identi-
fication of these top 10 research priorities is an important 
first step to generating relevant, impactful research that 
will ultimately improve the lives of people with MNYES.
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Appendix  

Key words included in evidence check searches 

Symptom terms Publication focus 

Medically not yet explained symptoms Guideline 

Medically unexplained symptoms (MUS) Mechanism 

Persistent Somatic Symptoms Pathology 

Somatic Symptom and Related Disorders (SSRD) Development 

Chronic pain Assessment 

Unexplained pain Diagnosis 

Fatigue Investigation 

Unexplained fatigue Treatment 

Conversion disorder Management 

Neurological conversion symptoms Healthcare service 

Functional neurological disorder Patient care 

Functional symptoms Care pathway 

Functional neurological symptom Outcome 

Functional cognitive symptom Prognosis 

Functional weakness  

Dissociative disorders  

Dissociative neurological disorder  

Dissociative syncope  

Unexplained dizziness  

Fibromyalgia  

Irritable bowel syndrome (IBS)  

Nonepileptic seizures  
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Acquiring funding, international aspect, and establishing support by the James Lind Alliance  

Funding for the study was acquired by the PSP lead (CFC) in November 2019. Part of the 

collaboration was envisioned to support setting up a parallel PSP Steering Group to explore 

the same question in the Netherlands, in order to have an international perspective. This 

article focuses on the description of the process in the UK. Support by the  James Lind Alliance 

Priority Setting Partnership was secured in December 2019 and a JLA Advisor (JG) appointed 

to the project.  

Box 1: Steering group composition 

Clinicians: One general practitioner(GP); consultants in cardiology (1), neurology (1), 

endocrinology (1), clinical liaison psychiatry (3) and rheumatology (1) one stroke physician, a 

clinical psychologist  and one physiotherapist.  

Patients and caregivers: Four patients with a variety of pain, fatigue and functional 

neurological symptoms; one caregiver;  

Other: Two information specialists and two project coordinators to facilitate the PSP working 

group. They prepared meeting documents, surveys, supported recruitment, completed 

evidence checking and analysis but did not engage in the priority setting. 

The consultative process 

The study followed several steps in order to establish research priorities, using a mix of online 

surveys and a priority setting workshop. We created a website to host the surveys (27) and 

sent out the website link for our partner organisations to distribute within their networks.  

Gathering uncertainties 

The initial survey was launched between June 2020 and January 2021 and asked patients, 

caregivers and healthcare professionals to indicate their priorities for future research related 

to MNYES (27). We promoted the survey through partner organisations’ websites, and their 

social media platforms. In addition, the clinics of clinicians involved in the PSP Steering Group 

distributed the QR code to their patients. We sent out email reminders to members of 

professional associations, sent Twitter invitations and placed the survey on the University of 

York and JLA websites. Distribution of the survey was supported by the members of the PSP, 

several associations, networks, networking groups and charities. An overview of supporting 
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organisations is shown in Table 1, below. Some of them collaborated because they found that 

patients with unexplained symptoms often visit their websites and related specialists to 

assess their symptoms.  

Table 1: Supporting organisations who have promoted this work 

 

Charities Professional networks Other networks and Social 

media groups 

British Thyroid Foundation Allied Health Professional FND 

Networking groups 

INCLUDE (University of York 

Disability Network) 

Fibromyalgia Association UK 

 

Clinical special interest groups James Lind Alliance 

FND Hope Liaison psychiatry networks People who have shared 

information with their friends 

and family 

Graham Hughes International Royal College of Psychiatrists Individuals and organisations 

active on twitter 

Guts UK  Special interest and support 

groups on facebook 

Health Unlocked   

Pain UK   

POTS-UK   

 We targeted patients with MNYES such as pain, bowel problems, functional neurlogical 

symptoms, or with diagnoses which comprise a set of symptoms which are medically 

unexplained such as postural orthostatic tachycardia syndrome (PoTS); their caregivers; and 

the clinicians who treat them, to participate. Survey respondents were asked whether they 

had experienced  MYNES, in which case  they were to select their symptoms from a list, or 

were healthcare professionals, in which case they were asked to state their profession. 

Anonymity was preserved in all cases accordance with General Data Protection regulations. 

Data analysis and verifying uncertainties 

We downloaded the online survey results through Qualtrics and exported them into Microsoft 

Excel. The responses to this survey were organised into summary questions and these were 

then checked to make sure that they had not already been answered by research.(16)  Our 

health information specialists (DV and JS) and PSP lead (CFC) grouped the responses into 

themes and each  was analysed in small groups by 3 or 4 members of the Steering Group; one     

member of each small group was a patient or caregiver and the other members were 

healthcare professionals. Summary questions were developed, which encapsulated groupings 

of similar responses to the survey.  Responses were removed if they were outside the scope 
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of the survey or general statements which would be unanswerable by research. The outputs 

from the small group discussions were reviewed at a subsequent meeting of the full PSP 

Steering Group.  

One health information specialist (JS) checked each in-scope question with existing clinical 

guidelines published by multi-disciplinary guideline committees and systematic reviews, to 

ensure that the question had not been already fully answered with high-level evidence.      

44 articles were shortlisted from searches conducted in the Cochrane Library, Medline and 

Google Scholar; key words for the search used are included in the appendix. Reference lists 

of these studies were also reviewed to identify further relevant references. Articles published 

between 2011 and 2021 were considered relevant by the Steering Group. Each question was 

coded to indicate whether it was ‘answered’; ‘partially answered’ or ‘unanswered’ through 

the research literature.  

Interim priority setting 

Between May and July 2021, the second online survey asked participants to select their top 

10 priorities from the list of uncertainties presented (19). The second survey was launched 

independently from the first survey. Questions were presented in a random order to each 

survey participant to reduce bias. The priorities of patients and caregivers and the priorities 

from healthcare professionals were ranked separately. The top 10 priorities identified by 

patients and caregivers were then combined with the top 10 priorities from healthcare 

professionals to create a shortlist of 17 priorities as there were 3 overlapping priorities. 

Final workshop 

The 17 top ranked questions were taken forward to the final priority setting consensus 

meeting that took place virtually on 16th and 17th September 2021. We invited volunteers 

from supporting organisations, two of whom joined the meeting. We also invited individuals 

who took part in the online survey to participate in the meeting. 25 participants took part in 

the workshop comprising 10 patients with a variety of MNYES symptoms, 1 caregiver, and 14 

health care professionals. The workshop participants were divided into four groups, each with 

a balanced mix of patients/caregivers and clinicians. Each group also had observers who did 

not participate in the process, to fulfill the requirement of transparency of the JLA process. 

Each group was asked to rank the uncertainties through group discussions using the modified 
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nominal group technique facilitated by an independent JLA Advisor. Each participant was 

provided with a printed and electronic copy of the different ‘unanswered’ questions, and the 

JLA Advisor leading each group shared an image containing the unanswered questions to aid 

the group in ranking the 17 uncertainties. The rankings from the four groups were combined 

and all the workshop participants then came together to discuss these rankings. Similarities 

and differences between the group rankings were highlighted by the JLA facilitator leading 

the workshop (JG) and participants were invited to comment on the initial combined ranking. 

Following this, participants were reallocated into four new groups, maintaining the 

representation of patients/caregivers and clinicians within each group, to consider the 

combined group ranking from the previous session. During this session, there was a specific 

focus placed on the ordering of uncertainties across the top 17 unanswered questions. The 

rankings from each of the four groups were once again combined and were presented to the 

whole group for discussion. By the end of the priority setting meeting, we reached consensus 

on the top 10 UK research priorities for MNYES. 

The respondents were 77% female, 86% white; data from the 2011 census show that 51% of 

the England and Wales population were female (28) and 86% of the same population were 

White (29). Of the 884 statements, 852 were in scope and 32 out-of-scope. The out-of-scope 

submissions included general statements (N = 11), children/paediatric services (N = 9), 

information seeking statements (N = 6), or pertaining to COVID-19 (N = 5) and chronic 

fatigue syndrome (N = 1).  

Table 2: Participant demographic information  

 Initial Survey 

(n=443) 

Interim Survey 

(n=270) 

Final Workshop 

(n=25)*** 

Gender (%)    

Male 89 (20) 33 (12) 6 (24) 

Female 339 (77) 227 (84) 18 (72) 

Other 14*(3)  2** (1) 1 (4) 

    

Ethnicity (%)    

Asian/ Asian British 12 (3) 5 (2) - 

Arab 1 (<1) - - 

Black/ Black British 3 (1) 2 (1) - 

Mixed/ Multiple  7 (2) 7 (2) - 

White 381 (86) 242 (90) 25 (100) 

Other 17 (4) 4 (1) - 

    

Age, mean (SD) 47.65 (12.15) 42.55 (13.26) 39.29 (13.74) 

    

Experience (%)    

Patient 288 (65) 183 (68) 10 (40) 
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Caregiver 13 (3) 17 (6) 1 (4) 

Clinician 121 (27) 65 (24) 14 (56) 

Other 21 (5) 5 (2) - 

    

MNYES symptoms as self-described(%)    

Pain 219 (49) 147 (54) 6 (24) 

Fatigue 236 (53) 146 (54) 8 (32) 

Dizziness 156 (35) 91 (34) 5 (20) 

Heart palpitations/fainting 134 (30) 83 (31) 5 (20) 

Stomach/bowel problems 197 (44) 119 (44) 5 (20) 

Problems with movement (tremors, shakes, weakness) 133 (30) 114 (42) 6 (24) 

Unexplained blackouts, seizures, sudden loss of 

awareness 

54 (12) 60 (22) 3 (12) 

Other (e.g. brain fog, eye and skin problems) 126 (28) 44 (16) 4 (16) 

    

Age when first developed MNYES, mean (SD) 31.77 (15.08) 29.89 (15.13) - 

    

Clinical role as self-described    

Cardiologist - 1 (<1) - 

Consultant in emergency medicine - 1 (<1) - 

Doctor 10 (2) 2 (1) - 

Gastroenterologist - - 1 (4) 

GP 4 (1) 5 (2) 3 (12) 

Occupational therapist 9 (2) 6 (2) 1 (4) 

Neurologist 9 (2) 3 (1) 1 (4) 

Neuropsychiatrist 1 (<1) 1 (<1) - 

Neuropsychologist - 1 (<1) - 

Nurse 3 (1) 2 (1) - 

Physiotherapist 16 (4) 8 (3) 2 (8) 

Psychiatrist 44 (10) 18 (7) 4 (16) 

Psychologist 9 (2) 5 (2) 1 (4) 

Psychotherapist 3 (1) 2 (1) - 

Other 8 (2) 1 (1) - 

Rheumatologist 1 (<1) 1 (<1)  

Speech and language therapist 1 (<1) 4 (1) - 

Stroke specialist - - 1 (4) 

Assistant psychologist/Support worker 3 (1) 2 (1) - 

*14 prefer not to say    **1 non-binary,                                           Not mandatory and therefore not always provided  

 

Figure S1 shows the proportion of original questions from each topic, which were posed by 

patients, caregivers, clinicians and others, who were generally individuals who met the 

criteria for more than one role. As can be seen, patients preferred aetiology and diagnostic 

questions, while clinicians emphasized treatment and outcomes. Health care services and 

prognosis were divided equally between patients or caregivers and clinicians. 
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Figure S1: The proportion of questions per domain suggested by patients, caregivers, clinicians and 

other 

 

 

227 of the 264 (86%) people who reported gender were female and 242 of the 260 (93.1%) 

people who reported ethnicity, were white.  The 17 resulting priorities were shortlisted for 

consideration at the final priority setting consensus workshop. 

 

Box 2: research priority 11 through 17. 

11. What is the relationship between mental health problems and MNYES? 

12. What is the relationship over time between MNYES and known medical conditions 

and does that suggest some shared pathological process? 

13. What is the best practice to offer optimal care for patients with MNYES? 

14. What are current clinical attitudes and levels of knowledge about MNYES? 

15. What are the most effective physical treatments for different symptoms of MNYES? 

16. What are the most effective psychological treatments for different symptoms of 

MNYES? 

17. Why do symptoms of MNYES fluctuate? 
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