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Abstract

Elexacaftor/Tezacaftor/Ivacaftor (ETI) is a highly effective modulator therapy that has transformed the lives
of many people with Cystic Fibrosis (CF). However, limited research has explored the experiences of
those not able to benefit from ETI due to genetic factors. Seven adults with CF participated in semi-
structured interviews, and data were analysed using Interpretative Phenomenological Analysis (IPA). Four
themes emerged: ‘feeling forgotten’, (the challenges of being in a minority group); ‘conflicted emotions’,
(the emotional impact of comparing one’s situation with others); ‘fragility of hope’, (the journey of hope
experienced by participants); and ‘remaining on the old CF trajectory’, (the ongoing challenges of living with
CF). The findings suggest a need for improved communication, psychological and peer support, inclusive
media representation and opportunities for active involvement in research and advocacy. Implementing
these interventions may help this group feel seen and supported, even as the CF landscape continues to
evolve.
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Introduction CFTR mutations can cause diverse health

) ) issues, such as persistent coughing, recurring
Cystic fibrosis and advancements chest infections, pancreatic insufficiency in
in treatment some patients, difficulties gaining weight and

Cystic Fibrosis (CF) is a genetic condition that other related conditions such as bone diseases,

is caused by a mutation in the gene encoding
the cystic fibrosis transmembrane conductance
regulator (CFTR) protein. Malfunctioning
CFTR protein disrupts the movement of salt
and water in various organs leading to a build- .
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CF-related diabetes, male infertility and liver
problems (Bell et al., 2020; Chen et al., 2021).
Managing CF requires a complex treatment
regimen involving airway clearance methods,
long term nebulised antibiotics and mucolytics,
pancreatic enzymes, intravenous antibiotics and
oral antibiotics over extended periods of time
(Davies et al., 2020; Goldbeck et al., 2014). As
a result, studies have indicated that anxiety and
depression are 2-3 times higher amongst peo-
ple with CF compared to the general population
(Quittner et al., 2016).

Previously, available treatments for CF
primarily addressed the symptoms and related
complications associated with CF, rather than
targeting specific genes but more recently the
development of CFTR modulator therapies
have meant that the genetic causes of CF can be
targeted (Bell et al., 2020; Zemanick and
Accurso, 2019). At the time of this research,
four CFTR modulators were approved, with the
most recent being a triple combination of three
different compounds, Elexacaftor, Tezacaftor
and Ivacaftor (ETI) also known by its brand
names Kaftrio or Trikafta. Since then, a new tri-
ple combination therapy, Vanzacaftor/Tezacaftor/
Deutivacaftor, has been approved (Southern,
2025). This study focuses on Elexacaftor/
Tezacaftor/Ivacaftor which will be referred to
by its generic term ‘ETI’. ETI has been author-
ised for use in healthcare systems in many
medium high-income countries such as the UK
in 2020 (Bierlaagh et al., 2021; Hine et al.,
2022). ETI targets the most common CF muta-
tion, potentially benefitting approximately 90%
of people within the CF population (Hine et al.,
2022). Whilst there is growing research on the
physical and psychological benefits of ETL, lit-
tle is known about the experiences of people
with CF who cannot benefit from ETI due to
genetic factors. The current study focuses on
the experiences of this group.

Experiences of those suitable for ETI:
The 90%

Since the release of ETI, there has been an
emergence of qualitative research exploring the

experiences of people with CF benefitting from
this modulator therapy. Keyte et al. (2023),
Aspinall et al. (2022), Almulhem et al. (2022)
and Page et al. (2022) collectively reported pos-
itive outcomes such as improved physical well-
being, quality of life, lung function, weight gain
and an increased sense of control, optimism,
hope for the future in some participants, new-
found abilities to engage in activities and hopes
to reach new milestones, like parenthood and
retirement. Participants in these studies also
reported the negative impact of CFTR modula-
tors, including adverse mental and physical side
effects, feelings of loss or the need to redefine
one’s identity, heightened anxiety and distress
following health changes, a perceived lack of
understanding from their clinical teams and
feelings of survivors’ guilt about benefitting
from ETI (Aspinall et al., 2022; Dagenais et al.,
2020; Keyte et al., 2023; Talwalkar et al., 2017).

Experiences of those not suitable for
ETI: The 10%

Various factors contribute to why certain people
with CF cannot benefit from ETI. These include
having rare mutations, intolerance to the drug,
limited access due to costs, age-related restric-
tions (ETI is presently approved for individuals
aged 2years and above in the UK, but is likely
to be different in other countries; Cystic Fibrosis
Trust, 2023) and exclusion post-lung transplant
as modulators are not routinely recommended
for this population (Cystic Fibrosis Trust, 2022;
Desai et al., 2022; Fajac and Sermet, 2021).
Only two studies have investigated the
experiences of people with CF who are not able
to benefit from ETI. In a survey distributed
through social media and email, Kramer-
Golinkoff et al. (2022) found that although most
were happy for those benefitting from ETI, they
expressed a strong desire to experience similar
improvements, resulting in feelings of being
overlooked alongside negative self-compari-
sons with those benefitting from ETI. Secondly,
Milo et al. (2023) reported that Italian partici-
pants in a qualitative study using thematic anal-
ysis expressed conflicting emotions about their
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declining health and feelings of happiness when
observing others’ successes. They described a
sudden shift from hope and enthusiasm prior to
the release of ETI, to disappointment when they
found out that the type of mutation they had did
not meet the criteria for ETI. They also felt a
lack of hope for the future while simultaneously
holding onto a renewed sense of hope in rela-
tion to ongoing medical research. However,
since this study focused on a younger Italian
demographic, exploring perspectives of older
individuals with CF beyond this group could
offer new insights. Additionally, understanding
how people with CF who are not able to benefit
from ETI re-interpret and find meaning in their
situation, remains an important area for further
investigation.

This study focused on adults with CF who
cannot benefit from ETI due to genetic factors
and seeks to understand how these individuals’
make sense of this situation. This understanding
has significant research and clinical practice
implications.

Methods

Research design

Interpretative Phenomenological Analysis (IPA)
was chosen as the methodology for this study to
better understand individual participants’ expe-
riences by exploring how they make sense of
significant life experiences (Smith et al., 2021).
The theoretical framework for IPA integrates
phenomenology, which explores participants’
lived experience; hermeneutics, which focuses
on interpretation; and idiography, which looks
closely at each participants’ experience in depth
before looking across cases and identifying
broader patterns (Smith et al., 2009, 2021). A
key feature of IPA is the hermeneutic circle,
which involves moving between parts and the
whole. It also includes a double hermeneutic
process, where participants make sense of their
experiences and researchers interpret this mean-
ing-making (Smith et al., 2021). Given this, the
role of the researcher is important. The
researcher aims to understand the participant’s

experience as directly as possible, setting aside
personal biases (Smith et al., 2021).

Ethical considerations

Ethics approval was gained from Cardiff
University School of Research Ethics Committee
on 7th December 2023 and from one UK NHS
Health Board Research and Development
Department on 10th October 2023. Participants
gave written informed consent and signature
before starting interviews.

Participants

Participants were eligible if they were: over 18;
unable to benefit from ETI due to genetic fac-
tors; sufficiently fluent in English to take part,
and they self-confirmed that they were well
enough physically and mentally to participate in
an interview. Participants who were acutely
unwell or experiencing an acute exacerbation
were excluded. Seven adult CF participants —
four males and three females — took part in the
study. Participants were aged 19—61; their mean
lung function was 65.57% (predicted FEV1),
and some participants were from racially diverse
backgrounds. Participants were assigned gender
neutral pseudonyms and referred to with gender-
neutral pronouns. Demographic details have
been aggregated to protect participants from
identification.

Participant recruitment took place through
two streams. For the first recruitment stream,
participants were recruited internationally
through CF charities, online CF support groups
and various social media platforms using poster
advertisements. For the second recruitment
stream, the Principal Investigator (PI), who was
a Clinical Psychologist, along with Research
Specialist Nurses within a UK NHS CF Service
identified potentially suitable patients from their
clinical databases. Recruitment was conducted
from March 2023 to May 2024. Four partici-
pants were recruited through recruitment stream
1 and 3 through stream 2, six were UK based
and one from Australia. Information sheets were
provided, and written informed consent was
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Table 1. Core interview questions (additional semi-structured prompts were given to allow participants

to elaborate).

Interview questions

. How do you see yourself in the future?

NOoO U h Wi —

. Can you tell me about your experience of not being able to benefit from ETI?

. Are you able to say a bit about what it feels like to not be suitable for receiving ETI?

. What has life been like for you since you found out?

. What does being unable to benefit from ETI mean for you?

. Has this made a difference on how you view your life or things that are important to you?

. Is there anything else that you feel is important that you have not yet had the opportunity to say?

obtained from all participants to take part in the
study and publication of its findings.

Semi structured interviews were conducted
by the first author online via Teams, lasting
between 35 and 70 minutes. The potentially sen-
sitive nature of the research topic was acknowl-
edged, and participants were advised that they
did not have to answer any questions they did
not wish to. They were also told that they could
take a break during the interview if necessary.
Socio demographic information such as age,
gender, lung function, ethnicity and location
were also gathered to situate the sample. Table 1
shows the core interview questions.

The schedule was developed in consultation
with the existing literature, discussions among
the research team and staff and service users at
the CF Trust. The schedule served as a guide
for participants to prioritise and share what
they considered to be central to their experi-
ence of not benefitting from ETI. The style of
the interview was inductive, fostering reflec-
tion and exploration and prompts were used
where necessary.

At the end of the interview, a debrief session
was given and although none of the participants
expressed distress during the interview, they
were signposted to relevant sources of support
if needed.

Data analysis procedure

All interviews were audio recorded via Teams
with participants’ permission. Six interviews
were transcribed verbatim by the first author
and one recording was submitted to a

professional transcription service, due to time
constraints and a confidentiality agreement was
signed. The first author read the transcripts
multiple times or re-listened to the audio record-
ings and made exploratory notes, commenting
on the participants’ descriptions, language and
conceptual elements, particularly focussing on
overall concepts or psychological aspects
(Smith et al.,, 2021). Audio recordings were
deleted within 1week of a transcript being
produced.

Following these exploratory notes, the first
author constructed experiential statements that
highlighted the key features from the transcript
and then identified connections across experi-
ential statements within each transcript, group-
ing some statements together and noting
overarching concepts. Statements were cross
referenced in the transcript to ensure they were
grounded in the participants’ specific words and
cluster of experiential statements was termed as
the participants ‘Personal Experiential Theme’
(Smith et al., 2021).

Once all the seven transcripts were analysed,
the first author then looked for patterns of
similarity and differences across participants’
‘Personal Experiential Themes’ generating a set
of ‘Group Experiential Themes’ (Smith et al.,
2021). The analysis continued into the writing up
process, revealing patterns of convergence and
divergence (Smith et al., 2021).

Reflexivity

The first author kept a reflexive diary through-
out the research process, documenting thoughts,
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reflections and emerging connections. These
were regularly explored in research supervision
during their doctorate training in Clinical
Psychology. After engaging with interviews,
the first author was moved by the experiences
shared by participants, and their gratitude for
the research. These emotional responses were
discussed to ensure they informed, but did not
unduly shape the analysis.

Findings

From the analysis of seven transcripts, four
themes emerged. Words that have been omitted
from quotes are indicated by ellipses °. . .” and
words added to enhance clarity and under-
standing for the reader are in square brackets
‘[1’. What follows is a detailed description of
each ‘Group Experiential Theme’, supported by
quotes from participants. Participants referred
to ETI by its brand names Kaftrio and Trikafta.

Theme |[: Feeling forgotten

A significant theme highlighted in participants’
descriptions was ‘feeling forgotten’. With the
release of ETI gaining a significant amount of
media coverage, some participants stated:

.. .and all the stuff in the media is focused on
Trikafta Trikafta, and we sort of get a bit forgotten
about all those who can’t benefit. . . (Bailey)

. .we are sort of left out of discussion when we
talk about, you know, a cure for CF or a better
medication for it [CF]. . . (Sam)

Jamie highlighted discussions about those who
cannot benefit from ETI as an afterthought,
which further emphasises feelings of being
overlooked. This was linked to an increase
in feelings of frustration, possibly due to the
expectation that research presenters should
have a better understanding of inclusivity in
their practice.

.. like a final note at the end of a presentation is,
of course we know that this doesn’t apply to
everyone, and there are a few people that don’t

benefit from this, its things like that that just add
to the frustration sometimes . . . (Jamie)

Jamie further highlighted gaps in services such
as ‘theratyping’, which matches medications
to specific types of mutations (Clancy et al.,
2019). The absence of established systems and
support added to the feeling of being forgotten,
overlooked, frustrated and undervalued.

.. .It’s [lack of services and information] just
another thing that you don’t have access to. It’s
just, it’s an annoyance, it’s a frustration. . .
(Jamie)

Two participants did not express feeling forgot-
ten, perhaps, due to reportedly being in a better
health position than the other five participants.
They stated:

To be honest, my — my health tends to be quite — [
am quite healthy with CF, you know, all things
considered. (Frankie)

... 'm not suffering with Cystic Fibrosis on a
chronic basis. . .I’m lucky. . . (Ashley)

‘Us and them’ comparisons. Visibility on social
media and TV shows prompted four partici-
pants to compare themselves with those who
can benefit from ETI, leading to feelings of
being forgotten and a sense of missing out
which seemed to enhance their struggle.

.. .when the ‘this changed my life’ stories came
into social media at the same time that [ started
being ill, I just felt like it’s something I didn’t
want to hear about. So I blocked certain keywords
on all of my profiles. Anything to do with [CF] or
Kaftrio. . . (Jamie)

Social media served as a reminder that other
people’s lives were improving whilst theirs was
not. For Jamie, witnessing the improvement in
others’ lives while theirs was deteriorating
seemed to engender feelings of sadness, loss
and an overwhelming sense that they could only
cope by avoiding CF or ETI related informa-
tion. There was also a sense of disbelief at the
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improvements. For Bailey, there was a signifi-
cant contrast between their life and the life of
the individuals benefitting from ETI that they
saw on a TV show:

.. .Ohmy gosh! Like, is she kidding? She doesn’t
have to do this anymore. . .Oh why me? Like the
amount of hours I spend a day doing a nebuliser.
Imagine just not having to do that anymore and
just taking 3 pills in the morning or whatever and
just going on with my day like a normal human.
That just seems sort of incomprehensible to
me. . . (Bailey)

Here, the participant on the show appears to
experience a reduced treatment burden, a sense
of normality and freedom from CF-related con-
straints. Although Bailey did not explicitly men-
tion feeling resentful, there is a sense that they
might have these feelings as they compare their
need for three nebulisers to what they perceive as
the ease of other treatments. Bailey’s questioning
of ‘why me’ implies a sense of unfairness and
injustice, feeling that others benefit from some-
thing they cannot. Three participants expressed
indifference towards ETI. They conveyed that
ETI held no significance for them, reflecting
acceptance and a focus on moving forward.

Lack of consideration in research priorities. Four
participants also highlighted feeling forgotten
in discussions about research priorities. Partici-
pants highlighted issues around funding and
feeling like research efforts would not be
directed to a minority group:

. . .who on Earth is waking up one day going ‘Oh,
let me decide to research it [a drug that can benefit
people with CF not able to benefit from ETI|’? 1
mean, why wouldn’t someone want to join the
team that’s researching Trikafta that they probably
make a lot more money. (Bailey)

These feelings of being overlooked in research
priorities due to funding were also connected to
feelings of not being seen as worthy or seeing
themselves as a poor investment. This high-
lights a sense of being excluded or undervalued,
as if they are not considered worthy or enough

to justify funding. There was an underlying
sense that these emotions may have been pre-
sent, given the perceived injustice and unfair-
ness of the situation.

Variable effort from healthcare professionals
(HCPs). All participants highlighted having
positive and supportive relationships with their
CF teams. However, not all interactions with
HCPs were positive, for example:

.. .I’'ll do anything that helps you know people
like me, but . .. from the other side, from the
NHS, from the medical professionals [there’s]
just not seeing the same [effort] that’s just
heartbreaking you know. . . (Sam)

Participants in the current study conveyed a
sense of being forgotten, frustration and disap-
pointment due to what they perceived as insuf-
ficient information, insensitivity and a lack of
commitment from HCPs. Describing the expe-
rience as ‘heartbreaking’ suggests a strong emo-
tional reaction to feeling that their efforts are
not met with the same level of reciprocity.

Theme 2: Conflicting emotions

This theme focusses on the conflicting emo-
tions that arose for participants when reflecting
on their situation and others’ who can benefit
from ETL.

.. .I’'m very happy for those who can [benefit
from ETI]. . . but then it also creates this level of
disappointment that, yes, it’s been great for
them, but it’s not something that I can benefit
from. . . (Sam)

Disappointment stems from realising that ETI
is something they cannot benefit from, high-
lighting a longing and desire for something they
cannot have. Jamie echoed this sentiment:

.. .I was as happy for them as anyone could be,
but it’s then when the ‘this changed my life’
stories came into social media at the same time
that I started being ill, I just felt like it’s something
I didn’t want to hear about. . . (Jamie)



Mwelwa et al.

These feelings of jealousy, along with emotions
like excitement and happiness, were also shared
by Bailey:

.. when I found out it wouldn’t work, it was just
sort of. . . felt like another setback in a way. . .but
obviously it’s mixed with feelings of incredible
excitement for those who could benefit. But I
obviously, selfishly wanted to be able to benefit
as well. . . (Bailey)

The use of the word ‘another setback’ illustrate
the multiple challenges that come with CF, with
not benefitting from ETI being an additional
difficulty. In contrast, Alex expressed happiness
and did indicate sadness about not having
something similar to benefit from.

.. .I'm just kinda glad that there is something for
the younger people, you know, or anybody. . .
I’m not bitter. I’'m not angry, [’'m a little sad that
there isn’t something that I could have a go at, but
it’s no more than that. . . (Alex)

Unlike the experiences shared by other partici-
pants, two participants primarily conveyed pos-
itive emotions regarding the benefits of ETI for
others. They stated:

. . .And for me, it’s absolutely brilliant news. And
I’'m very buoyant about that. And I'm very
happy. . . (Ashley)

.. .I’'ve got friends who have a child with CF,
who has the Kaftrio drug, and they’ve said it’s
life-changing for them, which is great at the end
of the day. (Frankie)

The more positive responses of these partici-
pants may be linked to their relatively better
health status. However, Frankie and Alex did
acknowledge that they may have felt differently
if their situation was different.

You know, it’s — I think it’s — if I was ill all the
time, I think I’d probably have a different outlook
on it [ETI] and I think it would affect me a lot
more. (Frankie)

. .as things [health] get worse. . .I will maybe
feel a little bit more angry or anxious. . . (Alex)

This theme highlights the nuances present even
within a small subgroup like the 10% who can-
not benefit from ETI. The conflicting emotions
they experience seemed to be influenced by
their individual health situations.

Theme 3: Fragility of hope

Hopeful experiences were intertwined through-
out and reported by all seven participants. While
five participants initially harboured hope upon
ETI’s release, believing they could benefit, dis-
covering their rare mutations took the hope away.

. .it was a bit disappointing. . .I’ve always been
told that. . .there’s always that gene therapy
going on and one day it’s going to be available. . .
I’ve always had that hope in the back of my
mind. . .then to be sort of told that I’'m not eligible
for it [ETI]. . . (Charlie)

Bailey further discussed a recurring pattern and
the familiarity of things not working out, fol-
lowed by the disappointment of not being able
to benefit from something that benefits most of
the CF population.

.. .But I feel like nothing ever really seems to
happen or to work. And then finally, this thing did
work. But then of course, there’s a catch. And it
didn’t work for me. And I just sort of felt like, oh,
this is so typical. (Bailey)

It seems that Bailey began with little hope or
scepticism about a successful drug but the sur-
prise that ETI did work initially brought a sense
of hope, followed by disappointment and the
loss of hope that it would not work for them.

Other participants expressed concerns about
their current health status, which might not
allow them to benefit from new drugs.

And I just keep hoping that maybe they will find
something that I can have a go at before it gets to
the point where maybe I wouldn’t get any benefit.
(Alex)

Three participants emphasised the importance
of maintaining hope but expressed concerns
about declining health or possibility of death.
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Hope enduring. Although participants men-
tioned experiencing a loss of hope, they also
shared instances where they still had hope. All
participants recognised the value of this
research and were grateful for the opportunity
to talk about their experiences. Additionally,
two participants mentioned how this research
had instilled hope.

.. .and then [ stumbled upon this study for CF.
And I thought, you know, this shines a light on
people like me who have been, you know, left out
of the discussion. . . (Sam)

This research appears to have not only made
this participant feel acknowledged and pro-
vided an opportunity for their voice to be heard,
but also instilled a sense of hope that they were
not overlooked. This feeling was also expressed
by another participant who, upon questioning if
anyone would research rare mutations, shared:

...but then I mean, you’ve given me hope
because I thought who on Earth would want to
know about the psychological impacts of someone
that can’t benefit from Trikafta. So, you know,
thank you again for doing this. (Bailey)

These extracts demonstrated how research has
the power to instil hope in marginalised groups
who may find themselves in situations of hope-
lessness. Additionally, all seven participants
expressed a shared belief that the introduction of
ETI had sparked hope for upcoming treatments:

. . I thought, you know, the fact that we have this
[ETI], I was optimistic to some extent that we
have been able to research this, this miracle of a
drug and going forward, we might even come up
with something that does help people with rare
mutations. . . (Sam)

Sam acknowledged the CF community’s pro-
longed anticipation for a drug like ETI, noting
that the wait had been extended for them due to
their inability to benefit from ETI. Despite this,
they remain optimistic and hopeful for the
future, expressing a strong belief in the devel-
opment of a new drug for individuals with rare

mutations. Another participant expressed simi-
lar feelings of hope while also voicing concerns
about what it means in terms of research
priorities:

.. .Yeah, I think a little bit of both, but I think
definitely Trikafta has given hope. . . but at the
same time, it’s also, in a sense, made me
concerned that all the research will now be
focused on that mutation. But, I still do hold out
hope because you know, if it can happen for some
people, why not me? (Bailey)

Theme 4: Remaining on the old CF
trajectory

A notable aspect of the experiences of individu-
als with CF who cannot benefit from ETI was
the feeling that they remained on the old CF tra-
jectory. Bailey mentioned that those taking ETI
no longer had to be concerned about their
health:

...yeah, I think since Trikafta it’s definitely
made it more apparent that I’m still on the old
track of CF disease progression where people get
worse, not better. (Bailey)

This extract recognises the positive trajectory
for individuals who can benefit from ETI, high-
lighting the contrast that made it clearer that
Bailey was still experiencing the old course of
CF disease progression, with the certainty of
health decline.

Another participant draws a sharp compari-
son between the lives of individuals with rare
mutations and those who cannot benefit from
ETL:

.. It is literally a life changing thing for those
who can benefit from it. . . but for those who
can’t benefit from it, they have to, you know,
continue with all their treatments and still have a
not-so-great quality of life. . . (Sam)

Again, this extract emphasises feelings of being
left behind, and highlights the impact of not
benefitting from ETI, resulting in diminished
quality of life. Being in this situation also has
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the potential to influence one’s sense of identity
regarding deserving treatments or not.

Two participants reflected on their health
declining whilst seeing others’ health improv-
ing, and a sense of ‘cruel timing’ seeing others
improve whilst they remain on the old CF
trajectory:

.. .like it’s really cruel timing in the way it’s
worked out that the majority of people with CF
are now having a better life and CF isn’t affecting
them as much as it was. At the same time the
exact opposite happened to me. . . (Jamie)

.. .because no matter how much I fight this
illness. How much I get out of bed and do my
physio and clear my lungs...I’'m not really
feeling the benefit of it anymore. . . (Charlie)

Here, Charlie suggests that their efforts are insuf-
ficient, leading to feelings of helplessness and an
urgent desire for something beneficial as the cur-
rent therapies do not appear to provide the
needed help. Another participant recognised the
urgency stemming from declining health and the
absence of current options for improvement:

.. .but my CF, my lung damage is quite severe
now, it’s progressing, so I’m not sure again how
much if I did get the option it would actually
change that now. (Alex)

This extract emphasises the certainty of health
declining and the uncertainty of a new drug that
could help with this decline of health, a feeling
echoed in other participants’ narratives.

Two participants expressed feelings of
unfairness and injustice due to their experience
of following the old trajectory of CF. This
shifted their perspective from seeing themselves
as part of the group unable to benefit from ETI
to simply being individuals living with CF.
Bailey expressed feelings of unfairness using a
metaphor involving a deck of cards:

... I feel like in general just being dealt like the
cystic fibrosis hand (laughs) if it was a deck of
cards, [ didn’t get [. . .] dealt the best deck. Or the
best hand. . . (Bailey)

This metaphor may suggest the unfairness of
life and the added difficulties that accompany
not benefitting from ETI, on top of the chal-
lenges of having CF. Jamie also echoed this
feeling employing a metaphor involving bingo:

.. .If I played CF bingo, I’d win, so I’'m having
[list of health difficulties]. It’s like everything’s
come all at once. In the modulator drugs . . . you
take them and they circulated through your
body. . . so it benefits all of the areas of CF in
your body. It’s not just your lungs. . . (Jamie)

Whilst all the participants acknowledged to an
extent that they were on the old path of CF dis-
ease progression, the distinguishing factor now
is that they can compare their situation with
others who are receiving benefits from ETI,
making their situation worse.

Distraction and positivity as a coping mechanism.
Various coping strategies were integrated into
the narratives of different participants. Distrac-
tion and maintaining positivity emerged as
common coping mechanism for some partici-
pants. Jamie, Alex and Frankie highlighted that:

.. .I try not to think about the fact that it’s not
working, that I don’t have that benefit that other
people have and try and distract myself by looking
at things that I can do to potentially change
that. . . (Jamie)

.. .I just sort of shake myself and just sort of
think. . .there’s always people that I’'m close to
that unfortunately. . . that are struggling more and
I think just put it into context where you are, you
know and if you’re not well. . .do something
proactive. (Alex)

In this instance, these participants seem to
engage in perspective taking; there is a sense of
empathy and compassion towards others, and
they advocate taking proactive steps to address
one’s health and wellbeing. There’s a notable
sense of empowerment and agency in taking
control of their life. There is a feeling of
embracing the current situation and discovering
happiness and satisfaction in the present
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moment. Despite facing health challenges,
there is a sense of appreciation and fulfilment,
along with the deliberate decision to enjoy their
day-to-day life. All participants expressed a
sense of positivity as a coping strategy.

... I’'m generally a positive person. I don’t dwell
on like negativity for too long. . .especially with
CF, you can’t you’ll have good days, and you’ll
have bad days. Mostly you’ll have bad days.
(Bailey)

In terms of Kaftrio, I’ve moved on from it totally
because I know it’s something that I can’t take.
You know, there’s no point, once again, there’s no
point dwelling on it. (Frankie)

There’s an awareness of negative events occur-
ring, yet there’s also a tendency to avoid dwell-
ing on them. Other participants also emphasised
the importance of maintaining a sense of posi-
tivity or optimism as a coping strategy.

.. .I’'m very blessed and I always try and stay
optimistic. And I know I’'m a lot healthier
than, you know, a lot of people in the world.
(Bailey)

Finding solace in comparing their health to oth-
ers and perceiving themselves as ‘healthier’
seems to contribute to their coping mechanism
as well.

I always just seem to have quite a positive outlook
on life in general. (Frankie)

...You have to live life to your fullest, you
know? And that’s what I try to do most the time.
But it’s just that you always have this thing in the
back of your mind that ... you’d always . ..
have to struggle. . . (Sam)

There is a notable sense of positivity and resil-
ience in persisting despite challenges of CF and
not experiencing benefits from ETI. However,
it appears that for Sam, it is not always possible
to maintain this mindset successfully, as the
thought of not benefitting from ETI often lin-
gers in their mind.

Discussion

This study explores how adults with CF who
are not able to benefit from ETI due to genetic
factors make sense of their experiences. This is
the first study to use an IPA methodology to
explore these experiences. The study identified
four main themes, including ‘feeling forgotten’,
‘conflicting emotions’, ‘the fragility of hope’
and ‘remaining on the old CF trajectory’. This
group has often been referred to as the ‘10%’
(Desai et al., 2022), however, the current study
offered a much-needed nuanced perspective of
the experiences that exist within this group.

While all participants shared in the inability
to benefit from ETI due to genetic factors,
their individual situations varied. Some were
relatively healthier, some learned upon ETI’s
release that their mutations had been misiden-
tified, placing them in the ‘10%’, some had
late CF diagnoses and were grateful for the
‘good years’ they had, while others experi-
enced health deterioration post ETI release.
Despite feeling forgotten, grappling with a
range of emotions, and recognising that they
had remained on the old path of CF disease
progression, all participants acknowledged the
transformative potential of ETI and held on to
hope for future treatments.

The first theme, ‘feeling forgotten’ emerged
as a prominent experience among participants,
aligning with findings from Kramer-Golinkoff
et al. (2022), who conducted a survey with peo-
ple with CF and their families, about their expe-
riences of not being able to benefit from ETI.
While their survey included open-ended ques-
tions, it was limited in its ability to capture the
depth of participants’ experiences. Additionally,
the Kramer-Golinkoff et al. (2022) study com-
bined the experiences of individuals with CF
and their caregiver’s, potentially limiting the
specific experiences of those with CF who can-
not benefit from ETI.

This study extends previous research by
capturing nuanced emotions interlinked with
feeling forgotten, such as disappointment and
frustration. The current study extends findings
reported by Milo et al. (2023), as the use of IPA
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provided the opportunity for an in-depth explo-
ration of participants experiences. Some partic-
ipants in the current study felt overlooked in
research priorities due to funding issues, lead-
ing to a perception of being seen as a poor
investment. This sense of unworthiness, fuelled
by a lack of research funding, echoes concerns
raised by Landess et al. (2024) in a qualitative
study primarily involving individuals who can
take CFTR modulators, with one participant
who couldn’t benefit from ETI reported fear
that less prevalent mutations would attract less
research interest.

One participant in the current study felt that
being in the minority group without access to
drugs like ETI made their challenges more
pronounced compared to those benefitting
from ETI, who, despite ongoing challenges,
experience a better quality of life. This high-
lighted a profound sense of being left behind
and highlights the need for increased funding
and advocacy for this group. Their experiences
also raise important questions about the value
placed on their lives and the persistent feelings
of being forgotten and unworthy in health eco-
nomic decisions (Brendbekken and Bhopal,
2024; Wise, 2023).

Despite feeling forgotten, participants expre-
ssed a strong desire to be involved in research
and trials for treatments, aligning with Kramer-
Golinkoff et al. (2022). However, this study
uncovered deeper themes not captured by pre-
vious research, revealing varied experiences
regarding information about ETI and new treat-
ments. Some participants in the current study
felt that HCPs did not provide adequate infor-
mation about ETI upon its release and lacked
commitment to updating them on new trials.

The second theme of this study ‘conflicted
emotions’ revealed a complex mixture of emo-
tions among people with CF who cannot benefit
from ETI. Participants in the current study
expressed happiness and excitement for those
who could benefit, alongside disappointment,
sadness, feeling overwhelmed, and a strong
desire to experience similar benefits them-
selves. These emotions were intertwined with a
sense of hope. This contrasts with studies on

those who can benefit from ETI, who often feel
happy for themselves but sad for those who
cannot (Aspinall et al., 2022; Keyte et al., 2023;
Page et al., 2022). These conflicting emotions
reflect the close-knit nature of the CF commu-
nity while also revealing potential divisions
because of ETI. One participant in the current
study noted that media focus on ETI risked
overshadowing the needs of those who cannot
benefit, while another reported avoiding any
stimuli.

The third theme, ‘the fragility of hope’, cap-
tured the fluctuating sense of hope experienced
by people with CF who cannot benefit from ETI
due to genetic factors. While hope was a con-
stant in their lives, participants initially felt
hopeful about ETI’s release, only to quickly
lose that hope upon discovering their genetic
mutations excluded them from its benefits. This
led to feelings of disappointment and disbelief,
with one participant questioning ‘why me?’
This mixed sentiment aligns with findings
reported by Milo et al. (2023). The use of IPA
methodology in this study was particularly
effective in capturing the nuanced fluctuations
of hope, and the detailed, personal transitions in
participants’ experiences.

The final theme revealed that participants
felt that they had remained on the old CF trajec-
tory, facing worsening health typical of CF.
They recognised the significant impact ETI
could have on their overall wellbeing if they
were eligible to receive it. Participants also
expressed a sense of unfairness and injustice
regarding the continued burden of their current
treatments with limited efficacy. Participants in
the current study employed coping strategies
such as distraction, avoidance, optimism and
maintaining a positive attitude. White et al.
(2018) reviewed existing literature on coping
with chronic illness and proposed a framework
for clinicians. The framework included internal
factors such as personal habits, individual dif-
ferences and preferences, values and belief and
emotional factors, as well as external resources
such as social support and therapeutic interven-
tions. White et al. (2018) emphasised the impor-
tance of both internal and external factors in
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promoting positive adjustment and coping. For
instance, social support from family, friends
and interactions with others who cannot benefit
from ETI can help alleviate feelings of isola-
tion, being left behind, or unworthiness reported
in the current study. Moreover, psychological
interventions could assist people with CF who
are not able to benefit from ETI by offering
strategies to manage, regulate and express emo-
tions, as suppressing or avoiding emotional
responses is linked to poor coping outcomes (de
Ridder et al., 2008).

Study strengths and limitations

The study methodology, IPA, enabled a nuanced
account of the experiences of a small and under-
researched target group to be examined in depth.
Through detailed interviews and iterative inter-
pretative analysis, the study critically interpreted
and explored underlying meanings. While previ-
ous studies have examined the experiences of
this group, they lacked this level of analysis and
interpretation, marking a unique contribution to
the existing literature. Information was gathered
through semi structured interviews, allowing the
researcher to follow different lines of inquiry as
they naturally arose. The seven participants rep-
resented various geographical locations within
the UK and Australia, providing a broader per-
spective than studies that focused on a single
locality, such as Milo et al. (2023), which cen-
tred on an Italian demographic.

The current study faced limitations, primar-
ily the small sample size of seven participants.
Despite challenges in recruiting, the sample
size met the minimum criteria for an IPA study.
Another limitation of the study is that most of
the participants were from the UK, with one
from Australia and although generalisability is
not the aim of an IPA study, this potentially lim-
its the applicability of findings beyond these
regions, particularly to those in medium-low-
income countries. Additionally, the study did
not include views from those unable to benefit
from ETI due to other factors like lung trans-
plant or limited access in their countries.

Clinical and research implications

Participants in this study generally reported
positive relationships with their CF healthcare
teams, but also expressed disappointment over
gaps in service provision and information
about ETI, new clinical trials and new research.
They emphasised that better communication
could help them feel more acknowledged and
included. One participant in the current study,
for instance, did not feel like part of the ‘for-
gotten few’ due to their active participation and
awareness of ongoing developments for people
who cannot benefit from ETI. HCPs should
consider acknowledging the specific struggles
faced by people with CF not able to benefit
from ETI, ensuring that they do not feel ‘for-
gotten’. They should communicate the reasons
for ETI ineligibility clearly and empathetically,
acknowledging the patient’s disappointment
and other emotions. Clinicians should also pro-
vide updates on ongoing research and potential
future therapies to help mitigate feelings of
hopelessness. Service users unable to benefit
from ETI could offer peer support, fostering
community, validation and reducing feelings of
being forgotten and unworthy.

Given the different emotions experienced by
participants in this study, such as hopelessness,
feeling forgotten, undervalued and powerless, it
seems important that people with CF not suita-
ble for ETI are offered psychological support
where possible. In the wider CF literature, psy-
chological support has been shown to be helpful
(Havermans and Duff, 2020; Havermans and
Staab, 2016). Interventions such as Acceptance
and Commitment Therapy (ACT) and mindful-
ness exercises could be helpful for managing
difficult and conflicting emotions associated
with not being able to benefit from ETI, and
might lead to a greater sense of living in the pre-
sent moment and acceptance (Havermans and
Duff, 2020; Kauser et al., 2022).

Participants in the current study raised con-
cerns about media portrayals of CF and ETI
potentially leading to misconceptions and
diverting funding away from research that
could benefit them. They called for fair and



Mwelwa et al.

13

equitable access to effective treatments for all
people with CF. This suggests that there could
be arole for CF charities to work with the media
to ensure balanced portrayals that include the
experiences of those not eligible for ETI and
could involve featuring diverse patient stories
and advocating for inclusive research and fund-
ing approaches. Additionally, engaging service
users in setting research priorities and advocacy
efforts could ensure that the most pressing
unmet needs are addressed.

The approval of Vanzacaftor/Tezacaftor/
Deutivacaftor has marked the next generation
of CFTR modulator therapies (Southern, 2025).
While the new drug offers hope for some peo-
ple with CF who previously were unable to ben-
efit from ETI, a minority will remain without
effective options, hence there will be a contin-
ued need for research and support for this group.

Conclusion

This research explored the experiences of
adults with CF who cannot benefit from ETI
due to genetic factors. Participants in the cur-
rent study shared rich, emotive, and personal
stories that hold significant value for HCPs,
therapists, researchers, pharmaceutical compa-
nies and government organisations. Participants
accounts highlight the profound impact of not
benefitting from ETI, particularly feeling for-
gotten and undervalued, yet holding on to hope.
Understanding these perspectives can guide the
development of more inclusive and effective
support systems and treatments.
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