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Abstract

Background

| dzyGAy3AG2yQa 5AaSrasS o150 Aa I RSoAfAGFGAY3T YR
a genetically inherited disease with each person affected havingpe50entchance of transmitting
the disease to their children. At the time ofitimg, there is no cure.

People with premanifest HD are due to be approached to participate in clinical trials of Neural Cell
Transplantation (NCT) as a potential new therapy for the disease. This thesis sought to uncover their
beliefs, concerns, and pgrsctives, surrounding this trial intervention, so that their insights could be
available to health service decision makers and clinical trials teams.

Understanding the lived experience and giving voice to people with HD is critical to the development
of personcentred practice. It is important that these experiences are embedded in activities and
guidelines surrounding the potential therapeutic use of NCT.

Aim

To explore the lived experience of people withfd YA FS &G | dzyiAy3i2yies 5AaSt
when NCT is being developed as a novel potential therapy.

Method

The thesis was conducted using Interpretative Phenomenological Analysis (IPA). It sought to uncover
how the participants made sense of their lived experience of premanifest HD andgheimy that
they attribute to NCT within the context of their own future lives.

Semistructured interview data was collected from six people with-pranifest HD. Four of their

partners were present at interview and these partners also participated. Tieeview data was
FylFrfe@aSRZ yR GKS RA&Odza&A2Y FTNIYSR dzaAy3 ! aKg2N
Findings

The thesis found that participants view HD is a pervasive disease which impacts on multiple
dimensions of their lifeworld, beyond physical and cognitigalth. However, NCT appears to provide

a sense of hope that pervasiveness of HD can potentially be alleviated, and sense of agency restored.
However, caution needs to be maintained in creating a sense of over optimisnregigihdto the

benefits of NCT.

The thesis also uncovered how people with-pranifest HD form Secret Circles which can incorporate
Healthcare and Researchers Workers (HRs) and, it suggested that, if HRs are trusted enough to be a
member of the circle, then this can facilitate engagemetith research amongst people with pre
manifest HD.
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Glossary of Terms

Bradykinesia Slow movement and progressive reduction of frequency and/or amplitudg
repetitive movements.

CAG repeatPeople with HD have the same genetic mutation. There is an expansion of a 1
repetitive piece of genetic information on chromosomamber 4. All humans have this but
people with HD there is a repetitive stretch of genetic code Cytosine, Adenine and Guanine
In people without HD this repeat occurs fewer than 35 times. In people who have HD th
repeats 36 times or more.

Chaea- Involuntary, short, abrupt, irregular and unpredictable abnormal movement. Choreg
affect multiple parts of the body and interfere with speech, posture, gait and swallowing.
Clinical Trial Any research that prospectively assigns human participdotone or more
interventions in order to evaluate their impact(s) on health.

Double Hermeneutica | { Ay 3 &a4SyasS 2F az2vyS2ysSQa 4&aididz
of their experiences.

| dzy G Ay 3l 2y Qa AnRrheéri®d and devastdling neuredenerative disease which
characterised by progressive cognitive, psychiatric and motor symptoms.

HTT HD is caused by a CAG trinucleotide repeat expansion idTigene.

Idiographic How a particular person makes sense of a phenomenon within a dontex
Interpretative Phenomenological Analysis (IRA) qualitative research approach which dra
upon the theoretical traditions of phenomenology, hermeneutics and idiography. It is conc
with how people understand and make sense of their lived expegienc

Juvenile HB Similar the adult disease, howevehe children and young people affected by tl
form of HD are less likely to experience the involuntary movements and more likely to expe
muscle contractions and stiffness. Epilepsy is more commdnovenile HD.

Feelings An emotional state or reaction to phenomena.

Neural Cell Transplantatioffransplantation oheural stem/precursor cells from a donor into
host with the aim of combatting neurodegenerative disease. In the case of the currdnfdgtal
cells will be used.

Neurodegenerative Degeneration of the nervous system, especially the neurons within the b
Neuron Neurons are the electrically excitable cells which are the fundamental units of the
and nervous system

t I NJ A yigedsg (PD)PD is a condition whereby parts of the brain become progress
damaged resulting in motor and psychological symptoms. The disease is characterised by
neurones within the substantia nigra of the brain resulting in decreased primguof dopamine,
The cause is unclear but thought to be a combination of genetic and environmental factors.
Perceptions The way in which phenomena are regarded and the surrounding beliefs. Beyor
cognitive to the sense making.

Premanifest- Relating to the early stages of the disease when symptoms have not yet manif
Prodromal The early stages of a disease when symptoms start to manifest.
UnderstandingComprehension of phenomena.
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Prologue

| am a registered nurseurrently working in higher education. Prior to commencing my nurse
education in the late nineties, | begdout did not finish, a degree in psychology and biology. As the
first in my immediate family to go to university, | was originally interested ilogical structure and
function, however, my areas of interest evolvedlfter witnessing the illness and death of my great

grandmother (Nan).

As was not uncommon in a pestdustrial town in South Wales in the 1980s, | spent a vast amount of
time as a childvith my Nan eventually living with her for several years in her later life. | vividly
remember returning home one night to the house | shared with her only to be greeted by my great
aunt who informed me that Nan had been taken ill and had had a strokenWvisited her, it became
apparent that the stroke had been severe. It had left her with profound paralysis and she would not
be returning home. She initially moved between hospital wards and eventually was moved to a nursing
home where she remained uihher death around six months latervikited her a great dealn the
nursing home and remember feeling an immense sense of loss. | felt angry that iliness had taken her
independence, her ability to communicate effectiveiynd, essentially the capacityto be my Nan.
Shortly after her deathl moved to England to begin my studies but increasingly knew that | wanted
to pursue a career applying scienceaorking withpeople and, after a year, returned home to study

nursing.

Upon entry into the nursing mfession and following a long period working within critical care
medicine, | moved on to mle where | wagmployed in early phase clinical trials within a research
facility. During my time in this post, | worked on severaldirshuman drug trials aied at treating a
range of conditions from cancers to neurological conditions suchuwdple sclerosis (MS). Many of
the patients had exhaustetheir treatment options many were neathe end of life. As a result, |
initially had a simplistic notion of at motivated people to participate in clinical trial research. The
motivation wasto stay alive. However, amy time with and exposure to this patient group grew, |
recognised that there was greater complexity in why people consent to participate. Antbagsany

patients | worked with, two stand out in particular.

The first was a gentleman in his late fifties who had a diagnosis of terminal haematological cancer. He
had volunteered to participate in the trial of a Phase | clinical trial drug. His trewtmeolved
multiple visits, undergoing blood testand often spending long hours receiving an intravenous
infusion of the experimental medication. As a resudpénta great deal of time with him and, outside

of conversationgboutsport and the news, | once asked why he had decided to participate in such a
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seemingly arduous regime. He answered that illness had cut his career short and he had to do
something. He couldot sit at home and just wait to die. He continued that, up until his illness, he had
worked all his adult life as a plumber and he needed to occupy his day. The clinical trial was now his

job.

The second was a woman who was in her early forties andeofdy years older than me. She had
advancednmultiple sclerosis (MS) with pronounced symptoms. The disease had had a notable effect

on hermovement and during visitshe described the impact that it had on her whole life, particularly

in her role as a par# to two young children. | remember her describing how she was prepared to try
Fy8@UdKAY3I 6KAOK O2dzZ R KSf LI KSNJ 3SG 6SGGSNI a aks
The interactions with my patients, combined with my own personal experiences, increased my
guestioring surrounding illness and sdlfdeveloped an intense interest in what clinical trials meant

to people within the context of their own lives. As a result of thisiosity, | began aprofessional

doctorate and was consequently given the opportunity tedartake this thesis exploringdS 2 LI S Q&

f AGSR SELISNA S yiddse th Bin eraddfyhéwiayicinergih@ therapies

Coincidentally and whilst undertaking this studyhave personally experienced events such as the

birth of my own children and theedth of two immediate family members. One died from cancer and

the other from rapidonset dementia. | was heavily involvéd their care and felt challenged to

understand how they made sense of their situatisa that | could best facilitate their wishes.

| 2yaSldsSyidftes (KAa KlFa FdaAYSYiSR Y& RSaAANB G2 !

healthcare professionals consider them.

Organisation of Thesis

The thesis is divided into four parts.

Part 1:This section offers the backgrouadd justification andidentifies theresearch question. The

context for the thesis is also set.

Part 2:The research process is described. This section presents the design, research nattiods
data collection processsed. The use ointerpretative phenomenologicalanalysis (IPA) is also

justified.

Part 3:The stories of the people recruited are presented. They are described and analysed using IPA

identifying individual and shared experiencei$h crosscase patterns explored.
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Part 4:The participant®experiences are located within the theoretical frameMd 2 F | 8 Kg 2 NI |
Lifeworld (2016) model. The conclusions are presented alongside how this thesis could potentially

impact healthcare practice, education, and future research.

The backgroundor the thesis is now presented.
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Part One

1.0: Background

| dzy G A ydBeage(HD}is a debilitating and ultimately fatal progressive neurological disorder. It is
an inherited disease with each person affected having @&O0centchance ofpassing on thgenetic
predisposition to diseas® their children, regardless of sex (Harper 2005). Progression of HD, for most
people, results incognitive and physical declinavith an increased reliance on care provision
escalating to complete dependency and ultimigitdeath.There is no cure for HD bthere has been
growing scientific interest ineural cell transplantation (NCT) as a potential therapy. There are plans
to undertake further clinical trials, recruiting people with preanifest and prodromal HDusing
foetal-derived cellslerived from elective abortionsThe clinical trial has a recruitment base in Cardiff
and will look to recruit people froomid and South Wales alongside people from the Southwest of

England.

Throughout this thesis, thedmuman foetal ganglionic eminence cell transplants will be referred to as
NCT.

NCT, as a treatment for neurological disorders, has been a topic for experimedtairsEcal research

over the past two decades (Dunnett aBgbrklund2017). The process involves surgically implanting
cells from donor tissue into the central nervous system of people affected by neurodegenerative
diseases. The aim is to repair the notmaural networks and to restablish function. It is thought

that NCT has the possibility for stabilisation and possible remission for those affected by HD (Precious
et al. 2017). To datdnowever, there have been a limited number of clinical trials utedem involving

a small number of HD participants.

A clinical trial of NCT is currently being undertaken in Cardiff. The TRIal designs for DElivery of Novel
Therapies in neurodegeneratiqiTRIDEN2021) aims to recruita cohort of between 180 gene

positive, premanifest or early stage (prodromal) individuals with HD. The primary objective is to
evaluate the safety of transplantation surgery using human foetalonal tissudor the treatment

of patients with HD. People will be recruited to the trialfra database of people who attend a clinic

in Cardiff.

To date, thdimited research which has been undertaken surrounding NCT in HD has tended to focus
onthe procedure itself and not yet examined the views of people with HD. The European Consortium
for Communicating Stem Cell Resde{2022)encourages patient consultation and argues that it is of

primary importance to involve patients and the public in healthcare and research strategy
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development. People with HD have valuable insigimd theirperceptons and understanding could

be of benefit to future research and healthcare planning.

This thesis sought to explore the lived experience of people grighmanifestHD who live in a time
where NCT is being investigated as a potential, albeit experimdmaeddy. It examined the thoughts,
feelings and understanding of NCT amongst people who might be asked to particip&fRIDENT
(2021)

Understanding within the context of this thesis means awareness of NCT and its potential impacts for

people with HD whin the context of their own liveand experiences.

The research question is now presented followed by the aims.
1.1 The Research Question

It appears thatimited research has been undertaken surrounding NCT in HD and there are areas which
have not yet leen addressedkesearch has yet to explore tperceptions and understandingf NCT
amongstpeople living with HIvho might be approached to participate in clinical trials or ultimately
receive NCT as a therapyhe aim of this thesis was to redress this gap in knowledge and to explore

understanding amongstdultswho have premanifest HD Consequentifthe research questiofls:

1 What is it like to have a lived experience of jpnanifest HD in a time where N@Tbeing

proposed and developed as a potential therapy?

It was not intended to be an overall exploration of the lived experience ofiarifest HD.
1.2 The ResearcBbjectives
To achieve thighe following was done:

1 A gstemisedliterature reviewwas urdertaken to gain insight into the lived experience of
people withHD and to identify howihey view NCTThe literature revievsuggested thathere
is a dearth of availableesearchsurrounding the topic.

9 To find out more about the intervention arassociated procedures novel approach was
taken and | interviewed professionals identified as being experts within the field of NCT for
HD. The aim of this was to gain greater insight into the backgrqamededure,and targeted
population for the clinial trials.

1 The focus of the research was to look at the lived experience of people with HD within a new
era of NCusinginterpretative phenomenological analygi$?A) Specificallythe aimof the

researchwas to critically explor¢he thoughts feelingsand understanding of Ndii people
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with pre-manifest HD within the context of their own lives and to explicitly give a voice to
them.

1 To make recommendations for healthcare practice, educatmd future research based on
the findings.

1 To discuss any liaitions and quality issues.
1.3 The Research within theontextof a Professional Doctorate

This research has been undertaken as part of a professional doctorate. Prior to undertaking this thesis,
a series of levatightmoduleswere undertaken to enhanceesearch knowledge and understanding.
Professionatioctorates havebecome a prominent method of accessing doctdeakel study over the

last three decades (Kot and Hendel 2012). They can be viewed as an alternatikéDawhichis an
academic degree whie the original research, data analysis, and the evaluation of theory seek to

generate new knowledg(Fulton et al2021).

Arguably, the ternprofessional doctorateean be viewed as ammbrella termcovering a range of
delivery methods whictiocus on applying research to practical problems, formulating solutions to

complex issues, and designing effective professional practices withiwen fieldFulton et al2021).

Prior to undertaking this resgch, NCTtechnology existd asa prospective therapy for HD huas
healthcare professionalsve dd not know what the people, wheaould beasked to participate in

clinicaltrials, thoughtabout NCTwithin the context of their own lives.

Now these have len explored there is the potential to develop practices, procedurasd an
environment which truly embraces the HD population as the principal interest in novel interventional
NBaSINOKd ¢KS 2StakK D2SNYyYSyidQa DIydmmitd T2 NJ
engaging with patients to drive service developments. To achieve this, the strategy argues that
researchers and health services within Wales must capture patient experiences to improve service

delivery. This research seeks to action this cotmant.

1.4: Conclusion

This section has presented the focus of the research, which is to explore the lived experience of people
with pre-manifest HD where NCT is now being proposed as a therapy. The organisation of the thesis
has been set out and the resech question aimbave beeroutlined. Chapter 2 will outline, in detalil,

the context of this research exploring HD and NCT
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2.0: Setting the Scene

The following section sets the conteixtwhich the thesis was undertaken. It outlines the historical
context of the diseasand the contemporary scientific understanding of HD and genetics before
moving on to current management strategies. This is followed by an overview and@3 potential

place as a therapeutic option.
2.1 The Historical Context

Although the symptoms associated with HD have been documented for centitriwas George

Huntington who described the choreiform movements which seemedédoprevalentin some

families. Huntingbn observed a disorder of movement which was accompanied by personality
OKFy3aSa FYyR | aGSyRSyOeé (2¢l NRa Ayalyadeé o. !l
Huntington (1872) outlined its autosomdbminant pattern of inheritance and described theeadise

as not being a dangerous or serious affliction despite it beatgntiallydistressing to the person who

has it.

Diseases with similar presentations identified throughout histieaye often been associatedwith
societal persecutionCoon and HassarR@5)2 dzift AYSR K2g [/ KFENI2GGS . NRYy
depicted the character Bertha Mason as havingtHD { S & & Y LJi 2 Y & dthe mdBwoingdh RS & ON
inthel 0 GAO0KI GAYy3I  KSNBRAGFNEZI LINPINBaAaAAOBS LA OK
cognitive decline.

As early as the 17th Century, families presenting with similar sympamislisease characteristios

New England, United States of America were labelled using derogatory,teryh©f dzRA Yy 3 & Y I 3 NX:
GYSANRYE @ ¢ KS AryirkRdnttoNaBlezhokeinEntsigere idvedbiKI8cal inhabitants as

Y201 Ay3 (KS adAFFTSNAyYyIa SndsiBeduéniy@Befedsiwifchds TNFed (1 Q& O
were instances where these individuals were burnt to death as both they and theirdamiire seen

as cursed. It is also widely believed that choreic movements and abnormal behaviour resulted in
executions during the Salem Witch Trials (1-4823) as it was thought that the characteristics

indicated possession by the deBhattacharyya 2016).

Further abuses continued throughout the 20th Cenfunjth suggestions that those identified as
having HD were faibly sterilised and might have been executed by the Nazis during World War I
(Harper 1992).

Discrimination stilappears toexist in contemporary society. In Canada, a survey of 233 asymptomatic
individuals at risk of HD, of whom Bér centhad undergone predictive genetic testimgmonstrated

that 40 per centof respondents had experienced some degree of discrimination. This prejudice
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manifested in the form of discrimination from mortgage companies, itiluirance and disability
insuranceproviders predominantly in the form of insurance rejection and increased requests for
applicants to undergo genetic testing (Bombard et al. 2009). Penziner et al. (2008) also identified
stigmatisation and discrimination among individuals who had undezgmedictive testing for HD.
Theperceptions of 15 presymptomatic participantsvho had testedpositive for theexpandedHTT
genewere examined regarding differential treatmetitey had experiencegosttesting. Although
mostparticipants revealed their & results to their employers, nearly all declared that, in future, they
would not repeat this with any future employer due to negative experiences surrounding gaining
LINEY2GA2Y YR FSStAy3a aaiddz0O1¢ Ay OdzNNdIBpenyS Y LIX 2 & )
disclose results within their families and social netvgprkith two participants reporting that they
revealed their genetic status in a public forum. This was due to a sense of feeling responsible to

advocate and support HD causes and is pertinent to this study weitfard to LI NJi A OA LI y i &

understandingpf and notivation towards research participation.

Within the United Kingdom (UK), there are legairatoria providingprotection from discrimination
for people with the HD geneThisprohibits employers from discriminating against people with
manifest HDHowever currently, there is no legislation which protects asymptomatic individuals who

are carriers of the HD mutation (Edge 2010).
22/ 2y GSYLIZ2NINE ! YRSNERGFYRAY3I 2F |1 dzylGAy3ia?2

HD is a progressive, ultimately fatal, autosomal dominaand genetically inherited
neurodegenerative disease. There is no cure at present. It is caused by an abnormal and expanded
cytosine adening guanine(CAG) repeat in chromosome fodthis results in the production of the
damagingHT Tprotein (Ross and Tabrizi 201Ppstmortem examinations, as well #% use of animal
models, have identified that numerous pathologic mechanisms are unleashed due to the disease
process Studies have shown atrophy and loss of mass in multiple areas of the brain incluglieg 57
centin the caudate, 64er centin the putamen in moderately affected cases)d losses in the
cerebral cortex and thalamus (de la Monte et al. 1988). Microscopic changes in HD are most severe in
the striatum where the medium spiny neurons become dged by the diseaseesulting in

associated symptom@&raveland et al. 1985).

HD is characterised by neuronal dysfunction and selective neuronal cell death within the brain. The
areas of the brain affected by HD are the striatum angarticular, the cadate nucleus and putamen.

The medium spiny neurones are particularly impacted by HD. Although the striatum is the most
profoundly affected region of the braidegenerative changes have also been reported as occurring

within the cortex, thalamusand subthalamic nucleus. The precise mechanism via which the neurons
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die in the disorder remains unknown (Leegwalkém and Cha 2004). &heuronal damage results in

distinct motor, behaviouralnd cognitive symptoms associated with HD (Imarisio et al. 2008).
2.2.1 Diagnosis and Symptoms

People who have a parent with texpandeddTTgenehave a 5(er centrisk ofinheriting thedisease

and if they do, it is inevitable that they will then go on to develop thssociated symptomd$he
disorder affects botlsexesequally (Dunnett and Rosser 2007). HD does not skip generations (Dawson
et al. 2004).

Diagnosis of HD is based on positive genetic tesfoften) identification of a family history of the
diseaseand, as the disease progresses, expression of the unequivocal motor signs of HD. These signs
include extrapyramidal motor signs of chorea, dystonia, bradykinasaalack of coordination (Ross

and Tbrizi 201). The majority of those affected by the gene appear healthy throughout childhood
and adolescence but gradually develop signs and symptoms of HD, often resulting in diagnosis during
middle age (Stout et al. 2011). Following positive genetidrigdiut prior to symptom development

people are considered to be praanifest.

A prominent symptom of HD is involuntary, unwanted movements which often start with firigess

and facial muscles. These then progress and walking becomes unstétele leading to the
misconception that people are drunk (Roos 2010). This lack of muscle control then progresses to all
GKS LISNER2yQa ailStSialrt YdaodtSe / K2NBAO Y20SYSyi
movements includinghe lifting of eyebrows, eye clasi, and tongue protrusion. The most prominent

are the extension movements of the long back muscles (Roos 2010). This chorea is usually present in
the early stages of the diseadmowever, those affected go on to develop progressive bradykinesia,
further lack of coordination, and rigidity. As the disease progresbese is an increase in disabling
functionalty, for example the ability to perform selcare Many patients have substantial cognitive

or behavioural disturbances befotbe onset of diagnostic motor signs (Rosenblatt et al. 2012). The
TrackHD study also identified volumetric change$rain sizegven in people who were prmanifest

(Tabrizi ¢al. 2011)

Psychiatricsymptoms are often present in the early stage of the disease, frequently before the
development of motor symptoms. The most common of these is depression. Apathyagdiénxiety

are also common amongst people with early symptoamsl people who are prenanifest gene
carriers.Progressiveamgnitive decline is another notable symptom of HD and can be present prior to
motor symptoms appedng. People with advanced HBDaylose the ability to plan and control their

own lives. Memory ab becomes severely impaired (Cleret de Langavant 2013). Other prevalent
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symptoms of HD can include unintended weight loss, sleep and circadian rhythm disturkamtes

autonomic nervous system dysfunction (Roos 2010).

dgns and gmptoms of the disease tehto emerge between the ages of 30 and 50niost of the HD
population however, asoutlined, the disorder can manifest at any point during a gecedly positive
AYRA@GARdIZ f Qa f AThéSnean\dSatiameteerisBrigions emergng 1 death is17-
20 years (Roos 2010).

Progression of HD eventually resulisloss of independence and functipfeading to increased
reliance on care provisignescalating to complete dependency. Death usually occurs due to
complications of the diseaséncluding aspational pneumoniaand nutritional deficiencies (Walker

2007) however, suicide is also a predominant cause of death (Roos 2010).

The stages of HD are presentedliable 1 below.
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Staging

Characteristics at this stage

Person at risk of having disease

Uncertainty

Potentially witnessing and caring for family

Identified that carrier person i pre-manifest
stage

U Confirmation ofdisease

i Uncertainty about onset

Transition phase

i Anxiety about changes in cognition

i Changes in behaviour

il Changes in motor activity

Clinical staging

Clinical stage |

U Neurological, cognitive or psychiatric
changes begin

i Chorea becomes a prominent symptom

U Can still remain independent

Clinical stage Il

U Motor disturbances more notable

U Physical dependence begins

Clinical stage IlI

U Severe motor disturbance

i Can becompletdy dependant

U Death

Adapted fromRo00s(2010)
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As stated previously, HD is an inherited disordberefore, an explanation of the underpinning
genetics is novpresented HD is a progressive, ultimately fatal, autosomal dominant and genetically
inherited neurodegenerative disease. Autosomal dominant disorders occur when only a single copy
of a defective gene i®equired to cause disease (Mahalingham and Levy 2013). The inherited gene can
affect males and females equally, with offspring having agitycentchance of inheriting the disease

if one parent is affected (Novak and Tabrizi 2010).

The responsible HDege (IT15) was discovered in 1983 (Walker 2007). In the following detede
specificdeoxyribonuclei@cid (DNA) mutation, cexpandedHTTgene, which results in the production
of the damagindd T Tprotein, was discovered on chromosome four. Scientists identified thagtree
contains a region where the tripletucleotide cytosine adenine guanine(CAG)is repeated several
times (Dunnett and Rosser 200This damaging expandéil Tprotein results irthe degeneration of
cells within the miebrain associated with HD and withe resultant expression of HBssociated

symptoms (Rosenblatt et al. 2011).

Additionally, it was identified that the number of CAG repeats determines whether an individual
develops tte disorder with longer CAG repeats being utilised to predict earlier onset. These gannot

however, reliably predicthe rate of onset (Rosenblatt et.£2006).

It was discovered that individuals with six to 35 CAG repeats remain unaffecwwdver, individuals
with 36-39 repeats will go on to develop HD. The average CAG tract leridpn general population

is 16 to 20 repeats (Prinsheim et al. 2012). Individuals with 40 or more CAG repedtovegrer,
certain to develop the disorder (Bss 2005). It was identified that the gene expression is ubiquitous
throughout the body but primarily impacts specific areas ofdéetral nervoussystem (CNSLi et al.
1995). The damagingxpandedHTTprotein, as described by DiFiglia et al. (1998%ults inthe
degeneration of cells within the midrain with the resultant expression of HBnd itsassociated
symptoms. These include abnormal muscle tone, cognitive deteriorateord behavioural

abnormality and are relentlessly progressive and ultimatatal (Walker 2007).
2.2.3 Prevalence

Worldwide prevalence estimates vary considerably depending on the population under study.
Pringsheim et aR §012) systematic review and mesmalysis identified an overall worldwide
prevalence of HD of 2.71 pdi00,000people A further metaanalysis of subgroups from North
America, Europe, Australiand Asia also revealedisparity in prevalence globally. In North America,
Europe, and Australjian overall prevalence of 5.7 per 100,000 was identified compared to an overall

prevalence of 0.4 per 100,000 in Asia.
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Jones et al. (2016) state that approximately 9,000 people in the United Kingdom (UK) are affected by
HD and this is associated with ecomic as well as human cost. Data for patients within the UK in 2013
was extracted from the European Huntington's Disease Network (EFQN)ry study and national

unit costs were applied to health and social care services. Data from 131 peegexamina and

it was identified that the mean annual céistvestmentper person with HD was £21,605. Mean annual

costs per person in Stage | of the diseasee noted to be £2,250, rising to £89,760 in later stages.
224Wdz@Sy At S |1 dzyliAy3aazyQa 5AaSIHaSs

Juvenile B is a less common subset of HD in which symptoms present before the age of 20. Juvenile
HD accounts for approximately1® per centof all HD cases (National Institute for Health 2019). As
with the more common form of the diseagdeis a progressive disder with behavioural disturbances

and learning difficulties presenting first. Motor disorder, including bradykinesia and hypokinesia
emerges,with a tendency for chorea to develop in the second decade. Epileptaréitommon with

the CAG repeat lengtbeingmore than55 in most caseddost people withJuvenileHD do not survive

more than 10 to 15 years followirthe onset of symptoms (Roos 2010).

There are no plans teseNCT for Juvenile HD at presefterefore, young people with this condition

will not be explored in further detalil
23al yIr3SYSyid 2F ldzyuAay3aizyQa 5AaSl as

The previous section outlined HD within the context of history and society and described the current
understanding of HD. As stategteviously there is no cure at present. @ant management
strategies including pharmacological angdonpharmacologicabpproachesare addressed. Finally,

experimental approache#cluding NCTare discussed.

Traditionally, there has been a focus on pharmacological treatment to imptwyeympioms and

quality of life in patients affected by this currently incurable disease (Sharma and Deogaonkar 2015).

Following the onset of disabling and movemealated symptoms, gople are generallystarted on
pharmacologic therapiewhere theaimisto improve their quality of life. This can include drugs such

as antidepressants, GABA agonistsd neuroleptics (both typical and atypical). These decrease the
action of the neurotransmitter dopamine and are intended to decrease hyperkisgsiptoms, for
exampk, unsteady gait and facial grimacd®oththe management and titration of these medications

can be difficult with resultant side effects including bradykinesia, depression, and sedation (Adam
and Jankovich 2008Jhe European Huntington's Disease Network (EHDN) recently commissioned a
task force with the aim of identifying global evidenbased recommendationsof the everyday

clinical management of HD. The objectives were dtandardi® pharmacological, nen
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pharmacologicaland surgical therapies to improvwbe care and quality of life of people with HD

(BachoudLevi et al. 2019).

Due to the complex nature andggression over time, people with HD require the input of multiple
healthcare professionalghe coordination of servicesand regular reassessmens® that their
changing needs are met (Phillips et 2008). These teams can include, but are not limitedtie

following in Table:

Table2: Healthcareprofessionals and their roles

Professional Role in HDnanagement

Geneticcounsellor Genetic counsellors enable people and their famitiesunderstand

their HD risks. They can identify and discuss reproductive options

Neurologist A medical doctor who specialises in the treatmenidiseases of the

nervous systerincluding HD.

Speciabt HDnurse Specialist HDwrses provide a pivotal coordination role, supporti
people and their families. They provide a readily accessible poi

contact.

Socialworker Social workers can coordinate assistance within the community
provide advicesurrounding disability benefitdshe power of attorney,
home careand issues including wills and advanced directives, et
the UK, the NHS and Community Care Act 1990 legislate

assessment and assistance by social services.

Palliativecare team Palliative care teams aim to improve the quality of life of people W
life-threatening illneses. They offer care and advice surrounding p
and other distressing symptoms. Palliative care teams can also ad
spiritual and psychological needs. For peowith HD, palliative carg
can be provided at any time but is likely to be méweusednear the

end of life.

Dietician Dieticians can address weight loss, obsessiand eating habits. The
can address issues such as dysphagid regurgitation, along with
providing advice on supplements aride consideration of entera

feeding.
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Physiotherapist Physiotherapists aim to improve mobility and motivation. They
assistwith the provision of a stimulatory environment for people wi
HD.

Occupationatherapist(OT) OTs assess and address safety isspaicularly in the homeand

provide aids to support daily liviragtivities

(SALT)

Speech and language therapis{ SAL$ can address communication issues which often compound

behavioural and psychiatric symptoms of HD. Alongsidgicians
they undertake dysphagia assessments and advise on swallowing

and enteral feeding.

Adapted from Phillips et al. (2008)

Philips et al (2008) also suggest that the role of theneralpractitioner (GP)is also pivotal alongside

support from families and charitable HD organisations.

As there is no cure for HBurrent management tends to focus dhe alleviation of symptoms

however, there is a huge scientific interest in preventing the disease processrranifesting along

with neuroprotection and cellular repair. There aeveralclinical trials currently being undertaken

worldwide. They argopharmacological and interveisnal but norpharmacologicalTable3 provides

some examples of thesaon-pharmacological, interventionatrials. The table includeshe

interventions being adopted and the intended mechanism of action.

Table3: Examples of currerdinicaltrials

Trialname Intervention/mechanism| Targetpopulation Intervention
of action

TRIDENT Foetalcell transplant Earlystage HD Nonpharmacological

HDDBS Deepbrain stimulation Moderate HD with Non-pharmacological

chorea

No nameg Deepbrain stimulation HD withchorea Non-pharmacological

registration|D;

NCT04244513

ADOREXT Intravenousstem cell HD Non-pharmacological
therapy

SAVE DH Intravenousstem cell HD Non-pharmacological
therapy

HDDBS Deepbrain stimulation HD withchorea Non-pharmacological
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BMAC HC

Bonemarrow transplant

HD withchorea

Nonpharmacological

No nameg

registration|D:

Extracraniaktereotactic

radioablation

HD,essentialtremor,
Holmestremor,

A NJ A ieass Q 2

Non-pharmacological

NCT02252380
WA { a dis¢aQen
dystonig tardive
dyskinesiaor orofacial
dyskinesia
SelectHD Allele-selective antisensg Early HD Pharmacological
oligonucleotide
AMT-130 rAAVVMIiHTT-non allele Early HD Pharmacdtogical
selective miRNA
Nonameg Deutetrabenazinenon HD withchorea Pharmacological

registrationID:

allele selective miRNA

NCT04713982
Nonameg Metformin- Early andnoderate Pharmacological
registrationID: antihyperglycemit HD

NCT04826692

AMPK activator

Nonamec

registrationID:

NCT04514367

ANXO005 C1q inhibitor

Early HD

Pharmacological

Nonamec

registrationID:

NCT04421339

Melatonin- melatonin

receptor agonist

Early andnoderate
HD

Pharmacological

Nonamec

registration|D:

NCT04400331

ValbenazineVMAT2
inhibitor

Early andnoderate
HD

Pharmacological

Nonamec

registration|D:

NCT04301726

Deutetrabenazine
VMAT2 inhibitor

HD with dysphagia

Pharmacological
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HUNTIAM Thiamine and biotifB HD Pharmacological
vitamins
Nonameg Risperidonedopamine Early and moderate | Pharmacological

registration|D:

NCT04201834

antagonists

HD with chorea

Nonamecg

registration|D:

Haloperidol, risperidone,
sertraline and coenzyme

Q10 multiple (dopamine

Early and moderate
HD

Pharmacological

NCT04071639
antagonists, selective
serotonin

KINECHD ValbenazineVMAT2 HD with chorea Pharmacological
inhibitor

Nonameg WVE120102 Allele- HD Pharmacological

registration|D: selective antisense

EUCTR2019

GENPEAK RG6042Non allele HD Pharmacological
selective miRNA

GENEXTEND RG6042Allele- HD Pharmacological
nonselective antisense
oligonucleotide

GENERATIGND1 RG6042Allele HD Pharmacological
nonselective antisense
oligonucleotide

Nonameg Fenofibratet t ! wh HD Pharmacological

registration|D: agonist

NCT03515213

Tasigna HD Nilotinib- selectiveBcr HD Pharmacological
Abl tyrosine kinase
inihbitor

PRECISIGND1 WVE12010t allele- HD Pharmacological

selective antisense

oligonucleotide
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TRIHEP 3 Triheptanoin HD Pharmacological

anaplerotictherapy

Nonameg TetrabenazineVMAT?2 HD Pharmacological

registration|D: inhibitor

NCT02509793

SIGNAL VX15/2503Anti- Late premanifest or | Pharmacological
semaphorin 4D early HD

monoclonal antibody

0OSU61620pen1309| (-)-OSU616 HD, PD, brain trauma,| Pharmacological
Monoaminergic stabilizel stroke, myalgic
encephalomyelitis and

narcolepsy

UDCAHD UrsodiotBile Acid HD Pharmacological

Adapted from:Estevezraga et al(2022)
2.4: Neural Cell Transplantation

Amongst the approaches being explored within clinical trials is NCT. Cell transplantation, as a
treatment for neurological disorders, has been a tapiexperimental and clinical research over the
pasttwo decades (Dunnett an&jorklund 2017). As well as HD, NCT has hesen with varying
ddz00Saa A yisease RDA Y a2y Qa

With regardto HD, Dunnett and Rosser (2007) suggest M@&fis intended to reform and repair the
normal neural networks damaged by HD and teestablishnormal nerve cell functionThe neural

cells are derived, with consent, from elective abortions arid thought that NCT has the possibility

to provide stabilisation and possible remission for those affected by HD (Peschanski et al. 2004)
However, to dae, there have been a limitedumber of clinical trials undertaken involving a small

number of HD participants.

There are concerns surrounding NCT in that heti@nial surgery is associated with significant
morbidity and mortality (Karhadet al. 2017). Complications can include bleeding and surgical site
infections. These havea reported incidence of between one and elevger centand can be
devastating for patients (Karhade al. 2017). The use of foetal cells and immunosuppressiorsalso ha
the potential foramanifestation of disorders such as tumorigenesis (Hess 2009)raftdsersus host
diseasgTrounsen et al. 2011Atotal of 51 patientswith HDacross Europe havedtransplansusing

human foetal cells in opelabel pilot trials.Clinical and followp data are availabléor 30 of the
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recipients. These studies were primarily designed to assess safety and feasibility; however, signs of
longterm efficacy have been reported in four out of 30 individuals. There were, however, diffsen
in tissue preparation, surgical procedure, immunosuppression treatmemnclinical and imaging

assessments, making it difficult to define the optimal prodes®NCT(BachoudLevi et al. 2017)

Future exploration of NCT is now planned via the phaBRIDENT2021)study. This trial aims to
recruitacohort of between 1830 gereticallypositive, premanifest orearly-stageindividuals with HD
with the primary objective being to evaluate the safety of transplantation surgery using human foetal

ganglionic eminence cells for the treatment of patients with HD

The neural grafting procedure has been adapted from previous tnatsiving individuals with a
RAIFI3dy2aia 2F iadwdlafive &R patedts (RathusEvi®tSl. 2017). Bhprocedure

involves

w Pretransplantation Clinical evaluation was undertaken and participawere approached
with regardto a possible trial with entry three months beforethe procedure. Relatives were also

supportedand were offered counselling.

w Potential ell retrieval donors were identified and screened for latent viral infections and
history of neurological disease. Neurallselereremoved from aborted foetuses who were9aveeks

post-conception. Cells were then prepared for transplantation in a laboratory.

w TransplantationCo2 NRAY F 1Sa F2NJ 0KS GIFNBSG FNBIF 2F (KS
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needle tracts in an operating theatre.

() PostoperativelyPatients weranonitored for any potential surgical complications astdrted

on immunosuppressive drugs intended to prevent rejection of the transplant.

W Response measuremeniRecipients were then followed up over a period mfe year to

measure response and identifppadverse reactions.

In this early clinical trial of NGfivolvingpatients with HD, Bachoudevi et al (2000) outlined how
the procedure elicited some concern amongst participants and their families but a detailed account

of thisis not providedin the published literature.

As stated, both previous and planned clinical research surrounding the use of NCT for the treatment
of HD has focused on procedural safety #melexploration of physical and cognitive efficacy (Rosser
and Dunnet 2006 however, an understanding of the procedure and concept of NCT amongst people
with HD has yet to be investigateBamosZufiga et al(2012) argued that extensive and constant

discussion is required about the role of biotechnology and its ethical implications withdregBiCT
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however, it seemsthat the voices of potential recipients have yet to be heard in any detail. The aim

of this thesis was to redress this.
2.5 Conclusion

This aim of this chapter was to set the context for the thesis. An overview of HD wasegrovid
alongsidea discussion of HD through historthe contemporary understanding of HRnd current

management strategies and NCT.
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3.0 Literature Review

The previous sections provided context for the thesis. Howdwegstablishknowledge surrounding
the topic areaandthen toidentify the knowledge gap in which this thesis sits, a review of the literature

surrounding HD and NCT was undertaken.

Smith et al. (2009) suggested that this is not always necessary, based upon thdiktussggestion
that it helps avoid preconceptions about a phenomendrhe literature review provided an
opportunity to inform my exploration of the topic further, gain a greater understanding of the lived
experience of HPand identify a gap in the evider base which had not yet been explordidalso

helpedme to developsensitivityfor questioningthe participants

There are multiple approachde undertaking a literature revieWAveyard 2020)For this studya

comprehensive contexsettingreview wasundertakenusing a systematic approach.

As is consistent with the research approach adopted in this thesis, lived experience was the primary

area of interest. Therefore, thevo aims of the literature review were to:

1. Explore the lived experiences of peopléth HD to gain an insighhto how the disease

impacts them.

2. 9EF YAYS gKIG AYLF OG GKS SYSNBESYOS 2F b/ ¢ KI &

of their lives both with and beyond their HD

As there were two aims, two searches were completed jrastelently of each other.
3.1 Search Strategy

Asystematic approach to literature searching and appraisal was adopted for both searches. Although
not in the detail of a systematic reviewuality was assured via the adoption of a comprehensive

strategy (Aveyard ZD).

When devising a search strategy, a research project should consist of at least one person with
methodological expertise in conducting reviews and at least one person watl&dge of the topic

area (Rethlefsen et al. 2015). Therefoexpertise, withregardto the development of thesearch
strategy, was sought from an experienced healthcare librawéose role wasgundamentallyto

identify subject and keyword search termaddevele a robust search strategy (Harries 2005).
3.1.12 Review Strategy

Firstly, it was essential that the literature review had a clear focus and reflected the aims stated
(Rethlefsen et al. 2015). Cooke et al. (2012) argued that utilising a resgaestion tool enables

researchers to focue research aimdaying the pathway for a systematic search stratadyerefore,
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to structure the search, theample, phenomenaf interest, design, evaluatigrand research type
(SPIDERyere utilised (Cooke eal. 2012). Tools includirgppulation intervention, comparisonand
outcome (PICO) andsetting, perspective intervention, comparison and evaluation (SPICE) were
considered.The PICO is commonlsed to identify clinical evidence for systematic reviews in
evidencebased practiceK2 6 SOSNE (G SN¥a &adzOK |a aO2y(iNEPRf
infrequently relevant to qualitative researdincetraditionally qualitative studies do not use these
(Methley et al. 2014).

A NP «

As stated, the aim of the reviewas(i 2 S E LJ 2 NB LIS 2 LJX, tSefefore, fa fod Bidte S E LIS NI

consistent with qualitative research was utilisethe addition of desigmnd the research type

categories to the SPIDER tool is intendedfurther increase the ability of this tool to identify

gualitative articles. It also results in the removal of irrelevant PICO categories such as the comparison

group (Methley et al2014).

Table4: Aim 1
Alm 1 Explore the lived experiences of people with HD to gain an insighhow the disease impacts them.
Sample Huntington*
Phenomena of| Livedexperiencé
interest
Design Quialitativedesign mixed methods
Evaluation Lived experienceynderstanding, feelings, perceptions
Researcliype Quialitative,mixed methods
Table5: Aim 2
Aim 2 9EIFYAYS 6KFG AYLIOG GKS SYSNEHSYyOS 2F b/ ¢ KI &
with neurodegenerative conditions.
Sample Neurodegen*
Phenomena of| Stem celltransplant
interest
Design Qualitativedesign mixed methods
Evaluation Lived experienceynderstandingfeelings perceptions
Researchype Qualitative,mixed methods
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Medline was explored to identify and refine search terminology. This allowed for the formation of

subject headings to ensure that relevant papeese identified following a comprehensive search.

This stage also involved ensuring that the terms were compatible acros®tthdatabases used.

Then a search for relevant literatureasconducted across EBSCO CINAHL, OVID Medline, OVID
EMBASE, APAYRINFO and SCOPUS. There is inadequate empirical evidence to suggest that a
particular number or type of databases should be searched in a red#sequentlya broad search

across multiple databases can add validityerefore, this was undertakertlie Joanna Briggs Institute

(JBI) Reviewers Manual 2020).

¢tKS GSNXYa 6SNB O2Y0OAYSR dzaAy3d GKS .22t Sy 2LISNT
distance of three words to provide focus and to reduce the capture of inap@teptitles. The search

was limited tothe EnglisHanguage, qualitative or mixed methagdsd humaronly studies. No date

restrictions were included in order that the maximum number of papers could be captured.

Inclusion andkxclusion criteria werapplied. The inclusion criteria included studies subjected to peer
review which explored the lived experiences of HD from any environment. No time restrictions were
applied to the search to capture as much of the literature as possible. Exclusion aetedaed

studies exploring Juvenile HD for reasons stated previously. Studies not published in English were also

excluded.

The inclusion and exclusion criteria are summarised inefabl

Table6: Summary of inclusion and exclusioitetia

Inclusion Exclusion
Peerreviewed studies Juvenile HD
Livedexperience of HD Non-English language publications

The results were then subject to screenifigstly based on title then on abstract. Duplications were
also removed. The task of reging fulltext papers was then undertaken utilising electronic

databases. Online access to figlkt papers was achieved usiag institutional subscription.

Once the appropriate literature had been identifieal process of assessing reliability, tigoand
relevancewasidentified (Greenhalgh, 2014). To ensure this, | reviewed the papers usirggitilcal

appraisal skills programm{€ASP) (2014) (Appendix 1) tool for qualitative research.

It is recognised tht ideally, papers identified for potential inclusion should be assessed for

methodological quality independently by two reviewers prior to inclustmswever, due tdimited
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resources and the nature of this research being part priodessionaldoctoralthesis submission, only
| reviewed the papers. Zetoc alerts were also set up until March g92apture new and significant

literature

The final stage of searching included back and forward chaining to identify any additional relevant

literature.
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Table7: Summary of Aim 1 search

impacts them.

Aim 1: Explore the lived experiences of people with HD to gain an insigtat how the disease

Identification

Screening

Included

Records identified from:
EBSCO CINAHL (n=151)
Owvid Medline (n=242)
Ovid EMBASE [n=311)

APA PychINFO [n=123)
SCOPUS [n=62)

Total: 888

Papers left following title and
abstract review (n=110)

Papers remaining following
subjection to CASP guality
assurance (n=75)

Studies included in review
(n=53)

Duplicates removed [(n=364)

Reasons excluded:
Non-HD studies
Laboratory/Biochemical
studies

Opinion pieces and not
empirical research

32 AY MY 9ELX 2NRy13
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This research seeks to explore NCT within the context of a lived experience tifertore, it is

important to understandmore widelywhat it is like to live withthe disorder. This allowed me to

consider the lived experience of HD before #mergence of NCT.

Rather than present the literature review thematicallypresent the literatureto reflect how HD is

experienced throughout the course ah individua®life. The studies presented suggest that HD can

be experiencedhroughout the lifecourseand influences théndividual and familgxperiences.

As will be presented later, the interviewees in this study also describe how HD has punctuated their

life events from an early age and continues to influence perceptions of theimpast pregnt, and

future.
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The following literature review will be presented in chronological order from childhodldetend of

life.
3.2.1 Early Life in &amily with HD

As stated previoushHD is a genetic disease where people have pes@entchance of inhdting the

conditionfrom an affected parent. If a person has tepandedHTTgene, it is certain that they will
go on to develop symptoms. Some people become awéatbe diseasearly on in life through being
in a family where HD is presentbowever, there are numerous wayf which people develop

knowledge aboutheir own HD status.

Due to the hereditary nature of HPpeople often become aware of HD in their families long before
discovering their own genetic dtss. Forrest Keenan et al. (2009) outlined the problematic nature of
initial family communication surrounding hereditary illness. How people first become aware of HD in
their families can have a lorglanding impact resuigin people being inadequatelpformed about

the disease andherefore, unaware of associated risks moving into adulthood and later life. Forrest
Keenan et al. (2009) initially described how previous studies had explored barriers and facilitators
surrounding the family communication gjenetic risk however, questions remained about when

what and how or indeed even whether to inform younger relatives.

As a resultForrest Keenan et al. (2008)med to exploreyoung people'{aged 928) experiences
surrounding their discovery offamily history of HDThey usedn-depth qualitative interviewsThe
researchwas underpinned byrounded theory. The interviews revealed four types of disclosure

experiences.

The first was havingnown about HDfrom a yowng ageatfter living with an older relative directly
affected by the disease. The second was when the participants were gradually informed about HD
throughout their childhood and adolescend®mwever, these interviewees revealed that they knew
something wasvrong but were informed incrementally, usually by a female relative. The third was a
situation whereby HD was kept secret and, despite having contributed to the care of an impacted
relative, they only found out the truth in adulthood. These intervieweadarstood that this was
intended to be a protective measuréowever, for some this led to a sense of resentmemhen
looking back on their childhoodkinally, some participants discovered HD as a new diagnosis. They
had witnessed the iliness of a lovedebut with no awareness that it was HD and described a sense

of shock and panic about their own diagnosis

This study highlighted that the timing and method of disclosafengsidethe stage of awareness,
GSNB Fdzy RFEYSyidlf G2 G k&oudtdidlHID FarmsEKeshan etl@o0i A OA LI y

concluded that people use a range of methods to cope with knowledge of HD and these include denial,
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avoidance, minimisation, or assimilation but how and why they develop these strategies remained
unclear. Forrest Keenan et al. (200%uggested that.JS 2 LJt Shali@éfs canSpfotect them from
anxiety at discovering they are at risk of ;bilst others can suffer from senses of loss or even grief.
The research demonstrates the difficulties that both families and individuals. fies@ the outset

and often prior to diagnosis, adverse feelings which can manifedtide considerable anxiety,
emotional distressand, sometimes, physical harm. This studyhiswever, limited to the experiences

of the informationreceivers and does not explore the experient¢he informationgivers.

The experiences diffectedparents disclosing HD to theihitdrenwere, however, explored in more
depth by Holt (2006). Holt (2006) initially suggested that predictive genetic testing provides
information which can allow people to make decisions about their futures. However, when people
undergo predictive genetitesting, this acquisition of knowledge requires decisions to be made
regarding disclosure to their families. Holt (2006kdIPA and sermtructured interviews to explore

the contrasting choices between two sets of parents surrounding the disclosuheiofgenetic risk

status to their children.

The children, who were interviewed in adulthood, discussed growing up with contrasting disclosure
experiences as well as their current views regarding predictive genetic testing for themselves. The
LINA Y I Ngeof thisystRdy was that all the participants declared a preferencthéoearly disclosure

of genetic risk underpinned by an open and supportive communication style regarding HD. However
why they preferred early disclosure and if there were any tangihietional, psychological, or social
benefits to finding out early in life remained unclear. Alseing interviewedyears later might have

resulted in a degree of memory bias and inaccuratzll

This was further explored by Williams et(@010) who oncluded thathe discovery of a family history

of HD need not always be entirely bleak. They identified how receiving the results of HD predictive
genetic testing can impact individual weking, family relationships, and social interactions in both
postive and negative ways. Having the ability to develop knowledge and understanding was perceived
as the most common benefit. Connecting with others and achieving life meaning and the ability to
plan life based on this knowledge were also significant fopjeed hestudy participantslsoreported

that being older in age, as opposed to eafyidhood disclosure, was beneficial.

A recentlPAstudy by Kjoelaas et a[2021)wasan indepth exploration of theadversechildhood
experiences (ACEs) 86 people who grew up with a parent with HDAs well as uncoverinthe
adversity sufferedthe authorsexplored perceptions of caregiver support using sestructured

gualitative interviews
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Analysis of the data uncovered a range of adverse events which occurredefitg during
participants' childhoods. These included a persistent sense of fear due to parental mood changes, a
lack of stability and support growing up due to the symptoms that their parents exprassading

apathy and irritability as well as theense of loss of a parent due to the disease process. They also
recalled a sense that there was a lack of support and recollected that they often felt overwhelmed by
feelings of stresddowever, irsome instances where external suppass offeredsuch agrom areas
outside the nuclear family, it appears that these adverse experiences could be mitigated by buffering
these ACEs.

Resilience to ACEs linked with growing up in a family with Hals@explored by Idarrag&abrera

et al. (2021). They assessed the resilience levels of a group of children and adolescents whose parents
hadHD, in contrast to a control group of children and adolescents at risk of poverty. They recruited
63 children, between seven and 18 years with an aveeageof 12.67. The participants completed a
guestionnaireexploringthree factors internal protective factors, external protective factors, and

empathy.

Analysis suggested that both groups had higher levels of resilience thmadited theoretical
median. Resilience levels in children and adolescents did not increase wiemnwere exposed to

adverse circumstances such as having a parent with HD

In an earlier study, Lewiendez et al (2018)attempted to explore the nature of this childhood
adversity(of having a parent with Husing an online anonymous questionnaire. The questionnaire
contained mastly forced choice questions with the results suggesting that most participants provided
care and assistance to a family mempsith 46 per centwishing that they did not have to. Eighty

two per centreported anxiety about being at risk themselyedgth 64.9per centexpressing that this
anxiety was a barrier to them in their lif&any of the participantstated that they did not have
support, despite 85.5er centstating that they needed it and that ongoing follaw is of upmost

importance.

LewitMendez et al (2018) concluded that young people in families wéthistory ofHD endure
practical,social,and emotional burden and an absence of support sesvikely to have longterm

impact on their wellbeing

This need for support was also emphasisgd/an Der Meer (2016yvho explored ACEalongside
the psychological characteristics developed in adulthood, in people from families with-afféd¢Bed
parent. Seventyfour participants were recruited with people from families with HD who reported
increased childhood adversitjue to parental physical and psychiatric dysfunctompared tonon-

affectedcontrols The participants from HD families had lowsychological wellbeing in adulthood
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compared to controls andhaving had experience of a parent's disease before agapi®ared to be
associatedvith a higher number of adverse childhood everfthe studyconcluded that people with
HD who haveroung children should be offered specialised care and support to prevent attachment

anxiety.

Sparbel et al(2008) wanted taspecificallyexplore the key developmental stage of the teenage gear
in families with HDThey conducted qualitative study explong the experiences of 32 teens using six

focus groups in the US and Canada.

HD appeared to cast a shadow over the lives of the participants four themes being identified.
tKSAaS 6SNBE aGol GOKAYI YR gl AGAYyIECEaDBRFIAET BYBF
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experiences can help healthcare providers develop strategies to support teens in HD families.

Afridi et alQ @016)later studyalso suggested that living in a fdgnivhere a member hasstablished

HD can result in emotional and psychological stress amongst adolescents and young adults. This
results in them having a poor quality of life. They argued that there is an assumptiosdtiat
support canhowever, decrease the negative consequences of this stress. This study aimed to explore
the role of social support across throughout the various stages of development with this underpinning

assumption that that social support plays vars roles acrosdifferentage ranges in relation to stress.

They recruited 30 participantsanging from 1427-yearsold, who were at risk of developing HD due
to familial geneticinheritance Alongsidecollectingdemographic information andhformation on
academicsuccessparticipants completedhe Social Support Questionnaire, Depression, Anxiety, and
Stress Scale (DASS) and WPIQL (BREF). In contrast to Sparbel € @008) studythe findings
showed that laver levels ofkocial supporare beneficial for adolescents whilst highlevels ofocial
support are beneficial for adults.Afridi et al (2016) conclusions werethat social support for
adolescents can have negative consequenegsrding theirdevelopirg a sense of autonomy but is

important for and valued by adults.

The research surrounding HD in early life demonstrates that from the beginning, the disease can have
indirect adverse impacts. Despite not being individually impacted by symptoms, the peeseriD

in a family can lead to negative experiences throughout childhood and adolesddredevastating
physical and psychosocial symptoms of the disease impact, not just the affected individual, but close
family members andmportantly, the youngpeople who potentially carry the risk of inheriting the
disease Finding out about HD early on in |if@wever, has positives for some people. The ability to

take HD into account when planning life appears to be beneficial for some people.
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3.2.2 Finding Out

The previous section explored the family impact of HD in early life. For young people entering adult
life, there comes a period where an individual must decide whether to find out whether they carry
the expandedHTTgene. Once people discover that they have a genetic risk, then the deofsion
whether to take the test or not is a persor@ie. Taking the test ia complex and personal decision;

discovering the results could lead to personal and familial changes.

Typically, genetic testing for Hi2comes available igarly adulthoodDuncan et al2008). Theyalso

stated that despite guidelines recommending thatredictive genetic testing for HD should be
deferred untilthe age of 18 some clinicians arguhat testingbefore this agemight be beneficial

The authorstherefore, explored the experience of predictive genetic testing for HD from the young
person'sperspective and documeat the impact that this has on their live§hey interviewedight

young people who had been tested for HD between the age of 17 and analysed using thematic

analysis.

Three themes emerged related to the time prior to the test beid$ NF 2 NY SR® ¢ KS& ¢ SNEB
though genelLJ2 & A Gnko®@ in Xt NA a1 0 S K | hddieRperidcedd O 2 WIRE S.EwolLJ & i & ¢
themes emergdrelating tothe post-test period experiencingt A RSy G A& RAFTFAOdzZ GASaé

The participants also discuss#eeir experiences of predictive testing within the broader context of
growing up in a family where HD was present. Uncertainty surrouniiery own genetic status
appeared to crate a barrier in their lives and prevented them from moving on. The testing process
appeared to alleviate these barriers and, in some cases, helped them move forward with their lives

and adapt. None of the participants expressed regret in undergoing pineltesting.

With regard to genetic testing,Etchegary (2009) highlighted gaps in understanding surrounding
LIS 2 LI S Q &s toNgBrietlcIzhyeatsS and how they cope with them. Etchegary (2009) utilised
psychological theory to understand genetic testingidens and outcomesirawing on Lazarus and
C2f 1Yl yQa o wmdqyhetiansacBorial yidddbf stée@sahili copingsuggests thatesponse

to stress involves primary appraisals about a threat including perceived susceptibility, perception of
severity, and personal relevance. Following this, secondary appraisals are undenehkieh explore

the resources available for coping with problems generated by the threat. The strategies adopted are
based uponindividual responses tthese primary and secondagppraisals (Lazarus and Folkman
1984).

Etchegary (2009onducted an IPA studysnginterviews with people at riskf or livingwith HD and
the research suggested that coping strategies were both varied and dyndmigever,Etchegary

(2009)did identifythat coping with HOprimarilyincluded seeking information about HD genetics and

27| Page



contemplating potential solutionto life with HD includingthe adaptation of lifestyle practices and

monitoring adverse emotions such as anxiety.

Important distinctions wee observed amongst those who had undergone genetic testing and those
who had received a test result. Also, differences in coping strategies were identified for those who

were genetically at risk for H&nd forthosevicariouslyaffectedascaregivers.

Theparticipant€xoping strategies included appealing to luck or fat@ spiritual senseattempts at
rationalisation, seeking social suppodnd having faith in science. This trust in the scientific
community suggested that science would find a auifenot for them, for their children. Even if a cure
could not be foundthere was hope that science would plug the therapeutic gap. Although vague, this
belief in science allowed some people to engage in positive thinking surrounding theihHddmore

negative thinkingemergedfor some patrticipantsvho dismissed scien@ability to find a cure.

Gargiulo et al(2009) conductea crosssectional studyn the longterm outcome of presymptomatic
predictive testing for HD. Their studgoughtto compare the psychological wetleing and social
adjustment of carriers and necarriers of the HD mutation, alongside identifying the psychological
determinants which could improve the care and support of people tested. Gargiulo(2088) used
structured nterviews as well as five selfiport scales and the MINI (Mini International
Neuropsychiatric Inventory) to identify any psychopathologies or problems with social adjustment

351 people who had undergone psymptomatic testingpproximately3.7 years pst testing.

Depression was identified as common in asymptomatic cartiexsever, they also noted how 2per
centof non-carriers did not cope well with a favourable result, withgt centnoted to be suffering
from depression during followp. The corequences of the study suggest that psychological support
is required for all people tested, both carriers and r@riers, regardless of the result of their pre

symptomatic test.

Brinkman et al (2009) also explored the psychological consequences ofdtve testingover a
period of seven yearg.hey used questionnaires of standard measures of psychological distress (the
General Severity Index of the Symptom Check90dRevised), depression (the Beck Depression
Inventory), and general welleing (the General WelBeing Scale) and a significant reduction in
psychological distress was observedved years and afive years. There was an overall improvement

in psychological wellbeing and Brinkman et(@009) proposed several hypotheses as to whyws

the case. These included the se#flection of individuals for testing being more capable of coping with
Yol RQ ySga | yh&pradictve t€sSeng ia dniy ané df tdtiple experiences which impact

the way people experience their lives withthe context of HD.
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Duff et al (2009)identifiedthat, despite streshavingbeen studied in HAreassuch as genetic testing,

there has been limited research exploring the daily stressors associated with the period before
diagnosis, otherwise called gHD. As a result, they examined the psychosocial life stressors,
reactions to stressors, and substance use patterns in people who had yet to have a positive genetic
test. Baseline datavere used from 774 genexpanded preHD participants and 198 people wh
discovered that they did not have HD gene expansion. Duff. ¢2@09) measured the number of
psychosocial stressors (from the Life Experiences Scale), reactions to stressorgh@rduife
Experiences Scale and Perceived Stress Scale), amdpsgted substance use patterns (from the

Substance Use Form).

In comparison to noieneexpanded peoplethe pre-HD participants did not report any more
psychosocial stressorbut the stressors reported tended to be seen as more negative and
unmanageable in th@re-HD group. Although people with pig¢D perceive life events to be more
negative and stress as more unmanageable, they did not use strategies such as substance misuse to
cope. Why this transformation existedowever, remained unexplored and the use déeper, more

expansive exploratory methods, such as interviews, might have uncovered this.

The impact on mental health surrounding the testing process was also explored by Licklederer et al.
(20M), who suggested that predictive genetic testing for HD has the potential to cause severe short
term psychological reactions in patients with already established poor mental health.théefore,

aimed to compare mental health armphality of life Qol) in people whowere waitingon the result of

the genetic test.

Licklederer et al. (2009) recruited 121 participants for this st@ywere noncarriers of the expanded
HTTgene 54 were carrierof the expandedHTTgene and 15 were carriersuffering from HD

symptoms Data was collected by seHport questionnaires

Fourvariables were identifiethat predicted increased levels of depression and low QoL. These were

6f 26 LISNOSAOSR a20Alf adzZlll2NIiés afl Olngygodingdry Ay A
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In response to their findings, Licklederer et al. (2009) suggested that, to prévemtetrimental

effects of HD testing on mental health and QoL, attention needs fotiesedon people with limited

social networks during genetic counselling. Also, aseesat of expectations in relation to genetic

testing could help identify gene carriers at risk of coping poorly following an unfavourable test result.
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Exuzides et al. (2020) explordte burden of genetic testingffor HD on peopleas well asn their
partners. Using a crossectiona) web-based surveyhealth-related quality of life (HRQoL) was
measured using the ERD tool, depression severity usitige PHQ9 tool, and HDrelated qualityof

life usingthe HDPRGTRIAD. The couples with someone who hatereed a positive test result
reported close and strong relationships and described feeling that they will always have each other
for support. However, people with HD experienced severe depression and relatively low QoL but
testing positively impacted pedp in relationships where HD was present. Exuzides .g28P0)
suggested that iBnportantto ensure that appropriate mental health services are available for people
with HD and their partners. Exuzides et al. (2020) highdjtitat, for many, HD is not just a disease

of the individual but that partners experience adversigcause ofhe diseae. Any HBelated activity

can impact both people with HD and their partngterefore, it is arguable that their views on therapy

development should also be sought.

Hagberg et al. (201Xonducted a qualitative study using sestiuctured interviews tcexplore the
longterm experiences of people who carry the mutated HD géineir findingsuggested that there
is a lack of available knowledge surrounding how the experience of being a mutation o&iibr
impacts the lived experience. Thalsoindicated a variety of impacts on the participafilives, both
positive and negativeThe most prominent findingsvere an enhanced appreciation of life and
bringing the family closer together. Some participahtswever, expressed regret at being tested and

descibed the negative effect that this had on their psychological wellbeing.

Overal] they described thaknowledge oftheir genetic status acted as either a motivator or an
obstruction when pursuing life goals such as continuimgir education or a careerThe study
concluded that a more wdepth understanding of reactions eopositivegenetic testresultis required
as the certainty that they will become affected by htigjht result in the need for future professional

support.

Oliveira et al(2020) explord howtransgenerationafamilies deal with information about HD once a
positive diagnosis had been madehe qualitative studyocusedon how families acquire knowledge
about HD and management of the condition within the family and in their social retdips. They
undertook semistructured interviews with 10 participants from families with HD and analysed them
thematically. The finding indicated that families started with the search for a diagnosis in an affected
family member and that diagnosis resulteda process of "making sense of HD in the family". This
activated a transgenerational process to understand HD within a family context, which improved

awareness and different ways family members manage their situation.
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ZingalesBrowneQ @2019)study demonstrated that humouralsoserves as a form of coping, a brief
distraction from the diseaseand, in a sense, hope for the future amongst families impacted by HD.
Cognitive reframing using humour can turn negative perceptions into more optimistic views.
Caegivers who believe they can change their perceptions have improveebeial) and confidence

to face the challenges posed by HD.

Helder et al(2001) systematically assessed the impact of HD on p@opéalthrelated quality of life
(QoL). They interviewed 77 people with a clinically confirmed diagnoseaidy manifestHD and
additional data were gathered on patients' motor and cognitive @erfances by means of
standardised, validated testing. They identified that HD has a significant impact on @euimysical

and psychosocial wellleing, with the latter being more severely affected.

In a later studyHelder et al (2002) described the ilss perceptions and coping mechanisms and
their role in wellbeing amongst people with HD in the Netherlands. Using a single group, cross
sectional study 77 individuals with a clinically confirmed diagnosis of HD wasked via
guestionnaireguided interviewsabout their illness perceptions, coping mechanisms, motor and

cognitive performance, and wellbeing.

The results demonstrated that people with HD eriprce a strong illness identity with strong beliefs
about a long duration of HD. They also have perceived negative consequences for their daily lives and
little hope for cure or improvement. The coping strategies that the participants reported to ddal wit
their disease were comparable with the general population dealing with everyday stressful situations
However, illness perceptions and coping mechanisms were significant predictors of patients'

wellbeing.

Gong et al. (2016)n a qualitative studyexplaed the views ofLl4 people who had undergone HD
predictive genetic testing and had received a positive result at lgashonths prior to their study
enrolment. Utilisig telephone interviews and a combination of grounded theory and thematic
analysisthey sought toexplorethe impact that discovering positive genetisstatusfor HDhas on

attitudes towards life goalssawell aghe challenges that preymptomatic adults face.

Many of the participants expressed a greater appreciation of time followirgpbsitive test results
specifically identifying clearer priorities, living in theoment, and letting go of trivial worries.
However they alscexpressedegative experiencesurrounding the diagnosis anldeir relationships.
They suggested that their gespositive status and developing HD symptoms in the future would be a
burden on partners. The results like the studies presented earliesuggest that receiving gene

positive results impacted life goals, attitudes towards relationships, family plansitug.ation and
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career choices. The study highlighted the need for flexible and tailored genetic counselling to address

the unique needs of people with HD.

The evidence presented suggests that genetic tesdimd) receiving a positive or negative restain
be associated with complex psychology and emotidt#svever, for some, it offers the opportunity
to gain knowledge and incorporate HD into their future life plafise outcome of the test can

determine and influence a range of life decisions going forward
3.2.3 Living with &iagnosis

The previous section explored how people discover their own gesigtiosand how that can impact
them, their partners,and their families. However, once a positi#D diagnosis has been identified,
people then must navigate their lives with this knowledge. Wieringa e{2821) explored the
experience of ten people in the UK who were in the-pranifest stage of HD. To explore the topic in
detail and to ascertain theiLJr QG 2F 15 gAGKAY (68 ud@IFAiaSdEsémi 2 T

structured interviews.

Three themes emerged from the interviews and these included feeling limited by time, the perception
of stalling time, and making the most of timBeing able tomanage anxiety related to future
deterioration was key tboth wellbeing andhe ability to achieve y 3if@ goals. Thesgoalsincluded

careers, educatiorand when and if to have children.

Quaid et al (2010) sought to determine whether discoveringattsomeone is a carrier of the HD
mutation can change their decisiaa start a family or to have more children. This qualitative study
examined reproductive decisiemaking in a sample of people at risk for HD who had chosen not to
pursue genetic testingThey explored reproduction decisioamaking in three groups includint)
people who knew of their risk and decided to have child@meople who had children before they

knew of their riskand 3)those who chose not to have children based on their risk.

LIS ;

Ingroup onet KS& ARSY (A TFASRhophgfozdD ZNB &> ( KBSSBEY & I dzA £ (¢
something = ImggRRal thinking @ t F NOAOALI yda | LIISFENBR (G2 02y JA

safe to have children because they believed that rede@rogressing rapidly and a cure, or at least

a treatment, would be found in the near future.

In the second group, people for whom the risk of HD was unclear at the time they had their children

expressedegret that they may have already unknowinglyspad on thalisease

Group three were aware of their rigi developing HD and had deliberately made the decision not to
have children. In extreme cases, this decision extended tarsplised restrictions to having any

intimate relationships. It appeardtiat members of group three based their decision on their personal
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experiences with an affected parent. They either did not want to pass ogehe ordid not want to

have their children go through a similar experience to what they had.

A restricted lifewas also addressed by Gog et(2013) who explored the various elements of genetic
discrimination among 60 genetically positive lmlihically asymptomatic people with the expanded
HTTgene livingin Australia Their participants completed survey to capture their experiences of

unfair treatment as well as their knowledge of the legality surrounding genetic discrimination

The results demonstrated that §8er centof the participants experienced a "great benefit" from
knowing theirgenetic test resultsincluding allowing them to plan for the future, make decisions, and
find personalmeaning through active participation in the HD communitiich facilitated their drive

to participate in research. However, the results also demonstrated thaeB8entof participants had
perceived experiences of genetic discriminationith more participants reporting incidents of
discrimination than gen@egative respondents. Multiple incidents of discrimination were reported

relating toobtaininginsurance gainingemployment and withregardto relationshipsatisfaction

Following a longitudinal stugyBoileau et al(2020) also suggested that people with HD experience
stigma due to their gene status. To achieve this, they used data from the HDQLIFE stigty, w
included 479 participants at baseline, 315 participants at 12 months, and 277 participants at 24
months. A multilevel model was utilised to examine the effect of physical, emotional, cognitive, and
social health on perceived stigma with the findingdicating that physical, emotional, and cognitive

health were all associated with perceived stigma but not social health and demog.apécresearch
adZA3SadSR GKIFG Iy AYRA@GARZ fQa aSyasS 2F adAaayr
health, which may be treated with interventions including physical therapy, emotional counselling,

and cognitive rehabilitatiorthereby potentially lowering a sense of stigma.

Erwin et al (2010) explored a similar topicsingdata from the United States, Catla, and Australia
from the records of 433 individuals who have tested either positive or negativbdarxpandeddTT
gene In total 46.2 per centof the participants reported discrimination or stigma based on either a
family history of HD or genetic testing ftlne condition These specifically related to obtaining

insurance, gaining employment, and forming relationships.

However, it was noted thahere was a higher incidence wbrrying about discrimination compared
to the actual experience of discrimination yet despite thike cumulative burden of genetic

discrimination across all domains of life represented a challenge to those who werk at HE.

Genetic testing, as wedshaving an impact on the individyahan have an impact on partners. Richards
(2004) conducted a qualitative study, based on family systems theory, to obtain a greater

understanding surrounding the impact of predictiesting and of living with the risk of HD in couple
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Data was collected usirsgmistructured interviews with 14 couplesinewith an atrisk partner who

had undergone testingndfive where a member of the couple was already affected with HD.

The inteview transcripts were analysed thematically. Most couples reported that receiving a
predictive test result had little or no adverse effect on their relationship but for two of the couples
who separated after the atisk partner received a necarrier resul, the emotional factors associated

with years of living with the HD risk were viewed as having caused irreparable damage to the
relationship. These separations were attributed to emotional distancing and to the obsessive

behaviour of the affected partner.

For two of the couples who stayed together since the positive diagnosis of one partner, loyalty was
viewed as the main factor contributing tbe maintenance of the relationship. The findings of this
study emphasised the complexity of psychological effect the relationships of couples who live with

the risk or reality of HD.

Mariscal (2009) explored the personal experiences of 18 people iedhrdto the rejection of
predictive genetic testing for people at risk of HD alongside the psychological cemesg of
refusing a test. They were compared to people who did take the Tsty utilised a prospective,
crosssectional,mixedmethods, multi-centre study desigirasedin Spain. They measured anxiety,
depression, and healthelated QoL using the Hosgitand Depression and EuroQoL scales. They also
used amulti-method approachand collected qualitative data via focus groupSactors which

Ay Tt dzSYyOSR LIS2LX S QahoweveiQricladedtiyequality?of nietlidalSnfotmatiprS & G

psychological amselling received prior to the tesindthe experience of living with relative with HD.

McGonigalKenney (2011) suggested ththe experiences of the intimate partners of people who had
undergone testing for HD had not adequately been explamdithat knowledgesurrounding genetic
predisposition to future illness and disability can create uncertainties which influence life decisions
about reproduction, health behaviour, caregand the need for cardn a qualitativehermeneutic
phenomenologichapproach the researcher interviewed O intimate partners of persons in the
prodromal phase of HDAnalysis revea&d an intangible reality charactesdd by anticipatbn with
ebbing and flowing disquietugdelwelling upon HD, inrer turmoil, a subdued presencbut freeing

possibilities.

The lived experience was also explofey Vishnevetsky et al(2016) who sought texplore the
determinants of QoL quantitatively and qualitativelly people with HD. Participants with HD
alongsie their familial caregivers were recruited and asked to complete a sediemographic
guestionnaire, the Total Functional Capacity scale (Hr@¥tandardied HDspecific questionnaires

(HDQOL and HDQ®@). Facdo-face semistructured interviews were ab used and the primary
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themes from the qualitative analysis wemealing with the economic insecurity resulting from HD,
misinformation aboutthe genetics of HD, loss of the productive role in family and waskwell as
fearing the future. The overatlonclusionssuggest that interventions should focus on easing the
economic burden for people with HD as well as their caregjtkeseby avoiding a onsizefits-all

approach.

[ S2yliAyAQa o6nHnncod aiay3atsS OF asS v kpokhie gehaliStestfdr a2 SE L
HD. Tley exploredthe experiences of one womaihe author described how testing results in the

production of newways of viewingsarious aspedof life. Receiving a positive result can result in

changing perspectives towards thedy as well as altering perceptions of relationships towards family
members and asensetifefutured [ S2y G2y A O0Hnncv RSAONAROSR K2g (F
RA&ASIFAST AyOfdzRAY3d glea (2 F002YY2RI (partich&NI ySg U
made sense of the anticipation of illness, how they experienced their body in relation to that

possibility, and how they managed or coped with their newfound status.

Hagen (2018) explored the intersections between genetics, the laouy lived experience of having

a genetic disease such as HD. IR interview studgxplored how people affected by HD experience

their everyday life and resulted in the production of two themes which represented and captured the
SELISNASYyOSa 27F | FFSOGSR noticiRghsgpterdsh § @ & NEB RI&# St 1 KSe
oneither heath nor diseasé @

Hagen (2018) developethesei 62 (G KSYSa |yR RA&A0dza&aSR GKSY FNI
phenomenological absent body perspective. L§d880) suggested that, as individuals, we have parts

of our bodiesof whichwe have no direct sensory experience as they are hidden in corporeal depths

and aretherefore, phenomenological null points. These hidden areas include our genes. Hagen (2018)
suggested that whilst most of the populatiesgenerally not exposed to these phenomenological null

points, they emerge into everyday existence in people with HizexpandedHTTgene becomes

visible and therefore, its abstract qualities are reconfigured A G KAy | LISNE2Yy Q4 A QD
Therefore, Hagen (2018) suggests that there is often complexity and great difiiccilgatinga stable

lived experience with HD.

Downing et al(2012) also examined perceived stress and its relationship to depressnmoms, life
changesand functional capacity amongst people who were ggnsitive for HD butvere prodromal.
They classified their participants by estimated proximity to HD diagndsisme ofthree categories;
near, mid, and far, then compared thenwith a nongeneexpanded comparison group. They noted
that people in the prodromal migroup (nine to 15 years since diagnosis) experienced the highest

stress scores and that there was a significant interaction between age and time since HD genetic
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testing. Downing et al(2012) stated that this was unexpected and a possible explanation was that
ambiguous signs of HD might be presentirggulting in increased levels of distress. They suggested
that people in the near to diagnosis gro(fpwer thannineyears) might receive greater support, have

a greater degree of apathy post testiray simply do not endorse their own negative emotions. The
study left several questions opehowever, including why distress does not seem to correlate with a

linear path whe& compared to time.

Ho et al (2011) described how there has been little empirical data examining what people are most
concernedabout across the progression of the disease. They conducted-seeuttured interviews

with 31 people livingt different stages of HD. These stages includenhgpre-clinical gene carriers
right throughto the advanced stages of the disea3éeyexplored how often participants raised
issues and concerns regarding the impact of HD on their lives. At thelipiml stage,
physicality/functionality was not significartut it emerged significantly, even at the early stages of

manifestation and rose steadily and pealat the advanced stages of the disease.

Across all stages of the diseasieere were no signifiaat changesin emotional, social, andelf
themes and the more rarely mentioned financial and legal themes also remained similar across
stages. Concerns about cognition rarely featured aindte pre-clinical and advanced stages of the

disease.

The trarsition from being asymptomatic to symptomatic can be distressing Eddiyet al. (2012)
described how factors such as altered movement, emotiansl cognitive function aregherefore,
likely to affect patients' QoL. They investigated the relationshipsveeh cognitive and emotional
factors and selfeported QoL in HD. Sixteen outpatients with HD were recruited from the Queen
Elizabeth Psychiatric Hospital, Birmingham, Wit QoL being was measured using the SF36. A range
of executive tasks, including rasuring verbal fluency, working memory and inhibition, apathy

disinhibition and executive dysfunction were also measured.

QoL scores did not appear to be related to motor symptom scores or scores on specific executjve tasks
however, it was lower for peple who exhibited greater apathy with a greater degree of executive
dysfunction in their everyday behaviour. Additionally, it was noted that disinhibited behaviour was
associated with reduced empathic concern. Overall, the findings suggest that detenoiratmood

and cognitive function impaetl QoL to a greater degree than movement disorder in HD.

Sherman et al2020) explored movement disordeor chorea as one of the dominant characteristics
of HD. They described how it can interfere with daydayfunctioning and have a negative impact on
health-related QoL. Theexamined data from focus groups of individuals with manifest HD, people at

riskof or with premanifest HD, family carers, and professional providers with experience treating HD.
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Dominant ttemes emerged across all groups and included anticipation of disease progression
associated adverse consequences, concern over the stigma of HD, the negative effect on
independence, interpersonal relationships and mental health, and potential coping giteateThe
participants at riskof or with premanifest HD expressed concern over éti3et andwished to
proactively manage the disorder. Participants with eatyge HD described the requirement to adapt

to the increasing role that HD played in their livas well ashe development of strategies which
could potentially maintain their current lifestyle. Contrastingly, trerticipants with latestage HD
expressed concern about decreased autonomy and social engagemetiteapdtential progression

of theirHD. The caregivers expressed their desire to monitor changes in the person the:jocaned

to ensure they remained as healthy as possible. The healthcare praipdenary concerns were their
patients' social roles and they also expressed particular concern surrounding patient safety. Arran et
al. (2013) also recognised that people with HD experience a range of emotional, behavioural,

psychologicaland social conspiences.

Arranetaldé Hn Mo U  dzi A f A & SR -rggSla@iéhymbdelwitniie aim mfdigcoveringati®t
factors which have adverse psychosocial impacts in people with HD. They also examined the

relationships between perceptions of iliness, copingchamismsand psychological distress.

They utilisedhe lliness Perception@uestionnairewhich is a 54tem, Likert stylgéool whichassesas
illness identity, timeline, consequencgeand control/cure. The experiences o087 people with a
diagnosis of Hvere exploredData on loth demographic and clinical variables previously found to
be associated with psychological distress were also collected by Arran €2043). Utilising
hierarchical multiple regression analystey demonstrated that perceptionsf illness, identityand

disease timeline could be used as predictors of anxiety.

Thér FAYRAY3Ia& adzaA3Sad GKFIG AYRAQDGARIZ £ 4Q LIBeNOSLIIA 2
psychological distress experienced. As a result, the authors suggested fibais on interventions

which change illness perceptions could potentially reduce psychological distress and, should
therefore, be a focus for future research. It is of interestthe presentstudy as to whether the

emergence of NCT dschange illnesperceptions.

Gunn et al(2020) also recognised that mental health difficulties are prominent in people with HD
however, these problems are weakly associated with HD progression. Instead, they suggested that the
causes are multifactorial rather than sirgpklated to the disease process itself. As previously stated

in this review evidence suggests that genetically unaffected family members also experience mental
distress due to multiple factor§.heyaimed to evaluate quantitative and qualitative simite$ and

differences between people with HD and those without the gene to identify the systemic and
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environmental contributions to Hitelated mental health problem&heyrecruited 5294 individuals
from four groupsc those with manifest or premanifest HCfamily controls, andhose who were
genotype negativerour factors emerged across all groups including depression, anxiety, temper, and

selfharm.

They identified that people with HBiId not report significantly different anxiety scores to control
groups but the manifest HD group suffered from significantly higher depression, temper, and self
harm compared to the genotypeegative groupThefindings suggest greater similarity in the severity

of mental health symptoms between people both with and without HD than previously believed

potentially related to family structure.

Fritz et al (2018) examined the relationship between variables of apathy, functional status, physical
function, cognitivefunction, behavioural status/emotional function, and heaftlated QoL. They
used cliniciarrated measures of physical, cognitive, and behavioural functioning, as well as clinician
rated apathy and selfeported measures of physical function, QoL, emuaaip cognitive, and social
function in 487 people at various stages in the HD disease trajedtioeydata revealedreater apathy
related to reduced independence, increased motor impairment, and problems such as irritability and
anger. Also, poorer seteported healthrelated QoL, advancing chorea, increasgakeechand
swallowing problemsas well asvorsening anxiety, depression, lack of personal control, increasing
cognitive dysfunctionand reduced satisfaction with social roles all contributed toeased apathy.
Theauthorsconcluded that physical, cognitive, and behavioural dysfunction throughout the disease
trajectory were all linked to apathy and that research should explore if clinical interventions which

target specific functional domains coydtentially lead to a reduction in apathy in people with HD.

As was noted in the first part of the literature review, other family members, other thase with

HD, feel the impact of the condition. Cox (2012) set out to identify the factors which inthacoL

of family carers of people with H® provide insight into howthe burden could be alleviated. To
achieve this, they recruited 31 HD carers who completed thiée€3d Huntington's Disease Quality of
Life Battery for Carers (HDQQJ. questionnaire h analysis demonstrating that 5%r centof the
participants had a mitkevel QoL. Equally, an inverse relationship was noted between the hours spent
caring andreducedQoL However, the number of times a carer socialised per month was positively
relatedto QoL. The study indicated that participants felt that access to affordable care programmes
for the HDaffected person, more time for themselves, and social support would have a positive

impact on their owrQoL ,and that respite provision might help.

Real et al (2013)studied thespecific life domains which impact QoL in people with HD and in a

subgroup of genaegative partners. They recruited 355 participants who completed standardised
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selfreport measures of QoL, underwent assessments of capacitynastdr function and semi
structured interviews assessing neuropsychiatric sympt@ndcompleted paper andomputeried

cognitive tasks and assessment of behaviours which are associated with damage to the frontal brain.

The HD group scored statisticalbyver than a genanegative sibling control group in areas including
general health, neuropsychiatrigymptoms,and executive function. Also, those with Stage Il HD
reported statistically significantly lower QoL than geregative controls across physicamotional,

and social life domains. People with manifest partners also reported lower QoL. They concluded that
understanding the nature and timing of disruption to QoL in people who aremameifest and
diagnosed with HD, as well as their gemegative pamers, can potentially result in informing the
development of appropriate strategies and interventions.

12 YR {OKgSy1S oé6unnepo faz SELX 2NBR LIS2LX SQa
European REGISTRY study. People with HD across Europetediting generic healtinelated quality

of life questionnaire, SB6, which providephysical summanand mental summaryscores.Carers
completed the Caregiver Burden Inventory (CBhich was intended to capture their experiences of

caring for someone \th HD.

Ho and Schwenke (2009) examined the data in relation to the various stages of HD and the results
indicated that the SB6mental summangcore is significantly poorer than tipaysical summargcore

in the early stages of the disease but the pattageverses at Stage$ and 5. The CBI increased
significantly ashe disease progressed but plateaued at Stage 4. The scores relating to social burden
and emotional burden remained static across disease stagéh the development of burden
increasing significantly between the first two earliest stagdsvever,the physical burden subscale
increased more significantly only late6 SG 4SSy { Gl 3S& o FYyR no |2 YR
further underlined theimpact of disease on carers of people with HD as well as patients themselves

across the stages dlie disease.

Roscoe et al. (2009) recognised that HD poses particular challenges to patients and, theréése,
17 family caregivers were interviewedné completed scales measuring stressors, appraisals,

protective factors, and outcomes.

Analysis of the datahowedthat there wasno direct relationship between stress and caregiver well
being and that the impact gbossiblestressors was mediated by agisals and protective factors.
Mastery of care was significantly positively correlated wihhlife satisfaction of carers and negatively

correlated with depressive symptoms.
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Decruyenaere et & @005)studyfocused on the psychological distress andinggstrategies in the
partners of people five yearfollowing diagnosisThey recruited 16 couples where the gene was

identified, alongside 17 noncarriezouples.

Selfreport questionnaires wereadministered to both groupsvhich assessed depression levels,
anxieties,and psychological impacts such as intrusive and avoidance thougbtsvell as coping
strategies.Analysis revealetiow the partners of carriers experience as much distress as the gene
carriers themselves and they clearly experience greatechgspgical distress thapartners ofnon-

genepeople

Having children prior to predictive testing was an additional distress factor in both gene carriers and
their partners. Decruyenaere et.#2005) concluded that partners have at least as much psygiuab
distress as carriers btihat partners may be 'disenfranchised' or not have their worries and concerns

socially recognised.

The studies presented suggest that HD has severe and adverse efféetividuals even before the
commencement of symptomddD, and even testing for HOran also have consequences for the

families and partners of affected peopknxiety and distress can manifest at the discovery of HD. The

process of testing has impacts on psychosocial wellbeing and perception of self. &f #tas
AYLRNIOFYG G2 GKAa G(KSaira G2 SELX 2NB K2 LIS2LX S$Q:
perceptions of their HD. The above has demonstrated how HD can severely and adversely affect QoL,
mental health,and wellbeing in people diagnosewth the condition as well as have profound

negative impacts on partners and family membeasd this seems to continue as the disease

progresses.
3.2.4 Progressing HEhe Need for Careand End of Life

The previous section described thmapact of genet testing and the impact that it has for affected

people, their partnersand their families. The disease progression will now be explored.

The purpose of Januarioet@a 6 HnAmMnU &l dzRe @eladed quality of ifd (BrAL) § KS K
in an HD patient department. The study was a aamdomised clinical study of 23 consecutive
outpatients of people with genetically confirmed HD. The study included 10 women and 13 men with

a meanage 0f42.43+/-12.67 years. Januario et. §2010) used the ShtForm (SFB6 and Unified
Huntington's Disease Rating Scale (UHDRS) and compared both scores of the sample with the scores

of a sample of notD Portuguese people. The results showed a decrease in both mental and physical
dimensions of health amongst pple with HDas well aghat the HD patients' perceptions of their

QoL are decreased, particularly by functional ability.
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Kaptein et al. (2006)ssessed whethgreople with chronic ilinesses perceive their illnesses differently
to their partners. They prog®ed that these differences negatively impact QoL. Utilisingilbress
perception questionnairethe study assessed whether the perceptions of people with HD were
different from those of their partners and examined whether spousal illness percepti@ns

important for the QoL of the couples recruited.

The partners in the study reported that their spouses with HD suffered more symptoms and
experienced less control over their lives than the patients themselves reported. The partners also had
less belief ira cure. However, the authors themselves recognised that further research needs to be

undertaken, utilising qualitative methods, to deepen understanding of this topic area

Williams et al(2009) also described how the emotional aspects of caregiving caribzda to mental

health risks for family members of people with HD. They conduategdalitative studyusingfocus

groups with 42 adult carers of people with HD in Canada and the US. The data was analysed using
descriptive coding and thematic analysistwatl participants reporting multiple aspects of emotional
distress. Being a carer was described as experietieadisintegration of one's life and it appeared

that carers attempted to cope by seeking comfort from particular family members, anticiping

time when the care recipient will diand using prescription medications.

Dorey et al(2010) also explored the poor QoL for people with HD and their caregivers but wanted to
explore the drivers for this deficit. This was done as patthefEuropeartdD burden study (EusdDB),

a crosssectional survey of people with HD and their caregivers in six countries (France, Italy, Germany,
the UK, Swedenand Spain). Dorey et.g010) utiliseda previously validated questionnairgthe

| dzy G A y 3 i 2 @ualiy o KeiBattey ®r Carers (HD@D)shoriversion. The deficit drivers
measured among patientswere clinical characteristics These included voluntary movement
disorders, chorea, depression/anxiety, psychotic disorder, cognitiord temper. The diving
determinants ofdeficits incaregiver Qolwere studied by regression and adjustmemnt&re made

based on age, seand occupational categories.

Theauthorsrecruited 201 caregivers in France and 124 in Italy initiafiyr early results indicating
that 12 per centexperienced complete dissatisfaction witheir QoL and onlyfive per centwere
totally satisfied. Drivers of caregiver's QoL were the diseaseciated symptomsincluding
involuntary movement disorders, geession/anxiety, psychotidisorders,and declining cognition.

This QoL also worsed as the clinical manifestations increased.

Spousal carers were particularly distressed by the loss of their relationship and coped by ceasing to
view themselves as haviran intimate partner. All carers were concerned about the disease risk for

the children in their families and all hoped for a cure. Also, Urbinati é€2@12) conducted a study as
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a part of an international survey, investigating the QoL of family cakeople with HD. They
provided participants with two selieported questionnairesone for the person with HD and one for

their caregivers.

The caregivers were asked to answer sociodemographic questions and complete the short version of
the HD Quality bLife Battery for Carers (HDQGI.¢ a previously validated questionnaire. It was
identified that caregivel@QoL worsens as patientfotor symptoms and functional capacity

deteriorate.

The specifics of how HD continually and incrementally impactsideeationshipsvere researched

by Kolenc et a[2017) who identifiedthat HD can have a significant impact on female sexual function
which progressed with patients' functional decline and impaired patients’ QoL They argued that this
sexual dysfunctiommight be caused by HD progression itself or the side effects of medication

comorbidities like depression or dementia.

Kolenc et al(2017) collected data using the Female Sexual Function Index (FSFI) questionnaire, the
Unified Huntington's Disease Radi Scale (UHDR@nd the Total Functional Capacity (TFC). Thirty
female patients with established HD arijht pre-symptomatic HD mutation carriers responded to

an invitation to complete questionnaire3hey identified that HD patients had more problemghwv

sexual arousal, lubricationrgasm,and sexual satisfaction. However sexual desire remained normal.

Sexual dysfunction appeared to worsen in parallel with disease progression.

Sexuality was also investigated by Hulter (2002 recognised the varigtof physical, mental, and

social disabling impairments that can imp#og expression of sexuality among people with HD. The
most prevalent is reduced sexual desire, but conversely, sexual interest and paraphilia have also been
noted. Hulter (2012) suggesd that specific brain lesions might be associated with changes in
expression of sexuality, but also that psychosocial factors such as depression and anxiety might be a
factor and that these changes might cause suffering for spouses and other family msesoich as

children.

Zielonka et al (2018) compared whethebiological sexdifferences in motor, cognitiveand
behavioural symptoms affect functioning and the impact that this has on QoL. They recrdigdd 2
subjects from the REGISTRY database thatgesyersonal data, HD age of onset, visit datel CAG
mutation from at least one visitThey identified how motor, cognitiveand behavioural factors
contributed significantly to function and independence and that decline in functional abilities
correlaed significantly witha reduction in QoL. They concluded that motor symptoms correlated

more with functional ability and influenced function variability more in women than in men and that
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these symptoms affect female function and independence more tharlenfanction and

independence

Harding et al(2012) explored the perceptions of QoL of people with ki) amongst healthcare
workers employed in a specialist HD unit in a UK hospital. They also explored their perceptions of how

they felt both they and dters contribute to the QoL of their service users.

Eight participants were recruited using opportunity samplifige participants weraursing, dietetic,
occupational therapy, physiotherapy, psychology, and speech and language therapy staff. They

utilised semistructured interviews and the data analysis was guided by grounded theory.

Eight main themes emerged from the analysis whichlightedthe perceived quality of life amongst
service users with HD and these included the quality associated with the unit, the staff, effective
communication, hopes, fears and behaviour, family involvement, ongoing sypaodt future
directions for enlancement of QoL. It was hoped that the research could be a foundation for further
exploration of QoL issues amongst people with HD and that the study could highlight the challenges

faced when providing appropriate care.

Telarovic and Sarac (2012) aimedet@luate the degree of anxiety, depressiamd general QoL in
caregivers of people with HD. Theecruited 17 people with HDalongside 2Zamily and partner
caregivers and they analysed the demographic variables of the participants including age riek, ma
status, relationships, employment statusnd duration of HD. Statistical analysis indicated a high
incidence of anxiety amongst caregiveas well as depressiowith an overall reduction of QoL the

caregivers of people with HD.

Dale et al(2014) recognised thatnost of thecare for people with HD is provided by family members
and primary partners. They argued that the partner relationship is also the most sensitive to any
impacts of disease progression. Therefore, Dale e(28l14) explored th experiences of partner
carers of people with HDighlighting the psychological impact of participating in the caring process.
Theyused qualitative interviews with six partner carers aswhducted analysiand interpretation

using IPAas the research apoach

Dale et al(2014) identified five supeordinate emergent themesxollectivevs.individual care; éthe
invisible partneg; édthe emotional roundabou; ostrugglingin the preseng; and dways of being.
These weralongside various suthemes wheh Dale et al(2014) stated providedn exploration of

the similarities andlifferencesbetween respondents within these broader suggdinate themes.
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They concluded that the themes reflected challenges for carers, which both affirmed and
disempowered e participants, particularly isolation, absence of reciprocity in their relationsijos

wider impacts on other family members.

Using a qualitativeemistructured discussion desig@arreon et al(2018) explored their participants'
experiences in caring for patients with HD across the disease trajectory and adoptedsirseinred
discussion guideAnalysisuggested that five interrelated themes were central to HD care. These were
that the patent is the biggest teacher, that multidisciplinary care can be both a help or hindrance, that
they frequently had to support patients through a series of bereavements, the importance of a good

death, and that HD is a complex disease with which to cope.

Owerall, the caregivers identified a need for practical support alongside better training and education
to meet the health needs of HD patients. The study concluded that healthcare providers need to focus
on identifying the needs of HD caregivets, offer emotional support to families, ando help
caregivers with their coping strategies. The research suggests that fostering these appraddes

improvethe continuity of care as well as improve QoL in people with HD.

Aubeeluck and Buchanan (2005) also ubalgk an exploratory study to describe the experiences of

family carers of HD patients, specifically in relation to QoL. They utilised visual representations of QoL
which were collected by carers using disposableexposure, colour film cameraand weregiven a
corresponding dialogue sheet. The participants were also given a written description and verbal
SELX FYyLFiGA2Y 2F [/ dzZYYAYyaQ ompdT0 RSFAYALGAZY 2F v2]
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material weltbeing, health, productivity, intimacy, safety, community, and emotional-lvedtlg.

Objective domains comprise culturally relevant measures of objectivbeie. Subjective domains

comprise domain satisfaction weighted by their importancé 6 S A Y RA @A Rdzl f ¢ ®

The participants were then asked to take photographs of things which reflectcompromise or

enhancement in their QoL.

Aubeeluck and Buchanan (2005) utilised content analysis and nine themes were identified. Positive
themes did emerge dunegative themesh y Of dzZRAy 3 GaSyasS 2F f23aé¢2 | yR
prevalentin relation to Qol.suggesting that QoL is negatively affected for these spousal carers.

As with the previous studyhey suggested that family caregivers of peoplghAHD are exposed to a

unique series of problems. These can be linked to the complex nature of the disease. Responding to a

dearth in research which explicitipcusedon the impact of HD on the QoL of family caregivers,

Aubeeluck et al. (2012) explorete issues for family carers of people with ,Hifllising six semi
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directed focus groups for data collection. IPA, again, was used as a method of analysis. The use of
focus groups within IPA does not have the same status as interviews and it can be hajubddry

and practice cannot remain unchanged when applying this method of data collection within IPA
(Tomkins and Eatough 2010). The main issue is the negotiation efvhahe relationships and how

to manage the interplay between retime discursive & well as later thematic sensmaking.

Although it is possible to adjust the IPA focus groups, questions exist surrounding group and individual
dynamics as well as the individual construction of experieAtguably focus groups movéoo far
awayfromideograptlyi 2 6S O2yadaARSNBR aiNHzS Lt! € o0¢2Y1Aya Iy
NEONHzA 6 SR FTNRY GKS Il dzyadAy3aidzyQa 5AriasStrasS !aaz2oil
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that they had had to deal witeeveralpersonal burdens due to their rotd caring for a loved one with

HD. Many felt thattheyh R 'y 2 @3SNBKSf YAy3d WRdzie 2F OF NBQ LI I (
of Caring were also identified as a burdewith many citinga lack of support, respite careand
GANBRYSaad CAylffezr I(-Kebg df @by careygIcete ynversalyandA 2 y | f
detrimentally impacted. Aubeeluck et al. (2012) described how carers experienced a range of
emotions including depression, guiinger,and frustration. They also experienced a strong sense of

loss in relation to their caregiving role. Positives were noted inclutiegringing together of families

surrounding HDhowever, the research suggested that overall, QoL is compromised in-fackied

ways for HD family carers. Aubeeluck et al. (2012) concluded that family carers often negate their own

needs with the caregiver role becoming overwhelming and taking over their lives.

Fernandez et a(2012) explored the link betweethe QoL ofpeople with HD and their demographic,
clinical, and psychopathologic characteristics using the Short Form Health Surv&y).(Bfey
recruited 24 HD patients alongside 24 demographically matched people wittiduand uncovered
statistically significant reductions in HD patients' QoL across all the explored dimensions except bodily
pain. This decrease in QoL was significantly relatatiéseverity of psychopathological symptoms

but modest links were found witbther demographic and clinical variables. Fernandez.€p@all 2)
therefore, stressed that recognising depressive symptoms in people with HD is of upmost importance
in relation to their QoL and reinforcement is needed for an integrated and multidisaiploiaical
approach amongst the HD population. The literature identified suggleat HD is far from a personal

or individual disease. The presence of HD impacts family units and can result in social instability.

Brun (2018) undertook a phenomenologicalidy which examined the lived experiences of seven

participants diagnosed with HDhis study utilisedemistructured interviews. They used convenience
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sampling, recruiting from a HD patient organisation, recorded, transcribed, and then analysed the

data, producing ten themes.

The study indicated that people with HD experience multiple difficulties from both within society and
that they are confronted by multiple existential dilemmas. Tthemesincluded "Mortality and
Anitude¢, a gfferingg, & imitations and Possibilitieg, & hplanned Change, & edefining One's

Identitye, anddFinding Meaningnd Hopeg.

Scerri (2015) explored the experiences of Maltese family caregivers in caring for individuals with
advancedstage HD using grounded theory principleghEin-depth semistructured interviews were
undertaken withthe carers of people who were living at home or in a healthcare facility. The results
indicated that the experiences of the carers were determined by the psychological impact of the
caregiving egerience and thahealth professionals and policymakers can enhance the psychological
wellbeing of HD family caregivers by improving the available policies and services leading to the

development of better coping strategies

Rathinget al. (2015) o explored the experiences and expectations of family caregivers for people
with HD, focusingon collaboration with healthcare professionals. They conducted an explorative,
gualitative interview study with 15 adult participants experiedde caring for family members in all
stages of HD and they found that family caregivers approached healthcare professionals in the hope
of understanding thaliseasecourse and to share their experiences with trustworthy professionals.
Family caregivers eived healthcare professionalss important factors in improved health services

and they also felt that the clarity surrounding the roles and responsibilities of professionals was crucial
to collaboration. Rgthing et al. (2015) argued that family caregimeed to be acknowledged for their
knowledge and experience and should be viewed as valuable contributors in partnerships with

healthcare professionals.

What is clear from the evidence presented is that HD has significant impactamilies and
caregives, particularly as the disease progresses. As well as slowly losing their loved ones, there
appears to be amnverse relationshigpetween the amount of care that they give aad increased
association with decreased wellbeing for carers. It is clear franynofthe studies presented that
increased help is required for carermnd advice and carare often sought from specialist HD

professionals

Wilson and Aubeeluck (2016) used interviews and observations with 33 people living with HD, their
family membersand key healthcare staff to explore the role of the specialist HD nurse. Patients and
carers described the importance of the role, in particulacognising their knowledge of the disorder.

The participants understood that HD was a rare and complex tondibout which many general
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practitioners know very little. The specialist nurses also had knowledge and advice that was highly
valued and considered to be an essential aspect of care by particjmamtsspecialist nurses were
seen to be a vital resouedor people with HD. Families will often work with their HD professionals for
many years as HD has a long trajectory with people having a prior awareness of what their future will

bring.

Dawson et al (2004) suggested that this presents an opportunity plan and direct care and
supportive services for individuals and families impacted bydeDsequentlythey conducted a study

to explore the needs for palliative care service provision of people with HD. They recruited six people
with the disease alongse 19 family/informal carers and seven healthcare workers working within the
field of HD. They used a sestiuctured interview approach and analysed the data thematically. The
themes which emerged from the interviews included adjusting to the impacteflliness, surviving

the search for essential information, gathering practical support from many sources, bolstering the
spirit, choreographing individual carand fearing the future. Dawson et.42004) concluded that
palliative care services for peophdth HD and their informal carers need to adapt to provide targeted
psychological and practical support but they need to be adequately planned and choreographed to

reflect the needs of individuals and their families.

Downing et al(2018) explored the nidn ofend-of-life (Eol) planning in HD. The aim of the study was

to determine the prevalence of EoL plans, including advance directives (ADS) among persons across
three lived stagesof HD. Toachieve this, they collected data from 503 participants in the HD Quality

of Life study. This was done via an online hegdflated qualityof-life survey which include questions
aboutEoL planning and seiéported HD symptoms. In toté88.2per centof participants stated they

had ADs and but less than half had other EoL plans. Factors which appeared to be significant in
whether ADs had been formulated included being oldéeing ina more advanced stagef HD,
increased levels of education, reduced iy, increased problems with swallowing, and having a
higher meaning and purpose. Downing et(@2D18) suggested that the prevalence of ADs within the
study wassimilarto the general US population, but surprisingly low when the severity and long disease

are considered.
3.2.5 Conclusion

HD, unlike many diseaseloes not begin witlthe diagnosis of a person. For mahiD is present from
the start of their lives due to being born into families with the condition. Children often take on carer
roles and grwiing up in the presence of HD can have adverse impacts such as lonelindssfaeting

that they have already lost a parent.
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As people reach early adulthood, theeach a phase where they can decide whether to find out their
own genetic status. To sontkegree, the discovery of genetic status, whether positive or negative for
HD, can be positive and allow for planning for future life. Convetiselyever, testing can be anxiety
provoking and have adverse psychosocial impacts. This is not just for gengeging tested but also

their families and partners. HD, to some extent, can have an equally devastating impact on the
partners of genetically positive people. Not only do they often transition into a caring role but often

experience the loss of their paer across multiple dimensions of life as the disease progresses.

This caring role is also fraught with difficulties and, just as wellbeing and QoL diminish for people with
a genetic diagnosis, thide quality of those caring for them caand usually des,deteriorate over
time. As stated earlier, to some extefiD can be viewed as a vicarious disease for the families and

partners.
3.3 Aim2

After exploration of the literature to explore the lived experience of HD, to explore what impact novel
therapies such as NCT might have within the context of particigdness a second searctvas
undertaken.Thesearch indicated that thergvasa dearth of literature specific to HOherefore, as
NCT has been trialled within similar neurodegenerative disordexs as PD, the search was expanded

to include these. The secottide of enquirywas therefore:
T 9EFYAYS 6KIG AYLI OGO G(KS SYSNHSYyOS 2F b/ ¢ KI &
of their lives withneurodegenerative conditions.

Despite thisexpanded searchthere remained a lack of research exploring the impact of emerging

therapies orLJS 2 LliveS @&alemonstrated ithe table below:
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Table8: Summary of Aim 2 search

Am 2:9El YAYS 6KIG AYLIOG GKS SYSNEHSyOS 27

perceptions of their lives witmeurodegenerative conditions.

Identification Records identified from: Duplicates removed (n=364)
CINAHL (n=0)
Ovid Medline (n=602)
Ovid Emcare (n=95)
Embase ClassictEmbase

(n=973)
Total: 1670
Screening Papers left following title and | Reasons excluded:
abstract review (n=25) Non-HD studies
Laboratory/Biochemical
Papers remaining following studies
subjection to CASP quality Opinion pieces and not
assurance (n=2) empirical research
Included Studies included in review
(n=2)

The two papers are now presented.

Cleret de Langavant et g2015) undertook a longitudinal studsurroundingthe consent of HD

LI GASY(G&d Rdz2NAYy3I (GKS adzZ GAOSYGNB c2Silrt /Stf Lyidn
HD) clinical trial within Belgium and France. Consent questionnairesiDJ@ere given to patients

and their proxies ainclusion, prior to consent to the triahnd at one year of followap, before
randomigtion and transplantation. The @D questionnaire was used to assess understanding of the

protocol, examine satisfaction with the information delivered by trial stafid obtaintheir reasons

for participating in the triahs well asxpectations regarding the transplant. Initial}6 HD patients

and 27 proxies completed the initial questionnaingth 27 HD patients and 16 proxies completing the

second, one year later

However, the study suggested that HD patients had a good understanding of the protocoh#t

zero and they largely understood the consequencesnflomisation andrecognisedhe purpose of

49| Page



the trial (37 patients, 80.per cen). The patients also loba relatively good recollection of risks. At
GKA& GAYS LRAYGEZ GKS LINPEASAQ O2YLINBKSyaiazy aodzN
time point a year later, the patients and proxies had similar comprehension scores and their

understandingof randomisation, the research purpose of the trial, and risks.

In terms of motivation to participate, their reasons for consenting to participation in the trial seemed

to be based on altruism rather than hope farpersonal cure but there was no deeppdoration

dzy RSNIF 1Sy {AYLXS adGlriSySyida &adzOK & aF2N) a0A-¢
20 KSNB ¢ ¢ S NBwvitioAngtLdteaning tigm iy Ro deep exploration of ped®lthoughts

within the context of their own lives. Again, thitesis hopes to redress this.

Lundin et al. (2016) explored the viewpoints of people with HD surrounding participation and exerting
influence in a phase | clinical trial of gene theraplghough they did not studiransplantation The

study recruited 16participants via the Swedish National Association for HD and utilised a focus group
approactb al Af SR [[dzSaiA2yylIANBa oSNB | f sdfexmdifgR (2 S
influence surrounding clinical trial activitfthematic analysis from théocus groups and mail

responses was undertakenesulting in the development of three main themes which expressed

LIS2 L)X SQ& NI GA2ylFtSa F2NJGF1Ay3 LINI Ay GKS Of AyA
alr OGAGAGe 27T KisllSakiag rdspoiibilityor the dev¥idpment of a cure that will
O0SYSTAU FdzidzZNBE 3IASYSNI GA2yaséd

The authors suggested that there was no clear and single reason for people agreeing to participate in
clinical trials however, the lack of existing treatmea for HD resulted in a sense of vulnerability and

no real choice but to participat®articipants also emphasised that their lived experience of HD meant
that they were informed enough to make welbnsidered choices with regard to clinical trial
participation. A pragmatic attitude was also notedith participants suggesting that even if the

research failed to produce an effective treatment, useful information would still be gathered.

The participants also expressed a sense of powerlessness and thefdeaigeeater degree of control

over their lives. This links to the vulnerabilities and lack of control addressed in the previous aim.
Participants alsalescribed a lack of options which could change their life situation sandthat
participation in medtal research at least provides hope. Participation in clinical trials also acted as a
strategy to counteract involuntary passivity and inactivity with regard to their circumstances.
Extremely pertinent to this thesis was the stated desire by some paatitspnot only to be active in
combatting HD but also in the desire to seek out treatments not yet approved by clinical trials.
Participants discussed the purchase of stem cell treatments despitéatikeof evidence of their

effectivenesswith one particpant describing how they would travel abroad and purchase stem cell
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therapies in an attempt to be treated or cured of HD. Finally, participants described faith in medical
research and expressed an understanding that researchers were not able to devetdpreatments

for HD without partnership and participation from people with HD. The affected individuals expressed
that they were united with medical researchers in combatting HD. They knew their value in the

research andtherefore,felt an obligation toassist.
3.3.2 Conclusion

NCT has the potential to alleviate symptoms and disease burdemever, there is an obvious gap
Research has been undertaken surrounding the lived experience of HD in an era of potential new
therapies such as NCT. In fact, there is a dearth-dépih, qualitative literature which explord¢he
understanding surrounding any novel therapwwever, the exception is the work undertaken by
Lundin et al (2016). Although the research addressed gene therapy and not NCT, it does explore

similar areas of interest includiribe potential impact on the lived experience of HD.

From the literature presented in search question onet is clear that HD has a profound impact

across the lifesparincludingprior to genetic diagnosis. It impacts gepesitive individuals, family

members, partners and children and genetic status influences important life decisioarsd

opportunities Some of the literature presented suggests a lack of hope, the desperation for a
treatment, and the desire to help othersHowever, it remains unclear what impact, if any, the
SYSNHSYOS 2F ySg (KSNI LA Sa sof HFdad of kolv @ RighRiyipadt)S 2 LI S
their lives.

Currently the progression of HD across the life stages is managed palliatively but new treatment
options are emergingsuch as gene therapy and NCT. For many patiémy offerlimited hope for

themselvesut offer the possibility of active therapeutic options for future generatiomgudingtheir

families.

w
_<
(s}

i NBYFAya dzyOft SINJ gKFG AYLIOGE AF lyeszs (GKS
perception of HDhow it might impact their liveshow theethical sensitivities might be ameliorated,
and how clinical trialscanbe supported ensuring a persarentred approachThis thesiseeksto

address the gap in knowleddy exploring the research question outlined earlier:

1 Whatis it like to have a livegixperience as an adult withpre-manifest HDin a time where
NCT is being proposed and developed as a potential thetfztyseeks to offer an active

therapeutic option?
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4.0 FurtherKnowledge Acquisition

As stated, despite there being a wealthre$earch surrounding the lived experience, there is a gap in
GKS tAGSNY GdzNB SELX 2NAYy3 6KIG GKS AYLI OG 27
perceptions. As stated, this offers justification for the research tdmievever, arguably, a laclof
literature does not mean a lack of available informatidofurther my understanding of NG& novel
approach was adopted and three experts within the field were interviewed about the topic. All

interviews were undertaken after obtaining Cardiff Unsigr ethical approval.
This stage was intended to benefit the project in multiple ways including:

9 To build on the literature review to identify contemporary topics of interest.
1 To help ensure that the thesis was underpinned by contemporary, professiun8igence
which enhanced the researchélmderstanding othe NCT process and the aims of NCT.
1 To acces<linician®experience of the HD population and any challenges faced when
interacting with those impacted by HD.
The three professionals were idefitid via professional networking, published literatussd their
online profiles. | approached them via email with a standardised letter (Appehyigained consent
(Appendixlll), and interviewedthem to explore their past involvement with the procedurThe
recorded interviews also addressed their recollections of the participant experience and
understanding alongside the questions, queyigsd concerns posed by individuals approached with

regard to NCT. This was intended to increase my depth of statating surrounding any future

(p))

clinical applications of NCT and address issues such as neurosurgical risk. As stated, this process

compkmented the literature review andnproved mysubject knowledge acquisition.

All interviews were undertaken d@ardiff University premises. The interviews were recorded utilising
an audio recorderand all data, whether audio or digital/writtenvas stored safely as per CU policy.
Realtime notes were also recorded. A loose structure was applied to the intervied/tharschedule

is supplied (SeeAppendix IV).

Anonymity was maintainedy omittingactual names. Anonymised biographies are also not provided
due to the potential of recognition due to the limited number of professionals working in this area. A
brief thematic analysis of these interviews was undertaken tnslinformationwasutilised to further

inform and provide the background questions for the main interviews.

CKAZ (8Ll 2F Fylfearsa Oy 068 RSEONROSRhodfa |

Todres (2003) argue that thematic analysis should be considered as the foundational method of

2| Page

lj dzl
ARSYGATRAY IS FylteaAayd FyR NBLERNIAYI LI GddSNya

Yy ..

7]



gualitative analysis and that by undertaking this, reskars develop core skills which can be utilised
in other forms of qualitative analysis. This exploratory process did indeed increase my confidence with
the interview process as well as aid my familiarity with Hangdresearch recording equipment and

data.

I do, however, recognise that thematic analysis has been described as having an absence of clear and
O2yOAasS 3IdARStAySao LG ClagproaciSto ghalittiveSrBsearch (Briawi a I y @
and Clarke 2006However, to combat thisa robust pr@ess was undertaken to ensure rigo

This fivestage step is presented in TaBldoelow.

Table9: Fivestage approach

1. Familiarisation with the data

Data transcriptiorg an iterative process of reading andeading the data and identifying initi
ideas.

2. Generatingnitial codes

Identifying features of data across the set and collating data according to each code.

3. Searching for themes

Collating codes into potential thess and identifying all data relevant to each theme.

4. Reviewinghemes

Rechecking if the themes relate to the coded extract

5. Defining and naming the themes

Generating clear definitions and names for each theme

Adapted from Braun and Clark2006)

4.1 Professional Themiglaking Sense via Contrast

It emerged from the professional interviews that there was a perception that people make sense of
their illness, circumstanceand NCT by comparirtgemselveswith others. For example, an illness
trajectory might be compared to that of their parent or sibling. This appeared consistent with the
literature review sectionwhich explored how people found out about HD and what impact this had

on them.

It was therefore, deemed important to understand where people source their knowledge from and

what is key to their understanding.

lllustrative QuotedMaking Sense via Contrast
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G¢KSNB FNB | ydzYoSNJ 2F RAASI &aSa gsKis &Bs a@ings NB LI |

like that¢ obviously thebrai®@ | € 234 Y2NB O02YLX SE 6S0FdzaS GKS 2N

G{,yY tIFINJAyaz2yQa L KAyl OGKIFIG GKSNB A& ljdAaidS 32;
GKS NRIKG GAYS FyR Llzi AG AyR2 OKS8zr s NBEXY G KBENBQé
y26 Ay (GKS tINJAyazy LI GASyd GKFG &2dz Oy AYLINERC
Gl dzyGAy3idz2yQa A& aSOSNIt &SIENB O0SKAYR tFINJAyazy
Because, in Parkins@ndf You put the cells into the brain anthey produce dopamine, just literally

LINE RdzOS G KS ySdzZNBGNI yaYAGGSNE e@2dz K2 dzZ RheSELISOI
YySdzNEya ySSR (G2 02yySOid dzlJoé

4.2 Professional Them€hronological Risk

A recurrent theme identified across the three interviews was that attitude towards risk is influenced
by the chronology/trajectory of the disease. Asking people "to take &t for symptoms which
might occur five years down the line might differ fromdergoing an intervention where deterioration
is imminent. There is also the risk of failing to act now when HD will inevitably impact future

generations. This comghents the literature presented surrounding altered perceptions of time.

lllustrative Quogs-Chronological Risk

I folled RAFTFAOMzZ & 2NJ SGKAOFffe OKFffSyaay:
Xa gA0K GKS ARSEF 2F GF1Ay3 | NARA] dzLJ FNRY(

aXSaaSydAaltfes S Fhyzym al aliKdzdd X1 @E/20RQ0 MR da KNy {iXK S
S YR AdGQa FlLialtoe {22 G2 I OSNIIAYy SEGSyi:

z002YS Aa y2i a2 RNIaidaAodéod

GeKSe adAaftt KI@S G2 3INI LimdiySe takihgite risk & SarlyFnhoidity (i K 2 dz3

upfront so, if they have a haemorrhage, or get an infection or an abscess, they may die or be left

ASOSNBte ySdzNPf23A0rfte O2YLINRYAA&ASREO®

This theme appeared important due to tlqeestion as to whethepotential paticipantsare aware of

the risk that novel neurological therapies might brikgso, by having the gene for HD, does this

influence the way that they perceive risk? As suggested, the thought of taking a risk now for symptoms

which might not occur for deckes lead to the consideration of questions surrounding mortality and

attitudes to risk.
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4.3; Professional Themthical Dissonance

It was initially felt that the usef foetal tissue in NCT might be a contentious issue because the cells
arefrom post-abottion foetal tissue. Lo and Parham (20@89tedthat many people object to abortion

but, under multiple national legislations, research with these cells is permitted provided that the
donation of tissue for research is considered only after the decisi¢erininate pregnancy has been
made. Thistherefore YA Y AYA &4S4&8 GKS OKIFIyOSa GKIG | 62YFyQa
influenced by researchers looking to obtain tissue. However, for many, including Volaveric et al
(2009) the fundamental question remains is it morally acceptable to pursue novel therapies for
curing illnesses at the expense of a destroyed human embryo? They alsothag the pluripotency

of stem cells is a doubledged sword. Arguablyhe same plasticity that facilitates the formation of

new tissue also makes them difficult to control post transplantation, thereby increasing the risk of

tumour growth.

However, theprofessional interviews indicated that the ethics surrounding the use of foetal tissue is
driven by the scientific/societal ethical community and might not be important to the HD population.
It was the viewhowever, that the individual ethics of the pedg recruited might be vastly different
or even unaddressed since they have thisllifgiting illness. However, as Heydal et(aD20) suggest,
by the time people are asked to consent to research participatitirer partieshave already decided
most of the issuesincluding those of ethics. The direction of research, the design of the sandy
the overall riskbenefit analysis are usually determined without exploring and incorporating the views
of possible research participants and future patients. Ag#iis provides further justification for

exploringpeoplegyiews.

lllustrative QuotedEthical Dissonance

z

pu
TN

GLQY y20 &adz2NB (GKFG Al AaX L GKAY]l 6KSY neurah LISI 1 0

Stftav OFYS FTNRY¢O®

GLG 62dzf R vyB8S Y@éKISk LENESQ@S 323G + ¢t SGikKFf RAaSH&AS
driven by the ethics community. And in real trliée, LIS 2 LSt S R2y Qi KIF @S (GKS al YS

GXGKAY]l AT &2dzOQNB Ay | -threagesing iftréagate aoadting yoer gielm K+ &S

2F GKS SGKAO& A& NIGKSNJI RAFFSNBYG (2 az2vysSz2ysS
Exploration of this concept in the HD interviewikerefore, felt appropriate. A question was

therefore, devised which addressed whether their lived experience of the ¢gakenfluenced their

perceptions surrounding the use of foetal tissue alongside wider experimental issues.
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4.4; Professional Themléamilial Drivers and Brakes

The desire to undergo the iatvention which might or might not be driven by the familial or
community context of HD was also a theme that emerged throughout these interviews. Intentional or
unintentional coercion was a factor thought worthy of exploration alongside whether familigist m

facilitate or stymie recruitment.

Illustrative QuotesFamilial Drivers and Brakes

GLQ@S |taz2 aSSy &aAlGda GA2ya 6KSNB e2dz 1y26 @&2dzg
necessarily transplantation but any therapy and the patient is a little iffly and the caref) going

Wh no you should do this, no you definitely should, no this is really impor@&rb

AXGKSY 82dQNB Ay | LRaiAidArzy 2F GNBAy3 G2 al ¥83d
6 K2Qa T2 NJlitcdoSvorkineth wayspy R2 Sljdzt t £ &8 &2dz OFy KI @S LI G
FyR F OFNBN) 6K2Qa a2Nl 2F L R2yQi (y26¢d

It was therefore, ¥ St G GKIFG SELX 2NAYy3I (GKS AYRADARIZ f Q&8 NERf

this influences their understanding and perceptions of NGUlevbe an important line of enquiry.

It is important to note that in undertaking the interviews with professionals, the aim was not to
develop fixed topics for discussion but instead to develop an overview of NCT which could underpin a
schedule which allwed the participants to provide a detailed account of their experience and
understanding. Within IPAt is essential to create a schedule which is open and refrains from making
too many assumptions regarding participaf#gperiences (Smith et.€009).The schedule formed,
following the professional interviews, simply served as a guide and participants were encouraged to

take the lead.
4.5 Conclusion

This additional step to the traditional literature review provided an increased awareness of NCT as
well as professional perceptions of the target population. This helped remedy the lack of subject
specific literature whilst also havirlge originally unintended consequence of building my confidence

at interviewing, increasing familiarisation with equipnt and data as well as helpg to build a
foundation in analysis skills which would be used later. The data collectedhovasver, recognised

as being a deep and a potential source of further inquiry outsidiees$cope of this thesis and | intend

to return to it in greater detalil.
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The interview helped reinforce some of the findings in the literature review whilst also further
2dzaGATeAy3dI SELX2NIGAZ2Y 2F LIS2LX S 6AGK |1 5Qa (K2 dz

context of their own lives.

Both the literature review and these professionals,didwever, reinforce gaps which have yet to be
researched adequately. These specifically are that, nobody has undertaken an inquiry into the
thoughts, feelings and understanding of people due to be apgreddo participate in clinical trials
of NCT and none has asked this population how the emergence of NCT might influence their lived

experience. There is an obvious absence of atepth experiential exploration of this topic.
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PartTwo

5.0: Introduction to the Research Method, Desjgnd Procedures

Part two of the thesis outlines the research approach, study desiggh,theresearch methodology
used The research process is presentedidressing ethical approvaind data collection witha
discussion Bthe issues of quality and limitationkwill discuss my reasons for choosinggrpretative
phenomenologicabnalysis (IPA) for this study in preference to alternative research methodologies.
The literature search confirmed that no studies into theed experience of HBxistduring a time
period when they might be offered participation in potential therapeutic/curative therapies such as
NCT

This research aimed tpecifically explore if and how the advent of research trials and therapies had
impaded the lives of people with HD'he research also sought to gaisight into how they perceived

NCT within the context of their own lives.

To achievethis, | chose to use an experiential, qualitative approakite rationale as to why this

approach wasaken will now be explained.
5.1 Arriving at IPA

Initially, a range of approaches were consideréa ensure thatthe research questions could be
addressed. tl was important to understand the spectrum of philosophical and methodological

approachesvhich coud have been potentially usg@nape and Spencer 2003).

This also meant that | could undergo a process of introspection (Dieamt2005) surrounding my

own beliefsabout what | constituted reality to be and how | can learn abauttiterefore, confronted

my owningrained ontological assumptions surrounding how existence is attributed to phenomena

and how | felt reality can be perceived At S&@ 6wnunny 0 | NEdz Rotedtilly § & ol 3
misguide enquiry and it jsherefore, important that reseachers participate in senquiry to reveal

personal biases.

| was aware thathe acquisition of knowledge within medicine and healthcare has been undertaken

within the positivist paradigm, using quantitative methods, which exert that truth is derived &n
202S00AQBS NBIfAGED® LG A& 7T NB I @ScKendietand KRpE 2005 R G 2
Emerging from Aristoleaphilosophy and developed by empiricist thinkers including Francis Bacon

and Auguste Comte, positivism asserts the presumption that truth or fact exists independently of

human consciousness (Mack 2010). As a result, positivist researchers believe thiablsemivations
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should be studied with the same approach that physical phenomena are and that quantitative

methodological approaches are desirable (Bulkdnson and Onwuegbuzie 2004).

Theaim of this thesis was to exploend understandthe lived experi@ce but positivismdeals with
the objective. Instead, | wanted to adopt an approach which recognises and embracqe tde
have sentience, agencgnd will, all of which allow them to make conscious decisions within the
context of their own lives (Bueiman 1998).Qualitative approachesembrace the experiences,
judgements, individual perceptions, moral choicaad personal values held by participanéd
understandingall of these wascrucial to this thesigMack 2010. This is why a qualitative apprcda

was used.

As stated previously, a qualitative approach was deemed appropriate for this project because this
perspective argues that trutland reality are embodiments of the human consciousness,and
therefore, LIS 2 LIt S Q &(AshworthS201B5NI R

The cental premise of qualitative research is that individuals construct the social world and that
therefore, multiple versions of reality exist (Court, 2013). | understood that the people taking part in
this study have a lived experience of HD which impactsr therceptions and understanding of

phenomenaTherefore, | wanted to use an approach that captured this.

There are many approaches within the qualitative paradigm which focus on gaining insight or
understanding into the experiences of people (Bryman 200Bgre are however, fundamental
differences which impacted their appropriateness for this research. | will now briefly outline my

reasons for choosing IPA instead of thesiger approaches
5.3.2 Phenomenology

Phenomenologycan be described athe attentive exploration of human experience and that
knowledge acquisition happens when individuals realise their own experience of a given phenomenon
(Ashworth and Greasely 2009). Phenomenolisgiherefore, the LIK A £ 2 8 2 LIKA OF £  SELJX 2 NJ
(Snith et al. 2009).

Although he might not have been the first to use the teEdmund Husserl is considered to be the
founder of phenomenology (Larkin 2026jusserlian phenomenological research essentially seeks to
transcend everyday suppositions and atijeely identify the essence of a given experience (Tufford
and Newman 2010Essentially, it is the experience of a phenomenon which is stripped of all conscious
filters and to do that, researchers must strip aside their own preconceived ideagever, vith prior
experience within healthcare, alongside my considerable contemplation of the, tvpsould be

argued that the process of bracketifitfers off would not have beemxtremely difficult. | was also
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interested how people with prenanifest HD viewNCT within the context of their own lives so,
SaaSydaAalrtfter GKAA GaGNRLILMAY3I gl e&é g2dd R KI &S o

day

Heidegger built on the work of Husserl but instead argued that phenomenological enquiry requires
interpretation due to observation being contex@u (Smith et al. 2009).Heideggerian
phenomenologists argue that thlB5a S+ NOKSNRa KdzYl y dzy RSHBuUgh y RAy 3
culture and languageNB & dzf G a Ay & S Y,otedefaré& Bxploratioyi ZahrfoSHR Fdhe

without referencing past experiee (Brown et al. 2011).

A Heideggerian approach suggetitat LJ- NI A OA LI y 1 &a Q Ay (0 SadembbdiddinA 2y |y
language and culturandOl y 2yt & 06S dzy RSNEG22R | YR -kthé SNLINB §
g2NI RQ | yR {KI ( ejidics is NG acRiggdble or 2vEn dasitzile (Lilks and Prowse

2001). Gadamer (2014) argued that our interpretative skills are grounded in our experiences-and pre
suppositions and suppression of these can hinder the communication process and, in facke impe

interpretation.

As with these other phenomenological approaches, IPA, developed by Smith (1996), seeks to uncover
the lived experiences of participantsowever, it recognises the inherent subjectivity offered by the
researcher (Smith et 22009).When using IPA, theesearcher makesense of the participant making
sense of their worldSmith et al 2009). Research utilising IPA typically consglienportant, life-
transforming or threatening eventspnditions,or decisions (Smith 2004j.gives an opportunity for
researchers to get an intimate and detailed understanding of what an experience is like for somebody,

as well as how they make sense of it (Smith armzdN2022).

Unlike other forms of phenomenology, IRsoencourages researchers to understand and embrace
the frames of reference they bring to an inquispuch as their gender and cultural influences (Larkin

et al. 2006). Having been employed within tfield of healthcare and with extensive clinical
experience of neurosurgery alongside working with people witHilifging illness, the removal of my
preconceptions and prejudices would have proven difficult. By utilising IPA instead of dismissing pre
formed ideas, the approach embraces researcher biases. Experience is laid basmadt to the

transparency of the research being undertaken.

Whilst IPA has a deep connection to earlier forms of phenomenology in focusing on indideats
experience,participants are encouraged texplore their own individual experienceswith the

researcher being encouraged to be open to the disclosures of each participant.

Researcher using IPA should also accefttat experience is not only grounded in individual
biographies but is context dependerit is alsobased upon relationships with others, societnd

culture (Eatough and Smith 2008). IPA assumes that individualateefiret the people, objectsand
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events in their liveso make sense of their reality @kiewicz and Smith 20}6HD impacts families,
communities, employmentand more as outlined in the introduction Therefore, LIS2 L SQ& 26V
situations and ideas about NCT will be influenced by these factors. In addition, NG pétential

benefits anddangers and the use of foetal material are just two factors which could be viewed as

being depenént, not just on the individual, but wider institutions including culture and spirituality.

This period of time where N@ig&s the potential taransform the lives of people with prmanifest HD

is arguably the most promising period of treatment and potential cure in the history of the disease.

C2NJ GKA& NBaSHNDK:=S Al sF& AYLRNIFyG G2 OF LI dzNB L
gain a detailed understanding of what it meant to people with-pranifest HD within the context of

their own lives. Itequires decisions to be madeich asvhether to participate in trials or even accept

it as a therapy in futureUnderstanding of HD aride consequent associanswill be made by people

with unique lived experiences but who happen to have a shared disease profile. The core theoretical

underpinnings of IPA reflect this (Smith and Nizza 2022).
5.3.2 Hermereutics

Hermeneutics is central ttPA. Hermeneutics is concerned with making meaning undersimod

rather than adopting a linear approach, an iterative process towards understanding is adopted
(Pietkiewicz and Smith 2012). This approach is intended to facilitate a changing relatioitishige

data and is arguably more pragmatic (Smith et al. 2009). The hermeneutic circle is concerned with
dynamic relationships between the part and the whole (Smith et al. 2009). Essentially it allows the
researcher to reexamine reconsiderand exploreareas of interestThis type of analysis requires the
dismantling of the experience in multiple ways in order to make sense of and then rebuild the

experience.

When exploring appropriate methodologies to use, | noted the similarity between the hermeneuti
cycle andhe nursing process. The iterative nature of assessment, planmtggyention,and review

of interventions appeared to be reflected in the hermeneutic cycle. An initial act of listening
(assessment) is followed by careful consideration amiseenaking. This allows the researcher to
consider what to question next (planning and intervention) and is followed by sea&eg (review)

before the cycle starts again. As a novice researcher, comfort in a process that | am familiar with meant

that ushg a methodology with similar components was an attractive option.

This further cemented the argument for me to use |B®the hermeneutic cycle emphasises the need
F2NJ LI NGAOALI yiaQ @2 A O8ndthelr 8ensentiking ®beNdlersiudd YalINB K Sy &

within the context of their own lives
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5.3.3 Idiography

Idiography is another core component of IPA wherebgepth analysis of single cases within their
unique contexts is undertaken (Pietkiewicz and Smith 2012). Within a study, explorati@ciof e
individual case anthe associated perspectives is undertaken prior to more universal conclusions
being made. It is the opposite of the nomothetic approach whereby conclusions are drawn at a group
level. This means that a focus on the particular isnta@med, rather than the general (Smith et al.
2009). The resultant effect is that specific statements could be made about study participants. Again,
this resonates with me as a nurse as it reflects the concept of parspteredness. There are multiple
definitions of patientcenteredness but they all essentially revolve around the concepts of respect,
acknowledging human dignity, treating peopleiadividuals,and uncovering what is important to
them (Godfrey 2018).

Within the process of analysis, an If@&earcher commences with the detailed examination of a single
case prior to moving onto the next. This allotive generation of themes within each individual case

narratives and facilitates comparing and contrasting between participants.
5.3.4 Conclusion

There are multiple approaches available to answer research questions and | considered the diversity
of paradigms and methodologies availablene origins of IPAare in psychologyhowever, the
approach is increasihgbeing used more widely acse healthcare research and when exploring the

lived experience, it appeared to be a very suitable approach.

Using IPA would go on to allow the people recruited to this study to be giveite and make sense
of their own thoughts, feelingand understadings surrounding NCT within the context of their own

lives (Larkin et al. 2006)nd it allowed for the uncovering of deep meaning.

The idiographic focus enabled a deep and pef®®y i NER SELX 2NJI A2y 2F St Of

whilst also allowing for th identification of patterns and shared meaning.

Finally,unlike the more descriptive forms of phenomenology, IPA recognises that interpretation is
inevitable, and thae NB a4 ST NOKSNR& LINBO2y OSLJiAz2ya OFlyyz2i oS
have agreat deal of experiencie neurosurgery, clinical trialsind patient care and it would be both
impractical and, arguably, undesirable to not recognise this. IPAthegfore, considered to be the

most appropriate approach for this thesis.
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6.0 The Resarch Process

The previous section outlined the theoretical underpinnings and choice of research methodology and

justified the use of IPA.

This section will now describe the process of how the research was undertaken
6.1 Ethical Approval

Following the literature review, professional interviewike identification and justification of an
appropriate methodological approachliational Health ServicgNHS)ethical approvalwas obtained

prior to any research activity being undertaken.

It has been suggested that traditionally there has been a minimal emphasis on iethigalitative

health services research (Richa02). This could be because of the belief that, unlikecal trials,

the approach is unlikely to cause harm to the people who wish to participate. IPA resehmhdser,

a dynamic process which seeks to uncover meaning and the lived experience. Therefore, | was
concerned that the research process coulgdlve the exploration of potentially upsetting topics
including family members impacted by HD and the use of foetal tissue. Arguably this could constitute
emotional and psychological harm (Smith et al. 2009) andsequently full ethical approval was

sought.

All research utilising human participants, biological mateaiatl personal data is obliged to undergo
formal ethical review and approval before any activity can commence. All protocols and recruitment

materials were submitted and the study was agyped following minor amendments.

The Health and Care Research Wales Ethics Service stiihktethical approval should be sought

from an NHS Research Ethics Committee (REC) when research involves NHS patients amskssrvice

Sincethe United Kingdom adopts a universal approach to healthcare, it could be argued that there is
ambiguity surrounding what constitutes an NHS service user. Essentially anyone who resides in the UK

could be argued as being an NHS service user.

Participantswere recruited from a Cardiff Universigfinic, and this was also where they saw their
namedNHSphysicians. Also, all potential participants accessed NHS services and would need to in
future as their HD progressed. | did not access any direct data fredicad records but | also
understood that the interviewsreatedthe potential for participants to divulge information related

to their NHS care.

Finally, all other research undertaken at the recruitment centre undergoes full NHS review.
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At the REC meet, concerns were raised related to supportive attendance from a third party
(partner, spouse, friendr family member) at the interviews. It was recommended by the committee
that all present at the interview shoulthveconsented as there was the poteatifor them to divulge
sensitiveinformation. Whilst appreciative of this point, | understodtat research methodsnd
designhavethe potential to be influenced by the ethics process itself. This unintended consequence
did, however, lead to an enhancement of the projeby increasing the amount of lived experience
which could be explored. The partners also helped foster a relaxedsgthere and sometimes

appeared to facilitate the uncovering of experiences

As the literature review demonstrated, HD can be considered a shared disease within families, even
by those who do not have the gen€he nclusion of partners and spouses argualely to a richer

pool of data and a greater understanding of experien®en partners were presenat times it did

appear that they acted as a further condwhich helped meuncover and understand situations,

relationshipsand circumstances.
6.2 Data Collection Method

The participants were originally approached in the clinic and receivegadtient information sheet
(PIS and consent form. All were given all documents relating to conardttheir datavere stored in
accordance with Cardiff Unixgty Governance and Compliance procedure and Data Protection Policy

(2018).

The aim of qualitative research is to gain access to the feelings, percepiwhlved experiences of

participants. Consequently, this requires a flexible method of data ¢ialiec

The exemplary method for data collection and the predominant apprdachiPA studies ighe
interview (Smith and Osborn 2003lherefore, | felt that this would be the most appropriate data

collection method.

Thereisa range of interview approachagich can be adopted within qualitative research. They range
from fully structured to completely unstructured (Bryman 2008). Hefferon andR@iriguez (2011)
argue however, that researchers should be mindful not to produce overly extengieégnged,and

detailed schedules as these can be constraining.

Instead, IPA requires a more opended interview approach which is mindful of the balance of
guiding andeading(Smith et al. 2009). The intgews startedwith general questions which allas

the participant to set the parameters of the interview and facilitate an uncovering of their lived
experience. il retrospect, the interview structurealso appeared to allow the participants to relax,

build confidenceand create a rapport between us.
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Oncethey hadconsented, the people recruited were individually interviewed in the presence of their
primary support provider (partner, spouse, family member) if theyrequested. | gave the
participants the option as to kere the interview took place, as comfort within their environment
seemed essential. This offer ditbwever, have the caveat that the environment they chose would be
a confidential setting and in accordance with the Cardiff University Lone Worker docufdechose

to be interviewed within their homes.

Interviews were used as the data collection method. IPA requires that the tdatacription be
undertaken verbatim (Smith et al. 2009). For practical and financial purposes, audio recording was
undertakenusing a Dictaphone. To limit distraction, I did not take notes during the interview. This was
noted by one of the participants who, on reflecting on previous research interview experiences,
positively commented:

GX0SOlFdzaS akKS al G I Yo therd [likd Y8R and Bokedrat® pigc& & paPek Ry
[pointing at me, raising finger up and down] and asked you the questions off the piece of paper, she

YSSRSR GKIGO LASOS 2F LILISNIAY FNRYy(Gd 2F KSNXEé D

As a novice researcher, | did not find it tdifficult to adhere to the semsstructured schedule, as in
nursing practice, questioning and assessment usually relies on adherence to models. Also, having
clinical experience meant thadhe establishment of rapport came naturally, seemingly allowing the

interviewees to express themselves across a range of topics.

To add context and recognise interaction, | also took field notes after each interagean aide

memoir.

Once the method of data collection had been identified, the process of constructing emiawy

schedule was undertaken.
6.3 Developing the Interview Schedule

The literature review and interviews with the professionals helped underpin a schedule which was
intended to allow the interviewees an opportunity to provide a detailed account of tlved
experience, thoughtsand feelings. Within IPAt is essential to create a schedule which is open and
refrains from making too many assumptions regarding particigaxperiences (Smith et al. 2009).
The schedule formed (Appendix VI) simply ser@e@ guide and interviewees were encouraged to

take the lead.
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6.4 Public Involvement

Smith et al. (2009) suggested that the phrasing of a question can often appear abstract to participants
and consequently numerous prompts are often required. A dandethis is however, that the

prompts themselves can appear abstract. As a result, consultatmmdphrasing is desirable.

Alongside utilising the supervisory team attached to this thesis, the schedule was also kindly reviewed
by a member of the public identified via BRAIN Involve at Cardiff Univansityhoislinked to Health

and Care Research Wales Public Involvement and Engagement Involving People NEh&ork.
reviewer was from a family impacted by HD and brought this experiencethmanterview by

adjusting the language and framing of the questions intooae accessible format for the participants.

The initial interview schedule was adapted following review by a member of the public and is included
in Table 10.

Tablel0: Reviewedjuestions

9 L NBIFftAaS GKI G {tcandouieh nfehdw it3elelsité be Febgdditiwe? dzX 0 dz

Promptsholistic impact, changed attitude to life, positive and negative thoughts, physical and mental h

who do you share your concerns with? Feelings at diagnosis, have feelings changed

1  So, you hae had the information | gave you about this potential new therapy. Do you think that you can

me what you understand about itPromptssurgery/cells

1 How do you feel about this potential interventionrompts, hopes, fears, anxieties, impacts, excited, tf

surrounding clinic.

1 What would you think if the study was offered to you®Prompts ¢ what would be important?

Familypeople/care providersgareer, job, finances, study.

1 Ifit were offered to you, vhat do you think that the uncertainties or risks would be?

1 Does the fact that HD runs in families affect how you think about things like this

| recognise that activity of this kind can be viewed as tokenistic by some (Brett et al. 2009), however
the reviewing of the questions and prompts resulted in the adoption of more particifyaetdly

format.
6.5 Recruitment
The identification of the total population of interest is not a concern within qualitative research. Too

large a population can lead to a general analysis and this was not the aim of this study. Instead, the
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aim was to recruit people who could potentiaflyovide rich sources of data. Considerationtlud
strategy wastherefore, essential (Bryman 2008). Pietkiewicz and Smith (2014) state that there are no
rules with regard to the population size within an IPA study. The focus should be on the depth of

analysis and the richness of the individual cases.

The strategy adopted was to purposively identify a group of individualswére genepositive for
HD. Smith et al. (2009) suggest that, forpeofessional doctoratestudy, between four and ten

participants is acceptabl&ix people who were gergositive for HD agreed to participate.

As HD is a rare disease (Roos 20&6¢essing the population for this research could have been
problematic however, as stated, the specialidD clinic within Cardiff University was used as the
recruitment site. The Cardiff HD centre is a specialist clinic and a Registry/ENBOLL
(https:/mww.enrolFK R®2 NHk 0O &aAGS F2NJ GKS 9dzNRPLISFHYy | dzyidAy3
patients attending tle HD clinic are already enrolled in the EHDN Registry/ENRDLdtudy
(04//WSE05/89) wher¢ghe symptom progression of participants is followed avenumber of years.

Patients who are ahe pre-manifest stage, the target population for this study, arsoalegistered on

the EHDN registry.

The EHDN Registry/ENR®IL study is a full clinical dataset, including the full medical history and
medication history. One of the benefitd using the EHDN Registry/ENR®ILLstudy is that those on

the database havalready given permission to be contacted about other additional and affiliated HD
research projects. In consenting to be enrolled in the Registry study, participants also give their

permission for their coded data to be accessed by researchers conduthiemgHDrelated research.

To identify participants, | attended the clinic in person for two montig.the clinic, potential
participants, receiving routine HD clinical care or attending a REGISTRY/ HENIR@idearch
assessment, were identified by thenitian responsible for care. The patients were then highlighted
to me and | approached them in the waiting room to ask if they would like to receive an invitation

letter (Appendix VII), the participant information sheahda consent form (Appendix VIII)

To add to the robustness of the study and to ensure an ethical approach to recruitment, | used the
process of gatekeeping. This was intended to ensure that vulnerable or inappropriate individuals were
not inadvertently targeted for recruitment. Guillemiet al. (2017) suggested that physician
gatekeepers prioritise clinical status over research meaning that the best interests of the patients are
maintained. Physicians can also make significant and beneficial recruitment decisions based on
knowledge of paents' personal, behavioural, and attitudinal characteristics. This is often grounded
in longstanding relationships with their patientsacknowledgehowever, that this strategy had the

potential for recruitment bias.
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Although the process of purposisampling was employed, on reflection, a concurrent snowballing
approach might have been incorporated into the study and family networks could have been accessed

(Bryman 2008). During two of the six interviews, the participants offered to introduce famihbers.

All interested people were given greater than 48 hours to consider the study participation before
being contacted via telephone. They were also offered the opportunity to ask any questions and

discuss any issuedgth potential involvement.
6.6. Undertaking the Interviews

The interviewees were given the option to cho@seacceptable time, dateand venue Most of the
AYGSNIBASga G221 LIIFOS Ay LIS2LX SQa K2YSaszs gAlK
The lone worker policy, previousdyated, was adhered to.

Following consent, thparticipantswere invited to express their experiences and informed that there

were no right or wrong answeemnd that theresearch was concerned with their story.

The audio interviews were recorded using tdigital recorderdue to my anxiety about equipment
failure. Recordings were stored on a passwprdiected storage device whickensured data
protection. The interview lengths varied as per the table belBiekeiwicz and Smith (2012) offered
guidance that interviews should be around an hour long. | was aware that | needed to allow the
interview to be of a length which allowed for the interview@astory to be explored but not too long
that the process becameriing or distressing. | also noted that the initial interview was shorter than

the others and potentially the lengths of the interview increased due to my own confidence.

Tablell: Length of interviews

Interview 1 Interview 2 Interview 3 Interview 4 Interview 5 Interview 6

29 mins 40 mins 59 mins 45 mins 60 mins 78 mins

| transcribed the interviews verbatim, giving me the advantage of immersion into theldatde no
attempt to correct grammar, wordingor anything which might change the interviéws &poken

words. | attempted to match the written transcription to theidio as closely as possible.

The process was timeonsuming, taking approximately four to six hours per interview. | recognised
that alternative approaches were available, including the hiring of a professional transcriptionist. This
is, however, costly,and it might have resulted in the omission of key nm@rbal interaction such as

pauses, laughterandoveremphasising of words and phrases which are important when using IPA.
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Professional transcription might also have possibly led to the correction afrgea thereby losing

meaning and reducing the rigoof the study (Rodham et al. 2015).

Anonymity was attempted in accordance with the Data Protection Act (1998) by requesting that the
participants use pseudonyms to describe themselves and othevgever, thiswas ofvaryingsuccess.

Often people forgot to use their pseudonyms and | have learned that they could even be interpreted
as being distracting for the participants. As a result, | allocated pseudonyms during the transcription

process.
6.7: Conclusion

Whenundertaking research using I[H&is important that there is depth of exploration which captures
the lived experience of people and explores emotion, beliefs, understandiminterpretation. By
using minimally structured interviews, focus could be raimed, which allowed for the safe
exploration ofthe intervieweesunderstanding of NCT. Sélanscription led to an increased sense of
immersionwithin the data meaning that the findings presented are grounded in the words and

experiences of the peoplaterviewed.

The next section will outline how the data was managed alongside presenting the analysis and findings

of this thesis.
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PartThree

7.0 Introduction

The aim of this section is to describe and justify the process of data analysis used. iBeiteaiso
included within the analysis, as it is consistent with IPiecognise that my thoughts and attitudes

will have shaped the coding and analysis. Excerpts of data have been incorporated to provide greater
transparency surrounding the coding stture which was applied as well as the finer detaithaf

analysis.

The computer software programme NVivo was initially considered to organise and assist with the data
analysis however, the interface made me feel detached from the data. | felt thadfficient
organisation was achieved via Word and by hand. | adopted a systematic approach to the analysis

which composed of six steps (Smith et al. 2009). These steps are summarised in the table below:

Tablel2: Sixstep approach Emith et al2009)

Step Action

1 Read and reead each transcript

2 Initial noting

3 Development of themes

4 Search for connections across the themes
5 Move ontothe next case

6 Look for patterns across cases

7.1 Analytic Process

The firststep of IPA analysis should involve immersion within the data (Smith et al. 2009). Initially, |
listened to and reread the audio recordings several times on an individual basis. | reflected on the
atmosphere and made notes regarding the interview expexesind my thoughts and reflections. The
transcripts were later annotated with thegboughts and reflectionsand interpretations and links
were then used to form models of emerging themes alongside their relationships to one another. This
process adoptedallowed for immersion in the data as well as deep consideration of the coding

structure.
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I then undertooka meticulous lineby-line analysis of the individual transcripts with, initially, each
interviewee being treated as a single case, to understand tha&id experience. An examptd this

can be found in Appendix IX.

Initially, | asked the interviewees to choose their own pseudogaput this proved impractical as they
often forgot and referred tdheir actual names. Consequently, the names displayed are fictional and
are not linked to the interviewees in any waho aid reading, where there are dyad interviews, the

individual with the HD gene is named first.

Prior to the presentation of the interviews brief biographical description of the participants is
offered to add context. | have attempted to leave them vague enough to prevent identification by
third parties. This is because the population of people with HD is relatively, énea#iby increasing

the risk of identification.

As stated, a fundamental aspect of IPA is idiography. Idiography isceptin analysis of individual
cases which explosghe perspectives of study participants within the context of their own, unique
lives. The aim is to amine every single case prior to the production of more general statements. This
is in contrast with other approaches in research whereby the aim is to predict cause and effect
(Pietkiewicz and Smith 2014). IPA ctherefore, be said to focus on the padiilar rather than the
universal (Smith et al. 2009).

An account of the individual interviews is then providedhich describe the interviewee® own

perceptions, understandin@nd lived experience in their own words.

The language and other linguistic d=as, such as metaphor, utilised by the interviewees are also
described throughoutSmith et al. (2009) describe language and content as being interrelated and

that attention to the way in which in which thoughts, ideand experiences are expressed adds
meaning. An example from the interviews presented in this thesis includes:

aLG 328a sl @ G22 FLad 2y08 22dz 586G (KS KFyRG6NI |
aA0 GKSNB ERdnR AlG ljdAaSGteeod

Differences in tone, emotion, word choicand lnguistic tools can indicate similarities as well
differences between individual experiences of the same phenoméoeusingolely on words alone

is restrictive and fails to encompass the full extent of expression (Derrida 1973). Instead, analysis
should @so explore the way things are said as analysis of linguistic strategies can allow for exploration

of both the literal meaning and that which is hiddeén{ith and Nizza 202Zfor example, one of the
interviewees, Jearspoke aboutone dfierF | YAt @ Q& | LILINRIF OKSa (2 RSIFtAy3
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G/ 2&a Y& FrYAfe@ Aa OSNEB LINRyYyS (2 Grft1 loz2dzi Al o

Jean

These words alone did not match the sentiment in which they were S#igl literal meaning is that
they find the topic humairous, but the underlying message, when considered alongside the i®ne,

that her familyis scared and neesimechanisms to cope.

Following an exploration of each participant's story, a conceptual phase of analysis is presented.
Rather han focusingon the explicit accounts offered by the participants, the focus is instead on
overarching understandin@mith and Nizza 2022 his stage draws on my own experience and pre
understandings however, it remains grounded within the dialogue beden myself and the

participant.

Lastly, in relation to the individual interviews, themes are discussed which emerged following analysis.
Patterns and connections between the themes are identified and presented in a table alongside

illustrative quotes.
7.2 Jean

Jean was my first interviexe. She is in her early thirties, married with two young childiaerd lives
in a smaltown in theWelsh Valleg. Her mother passed awalue tocomplications of HD a few years
ago.

Jean was interviewed in her home whilstS NJ Kdza o6l yR 41 & 4 ¢2NJdean! i GKS
was caring for her two young children. Apart from a brief introduction and one minor interruption,

she asked them to remain in their bedrooms. Before we commenced the interview, Jean informed me

that she worksn healthcare as a neregistered medical professional within the fieldoéntal health

She told me that she hgateviouslyand currently works with patients with advanced HD.

The interview was characterised by long monologues with litded for prompting. At timesJean
changed the direction of the interview but, through a combination of apprehension to interrupt as

well as wanting Jean to discuss what was important to her, | did not interject.

The themes from the interview asummarised in the diagram below.

Figurel: Jea®themes
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Super-ordinate Superordinate

Theme 1: Hope Theme 2: My
Pervasive HD Selective HD Circle
Past ond Intrusion e lagact Intersax i
Future on life on Famey ton with Deciaraton
events HCPs

Jean began the interview by telling me the story of how she had first become aware that she had HD.
Although she appeared uncertain about the agaevhich she discoveredeén mum had HD, Jean was

very specific about her own diagnosis.

! KYZ L 320 (Sa0SR 6KSy L 6Fa& Ho 2dzad FFGSNIL 32

Throughout the interviewJean referred to specific life events and suggested that HD had been a
presence in her thoughts at all stag&he appeared to mark HD against her life eveftswell as
marriage, Jean openly discussed becoming pregnant and having children. Jean ddbkeringpact

on her attendinguniversity and how HD seemed to intrude everywhere. HD appeared to lurk in the
background in her thoughts when making decisions aboutlifebut it was not always the most
significant factor when a commitment had to be mabttgrusion into life events becamesaibordinate

theme.

428 gSNB J2Ay3 G2 F2 G2 [2yR2y (2 R2 (KS LzC:
GKSYSX o0dzi 0SOIdzaS LQ@S 320 LkRfteadeaidArd 20 NASa dz

[SN

pregnant anyway and | kept having miscarriages. So, by the time | was pregnant with (XXXX), it was
2dzald fA1Sz akKrff ¢S 3IASG KAY GSaGSR FyR GKSy ¢S
What was notable at the time of the interview, transcriptj@nd reading washat Jean very rarely

dzASR t+FoStftAya GSN¥Yasz AyOf dZRAY-RANBIAVIRNR ¥ Qa4 & X
This could have been a conscious or subconscious decision to avoid associated terms and appeared to
contrast with her apparent oparess in discussing it.

G/ 2a Y& FlLYAf&@ Aa OSNEB LINRyYyS G2 (Ff1 ltoz2dzi AdZI ¢

Here, theapparentseltLINE § SOG A @S dzaS 2F GKS ARA2YX &Gl 1S

deprecation in recognising that both she and her family have a serious disorder. This emotion was not
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ubiquitous throughout her storyhowever. Adopting a humorous stance appehet odds with many
of the distressing memories recalled by Jean and, as the interview went on, she went on to describe a

tapestry of reactions to HD amongst her family including guilt and fear.

This impact on family formed a secosdbordinatetheme andthroughout the interview Jean
referred to her familyanddescribed a shared experience of HD and how they had found difficulty in

coping.

GXAldQa ySOSNI 2dzal 2afeSs alabthein2yéen theyoned whs arerposifivief ubr A

L YSIyLRABYQAS® [A1S Y& ONRGKSNE L YSIy ¢l a 3dzid
married, no kids, absolutely gutted you know, really, really gutted and he went through a phase of
aStGidAy3a FTANB (G2 KA&a &l1Ay FyR GKAy3a tA1S GKFG®E

This extract demonstratea deep emotional and empathetic connection with her brotseggesting

that all her family experience HD despite theirgélg & A G A S 2NJ yS3IAI GAGS adl d:
indicates a deep, painfidnd sorrowful reaction which is confirmed by the dddc LG A 2y 2 F KSNJ o
actions.

WSIFY RS&aONAOGSR K2g>X (23SGKSNE GKS FlLYAfe KFER OFN
Jean described how her sister had the jololoingthe nice things and that Jean was the lekiehded

one for when thinggiot bad.

Ga® aAA&aGSNI gl & I LINFOGAOIE 2ySs aKS RAR Fff GKS
GKAy3a R2YyS IyR L gla GKS t23A0Ft 2yS J2Ay3A3 S
f221 tA1ST K2¢g aAO0OFNER Aa AlG F2Ay3 (2 0Sdé

This contradicts the description of thight-heartedapproach mentioned earlier and instead suggests

I @SNE NBIt FSINI2F |15 IyR I ySSR F2NJ K2LIS® L
of HD underpinned how she saw her own position ao@ Ishe viewed the future for both herself and

her children. Jean often used comparisonaasechanismto make sense of her own situation and

how she could use this to plan for the future.

G,Sasx eSIKZ (GKS I'Y2dzyld 27F K Sobladtténewkzendry ghottigrdidd o6y 2 60
AlzZ ¢S dzaSR G2 KF@S G2 32 G2 GUKS 5+x3% 5[! S@SNEB o
be going, yes, but, @ Yy SdzZNBRSIASYSNI A PS¢

The exasperated tone of voice heard here towards the end of the sentence ssiggeense of

frustration at the lack of understanding surrounding HD in the past. This is reinforced by the

enthusiasm with which Jean described current and future healthcare provision noted at the beginning

of the statement.
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This contrast was particulgrof note when Jean discussed interactions wigalthcareprofessionals.

Jean indicated that withegardto her HD, the relationships with her HD professionals are beneficial

and that this allowed her to feel supported. When describing the situationoofiebody else,

unrelated Jean described how others were not as fortunate as she was.

GodPAKS gl a aleAyasr o0SOFdzaS aKS 3IAINBg dzLJ Ay aSNI
have any of the support, any of the extra help or anything at all andhibws what a difference that

SFNIé& O2yidl Ot YI 1Saodé

@ AalrdAy3 aoKFIG I RAFTFSNBYOS GKIFG SIENXI e Oz2ydal Of

HD struggle in the past, but her contemporary experience is one of support and mutual understanding.

GL Q@S nhnyedfayctorpfor 20 odd years andnmeofnurse) > D2 RX aAAy O0S &aKSQa

F62dzi mp @SIFENBR® {2 AdQa 3I22R 06SO0IFdzaS L Oly =2dzi
21FeX G4KAa A& 3J2Ay3 2y L ySSR (K

Both the infomal tone and the use of first names as opposed to professional Silegesta

movement away from a formal relationship and instead towards one more like a friend or fahigy.

might be due to the longevity of having known each other but later desariptof interactions using
g2NRa fA1S GOKIFGdOGAYy3Ieé adzaA3aSadG ' RSSLISNI YR Y2NB
& , 8him, when | sawrfame ofdoctor) about 2 years ago we were chatting about it (NCT) then and

we were chatting about it and how important it was and ewghing else. So yeah, it is something

GKFG KFa 0SSy GFft1SR | 02dzli d¢

Jean appeared to describe an intensely important relationship with her doctor, the personal value that
this type of connection had for heand how it helped her plan for the future, espaity with regard
to her children. Jean indicated that she wanted her sons to experience the same open and friendly

relationships that she has with her HD team.

G, SFK: a2 (KIFIGQa ¢gK& L adlkNISR GF1Ay3 Y#env2da (K

a2 GKIFGZ ¢gKSYy @2dzQNBE I2Ay 3 GKSNBI &2dzQNBE y2d 3I2A
FAYSS LQY FAYySeo

@GShiidAya (2 1y26 GKSYE AYLEASE GKFG WSHy R28a y2(
roles but to get to knowthe hedthcare professionalss people. It could be implied that Jean was

suggesting that she wanted her sons to build trusting and meaningful therapeutic relationships with

healthcareprofessionals.
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A further subordinate theme which emerged was that Jean hapib¢o restrict the number of people
who she inforned about her HD over time. Jean, again comparing the past and present, described

how she originally had no boundaries in who she told about her HD but that had changed.

GL dzaSR (2 0S5 Od aryogeldfes | was ydutmjer, buy/itRvasiall about me back

GKSY FYyR 2Kz 02& @&2dz I NB 6 KS ypaisesdiangBs diredtiondoK | § | 3
O2y@SNEIGA2Y (261 NRa KSNJ OKAf RNByuLE ®

Jean suggested that when she was younger, she had beeneléfgaised She indicated that she

had had no strong desire to consider others but this has changed as she has grown older. The change

of direction indicated that her children were at the forefront of her mind when contemplating her HD

however, she did not state a specific and growing need fordisalosure.

What was clegrhowever, was that Jean saw NCT as a potential source of hope. As with the move
away from the previously selbcusedperspective, Jean emphasised that she needepeh not for

herself but for her children and wider family.

G! KY L K2LJS AidQa 21le FyR AG R2Sa NBIffe ¢Sttt 7T
@2dzy3Said 2F n YR GKSNBQAd o 2F dza oK2 Koisth§8 (1Said S
K2 INB cn YR pné¢o

It is notable that Jean mentioned her children first before moving onto herself and wider family. This
appeared to signify that she was more concerned about the potential imgfadCT for her family,

rather than herselfThishope washowever, tempered by the realisation that the clinical trial process

can take time.

G.dzi CHOSENY RI2a YIye addRASE Ay GKS LI ad dKIFG 2dza
8SIKEZ (GKAA A& 0Nt ABgodesanditStatE in bunAnttriald Gjtdyeah,y R (1 K S
GKFGQa y2d l[dzAlGS 6KIdG ¢S ySSRoé

Tablel3 demonstrates the emergent themes with illustrative quotes.
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Tablel3: Jeans Themes

Superordinate

Subordinateli K S Y §

lllustrative qdz2 G S &

tKk SYS &

t SN &A O3S [ntrusionon] ATS 9la! KYX L 320 (S58d88 BREENLLSsBHAGHYl NNASRE @
628 gSNB 3F2Ay3a G2 32 G2 [2YR2y (2 R2 GKS L+CE 6KSNB eoydstikdvad
uhm, it took years and years and years for me to get pregnant anyway and | kept having miscarriages. So, byéHentas pregnant with (XXX
Al 61 a&a 2daAad tA18z akhkitft ¢S 3SH KAY GSaiGSR FyR (GKSy &S YERZdzEK
6S | Ydz¥é o

t SNl &A @S [ThelmpactonCl YAf [a{ 22 (KS& &dz$aANISRy & al|ovyddi [T YAte& YR KS g6l a GKS 2yfe 2yS gK2
aL o1& GKS 2yS K2 a2NISR 2dzizs ff (GKS &0dzFT HKS it Qéspasdant gettir
hailsandhaNJ R2y S | yR (KAYy3a R2yS YR L ¢la (GKS t23A0Ft 2yS Jawsead}
Al J2Ay3 G2 0Sd¢

t SNl &A @S |PastandCdzli dzNB  [@2 KSy 6S TFTANRGO RAR (KS &0 dzR &l mads sukéthi e did dighdwills &t things lie tHath Becaiisk @y nmio
b KSy akKS gl a (SaisSRz FfGK2dzaAK akK$S aitlriSR KSNI gAakKSaz it GKS
G, SFNR 322 gKSYy Y& Y2UKSNE SOSNE GAYS AKEAKIRAID KRSOKZGXO §
G, SIK &2 GKFEiQa 6Ké L &0 NIGSR GF1Ay3 Yé 628a GKSNB 06501 daAasS d

My SelectiveHD Interactions withds L RARY QiU 6l yid G2 0SS | Ydzy GKA& | 3Ss a2 GKSY 6KSyYy LbithfashodR so e

ANDE S | St GKOFNB fi2 1A01 dzLJ + Fdza&d yR 3S0G Yeé (dzoSa GASRXE
G. dzi F FTGSNI a2NI 2F p @S laNdtEd agehlfy HoodnBr3e2 fdiB Glanforgan Brdl Shik Was abisdlutely antazing,
YdzOK F2NJ Y& YdzYI dzYYI odzi AdG Aa F t28G 60SGGSNE &2dz200S 3I20 a2
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a @St SO0 A PSSelectives SOf I NI fa! 20 2F LIS2LX S Re¥QUISPYR B bE&2dzi yRo>0RBRBz62% G0 Aa Ye FlLYAfex
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aoe

Qx

GLY 62N] y202Re lyz26a3x AlQa 2yte Y& o2

(@]}

Hope Hope for! & GXAG GF1Sa dzOK |+ f2y3 GAYS F2NJAG Ff€s FEf GKS FyXxXYlIfika&ady
LJ 8a4SRX GKA& GKFG FYR GKS 20KSNJIyR AlG azySitaxémarttasSsyreti

Q¢

AGXED

NBlffte ¢Sttt F2NI Y& 028aQ &
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N
w
QX

G! KY L K2L)S AiQa 21Fe FyYyR Al
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7.3¢F0AGKI

My second interview was with Tabitha. Tabitha is in her d@hilyies. She lives in a small town in the

West of England where she is a business owner working in hedlibation.

She lives with her husband, who was potsent,and she does not have any children. Tabitha was
initially approached athe clinic and landed the recruitment materialhowever, following review,
she requested that the interview be undertaken via videoconference due to travelling distances. | did

offer to travel to her house, but she stated that she would prefer an electronic meeting.
All consent documentation was forwarded securely and electronically.

Some of the benefits of this method were that body language and facial expressions could still be
noted, which would have been impossible via phohwever,the video meeting process lfdess
personal than if the interview had been conducted faméace. There were occasions when the screen

froze but her voice could still be heard. Occasiontiig impacted the flow of the conversation.

Throughout the interview Tabitha was very cmesed, pausing to contemplate frequently. The
resultant effect was seemingly walbnsidered answers which were articulated clearly. Tabitha
displayed confidence in her understanding of science and frequently used scientifically appropriate

terminology.

Throughout the interview Tabitha came across as warm dridndly,yet the expression of her
emotions appeared tightly controlled. Her answers, although hinting at emotional and psychological
difficulties, often focused on thfacts She provided a candahd frank account of her experiences of

the HD and her understanding and feelings about NCT.

Figure2Y ¢ | otheindsl Qa
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The firstsubordinatetheme identified was that HD had pervaded into multiple aspects bfo A (G K| Q&
life and it had punctuated many important memories and life events.

Ga& Ydzy G2tR YS GKIFd L KIFIRZ ¢Sttt aKS RARydd GSt
Huntington's Digase in the family when | was 18. So, I'm 33 now and | had actually just finished my

Af SOSt aoe

The use of specific ages at specific time points suggests that the disorder had vividly punctuated her

life. It was interesting to note what was not said, at¢ 6 A G KI  dzA SR | -oFBESY Rf &
tone and wording to describe these events. There was no explicit mention or suggestion surrounding

the emotional or psychological impact that HD had had on these episodes in h&hlgaissipated

somewhd as the interview progressethdicating the importance of early rapport building.

When recollecting past events and people, Tabitha described how even her memories of loved ones

were enveloped by HD.

Gae 3INIYRTFFOIKSNE KS A andh&lad ded Bhemsl Was adowt R | think. So, RA &4 S I
| have memories of him, and the fact he was ill and that he was in a home and that he was looked
afterodzi L R2yU4did KIFI@S | €20 2F YSY2NRSA [ 02dzi KAYE

The fact that her memories of her grandfather do not exist outside of the illness further underpinned
the pervasiveness of the disordet.l 6 A (i KI Qa R S dddwédd b the@rBirmity ©fCherdzy i
grandfather rather than him as a person potentially sugdipg that, for her, he could not be separated
from HD.

¢CFrOoAGKFQa aid2NR 27T K SiNdtaRs\ apd2igdiSael that AD iK & dohsAngy 3 S
presence and that ibften intrudes into her thoughtsShe described how she had had symptoms that
she knew were consistent with stredsut the fact HD was in the background led to her incorrectly

thinking that it must be HD. This was a significant motivation for her to get tested.

a { Bwent to see the genetic counsellor and said, look | have thgsemoms, the GP thinks it's all
AY Y& KSIR odzi LUY adza2NBE AdGUa yz2dad Ftf Ay Yeé KSIRE

This suggestion, that HD is a constant and fearful presence, even prior to manifestation, was
emphasised when recounting the memories of her motlagyain suggesting that H&nvelops and

pervades people and their lives.
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Gae Ydzy 1yS¢ GKIG aKS gla Fd NREA|l FYR KFE@Ay3a (K
had HD and so she's always lived her life in fear really, the fact that she could develop this disease

atany timS ® ¢

This fear appeared to be a reflection of what her mother perceived that she might have caused for
Tabitha and her sister. Tabitha described an immense sense of guilt that her mother had felt.
GPPPAKS fglea FStG @S NEslydotahatit'®a donnarit geest sénedzd S 6
point, by a doctor. But when she had my sister and myself, she didn't know that there was this
RAASIFAS Ay (GKS FlLYAtezs 060SOFdzaS Fd GKIFIG LRAYOG GKS

The emphasis on her rtieer not knowing suggests that Tabitha did not blame her mother and that
she felt that this sense of guilt was unnecessary. @twmisinganguage and tone used appeared to

suggest a degree of empathy and understanding of how and why her mother felt this wa

This is further emphasised by the described attempts, by Tabitha and her sister, to normalise their

situation in front of their mother thereby attempting to comfort her and absolve her of any ill feeling.

Tabitha also described a sense of communihared experiencesand communal goals amongst
people with HD. She often used collective pronouns to describe the fight against the disorder even

specifically identifying people with HD as a group.

GL GKAY{1Z FNRBY O f 1Ay 3 defigitelZalsénSnd i@®etadaysnddthinkK | 5
Fa F 3INRdzLd 6S | NBE @OSNE YdzOK>: &SI K SOSNBRF& O2dzyi
Tabitha implied that, due to the familial nature of HD, many would have had a shared witnessing of

how it can impact individualShesuggested that these experiences allow individuals to predict their

own future, and this forms the drive to want to combat the disease.

z

Gt S2LIX S K23 K2 SAGKSNI I NB LINBOftAYAOFE 2N Fd
come becausetheyy aSSy Al Ay GKSANI FIYAftASaAa: a2 GKSe 1y
Tabitha did not specifically describe the latter effectsof HF & G S R 2 LJGAY 3 (2 dza S LJF
O2YAy3éd ¢KAA YAIK(G & dedeScBpidh oflsyhptombrindght hiive simply + &2 A R

been an assumption of shared understanding between us.

A further subordinatetheme was that of time to contemplate. Whilst Tabitha acknowledged a need

for hope amongst both herself and her HD communityK A & ¢ & G S Y LISNNBERK 0A8Y €IS ¢
attitude. Throughout the interviewTabitha suggested an understanding of the complexitied@T

clinical trials and often thought out loud prior to answering a question or drawing a conclusion. An

example here ithe consideration of the sougs of stem cells.
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L R2yU4d (1y26> L adzllizasS AG§Qa o0SOFdzAaS L adzJl2as
sounds awful. The animals aren't alive, | don't mean it in that way, but | mean | am, | archimice

so not antiabortion in the fact tha | don't think that a foetusshouldbedzd SR FF 6 2 NIIiSR g KI G S

It could be suggested that Tabitha was looking for wider reassurance surrounding her thoughts
however, the lack of punctuation or gaps for a reply indicated that these were her genuine
considerations. She outlined that, for interventions like NCT, she woesd an extended period to
contemplate the moral and ethical aspects of the therapy. An interesting note was that, throughout
these thoughts, Tabitha did not discuss how she might b&edeby others surrounding her decision
making indicating further that this would need a very personal sfiberation. This is further
adz33SaidSR o0& G KSThafhaShelomSdemodsiafes theFemerdert hemes with

illustrative quotes.
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Table14Y

¢ | othemds| Qa

Superordinate

Subordinateli K S Y §

lllustrative qdz2 G S &

tKk SYS &
t SN AABIL yiNHzAaA DS j[Gaé Ydzy G2fR YS GKFd L KFERXZ Sttt &KS WRasRyhthgtons ddedse irvtBe fain
when | was 18, so I'm 33 now and | had actually just finished iy 8 3Sf & ¢ ®
aLGYAa y2i a2 YdzOK GKIFIG Ad 6Fa Ay Y& KSFRZ L YSFEY LINRO
dogetreallz, NBI ffe& aidNBaaSR Al oNAy3Ia 2dzi daeyvywizvya GKIFG GK
My Selective HGuiltandBf  YS |[@¢g2 FyR F KFEfF @SFNBR F32 YR aKS O2dZ RFSGIGNBERt @2 | DO
Circle 628 GNASR G2 ONRY3I Al Ayd2 yIddNIt O2yOSNEFGA2YE®
ae {StSOW KIFENBR 15 |[aL R2y4ld GKAYy]l e2dlifft FTAYR lyeozReée Ay GKS |15 0O2YY dziiiting
ANDE S F2NJ GNRIFf& aAyOS 15 g1a AyAdGAlfte RSaAaONAOSRTE 6KAOK Aa
GL GKAY]l GKS gK2tS 15 LIGASYd ¢g2NIR Aa gFAGAYyIED
G2Sff GKFdGYa + oA3 GKAyYy3 Ay (GKS 15 O2YYdzyAtexr Aa G2 o
l3aa20AF09AYS (G2 /2@Li4Y4a 3F32Ay3 G2 GF1S @2dz I RIFIe (2 KIFI@OS 6KIFIGSOSNI AG A ade

effects as well so you that account for K | i ¢ &
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7.4. Eirian and Maggie

Eirian is in his fiftieand lives & home with his wife Maggie. They live in a rural community in-mid
Wales. This was my third interview and first adyad. Eirian and Maggie have been married

for severaldecades. They have growup children and grandchildren who live locally.

Eirianhasworked in agriculture his entire adult lifle a manual and supervisory capacity. He obviously
took pride in his work and frequently used stories and farming analogies to express himself.
Throughout the interviewEirian portrayed a constant cheery persona, even when discussing topics
which might eli¢ negative emotionsUponmeeting and throughout the interview, Eirian acted in a
very traditional mannershaking hands, keeping holdagemotions and portraying himself in a stoic
way. He often spoke in metaphors and spoke with a strong dialddth is consistent with the local

agricultural community.

Maggie was present throughout the interview. She is of a similar age to Eirian and has worked in
healthcare forseveralyears.Although to some extenthey shared experiences of HD, it became clear

that they sometimes differed in their opinions, concerasd priorities. However, throughout the
interview,0 KS& | LILISI NBR (2 0SS OSNE NBaLSOdTdzx 2F SI OK
other but not afraid to disagree over thingsnother rotable feature of the interview was that, as well

as trying to help them uncover their thoughts and feelings myself, Eirian and Maggie often helped

each other by clarifying and questioning each other. This relationship appeared to make the
conversation mog natural and appeared to uncover things which might have otherwise remained
hidden.

Figure3Y 9ANA I y thegmBs al 334 SQa
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The firstsubordinatetheme identified was that of HD being a lurking presence. Eirian immediately

referenced that it is evepresent, but he described a dynamic relationship with the disease.

Gl dzyGAy3adz2ydas AlG FTFSOGa &2dz SOSNE BlertbusRSLISY RA
Sy2dzZaK @&2dz OFy 32 LI ad AdG FyR 1SSL)I 32Ay3 az2yYS Rl

In this statement, there appears to be an interesting contradiction. Esimgested that HD can be a
source of amusement, but at the same time, he tries to avoid it. It could have beekitiet was
suggesting that he tries to avoid thinking about HD, but when he cahnatpur allows him to cope
with it. However | was als@ware that, Eirian might have wanted to portray an image of masculinity,

especially when interviewed by another man.

Both he and Maggie went on to describe an almost superstitious active avoidance of thinking about
HD. Essentiallyif you contemplate HD @ much, it will acceleratehe decline in healthUsing
metaphor and comparison with family members who do not act in the same way, Eirian implied that,

by not thinking about HD, you can potentially protect yourself from it.

GLG 3I2Sa o & Iktahe hafdbraké of2 1y5Qdhe an@ githers speed. Sometimes just
aAld GUKSNB K2fR Al ljdzASite¢od

Seemingly referring to the unstoppable nature of HD once it has stabmith Eirian and Maggie
prefer keeping it lurking rather look for signs and symptoiitss avoidance appeared to tienited to

talking about the diseaséowever, it appeared at odds with their active approach to research. This

juxtaposition did not appear obvious to them, either that, or it was inconsequential for them.

Rather than completely avoiding HD in their lives, Eirian and Maggie instead described howriney we
proactive in HD research. When | questioned why, the response was very much focused on their

children.

aLGUYUE F2NJ GKS 1ARad® . SOlFdzasS (GKFraGua Fff AG Aaz 2
chancet 0 G0KS Y2YSyiGéo

Eirian spoke of reseeh in terms of inheritance. That he wanted leave them something. When

asked about what benefits he might get from research into NCT, he stoically stated that he did not

care about any personal benefit and that it was just for future generations. Whatalso notable

was the notionthaK S FSf 40 GKFd KS KIR | LISNBR2YFf NBalLR2yaA:d
GKIFYy a6Sé3s 6KSY RA bheOrdaireéfekeyicd to ik rbl& asiboRidief aRd plodsihS

reflected, again, his sense of tridnal masculinity. Alternatively, this might have meant that he was

the one with thegene,so he had a responsibility to act. Using metaphors from his agricultural
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background Eirian described how, to achieve future benefits for his children, a greaff deak and

sacrifice needs to be undertaken now.
G. dzigRPidz G2 ANRG 3INIaAa&as AF @2dz ANR¢ 3INI &aazr 3INRG
GPOPPAT &@2dz R2 GKS FASER G2RIe @&2dz OFy LIl aa AlG 2y

The relationships withealthcareprofessionals was alscsabordinatetheme, however, this appeared

to be more of a primary concern for Maggie. Maggie appeare@tognisehe importance of HB
specific care provisigimowever, she often described a dissatisfaction with serviddse @ntralisation

of servicedo locationsaway flom their home had meant more travel to appointments and reduced

the personalisedxperience.

G2 KSYy ¢S FANRG 1yS6 lFoz2dzi GKS | dzy (A yranedifodlah ¢ KS NS
town), which we could go to discuss and do some research wih hnd she was taken away and

we've ended up back in (name oéntralisedclinic)l I A y € ®

G ¢ I 1 S ¥furthér endphasised the dissatisfaction in that it implies a decision enforced upon them

ratherthanone ofconsena  33ASQa G2yS 2F @2A0S fa2 NBFfSOGS

Even though Eirian carried the gene, it seemed that Maggie was juslia# mn the services of the

healthcare professionals. When Maggie was talking about this, Eirian did not interrupt. Instead, his

gentle nodding suggested agreement with his wife. When Maggie discussed service changes it
appeared to correspond with a rediimn in trust in health professionals.

GL ¢g2dzZ R GNHzZAG KSNJ Y2NB GKIFYy R200G2NJ oyl YS0O 0SSOl
FYyR €221 FaG F LASOS 2F LI LISNIFYR Fal @2dz GKS | dzS
Lookingat the paper appeared to be metaphor for adopting anore personalisedapproach. Maggie

suggested that a trusting relationship with HCPs was essgratiber than a formalised relationship

which lacked intimacy and trust. Maggie outlined how, for them to consider potentially denger

therapies like NCT, personalised and trusting relationships would need to be built between themselves

and HCPs.

The discussion around relationships then proceeded to extend beyond that with professionals. It
became apparent that both Eirian and Maggiaintained a degree of secrecy about his HD status and

only told select individuals.
G2S R2yUd RA&AOdzaa KA& | dzydAy3d2yda 2dzi 2F GKAA K
CKS ¢2NR GK2dzaS¢é¢s Ay (GKAA Ayaidl yOS séegtdrtlRof A Ay

people. They would further describe how HD was very much a secret.
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Eirian elaborated on thigAt work, he has kept his HD secret from everyone except his blesdid

however, say that he has told a few people that he has a geneRarlkh y a 2y Qa RAaSI
(PD.9 A NJexdplgn@tién for this is that there is an absence of awareness surrounding HD in society,

but people are aware of PD. Maggie initially agreed with this but suggested that this explanation is not

as simplistic as first seems.héh describing the story of another family, Maggie hinted that there is a

more deepseated reason for nodisclosure.

GoddKSYa 20 WAdz@SYyAtS I dzydAy3adz2yda |yR GKS& {1SSL
it's not we know, it's Juvenile &htington's because well, | have spoken to his wife and they
understand it but the wider public think that he has got Parkinson's. Because they put two and two

together and she doesn't want tadvertise it and she doesn't want them knowing exactly what he

has gok.

Theuse2 ¥ G KS LIKNI} &S daLlzidAy3a Gg2 FyR Gg2 (G23SiGKSN]
understand that he is ill but what remains unclear is why the couple felt PD is acceptable st HD
not. Both were cleatowever, in that HD is something for individual families to deal with and not for

public knowledge.

The themes identified are summsed in tablelb.
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Tablel5:9 A NRA | Y

Iy Eienses NHI NS G Q&

Superordinate Subordinatel KSYSLf f dzZi N} GA PSS vdz2(iSa
tKSYSa
t SN AABY dzNJ Ay 3 |1 5adpddgS R2y UG T2 2y Fo62dzi Ad un K2dzNB F RIFe 6S 1y26 AGUSA
GdddsS R2y UG | OhGdzZ tfe RAAOdzaa A G S @S Nirealy kainesibick iR@hSrawé Yei theQy
&1 Ay3 dza G2 32 (2 OftAyAOé®
G . dzi GKFGUa& | LINE O tirSlatv, wha i§t&o d@efli) or2tiis HardilorisATavénfp i Eours a day which is maki
KAa ONROKSNI I akKSftf 2F gKIG KS gl a¢o
t SN AAP9C2N) a@ YARWL Oy R2 | fAGGES o0Ald Y2NB R26y GKSNBT L ¢2dzZ R KIFI @S 068
GoddAGUA | RAGESH aISTHKOG BRI NR 63 BYSNI GA2ya Aaydid Adéod
G2 KFEG Ad Aax GKFG LU 2 3N UK AdyB12A VIR RAE KA Y | YR GKSy KSNJ
My SelectiveHORelationships witdl S g6l a | @2dzy3 Dt O2YAYy3d Ay FYR 2F O2dzNESond2alr &dzAiKAYK 2
ANDE S I/t a know this sounds horrible but | don't like doctoy’ (S R2 Ol 2 ND ¢ @
G PPPEKS 2dzalG tf221& i é2dz GAdOl1a (GKS 62E 2y GKS LI LISNAE |
My SelectiveHD | SONB G 15 [ PddKSWay S2800KSdzat e odzi a KSUa 320 y2 adyvyLlizvya (GKSNBU:
}\Nbfé r 7 -3 i 4 A 2 ~  f 9 A w = 7 A 7 F-3
OPPP2UKSNI UKKYVU2YSogR2Yt akhR&EY U2 e2dz yR Ittt UKS 2u0KSNJ dzy
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7.5. Claire and Dan

My fourthinterview was with Claire and her husband Dan. Claire is-gesitive and in her early

fifties.

Claire works in a clerical role within a local business and together they have teenage children. The

interview was undertaken within her city centre home.

Dan is of a similar age to Claitdedid not declare his occupatio@an appeared relaxed from the
start of and throughout the interview process. Dan frequently ulsechour. In contrast,
Claireappeared nervous initially, but this appeared to dissipate as the interview progressed. Claire
frequently looked to Dan for support and it appeared that his preg was a source of reassurance

for her. At the beginning of the intervievClaire spoke in short monologues with little elaboration
suggesting an uncertainty or discomfort in disclosing information. However, it did appear that the
presence of Dan and his input into the interview facilitated Chairexplore more as the interview

progressed.

The interview was also undertaken with their pet dog present which seemed to contribute towards a

more relaxed atmosphere. The relationships between themes are summarised in &igure

Figure4/ £ I A NS themBs 51 y Q&

Superordinate
Theme 1: The Hope
Risks of HD

HD Losing Take
330nance the self ] | anything

Claire begn by talking about the of difficulty living with HD. She started by talking about the death of

her father and followed this by discussing the potential impact on her own children.

GLGQAa OSNE KINR (2 fAOS ¢ A dakghters andsllwantedits inowSsR o6 SO
that they would then have the knowledgbut but would never been tested if | didn't have children

I £t NEI R&é¢ ®
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Clairecontinued that her rationale for initially avoiding testing was that there had been an absence of

hope surounding HD. In essence, why find out if you cannot control it? This was reinforced by

statements suggesting that knowing about her gene status was more difficult than ignorance as there
was no cure. However, it was the driver of the potential impact ondkéldren which ultimately

guided her decision to undergo genetic testing.

Initially, Claire even avoided using direct terms describing HD and instead referred to the disease as
GAGE D ¢KAA adza33a3SAGSR | RA&O02YT2NDidudty awdrénsyg of dzi A y 3
the negative outcomes of having the gene. A dichotomy wphtmvever, appear as the interview

progressed in that, despite avoiding thinking about HD, Claire often took actions including research
participation where the disease woulte brought to the forefront of her thoughts. Throughout

the interview, it appeared that Dan adopted a different stance. His thoughts and actions appeared

more consistent. He wanted to know more and more about HD and to participate in the research
whichcod R 6S dzaSR G2 O02Yo0l G Al ® Daesaf B& NeBwoulddfteNE 2 F
do this when she was not around.f  ANB | LILJSIF NBR (G2 FLILINBOAIGS 5
beneficence and nomaleficence. When Dan described his secr&tsgire acknowledged with gentle

nodding, smiling and occasional touching of his handgesting gratitude.

What was consistent between the couple was the need for hope. They both had an awareness of what
would happen. For Claire, this was grounded inrremmories of seeing her father in the late stages

of the disease. This need for hope was linked to an awareness of what she would lose as an individual
and what they would lose as a couple when the disease progressed. Both Claire and Dan described HD
would not just lead to a shortening of life in terms of years but, more importantly, the loss of quality

andlossof £ F ANBQa aSftTo

G{AGGAY3a KSNB y2¢ LKeaAOFf LINRofSYa oAlG 2F | 6206
but the whole, you knowthes K2t S OKI y3aAy3 2F GKS LISNAZ2YyFfAGe> |
L &dzldl2&S L R2yQi ¢lyd G2 0802YS | RAFFSNByd LISN

Despite the suggestions that she could cope with physical is€l&se described how she feared the
personaity changes associated with HD. Repetitive use ofwloeds & LISNR 2y I f A& ¢ | yR
suggested that she was less concerned about the physical manifestations of HD but she had a real fear

of the loss of selfClaire described how eating and drinking wivieh Dan were key personal activities
whichcharacterisecher and that she hoped that NCT would be a mechanism for maintaining these.
Claire appeared to be using her enjoyment of dining as a simple example which reflected the much

wider context of experieting pleasure in life.
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Reflecting orthe decline of her fathershe appeared to suggest that HD robs people of the

OKIF NI OGSNREAGAOE H6KAOK YIS GKSY dzyAljdzSo ! I AYyX
indicated that Claire was thinking much widban this single activity of living.

G!'yR @SIFKXZ yR GKIFIG o6Fa OSNEBE KFENR ¢l GOKAYy3 Yé 51
Christmas party. Whenever | was eating and he couldn't, that's tough isn't it because he had a great
appetite until hestarteduntilhisa g ft t 263X ¢Sy i GKSy &SI K GKAy3a fAj

A furthersubordinated KSYS gl a GKIFIG 2F o60SAy3 2Ly G2 |yedKa
Both Claire and Dan stated that they were aware that NCT would involve potentially risky
neurogurgery and that the sourcef cells would be fronfioetuses. This sense of risk acceptance did

not, however, appear to be a barrier.

GLYUY adz2NB LUttt 06S GSNNATFTASRI odzi &2dz {y2¢ AilUa
sometimedownthd AyS FyR (G23SGKSNIIYR ff L RNBIYEOD

Again, Claireecognisecher own fears but appeared to suggest that these would have to be
overcome. She appeared to recognise an acute sense of risk in being recruited to clinical trials of NCT
or potentially receivingt as therapy in the future. This was supported by Da&ho stated that he

would go to extreme lengths to ensure more quality time with Claire.

Godpe2dz Ol y (S addoy, you & EKE anlytlirg out of ieRifdh@t's Yoing to solve
the probf SY ¢ @

Dan, although expressing a sense of jest, appeared to be indicating that sacrifices would have to be
made to get the outcome that they both desired. Again, he acknowledged the need for risk
acceptance. Dan knew that Claire would have to makeptimeary risk sacrifice bundicated, that he

also had the potential of a great deal to lose.

The final theme identified in this interview was that of NCT being the first good news. As stated
previouslyd KSNB | LILISI NBR G2 0S5 lackBfxesite foykhoyledge andadtigeS Sy / |
participation in research. NCT ditbwever, appear to be the exception she appeared to want to know

as she finally had hope.

GoodsS K2ySadte RARYU(I GKAY]l 6SQR 320 elp,wdr@ y3 NB
going to beskintd dzii KI LIRS Fa f2y3 a SOHSNRBGKAYy3I 3I2Sa G2
Whilst the language suggests a confidence that NCT will be successful, the latter part of the statement
seems to be an attempt at reigning in of over expectations. Claire odthogv,despite having hope,

outcomes cannot be certain.

The themes identified are summsed in Table &.
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7.6. Angharad and Robert

The fifth interview waswith Angharad and Robert. Angharadaiprofessionalvomanin her mid
thirties and was interviewed in her rural home in a relatively isolated geographical area. Her husband,
Robert, was present and prior to the interview, indicatedery strong desire tbe involved with this
research. They have no children, ahé interview took place in the dining room with their dog

present.

Angharad, although quietly spokeprovided a candid account of her life with HD. Robert spoke
passionately and was far more animated in both his voice and body language. He used interesting

linguistic techniques not noted in previous interviews, particularly the use of meme
The themesare summarisedn the diagram below:

Figure5:! Yy 3Kl NI} R ItieResw2 0 SNI Qa

Superordinate Superordinate
Theme 1: The HD | Theme 2: The HD
Circle Risk

T\ 1

|I' Others as\ / Don't \ { Balanl:ln \

Hatred le
ethical
windows forget us [ hattles uncertainty

\/\/ ‘\/\/

The interview began with Angharad recollecting her discovery of her HD status. She described how

she is a person who hates uncertainty so, v@rg 2y | FGSNJ aKS 41 & g6 NB 27F

also got tested.

{252 ¢S RSOARSR &U0NI}AIKUG wamtdd & knde I'nBtieikindioBSpar§os R =
who hates and, uncertainty, so the thought of living with the 50/50 was worse than imgvthe
GSadeo

The unequivocal tone of her sentences appeared to cempht the short sharp statements and

ultimately emphasised a notion of certainty in her actions. Angharad suggested that there was little

need to consider the benefits and pitfallstesting as knowing allows for planning. Angharad indicated
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that this attitude towards genetic testing was grounded in the memories of both her mother and
grandmother having the disease. Robert agreed with this and suggested that the witnessing of other

family members gave them a window into what would happen to Angharad.

GXez2dz 6Syid 2FF SOSNEB ¢ 6SS1a (2 QOArAaArd FT2NJ GKS ¢
the occasion when | would come over, | could see the difference in her. Tragically, but | keser

KSN) 6KSy aKS gl a y2N¥Iféod

The statement from Robert implies that the effects of the disease are so profound that he, who had
ALSyYyd tAGGES GAYS SAGK ! yIKFENIRQa Y2UKSNI 0ST2NE:
dza S 2 F (K Séimtidshdhtext gpgebdtitoiset a clear divide between a life with HD and one

without. It emphasised that HD results in characteristics so profoundly atypical and adverse that life

becomes deviant compared to others in society.

Robert also used others asndows in that heempathisedwith others who he had seen in a similar
position. He knew than thefuture, hewould face similar challenges. In witnessing his fathdr | ¢ Q a
experience, it appeared that Robert was suggesting that he wlaglel an indiret but personal

burden.

aLygtft t221 Fd A0 FTNRY (0KS 2 0-K&hNwaskopingivhes TwagdA Sg |
getting really bad towards the end and you see that with other people. There was intensity when

they were heavily involved, and ®l y Yl { S @2dz ljdzAGS RSLINBaaSR I 062 dz

What was notable in this instance was the use of the singular pronoun. Despite Angharad having the
expandedHTTgene there was a recognition that Robert too would have a very negative yet distinct
experience of thalisease This recognition that Robert would haaeegative futurdedto the couple
suggesting that clinical trials, including NCT, should consider thaquarof participants. In stating

this, there was the suggestion that the gene carrier is not the only one who suffers adversely from a
diagnosis of HD. This was followed by Robert indicatingahahcreased focus on partners might

encourage research pactpation.

GL GKAY]l GKF(d ¢2dfR 0S 0SGUGSNE &2dz FSSt (KS 20
Robert repeatedly used the RA2Y 2 NJ YSYS & 7TS $éarted Wiy hovevei 8¢ Ay |
repetition suggested that he felt would be left behind ongersations which would ultimately impact

him.

An important topic for Angharad and Robert was that of ethical consideration. During the interview

they spoke about both their internal morality and ethics alongside the pressure received from others

in sodety.
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GX0SOlFdzaS AG Aayud 2dzad Fo2dzi dza FyYyR ¢KFGdUa NAIFK
Both made numerous references te consideration of others, ethicend their faith. There waa

suggestion that the actions they took in life had impacts on wider society, both within the HD
community and outsideTherefore,both Angharad and Robert described how the thoughts and

feelings of others should be considered.

G.dzi AG AA tereiRe FéEzSE 2 828 NI BAYdZNRSNENI F2NJ S@Sy O2
The graphic and visceral language ydealvever, suggested to me that they felt that their actions

would be subject to the judgements of others.

That there was a genuine suggestion of fear ofadation and the breakdown of relationships with
family, friends and their community. Angharad was suggesting a genuine ethical battle between

preserving her status within her family and commuratyd potentially preserving her own life.

The themes identified are summarisedTiable17:
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7.7 Dal and Lisa

Dai and his partner Lisa, both in their late forties, live together in a-saral setting. Theénterview
took place in the living room of the home that they shared. Both have been in pred@@mi®nships
and had children with their egartners. Their children were unaware of HD as a genetic disease within

their family.

Throughout the interview Dai remained relaxed, ligitearted and open but Lisa appeared
uncomfortable with the discussio®he often displayed a degree of caution throughout the interview
and spoke infrequently. Both prior to and during the intervi@usa referred to and indicated time

constraints stating theyhad planslater that day.

The interview was characterised bytlét need to interject. Daioften spoke in long and rich
monologueswith the frequent use of humour and anecdotes. Dai spoke in a tone which suggested
he was relaxed throughout the interview. On reflectidine interview was very reminiscent of the
a NXz8ub storytelling characteristic in Welsh culture. The diagrams below illustrate the themes and

relationships.

Figure6Y 51 A lthéRes[ A &l Q&

Superordinate Superordinate
Theme 1: | Theme 2: The HD
Pervasive HD Circle

|mpanm\ In trudb { Blame D kcmm\

self | Built ignorance

\/\/ \/\/

At the outsef Dai was askedhat it was like having the HD gene. He launched into an extensive and

rich monologue surrounding his experiendeequently using metaphor to describe the impact. He
described how HD had impacted him personally and how it had pervadehligmoemories andvider

life.

G9OSNEGKAY3I OKFry3aSa | fAGGES oAdGe LGUA tA1S AGU
at AIKiGteeo
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Dai used very soft language indicating that the impact so far had not been too severe and that, for the
mome/ i KA& 15 613& GiNHzy RtAy3Ié Ff2y3a FyR &S8SaG (2 |
about the consequences that HD would have for him despite an obvious understanding of HD as a
disease. This might have been avoidance and insteadppeared moreancerned about the impact

that HD had had on others in his past and how it might impact others in future. On reflection, | also
FSSt GKIFIG GKA& YAIKG KF@S 0SSy || NBaLRyaS (2 [ A3z
Dai frequently indicated the need for compassion for those affected and often turned to his childhood
memories of hisuncle. Dai described how he and his siblings would mockirfgie but it was a
GO2YAOIt Ayy20Syweigmrantal HDiskcQuld tiok recBgnidekt® Significance of

hisuy Of S Q & ur an8 molmg@iikexawas intended

GXKS gl a  KSfft 2F | t20Ste& 3Id&z odzi / KNRAadG KS(
g2dzf R 0SS it 20SN) IKS aKz2Lpe

This statement appeared to capture Iothe physical and cognitive symptoms associated with
YIEYAFSEAG 15 F2NIS5FAD ¢KS fl y3adza 3S dzaSR I LILISI NBR
Dai maintained an overall sense of compassion, especially towards his father from whom he had
inherited the gene.

GXAlG OFYS lo0o2dziz GKS& KFER GSAaGSR YS IyR (KS NBa
could see, he was not one for sort of, and | wentsieehim, and | said Dad, and he was he was

guttedr YR L GKAYl KS FStG G Frdzg Géo

¢CKS FTNBIjdzSy i LizyOidzr A2y 2F GKS aSyaSyoOoS gAGK a
found this memory difficult to express and that he was reluctant to display any negative emotions in

the interview. Again, tisiappeared to reflect the common masculine expectations which exist in South

Wales. This was particularly noted when compared with other excerpts of the interview where there

gl & £Saa SyziGrazylf OKINHS FYyR 5FA 66L& FEN Y2NB 6

Daidid, however, appear to suggest that with HD, there comes sense of blame and guilt for gene
carriers. Dai suggested that his father felt blametaving and passing on the expandddTgene.
Dai also appeared to suggest that he might also become an objdttumie when it came time to

inform his childrerof their potential risk.
Dai spoke of the pervasive nature of HD and how he hoped NCT would prevent this.

GLT L F2dzyR isasdming Y 2ldaBy wkrR, i youiviant to know how much it would have
STFSOG 2y Yé& tAFTS 06S&aARS& Yeé KSIfGKX LUff Lizi

u»
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The use of mild swearing, not used in other areas of the interview, indicated frustration. The statement
seems to suggeshat Dai understood the impact of HD on the physical self but felt angry at the impact

2y 6ARSNJI f AT SAVYINIdRAS 3 oo { ¥2NRBII 3Sa¢ o

This was not the only frustration that Dai expressed. He described frustration at the wider societal
ignorance of HD, particularly amongkealthcare professionals. When telling the story of one
admission his father had to hospital, Dai described a doagt@ 2 2 3t Ay 3¢ | 5 Thisy FTNRY

appeared at odds with his earlier suggestions that people cannot be blamed for their ignorance.

G X 4 K I ( Yniedical grofésHoBYou just seem to think they knoaverything,and we take it for

granted and you do thinkhat as soon as you mention something you shouldn't have to Google

it./ 2dzZf R 02YS 6AGK &a2YS NIYYyR2Y a42YS mMcliK OSyddaNE ¢
He suggested that very few people in society have an awareness of HD and that knowledge of the

disorder is limited to thos who live with HD and with Hiizalthcareprofessionals.

The themesdentified aresummarisedn the table below with illustrative quotes.
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7.8. Connections between Themes

As stated previously, IPA research involves a detailed examination of particulars, firstly providing an
in-depth account of each case before moving to look for patterns where themes and contigpis
converge or diverge across each individual experience (Eatough and Smith 2008). Whilst | did not want
to lose sight of the particularities of individual lived experiences, noting this convergence and

divergence across the interviews was compellind achieved by the following.

Firstly, | reviewed the tables of themes from each interview, and | then began exploring the overlaps
between each tablglooking for similariesand differencein personal experience. | also-listened
to the interviews tolisten to the way in which each theme was being descrjlded example

differences in tone and emotion.

| recognised that the idiographic and inductive approach taken towards each individual case had
resulted in individualised structure and wordjdwpwever, | was able to identify the concepts which,

in some cases, were worded differently between each participant. This process requires analysis at
more conceptual level due tthe recognition of the idiosyncratic differences occurring with each
interviewee (Smith and Nizza 2022)he process was not a linear one and required an iterative

approach | repeatedly moved back and forth and across cases.

It can be suggested that IPA should maintain focus on individual experiences and that identifying
patterns a&ross themes is at odds with thimwever, the crosgase patterns remaigroundedin each
individual story(Shaw 2010)The processalso ledto revisiting and, in some instanca®labelling

or reconfiguring themas strong similarities were noted.

Table19 below demonstrates eackuperordinate theme in the context of each interview. These
themes were present in more than one interview. Where a theme was present in only one interview
it has been left out. The table also demonstrates the convergence aedy@ince of themes between

identified in each interview witl indicating it was present and X indicatialgsence.
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Tablel9: Table otrosscase themes

ThePervasivenefMy SelectiviAssociated |[Hope Avoiding HI
of HD HD Circle  |Risks

Jean 4 \4 X 4 Y

Tabitha \Y \Y \Y \Y \Y

Eirian anfV \Y \Y \ X

Maggie

Claire and Dan V X \Y \Y \Y

Angharad anX \Y \Y X \Y

Robert

Daiand Lisa |V \Y X X X

Table 1%highlights thedefinitions of each theme accompanied by illustrative quotes.

7.8.1 Convergence

CKAE LINPOSaa SELRASR G¢KS t SNUI aAgSySahaotled | 5¢ |
themes underpinning it. It appeared in five of the interviews with the interviewees describing how
multiple aspects of their lives are impacted by the disease. This includes memories, life events, life
decisionsand relationships. It is ever ggent for many, not always at the forefront of thoughts but
constantly influencing the course of their lives. It was interesting to note that there were significant
similarities in the way each interviewee described this pervasiveness in that they spmkehalv HD

had punctuated their lives. All of the interviewees described their lives with HD chronologically, from
early life, through to their lives now. For example, Dai spoke about HD in terms of his childhood
experience with hisinclel y R K S A ¢ @ 2 0 & Kd&rédescribed the impact that it had on

her becoming a mother. As statedThe Pervasiveness of Ellvas a dominant theme across the
interviews in that all the interviewees described key moments, life eyamig memories in whichiD

was alays present.

In five of the interviewsdThe Selective HD Cirélappeared. The interviewees described how they
kept knowledge of their HD status within this circle. The circle was dominated by family members but
occasionally friends and healthcare preg@nals would be permitted in. There was often a sense of
shared goals in terms of mutual support as well as collectively helping find treatments and a cure for

HD. The relationships were beyond a professional transaction and instead had deeper medméng to
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participants. The impact on who the participants disclosed their HD status to and who was in their
circle appeared very consistent across the cases. The circles tended to incorporate close family

members, including partners, parenemdsiblings bunhot always children.

The ecognition of risk emerged in four of the interviews. This included understanding that NCT
involvedthe potential risk of morbidity and mortality which would not be experienced if they refused
involvement in NCT activities. Thexppeared to be recognition that it was not an established therapy
and that it might not necessarily result in a cure. What was appahentever, was the understanding
that unless NCT was trialled with willing participants, there would be a certainty that both the

interviewees and their families would go on to experience the full impacts of HD.

Consideration of risk was also a factor they areas of the participan€iives. There was risk in terms

of relationships with othersand the impact that HD may have on relationships. Where the
interviewees had children, there was a very acute recognition of the risk of morbidity and mortality
as®ciated. This included weighing up risk when having children and the likelihood of transmission to
any children andthe risk of informing children about HD atite potential of an adverse reaction
were acknowledged. Finally, there was some concern expreabout what other people might think

of them for having children in the first place and the decision to have children given the high risk of
transmission to their offspring. The participants were concerned that they might be perceived as being

irresponsble or as riskakers.

Hope also appeared in four of the interviews in that without therapies such as NCT, there is an absence
of a healthy future. As stated, HD pervades significantly into all aspects of life. Hope was not just for
the interviewees but @ofor future generations. NCT offers a chance of avoiding HD thereby limiting

the pervasiveness of the disease.

Tabitha captured much of this in the statement:

GXdzy RSNEGFYRAY3 NAaA] R2Sa YSIYy &a2YSUKAYy3a RAFTFSNE
that has no treatment or cure. So, | think if you look at people in this group then they're not going

G2 YF1S I RSOAAAZY(Tdoithd)S || y2NXIE LISNE2Y XE

It was interesting to note that the hope was not always simply about the potentigh faure for
GKSYaSt @Sad ¢KS LI NIAOALI yGa &l g 15 Fa AM¥LIFOGAYS3
It was expressed that HD could be viewed as a transgenerational disease where many of the

participants knew people who had had HD, but they also knewgdhat risk of the disease going

forward.
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Without NCT and clinical trials, there is an absence of hapeé NCT, although not certain, has the

potential to break the cycle of the H&ssociated hardships which will continue in future generations.
7.8.2 Divergence

There was a congruence between participants surroung@wgralpoints but, it was wotable that their
descriptions of experiences were markedly different. Examples of this include the way in which female
interviewees rarely, if at all, talkeabout their occupatiosand instead tended to focus on their rale
within the family. The male participants notably describe their roles in society in terms of occupation.
When the participants were talking abotlite pervasiveness of HEhe men focused havily on their

role as a provider and indicated their concern that the disease would prevent them from fulfilling their
roles in the workplaceNhen viewed using théfe-world model, for the male interviewees, project

was centred around their job and rodes a provider, whereas project for the female interviewees was

more diverse and involved roles within the family.

Avoiding HD was also described in different ways by the different interviewees. For example, Claire
desperately wanted to avoid the impactahHD would have on her as a person. She did not want to
lose her personality, the aspects of her life which made her unigneé ultimately, her sense of self.
However, when Tabitha spoke about avoiding HD it appeared to centre more on avoiding disability

and mortality.

Although multiple participants spoke about the associated risksndérgoing NCTthere wasa
divergence of what those risks actually were. For the majority of participants, who addresséd risk,
was more associated with surgery and atlse understanding that NCT, as a procedure, might not
work. For Angharad and Robghiowever, the risk was more societal. It was clear in their interviews
that religion was important to themand that theirfaith community had strong thoughts and feelings
about the use of foetal tissue. For Angharad and Robert, the major risk was one ofsagimacirom

friends and family due to the therapy being associated with abortion.

Finally, a very notable divergence appeared around the use of humour as a copihgniset For
interviewees including Eirian, Jeaand Dai, the use of humour allowed themlietter process the

impact that HD had on their livelsowever, for Tabitha and Claire this was not the case.

Eirianspecifically stated that there are timesyouaarK | @S | laddIéan dedeibed hawi ¢ =
her whole family uses dark humour as a means of coping as stated however, as stated, this was not

ubiquitous.
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7.8.3 The Absence of NCT as a Theme

Whilst therewas convergence and divergence noted in terms of what was included in the interviews

a surprising aspect was the avoidance or reluctance perhaps of the participants to specifically speak
about what NCT was. Instead of discussing the process, the spagédrthe exact details of NCthe
participants spoke about it in vague terms. There was a convergeticat the interviewees instead

spoke about the impact that NCT might or might not have. This could potentially mean that they did
not know much abouthe processhowever, as Jean pointed out, NCT could just be another new and
GYlF3A0¢ GNBlFIGYSYld gKAOK YAIKEG FlLAf @

It was interesting to note that the participantscusedinstead on how NCT might impact the various
fractions of theirdifeworld. Examples include @ia and how NCT could potentially help her maintain
her selthood, Dai and how it could help him maintain project in terms of his occupadiwh Eirian

describng how NCT had the potential for him to maintain his embodiment.
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Figure7: Layers ofthemes
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Table20: Themesdefinitionsandillustrative quotes

(Expressed in 5 Interviews)

*Extra Super Ordinate*

life events, memories, everyday

activities.

Whilst notall-encompassingHD has a

presence.

Theme Definition Illustrative quote
Pervasive HD HDhaspervadedinto allor GX AdUa RAFTFSNByYyG G2 6KIFIG Al dzaSR (2 6So | 2dz 2 dza gomgbbdy'
multiple aspects ofmylife. These includ2 LISy G KS R22NJ 2y bB5RNDBdAKGE O02YSa Ayéod

G X0SO0FdzaS AiGQa ySOSN 2ilzali TSI ASNERY2RYIKES SO EKS
L2aA0GAGSDd [A1S Y& ONRGKSNE L YSIy 4+& 3FdzidSR 0S50l dza s
know, really, really gutted and he went through aphases8 G G Ay 3 FANB (2 KAa 6AWSAW OF YR

My Selective HD Circle

(Expressed in 5 Interviews)

Knowledge of HD is guarded. There ar
selective people who are aware of my
and | am selective about who | talk to.
This includes some family, some friend
some people on a professional levEhe

majority of people are excluded.

al S
L 1y2¢

ang idzghd of Eburse @ Jist thought about the bigger picture and Il hangd dzi L G KA y ]
d2dzyRd K2NNAOGf S odadzidIASR2y UG fA1S R20G2N 6

g1 a I
GKAaA

IAssociated Risks

(Expressed in 4 Interviews)

| know the riskassociated with HD and
have seen the consequences. | also hg

an awareness of the risks of NCT.

They are not always physical and can |

psychosocial.

aLdYa GKAYy3ATX AdUa y20 A1 Sedbpils BrNed doii'tdow

GNBIGYSy iz Ald@alr oyRIKIlAR YSGKAY3 &2dz Oty S

Hope

(Expressed in 2 Interviews)

| am aware that there are no treatment
options. NCT might offer this. The hop

not just for me but also for ottrs.

AGUE (GKIFIG K2LIS GKAY3 F3IFAY Aaydd Ad

AlZT @2dz

A O dhe
2dza b i K

aPdde2dz 1y29
maybe longer retirement together and grandkids. So, you know you jusve toR 2

ONI 08¢ & ANBO
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voiding HD L (1yz2hereddztal OFyQB{KS a2Nl 2F akKdzida KSNBEStEF gl & FTNRY AG o0SXO5FIdsalS KSNJI g

) ) Il of the time.
(Expressed in 1 Interview) orfhe fime
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7.9: Conclusion

This chapter has explored the idiographic experiences of each participant. Themes were identified for

each individual and grouped insubordinateand superordinate. Crossase analysis was undertaken

and patterns between participants identifiethe aimbeing to develop shared themes based on their
experiences A deeper interpretationis then presentedn the discussion sectiorhis crossase
Fyrfeaira SR (2 GKS FTRRAGAZ2Y 2F | GKANR fl1 &SN 2F
that 5 A Y LI} OGa& Ydzt GALX S | 3 inieeddingtheR oudhtg, chbigeRahdd A R dzl ¢
actions. These findings will now be discussed using a theoretical framework and within the context of

the literature presented earlier.
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PartFour

8.0: Discussion

Thelastchapter explored thendividual, unique experienced each of the participants and identified
themes. Crossase patterns were also not¢deeTable 22) The aim of this chapter is to discuss these
shared themesn relation to atheoretical frameworkand the literature presented in the literature
review. | did not want toform generalisations but instead to help provide a structure with which to

consider the stories previously presented (Smith and Osborn 2015)
8.1 Identifying a Theotecal Framework

| understood that theoretical frameworks are often introduced earlier in some theses. Howayer
thought process was that, prior to data collection ahe presentation of the findings, | was unsure

which theoretical framework would besttas the lenshroughwhich to understand the findings.

Multiple theoretical frameworks were considered which might be used to make sense of the data
collectedin relation to the interviewee@xperiencesincluding thetransactional modebf stressand
coping (Lazarus and Folkman 1984) amdpowerment theory(Perkins and Zimmerman 1995;
Rappaport 1981).

However, following deep consideration, | thought thisghworth's (208) lifeworld frameworkwas

most useful forconsidering the pervasive nature BD within the intervieweedives and howNCT

might influencethisé / 2y AARSNI A2y 2F (GKS GaFNIOGA2yas 27
description of the data (Ashworth 261 It is worth noting that Ashworth (2@} used the

termda F NJ O U AuBeftiey shaul8 tbbe considered to bendependent categoriesnstead, they

are interwoven with overlapping meaningshis com@Y Sy ia Lt ! Q& R2dzf S KSNXS
looking at the parts in the context of the wholeshworth(2016) suggested that edcfraction might

hold more weight than others for individuals. This once again cemmghtsIPA througithe notionof

the idiographic rather than the generalhere might be commonalities across cases but the personal

importance of each fraction can diffeetween the interviewees.
8.2 HD and NCT within the Lifeworld

Table 23offersmy understanding of the fractions alongsidéréef explanation. The table also states
how the Ifeworlds of the participantscan beimpacted by HD and NCHachfraction will now be

explored within the context oftte intervieweeS§ldiographic and shared experiences
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Table21: Fractions and thé&feworld

Fraction and definition Summary of relationship HD and NCT

Selfhood-Me being an individual. My interests, concemns, priorities  HD influences how | live my life. It will ultimately alter me.
etc.

Sociality-My relationships with others. HD has resulted in both a tightening of some relationships and
ension in others.

Embodiment-My body’s impact on the life-world. My HD is hidden in my genetics for now. This will change. NCT could
eep it there.
[Temporality-Time and my life-world. An awareness that HD is time limiting and that NCT hasthe potential

o change things.

Spatiality-How | physically navigate geography and its associated HD will be progressively limiting and the ability to adhere to norms

norms ill be challenged. NCT might offer a remedy.

Project-How my situation relates to activities to which | am am in an undesirable situation with regards to my HD but also a
committed. aluable one in order to change things

Discourse-How language impacts on my life-world The language surrounding NCT is one of hope.
Moodedness-Mood as atmosphere. My feelings within a given NCT gives hope when we are otherwise hopeless.

situation.

.FaSR 2y | aKieRoNdinfodeR O H A MC O
8.2.1 Selfhood

For theinterviewees their perception of self was influenced by the presence of ékpandedHTT

gene and the unpredictability of whetheir symptoms might manifestAshworth (2015) suggested

that the self, as a fraction of the lifeworld, differs from that of exgad that there is no access to an
inner self. Instead, seliood is the way in which the lifeworld is an expression of activities and
preferences as well as the things which are avoided. Within phenomenological research, experiences
are explored in termsf meaning such as how lifeworld reflects individuality, identtyd agency, as

well as the way an individual senses their own presence and voice within a given situation.

Throughout the interviewsthere were examples of HD nestled in the background igs presence
increased the complexity of life decisiomaking. Jean discussed how, in having the HD gene, this led
her to initially decide to undergo prenatal testing prior to having children but she eventually decided
to forgo it. Predictive testing orprenatal diagnosis (PNDOjas been used for testing genetic
neurodegenerative disorders in the UK since 138& direct variant testing becoming available in
1993.People can utilise this technology to avoid having offspwhg will develop HDWhilst Jan
ultimately avoided this step and went on to have children without using (PND) it could be argued that
HD, as a presence, complicated the activity of becoming a mother, adding complexity and stymieing

her ability to live her life as she wished to.
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Whatwas clear was that whilst Jean wanted to be a mother, HD prevented her in being a mother in

the way that she wished. HD haterefore,imposed itself on her role, lurked in the background and,

by the emotion shown and words demonstratdthd left her in guxtaposition. The mothering role is
aeyz2yevyzdza ¢A0dK LINE (Hydalidg 2hidred, dhe Bad puythew &tlriskQa Se& Sax

Jeanwasnot uniquein making this decision as people who carry the HD gene can convince themselves
that it would be safe to have childrexs exemplified in Quaid et.&2010) This idbecause they believe

that research is progressing rapidly and a cure, or at least antieratt would be found in the near
future. Consistently with this, Jean appealed to thape that science couldixé HD in the future for
everybody, including her own children. Arguabhys helped her sense of selfhood and the decisions

that she has made=garding having children.

¢KS LINBaSyOS 2F 15 gA0GKAY (GKS FrLYAfte OFy AYLNI Oi
the world thereby impacting the sel€laire also identified that sefffood would, in the future, be

severely impacted by HDhis is consistent witkVieringa et al(2021) who identified that people who

carry theexpandedHTTgene can feel limited by time, wish to stall time, and feel the need to make

the most of time.

I gAy3a sAlGySaasSR KSNI Tl (KSNDwn atiligy 16 Llidertsié Activiyk S S E LJ
express preferencesnd, ultimately, maintain her sense of self within the lifeworbdat would be

impinged by HD. She used the frame of eating Christmas dinner vaayaof describing her
understanding about what would happen to h&he recountediow her father had once had a good

appetite but now his ability to eat had gonarguably her mamory of her past was being used as a

window into her future.

2 KSy O2yaARSNAYy3I /fFANBQa RAAOf 2 atdahsBetiohafmoNds £ | G A 2y
of stressand coping it seemedthat Claire had undertaken primary appraisals surrounding perceived
susceptibility, perception of severitgnd personal relevance. Both for Claire and other participants
witnessing family membeg3nevitable decline seemed to facilitate this appraiséhe methods of

coping with this varied from avoidance to active participation in reseant it appeared for many

that NCT and the hope it gives offered a measure of coping with HDwvasisupported b¥tchegary

(2009) who suggested that having faiih science was a common strategy used by people when

situations are beyond their control.

Some of the interviewees saw NCT as a means of maintainidgoselfor at least slowing the loss of
self.Dan often referred to the development of symptomdich he hoped that Claire would avoid. It
appeared that Dan and Claire felt that there would be an inverse relationship between symptom

development and selfhood. With each symptom that develgpekhire would lose a part of what she
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was. If NCT could prert the development of symptoms, it woultherefore, reduce the loss of self.
Arran et al (2012) argued that interventions that change illness perspective can reduce psychological
stress Therefore, if NCT can change the perception of HD for peoplecthikl potentially have a

positive impact for peopleThis was also noted heavily in Angharad and Ro@ettsview.

When experiencing the world, people see their own projects, cares, and concerns. In essence, the
lifeworld is composed of the objects arelents that matterto the individual. Throughout the
interviews it was seen that HBleeds intothe relationships, aspirations, objecsnd events which
matter to individuals. HD, undesirably, pervaded all aspects ehseli and many saw NCT as a means

of alleviating the impact. Arguably the removal of HD, potentially by NCT, would result in a change of

selthood for the interviewees.
8.2.2 Sociality

Ashworth (2015) outlined how other people are a central part to the lifeworld primarily due to their

impact on our sethood. Sociality is essentially about relationships with others. This was particularly
Yy20SR Ay (GKS daé {SONBUG 15 /ANDESE (KSYSO

SefA RSy iAde Aa RSLISYRSyl 2y 20KSNH Iy R Cadesiahl Ay il A
meditations, Ashworth (2015) describetiow people understand the essential characteristics of

another person as being conscious or minded like themselves. Also, that they know the world is

intersubjective but that reciprocity can take place and perspectagsbeshared.

In many of the interviewst was acknowledged that shared perspectives exist. The interviewees spoke
about shared perceptions, goablnd projects amongst others in clekait, almost exclusivegircles.

For example Tabitha spoke about the fact that the entire HD world is wgitand desperate for
something which will helpl'here was not just a sense of an individual longing for therapy development

but a shared HD community, eager for the disease burden to be lifted.

In many of the interviewghis appeared to give validation their own individual perspectives and
resulted in relationships with shared goals and vieMsch of the research surrounding sociality in
HD hasfocusedon negative impacts amongst families and groups (Forrest Keenan 20Gi;
Aubeeluck 2012however, this research has identified that tighhit circles are often implemented
as a means of supporting each other. This is supported by Downing(2052) who suggested that
emotional support and planning for the future together were common mechanisred s coping
with HD.Exuzides etl. (2020) even identified that discovering that closer relationships can form

followingthe identification that a loved one carries tlexpandeddTTgene.
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Jeanalsodiscussed the shared goals of caring for her mother and allevidgteéngnpact ofHD in her

family, even amongst thosevho were not genetically positive for the diseadean spoke about the

seltharm that her brother had experienced, including burningdvi skin, as a means of him sharing

0KS adzZFFSNAY3IP LG FLIWISEFENBR (KFEG GKSNB g1 & | GNBY
even though hevas genetically negative for kibe felt a great degree of vicarious suffering. As per

the title of this thesis, Jean did not just want NCT to be a means of treating her and those with the

gene, she felt that NCT could offer alleviation from suffering for everyone within her circle.

Overall, here appeared to bea sense of protedte collectivism.She dscribed the inclusion of HCPs
into this circle and it was echoed in other interviews that this inclusion was dependent on trust. Pilgrim
et al.(2011) argued that trust in healthcare is complex because it is both a personal and social matter.
Trust howeve, can be contradictory because it involvesk to autonomy when vulnerable, whilst
also having the possibility to increase autonomy. This was reflected in multiple interviews with the
interviewees both describing the need to develop trusting relatiorshifth mutual goals as well as

the proces®of how trust can be obtained by HCPs.

Maggie appeared to be suggesting that there needs to be a reciprocity of perspduivesenboth

HCPs and patients and vigersa.Rgthinget al. (2016) also described the need for fanmggople
impacted by HD to establish trustful relationships with HCPs. This notion was echoed in many of the
other interviews including Angharad and Robgntho suggested that professional relationships were

a keyfactor in research participation and that there must be a sense of shared goals.

Throughout the interviewghere was discussion of shared ideas and goals, but it was Angharad and
Robert who indicated a concerabout societal risk. They acknowledged thdtey had shared
perspectivesbetween thembut that others might notshare their perspectivesThey referred to a
potential for familial and social exclusion based on differing opinigasicularly surrounding the use

of foetal tissue. It was suggested ththis might even impede disclosing their actions to others.

Etchegary (200&tated that illness can also lead to predicted social rejection and fear responses from
others within a social group. This stigma can be real or percamédthe former refering to actual
social rejection and the latter meaning fearfafure discrimination. Angharad and Robert described
experiencing actual social rejection related to decigioaking around the decision to undergo
embryo selection and invitro fertilisation.n€y described how their family had questioned their
morality and how, moving forward, having NCT using foetal tissue might lead to ssti@cifrom

their religious communitySem cell researchas been debated globally from the perspective ttinat
development of innovative therapies for the treatmentdiforders is of upmost importancéut on

the other hand there is the moral argument against thise of embryosAngharad and Robert are
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from the Christian faith and Charitos et §2021) state that, according most Christian doctrins,
from the moment of conceptiorhumars arepsychosomatic uniwhichthen become freedue to the
will of God Therefore, fom the moment of conceptioma foetus, is, therefore, a potential person
Therefore, despite the fact that Angharad and Robert had no real ethical issues with NCT, navigation
and socialisation within their religious community could be problematic in futdgain, for this

additional reasonsecrecy might need to be maintained withielaseknit circle.

Others, including Daspoke of perceived and anticipated social stigma banhynof the interviewees
either spoke directlyaboutor alluded to the need for a secret circle, and it was repeated throughout
that HD was not disclosed to certain groupdthough not fullyrevealed, it could be suggested that
these circles are created not only for support but through a fear of social stigmausdingcarrying
HD.

As stated however, aclear description or explanation of the necessity for these circles was not

identified and this is an area which would warrant further exploration.
8.2.3 Embodiment

Embodiment relates to the body within tHéeworld which for all the interviewees would become
compromised. The interviewees consideradw their physical bodiesvould be expressed and

perceived by others within #nlifeworld.

In multiple interviewsembodiment was either spoken about directly b could be interpreted as
being spoken about. Tabitha spoke about how her own perceptions of her body, with knowledge of

HD in her family, led to her being initially tested.

Hagberg et al. (2010) suggested that knowledge of genetic status can be edgatiome but positive

for others with Hamilton et al. (2005) identifying that knowledge for some is dependent on an
AYRAGARIZ f Qa LISNOSABSR ySSR G2 LXFYy F2N G6§KS Fdzi«
status can lead to the formation ofiew sensemaking. People anticipate their illness, might
experience their own bodies in new wagsd look for symptoms in everyday life via being in a state

2T GYSAGKSNI KSFEGK y2N RAA&SIH a $héoughlldd ALSYS @adn mzyy dyp &9
of their body was present in many of the interviews.

Leder (1990) suggested that as individuals have parts of our bodies that we have no sensory
experienceof as they are hidden in corporeal depths and,aferefore, phenomenologicallynull

points. However, this stance can be interpreted as doing to a disservice to people with HD in that,
although theabnormalgene itself is corporeal, the experience of havangremanifest, genetic

diseases not. TheexpandedHTTgene itself is not visible in everyday life but the implications of the
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diseasebe they social, psychologiaai emotional are presentc even prior to testing othe physical

manifestation of the diseasérguably, even the awareness that thgpandedHTT3 Sy S a YA IK{ o
LINBaSydé Aa |y SEitlSnnhhBlgedshd id obrtaibkgerieBcsdy NA 3 K

[ SRSNID& 6 mcdnpadiots witlthedatakirethyis thesis in that throughout the interviews there

was a very real understanding of the preserwithin their bodiesind the adaptationsthat have had

G2 0SS YIFIRS® 9EIYLX S&a AyOfdzRS WSIyQa RA&OdzaaA2Yy 3
in the futurg YR 51+ AQa O2yOSNya | o2dzi 2GKSNdtea® dzRIA Yy 3
agreement with Hagen (2018) would appear thafor the people in this study, the HD gene is very

visible and its abstract qualities are reconfigured by people and pervade their lived experience.

The spinning top metaphor stated by Dai exemgiithis point. Even awareness of the HD gene can
lead to a sense of infirmity5 F A Qa Y SGF LK2NJ | LIISFNBR (G2 ONBIGS
language and attempted to elicit a sensation of instability and dizziimesae the listener. It

emphasised the notion that experience and sensatomfelt way beforethe disease manifests.

¢KS AYLI OO 2F KIFI@Ay3d GKS 3ISyS 2y K2g¢ LIS2LI SQa LK
within the lifeworld was addressed in that knowledge of the gene impactgangcipant€subjective

perception of their own bodied-rustration was identified surrounding the physical problems which

HD would bring. It was highlighted whéfaggie wadiscussing a challenge to the embodiment of

Eiran{ KS RSAaONAOSR K2g¢g GKS |15 Of AyAOALl yanKHowit Ij dzSa i A
should be Eirian and Maggie who judge his physical capabiiisaswas they who knew best. Again,

this alludedto closeknit circles of people who knew their situation and outsiders who did not.

Preservation of the physical bodyotentially by NCT, was not directly addressed but alluded to. As
with Lundin et al. (2018) it appeared that the clinical trial of NCT provided a means of counteracting
the involuntary passivity of the disease and provided hope that physical embodimenbean
maintained. Whilst participantsincluding Claire and Dan and Angharad and Rolsestr NCT as a
means of preserving embodiment, it was interesting to note that Eirian did not. Eirian stated that he
did not care whether there was a physical or cognitieaefit. The opportunity to participate in a trial

of NCT went beyond that as was instead one of leghey it was not to preserve his own embodiment

but potentially the lives of his children dgrandchildrenThis echoes Gog atQ @013) findingstiat
personal meaning can be found through active participation in research. It also resontité€3deret

de Langavant et & @013) suggestions that the priority is not hope dgrersonal cure. Instead, some
LIS2LX S SAGK 15 OF {ASSHYd@ NTA @ YLINEBHNS NDKS aFBNNI&AR OK

However,the need to preservehe self and add more quality tim@ life suggestghat, for some

interviewees, NCT might allow them to pursue aims and projects that might have been lost to HD.
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8.2.4 Temporality

Temporality in the context of this study is the passage of time with HD. It suggests that any experience
is grounded in history ahpast experiencesvhich the person both consciously and unconsciously

viewas being relevant (Ashworth 2016).

Jean expressed this when describing how HD had pervaded multiple timepoints within her life. She
described a changing attitude surrounding ,Hithich has developed and evolved with time and

contemplation.

This conflicts somewhat withHo et al (2011) who suggestedhat, across all stages of the disease
there were no significant emotionaind socialchanges. Concerns about cognition rarely featlat
all premanifestation stages in Ho et@a o H n ™ mui prifdryydRa fyorA this study and others

suggested changes do oc¢hroughout the timeline of the disease.

Thef A GSNI G dzNE NBGASE SELX 2 NBORzI & K § 0 PoNEstiXEchath et@dldzNNE dzy
(2009) described how it can alter life expectations. Life with HD wélbbermaland take astandardly

perceived pathway. Jeahowever, expressed changing emotions over time. In expressing that she

was aware of what as to comeit appeared that growing exposure to the disease within her family

circle had resulted in a concurrent growththme fear of the disease. A direct relationship between

exposure and worry mightherefore, exist in some people.

Dai however, appeared to offer an alternative view of an unchanging and slow pathway towards the
inevitable.His use of a metaphasf I O NJ & U NHzsfoiy maoviAg down fa 2ogicd suggests
inevitability. Dai appeared to be describing a linear and bumpy route ower twith no option,

currently, to divert.

526y Ay3 SiG Ffd 6nnmud SELX 2NBR LIS2LX SQa O02LAy3 a
future and emotional support. Emotional support was key for many participdmgvever, as
recognised by Downingt al. (2012), denial and behavioural disengagement were also a means of

coping and adaption to having the gene.

The latter was noted in the interview with Claire. Initiadlifje described an attitude of avoidance and
denial of HDhowever, it appeared that the emergence of NCT had changed this and that her view of
her present and future had been altered. NCT had given her fusefuture which had once seemed

lost.

The interviews suggest that HD does impact both past and future life events. It canuhagmilife
events and it influences the ability to plan. Although NCT has no ability to alter past life events,

interviewees felt it could impact their ensuing lives.
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8.2.5 Spatiality

{LFGAFEAGE A& 'y AYRADARIZ f Q& todav&<e MEdihe waydigy 3 2 F
which to act within a given context (Ashworth Z)1Geography in this context is not necessarily
physical and attends to the social norms and meanings associated with ;pllaiseslso about the
spacethat people occupy and how they move withillem. The participants described hoslifficult

life might become for interviewees and that NCT might provide a means of helping them navigate

their lifeworld.

This was particularly noted amongst the male inteves in that they particularly expressed senses

of normality and abnormality. Dai, in reference to his uniclentified that his uncle was different and

that this was even noticeable as a chiléi described hisy O toSQXadzy a Ay Sa aé A sy LISNF 21
activities such as getting dressed and making a cup of tea. Dai described that, even as a child, he
viewed hisly Of S Q& Y 2 @S wiffesrit But he appear& Aoy&stating something beyond the

words spoke. Dai was describing how even childrendceeke difference and abnormality ims

navigatingof spatiality. It was interesting to note that the movements were viewed as not something

to be concerned about or pitied but instead they were more associated with comedy. Thera wa

suggestion Dai fethat, in the future he might also be a source amusement for others.

Seemingly aware of the physical impacts of, Bth Eirian and Dai appeared to want to avoid the
physical symptoms and even discussion of ptticularly in the world of work. They trokept HD

secret and within apecificcircle of people. Dai indicated that he felt people might judge him and that

it might impact his image as a professional. He described an occasion where he nearly and
unintentionally told a client about his HDhis echoedanuario et al(2010) who suggested thaboth

the mental and physical dimensions of health amongst people with HD and patients' perceptions of

their QoL are decreased, particularly by functional ability.

Claire also highlighted the fractior spatialityby describing arever-shrinkingworld in which people

occupy. When Claire talked aboubenher fatherwasin the late stages of the disease, she described

him as being stuck in a chair. The implication is that not only does HD imitizllg navigatingthe

world difficult but it slowly reduces the spacese can occupy and the activitiese can undertake.

Claire and Dan hoped that NCT would result in no new symptherefore,/ t  ANB Q& | 0Af Al

the world would remain smooth and impeded across her life.

The interviewees understood that HD will impact their ability to navigate their physical and social
worlds. For many of them, having witnessed others experience physical difficulties and break social

normsgave thema window into heir own futuresif a cure cannot be found.
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8.2.6 Project

t N22SO0 A& | LISNBR2yQa lFoAftAde G2 OFNNEB 2dzi (GKS
(2016) described how everything in the lifeworld can be linked to Askworth (206) described how

humans have fundamental project in terms of which actions can be undersiidud washowever,

felt to be far too encompassing and instead we should focus on how a situation can relate to an
AYRAGARdIZ f Q& lariwl kdmplétedactilites talzyhiRiStdi drel cBmmitted ambich are

regarded as centralThroughout the interviewsparticipants expressedoncerns about the loss of

project, from seemingly minor taskike making a cup of tea tthe loss of occupation andven

intimate relationships.

HD appears to have permeated into many of the particip@lits goals and ambitions. In two
interviews the impact on becoming, or thinking about becoming a parent, was identified. Although in
WS Iy Q she I@atl goke onto ha children, Angharad and Robert were unsuccessful. In having HD,
they had opted foipre-plantation genetic diagnosi$GD, which had failedThe project of having a
family was therefore, shrouded by the presence of HD. Even though Jean wetd bave tildren,

HD appeared to cast a shad@fvthe genetic riskpotentially beingpassed on.

Both Dai and Eirian expressedncerns surrounding the impact the HD might have on their
occupations. Eirian had tolanly his boss fearingthat co-workers would not view hinin the same
wayand Dai attempted to hide the fact that he had the gene for HD. For Eirian and Dai, the experience
of HD, even prananifest, seem#o elicit concern that others will not view them as capable of fulfilling

roles and tasks.

Dai and Claire also described the desire to grow old together, joking that they want to spend their

(

OKAf RNByQa AYKSNAGFYyOS® ! 3l Aoyighermigkiad ias t®Badefaongd S G A S

and fulfilling relationship with &h otherbut HD was the major obstacle in preventing th¥aire
suggested that NCdould helpachieve this goal and, although she understood the risks concerned,

the chance of fulfilment could justify this.

That HD could impede a significant goal inithiees appeared to suggest a sense of unfulfillment,
however, research and clinical trial surrounding HD appeared to conversely provide project for some
of the interviewees. For some, participation in research provided meaning and,ahggaiim of which

wasto cure or at least manage HD. There was a suggestion that this was almost globally felt amongst

people with HD and particularly linkeéd the theme of hope.

As stated, project can be linked to flictions,and it is suggested that participationn@search offers
hope of maintaininghe self, embodiment, temporalityand spatiality. The emergence of NCT appears

to have altered the discourse surrounding HD as well as the mood.
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This was also noted with Jeamho suggested a familial approach towartsnbatting HDespecially
amongst those who are not affected genetically. OnceagakA & f Ay {1 SR (2 (GKS (KSY
' 5 / ANDt S¢ o

8.2.7 Discourse

Ashworth (2016) described how there aebstantial arguments in favoof exploringdiscourseand
essentially that our experiences are shapeddiscursive construction®iscourse islsoconcerned

with linguistic patterns and how they can transform in a variety of situations.

The discourse stounding NCT appears to have shifted the intervievipesceptions of HD over time.

CKA& A& LI NIHAOdzZ NI & NBfFGSRE F3aFAys G2 GKS (KS)
by a description of past negative experiences but the emergehs€ad had resulted in the emergence

of a sense of hop&lean described the emergence of previous experimental therapies as being magic,
implying the absence of certainty. HowevergardingNCT, Jean felt that the tone and language used

by professionals fhchanged to therapywhich was more grounded in reality. This appeared to give

Jean a greater sense of hope surrounding NCT compared to past therapies.

It appears that the emergence of experimental therapies like NCT BH&discourse and that HD
couldevolve from being viewed as fatalistic and that it offers options within the lifeworld which might

have previously been absent.

When describing HD, Dai in particular seemed to demonstrate a change in discourse surrounding the
disease as more knowledg@dbeen gainedabout HD over timeFrom the description of hisy Of S Q&
GO2YAOIft ¢ 0SKIF@A2dzZNJ RSOFRSA& 323 5FA &aLlR1S Ay Y2
HD. Dai was particularly skilled projecting his experiences anémotions through the useof
YSGFLIK2NY 5FAQa YSGIFLK2NE Y20SR 0Se2yR fAy3dzaiadi.
sensations he felt. Whether they were that of a dizziness, feeling unsteathat of confusion5 I A Q a

discourse stood out as opening a windowo the esgnce of his experience.

l'Y20KSNJ AYLRNIFYG fAy3dziadAao (22t 61 a dzaSR o6& w?
The use of this meme, a unit of cultural information which is spread by imitation, conveyed an instant
message for the need fdhe inclusion of spouses. Although there is recognition that partners and

spouses have adverse experiences when their partner has HD, Robert conveyed a sepseplleat

in relationships often come in units. Robert suggested that participation in clinalalmoves beyond

that of the person receiving the transplant and that, he as a husband, would also vicariously be
participating in any research trial. This was echoed by Dan and Maggie who indicated that, as partners,

they would want to know about therpcess, be told about expectations, outcomand recovery as

trial activity would impact their lives. These partners suggested that a change in discourse is required
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surrounding clinical trial participation and that consideration of family and partners should be

considered when devising protocols.

The technical languagsurrounding NCTised was understandably restricted amongst participants

with the partial exception of Tabith@his seemed in partiapposition to2 A (i (G 3 S y182i)8ainy Q a

GKFG aGKS fTAYAGA 2F Yeé f RyRsged® linitdtBuseloKdiectt A YA (i &
terminology related to NCT, there was a sense that there was awaren#ssrigk associated with it

and that, despite the hope, there was pragmatism. There appeared to be an understanding that the
therapy was experimntal and that success was not guaranteed. This sense was also reflected in
Lundin et ab @816) study of attitudes surrounding gene therapy which also identified a pragmatic

attitude amongst participants. In this studyarticipants suggested that evéina cure was not found,

useful information would be gathered.

Discourse surrounding HD appears to have moved on with time, from descriptive terms about a
LISNB2Y Q& O0SKIF@A2dzNI (261 NRA |, thef@ apfearsat® heSfyithek T A O €

opportunity for discourse surrounding HBvovingfrom fatalistic to optimism and hope.

8.2.8 Moodedness

I SARSIISNI RSEKSIND SIRa alo aadihEdhs lifedvarld i¥ puyicRiated by many
fluctuating moodsRather than simply an emotional statenood considered aatmosphergAshworth
2015)

In many of the interviewst appeared that the atmosphere surrounding HD had shifted. As stated
previously there appeared to be an emergence of hopdiereas in the past there had been nottie.
appeared to suggeshowever, that, as well as change in atmosphere, the potential of NCT had had
an impact on individual mood and switched people from a sense of pessimism to cautious optimism
dzy RS N1 ¥i/1SRe & a

Jean described in detail the experiences of her mother and how it had created a mood of fear and
worry surrounding HPhowever, NCT had created an atmosphere of hope amongst her and her family.
¢ KS aKAT(O ENderto dne grodridéliinGtiea indicated a more positive atmosphere

surrounding NCT when compared to past clinical trials within HD.

Claire and Dan also described a shift in mood from bleakness to one of optimism and hope. They
described the movement from an expected decline in thieed experience to a new era of optimism
However, it was notable that the participants often shifted from hope to realism. They recognised that

this is a trial therapy and that success is far from guaranteed. The participants acknowledged that
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there woud be extensive riskfiowever, many felt that due to the emergence of NGhere is the

potential for a shift in attitudes and mood around HD.

It appeared to be understoqdhowever, that the development of successful treatments for HD was
dependent on the partnership between affected individuals and the healthcare and science

community. Thiginding was repeatety Lundin et al(2016).
8.3 Summary

The aim of this section was tosduss the individual and shared lived experienakthe interviewees
dzaAy3d ! aKg2NIKQa oHnmpO fAFSE2NI R VYiRehabike TheKA f a
narration of the experiences and opinions were that of the interviewhewever, IPA recognises the

double hermeneutic and the role that | had in interpreting their experiences. The interviews allowed

for exploration however, it is recognised that they are limited by what was declared.

Theoetical frameworks can be used explainand wnderstand phenomenasawell achallenge and
extend knowledge. The theoretical framewohas structured the findings of this thesis whilst
connecting it to the literature. Collins and Stockton (2018) suggested that the use of a theoretical
framework allowdor the intellectual transition from mere description to describing the complexity of
phenomena observed. It specifies which key variables influence a phenomenon of interest and

highlights the need to examine how those key variables might differ and wndtr circumstances

The framing of the findings within the lifeworld context meant that the intervievi®@egeriences
could be set against the available literature to find both concurrence and dissimilarities and explore
the themes identified. Agreemennd disagreement were identified both across cases and across the
literature. Whilst every lifeworld was uniquethere appeared to be shared perceptions,

understandingand sentiments felt by many.

Examples of similarities include that of projétthat research participation provides project. It gives

a shared sense that, by active participation, treatments may be found to combat HD. Preservation of
selfhood differed, however. For people like Lisa, NCT offered hope that heroselfwould be
maintained whilst for Eirianthe preservation of self was less important and participation in NCT

researchwasmore about his role as a provider.

HD pervades multiple aspectstht lifeworld, influencing the sense of self, embodiment, temporality
and sociality. Thanterviewees described how developing knowledge of their genetic statusvell
Fa gAlGySaary3a 2iKSeDNiapackd thiSrNikr&gtionS af self Ffamilid roles,
ambitions and projectsand views of the future. Some of this is consistent within the literature

presented in the literature review.
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NCT appears to provide a sense of hope that this pervasivehtss lifeworld can be alleviated. This

has potentially led to a changing view of their HD.

The conclusions of the thesis are preseniethe next chapter

9.0: Conclusion

9.1 Introduction

The previous section explored how the voices of pleeple recruited are located within theoretical
frameworks Thethesis will now conclude witl description ofhow this original contribution can
impact healthcare practices. Prior to thisowever, the impact of the researcher on the data will be

declared alongside limitations to the research.
9.2 Reflexivity

Reflexivity can be seen to be an integpart to experiential qualitative research (Shaw 2010). |
understand that my ambitions and feelings will have impacted the topic of investigation, methods
used, findingsand how they were framed and communicated. It is understood that other qualitative
researchers might have come to different conclusions due to their own individual stdruesver,

IPA emphasises that there is an active role for the researcher within the research process (Smith and
Osborn 2002). It jsherefore, important that an examination of the researcher and their perspectives

are laid bareTocapture my thoughts and feelingisroughout the process, | maintained a diary.

My interest in the topic has emerged from both professional and personal experiences. Being a
registered nurse and having worked with people with neurodegenerative illnesses and in clinigal trials
this undoultedly fuelled my interest in the topic. Whilst trying to finalise the thesis topiwas
fortunate enough to be approached to explore the perceptions and understanding of people with HD
surrounding NCT as the TRIAL study was in planning. Despjtevtags mindful that the motivation
for the research should always be about the participants in this study and not be subject to external
time constraints. This ensured that justice was given to the voict®eékind enough to participate

within the study.

At times, | haddifficulty expressing my thoughts in a communicable manmeinly over complicating
languageresulting in multiple revisits to the text. | also initially found it difficult not to immediately
try to interpret the data and to act on it dsvouldin clinical practicelnstead | neededto revisit the

interviews and allow the interviewe&goicesto be heardrather than my own

The interviews were held at mutually convenient times and (apart from theooeeSkype) they were

undertaken in tle intervieweeshomes. | was nervousiowever, | felt a sense of excitement to be
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undertaking data collection. As the intervisproceeded, | grew in confidence, but this was impacted

when | inadvertently mentioned that one WS | ofiildrén looked justike her. This led to an instant

sense that | was inadvertently implying a strong genetic likeness whilst discussing HD. This resulted in

a slight loss in confidence. On reflection and with adVicgas reassured that thiwasl &y 2 NXY' I f €

phrase.

Whilst the interview on Skype with Tabitha resulted in a great deal of rich data, the mechanism was
quite restrictive.The £nse of atmosphere, body langua@md facial expressions were more difficult
to read, and | felt that the interviewer/interviewee relationghwas harder to establish. In future

would treat this means of interviewing with caution.

The interview schedule was formed to elicit data on understanding, R@¥ever, | sometimes
became very aware that the interviewees would often appear to disabssract topics away from
the question. This led to a sense of personal tension in both wanting to hear theis\mitalso
wanting to them to address the topic. It is with hindsight doydreviewingthe transcripts however,

that | realis@ that they were kindly supplying me with important data which did relate to the topic
and, as a novice researchémwas attempting, again, to analyse rather than just listen to their voice. |

have now developed a more pragmatic attitude.

| also sometimes found tension between my role as a researcher and as an RN and became concerned
at times that | was being viewed by the interviewees as a clinician rather than a researcher. | also felt,
and in some respects still do feel, a strong dese tad OdlFO 12y G KS AYyUiSNBASESSa
circumstances and welfare. | realise that this is consistent with my role as a@mo®RBVer it is not

consistent with research practictlevertheless, hope that this research will be of benefit to them.

| did, however, note comparisons between IPA, as a methodological approach, and aspects of nursing.
These included the nursing process being analogous to hermeneutics and idiography as having
crossover aspects with patient centeredness. This was helpkdsmgthe transition from nursing

practice and theory to researcher.
9.3 Validity

Despite the popularity of qualitative research methgidfeere remains debate surrounding how quality
can be assessed. As established in a previous chapter, quantitathauatitative research are based
on very different paradigmatic viewpointand it is the positivist stance which often dominates

leading qualitative research to be, incorrectly, evaluated by the same criteria (Yardley 2007).

LeCompte and Goetz (1982) gegted that external reliability is difficult to achieve due to the

impossibility of freezing social settings and circumstances. As a result, replication will then not achieve
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the same results as the original research. Internal reliability is said taiserghen there is more than

one observer, and it could be argued that this was achieved via supervision. Also, rather than bracket,

IPA embraces the intervieweairguing that objectivity is never the aim. Internal validity is a strength

of qualitative resarch due to the prolonged participation with the group (LeCompte and Goetz 1982).

The iterative nature of IPA in reading andreading the dataand immersing myself within the

transcripts and voice of the interviewees allowed for the development of camge between
observations and theoretical concepts. External validity isaisavalidterm, as the aim of qualitative

research is not to generalisinstead DSSNIIT omdpTto0 &G G $shouldl Kdeut & G KA C
whereby rich accounts are provide searchersyhich allow others to make judgements abdhe

possible transferability to other areas.

Instead, Yardlef2007) suggests that different criteria are required. Sensitivity to context was ensured
by ensuring transparency. By declaring the satittural and linguistic context of the research and my
interpretations, this allowed sensitivity towards the dataisTtnansparency, hopefully, demonstrated

a lack of imposing my own preconceptions on the data and allowed for the emergence of meaning
from the voices of the interviewees. Commitment and rigour were demonstrated viBepth
engagement throughout data celition, a rationale for methodsand a demonstration of how the
interpretations were undertaken. In addition, a degree of triangulation was achieved via supervision

and auditing was demonstrated by the clear laying bare of each stage of the research.

Nizza Faryand Smith (2021) clearly and concisely outlined these quality markers and summarised the
criteria which are the hallmarks of higjuality IPA research. These start with the construction of a
compelling and unfolding narrative whereby the analysssndnstrates a clear and coherent story.
This is supported by selectively idéying and interpreting extracts from the participants. Careful
consideration was given to conveying the interview@esces and storiedoth within and across the
themes and quotes were presented which captured their perspectivese themes presented are
alsorepresentative of the meaningful and important experiences described by the intervieaveks
throughout this studyclose analytic reading of the participaf@gords wa undertaken. The quotes
presented wereanalysed to explore their significance prior to presenting them in this thesis. | carefully
considered their meaning within the context of the entire interviews. Finally, as outlined by Nizza,
Farr, and Smith (2021),carefully attended to convergence and divergence, systematically comparing
and contrasting the experience of the interviewees. As demonstrated in this thesis, patterns of
similarity were noted across the interviews as well as cleamtifieation of idiosyncratic

characteristics and experiences.

The strengths of the research have been discussed; the limitations will now be described.
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9.4: Limitations of this Research

The limitations of this study can be identified as being in two aaieg the researcher and the

methodology.

As a novice researchehis was a learning experience. There were times when | became impatient
with the process and sought to leap aheadsulting in a missing ouin detail and meaning. This

resulted in extesive rereviewing and rewriting; however, this lesson has been valuable.

It is acknowledged that personal and professional experience will have influenced the observations
and conclusions presentekdowever, IPA embraces this. What is conceded is thheos with different
backgrounds might have had different interpretations. However, to remove suggestions of bias, the
findings are presented in a way which demonstrates their grounding in the dhtadata is also
presented as an honest accoudetailing my thoughts as they presented. Again this, hopefully, allows

the reader to gain insight into the interpretative process undertaken.

Methodologically, this was a small study. It was never intended to resgkneralisabldindings

although themes and patterns emerged which potentially have relevance to practitioners.

The sampling was purposeful and the interview@astivations for participating in this study were

not explored therefore, there is potential for an unidentified bias.

It is alsoa potential that in asking people to participatehad exposed them to the concept of NCT
and this had led them to undertake research prior to the interview. However, none of the participants
expressed this and it appeared that their sources of inforarativere not the PIS. Despite this, it is
difficult to envisage how they could be asked their opinions on a topic which | had not presented to

them as part of the consenting process.

As stated, my inexperience might have resulted in a protracted study Hengh initial
misunderstanding of data and approachemnd methodological imperfectionsHowever, the
professional doctorat& & 06 SSYy |y &l LILINBYGAOSaKALE G6KAOK gAf

studies.
9.5: Original Contribution
The aims othis research were to:

1 To critically explore the thoughts, feelingsd understanding of NCT amongst people with

pre-manifest HD within the context of their own lives.

126| Page



1 To explicitly give voice to people with pneanifest HD who might be approached to
participate in clinical trials of NCT, in order that associated resemmndhhealthcare can be
patient-focused.

It was identified thatalthoughthe thoughts, feelingsand understanding of NCT and HD differed, there

were shared themeamonginterviewees. These included:

1 A point that does not appear in the literature base Ihats been identified in this project is
that people form selective and tigiknit circles surrounding their HD. People choose carefully
who they allow into this circle and even who they declare their HD to. Previous research has
pointed to care within thefamily and fear of stigma, but this study indicates something
beyond this. Erwin et a{2010) andBoileau et al(2020) said that people with HD experience
stigma, thereforeit makes sense that people are reluctant to declare their genetic status.
This sudy indicates that to protect themselves from stigma, the participants form informal
groups and people outside of this circle are not informed of HD status. The participants
suggested that this circle centres arouthe partner and familygroupingbut that healthcare
LINEFS&darzylfa Oy ao0S02YS YSY&FS tHamétownyf©®S  NHza
actively participate in healthcare services and reseaaold,in particular clinical trials where
risk is a factor, it is important that people with HD approached, recruitecand looked after
by healthcare professionals who are in their circle.
The UK Policy for Health and Social Research Framework (2020) sets out the principles of good
practice in the management and conduct of health and social caesarels in the UKThis
framework is designed to promote the interests of patients and protect their safety by
outlining ethical conduct to support and facilitate highality research in which research

participants and the public can have confidence.

Whatappears to be absent from frameworks governing research, however, is the importance
of the partners of research participants. Clinical trial participants are essential to conducting
research and without them we would be unable to advance knowledge andimamiinical

care (Terry and Terry 2011).

This thesis described a feeling amongst people with HD and their partners that the
importance of wives, husbangdsnd partners is forgotten in the design and conduct of clinical
trials. Trials, which include surgerongoing risk such as immunotherapyd involve risk of
death or disability undoubtedly impact the close family members of trial participants.
Partners will inevitably be involved with support and rehabilitation so there is a sense that

they should notbe forgotten during trial development. This research indicates that, should
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the participans wish,the involvement of partners is fundamental and should be considered

the gold standard.

The UK Medicines for Human Use (Clinical Trials) Regulations (20@dfeaded to protect

the rights, safetyand wellbeing of research participants. As wellbeing and-teng safety,

in many cases, involves family and loved qmigis should be reflected in recommendations

for good practice. | recommend that clinical trials and research guidelines be reviewed to

include the, often essential, role that partners and family have in the research process.

The importance of cproduction and coproduced research has grown steadily in the last two
RSOFRSaX LI NIAOdzZ I NY & Ay fAIKG 27F Chiaft&h db2 (K
2000.

Work ha been donesstablishingprinciples and cgproduction has been demonstrated to
have worked well in qualitative research where there is methodological flexibilickdy et
al. 2018. However, clinical trial activity is often characterised by strict methodological

guidelines, which can make pooduction challenging in this area of research.

Examples of where clinical trgahave been researchhave traditionally fallen short

surrounding ceLINR RdzOG A2y | NB FaONROGAY I f 2sgherdby | Gdza
minimisA y 3 2NJ AJy2NARAYy 3 LR2GSNI AYolflyoOoOSa oKAOK YA
et al. 2015). As evidenced in this research, there is often a faiturecognise the significance

of the patientclinician/researcher relationship as well as a failure to realise the value of trial

participartstsupport networks.

To combat these deficif&oldsmith et al(2019) suggestethe creation of lived experience
panels which meet to review trial design and activiag well as clinicians and researchers

writing reflective journals.

This research has demonstrated an absence of a lived experience input inteldts
clinical trial activity and implementation ofélse panels could potentially facilitate a greater
focus on the personal and familial needs of trial participants. It would then need to be
measured as to whether greater appreciation of pati€ltsices leads to trial design

adaptation and subsequent impigcon recruitment and retention of clinical trial participants.

GoldsmithetaRa o H N MpU adeledtideSiE@ny dr pyfnal2viiting done by clinicians
and researchers undertaking trials is also an interesting suggestion. However, based on the
findings of this research, it could be suggested that a structured reflective tool be used which

asks the writer to consider the thoughts, voicasdfamilial and social needs of clinical trial
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participants Thiswould allow for further appreciation of theives of the clinical trial
participants and also addressthe feelings expressed by the interviewees that trust needs
to be developedand that they would like the researchers to know and understand their

needs. If this can be achieved, it might facilit§t¢’ § NB Ay {i2 GKS a{ SONBG / A

1 Reflecting on relativeeho havepassedawayis a window into to the future. Many people
who have the HD gene have witnessed and/or cared for relatives who have developed
symptoms and gone on to need extensive care. Pphdicipants appeared to use their

memories of impacted relatives as a way of predicting their own disease pathway.

1 NCT, although not clearly understood by all participamés brought with it a sense of hope
and might even have impacted the atmosphere surrounding the disorder. Histortbaltg
has been a sense of the inevitable and that HD will lead to disability and death. NCT has the
potential to transform the way that people view HD and their viewslmnttajectory of the
disorder, potentially avoiding the disease. Hopewever, isnot blind optimism. There is a
sense that hope in NCT should be treated with caution. There is an awareness that it involves
risks, is experimentaand ultimately might nohave a significant benefit. The mere fact that
potential therapies and cures are now being discusbedvever, is having a transformative

attitude on the discourse surrounding HD.
9.6. Further Research and Potential Implications for Practice

The researciasseveralconsiderations for research, educati@nd practice These include:

1 The interviewees maintained a close circle of people. They kept discussion and knowledge of
their HD within these circles. The rationale for this strategy can be presumoaatver, the
specific reasons for this were nhoaptured. Further research needs to be undertakemdry

they do this.

T C2NJI/ta G2 0S AyOftdzZRSR Ay |y AYRAGARdzZ t Qa O
often feel more confident with those vht whom they already have an established
relationship. The nature of this trusilongside factors which encourage or discourage trusting
relationships needs further investigationClinicians shoulchowever, manage expectation
surrounding clinical trial;n HD. The absence of effective treatments currently fuels hope in
therapies like NCT.

9 HD does not just impact the individuafocus needs to be given to partners, familiaad
unaffected family members. The experiences of partners of people undergoing novel

therapies needs to be considered by cliniciaasd researchneeds to beundertaken to
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explore their experiences. It appears a change in research practice might becceqgtien
devising protocolsand that researchers might want to consider a tripartite approach beyond
the researcher and participant. Familigsyrticularlypartners, might also have a greater input

into discussions.

1 HD impacts all areas of the lived exipeice and extends beyond the physical and cognitive. It
influences memories, goaland relationships nsideration of the impact of HD on
individuals needs to be truly holisti€linicians should explore this and encourage potential

participants to reflet on their own reasons for clinical trial participation.
1 Can novel therapies, such as NCT, allevextkngs of stigma amongst people with PID
9.7. Dissemination

Finally, these findirgare in the process of beirghared in order that healthcare educatioclinical

practice, clinical trial practicand research practicareinformed.

Presentations will be made and synopses presented to inform HD interest groups and networks. This
research has relied heavily on the time and input of people impacted banidDt is therefore, only

right that they should have access to the findings.

HD clinical trial teams will be briefed both in person and via the production of research summaries.
The initial motivation in developing this research emerged from an intémashy people take part in
clinical trials therefore, the voices of potential participants deserve to be heard by hbalthcare
profession. Therefore, applications will be made to present the findings at botspedEific and more

general neurology andinical trials conferences.

It is also intended that the results be published in targeted journals so that a wider audience can be

reached.

It is hoped that these findings will stimulate further research activity both personally and amongst

others.
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Epibgue

Undertaking gorofessional doctorateparttime, whilst being a father to three young children, being
employed fultime, switching jobs, undertaking a concurrent Post Graduate Certificate in Higher
Educationall whilst being carer to elderly relatives has led this to be the most challenging peaen

of my life. In working with the interviewegkowever, it has allowed be to gain perspective and led to

a greater appreciation of the far greater challengeattbthers face.

The process, although difficulias been transformative. In undertaking this course, | have learned to
guestion my own ontological and epistemological assumptions. Undertaking this research has led to
an ever-increasingappreciation of ways to see things and the various lenses that lpedpwthe
worldthrough, alongside the meaning that they attribute to phenomena. It has allowed me to develop
new ways of workingincluding creating a podcast series, which has been incorporated into
undergraduate programmes and been listened to in &étries. Using IPA has allowed me to develop
new ways of questioning, explore lived experienasl allow the voices of health service users and

professionals to be heard in novel ways.

Having started the doctorate when working in clinical trialsofelt very embedded in the positivist
perspective andelievedthat valuable healthcare research could only, truly, be undertaken within
the quantitative paradigm. In undertaking the programme, | haveevaluated this stance and
recognised the depth of namingful information which is uncovered using qualitative approaches. My
view now is that some clinical trials have, in the phlstked pragmatism. There has been a failure to
capture meaning and recognise tpeople themselvesvithin trial designs. On fkection, | look back

with some embarrassment at my own lack of divergent thinking but | do recognise that growth is
continuous. | also realised that there was a juxtaposition between my views on knowledge generation

and my role as a nurse where the patiéntreated as an individual.

In contemplating the various qualitative methods available, | found resonance with IPA. As a nurse,
0KS dzy RSNLIAYYAYy3I LIKAf2a2LKe YR YSUiK2R&a ¢6KAOK
particularly attractive as professionally we see patients as equal partners. We also see patients as

individuals with their own uniquéfeworld. IPA also adopts these stances.

IPA research involves a detailed exploration and analysis of indivi2iades so that we can
understandwhat it is like for a person when tleexperience a phenomenon (Smith et al. 2009). It
allows us to see previously unseen perspectaedproduce new insights into how people attribute
meaningas well adhow these impact interactions in thdifeworld (Larkin et al. 2006). This has huge

value in clinical practice.
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Although the work had been extensive, | am left feeling a need to do more. | still feel that there are
areas to be uncovered, phenomena to explaed improvements to be made. | have identifegtas
for further exploration and intend to disseminate the findings of this thesis via publication, conference
presentation and within my role as an educator. As well as the findings, the act of undertaking the
doctorate has allowed me insight into processes, technigaad different ways of thinking all of

which | am keen to pass on.

Although at times arduous, the procelsas been valuable and rewarding. | sincerely feel that it has
allowed me to establish key skills and knowledge which will help continue my development as a

researcher, educatgand as a nurse.
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