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Abstract

Pulmonary hypertension (PH) adds a substantial disease burden, including

higher mortality, when associated with interstitial lung disease (ILD), a severe,

chronic, progressive condition. Yet little is known of the lived experiences,

perspectives, priorities, and viewpoints of patients and carers living with PH‐
ILD. The Voice of the Patient meeting at the center of this qualitative research

study aims to provide these difficult‐to‐obtain insights from a European

perspective for the first time. The multistakeholder approach brought together

four PH‐ILD patients, three primary caregivers, two patient associations,

clinical experts, sponsor representatives, and a facilitator. Of the six major

themes identified in the thematic analysis, symptoms, and physical limitations

were the most impactful. Shortness of breath was the most bothersome

symptom affecting patients daily. Further symptoms included fatigue, cough,

dizziness, syncope, edema, and palpitations. Physical limitations focused on

reduced mobility, impacting patients’ ability to perform daily tasks, hobbies,

sports, and to enjoy travel. Existing antifibrotic and pulmonary arterial

hypertension‐targeted treatments were perceived as beneficial. However,

despite advances in treatment, severe disease burdens and high unmet medical

needs persist from the perspectives of patients. Most meaningful to patients’
daily wellbeing was supplemental oxygen, enabling greater mobility. Patients

and carers reported difficulties and barriers in navigating the healthcare

system and obtaining adequate information to reduce their considerable

uncertainties, documenting the substantial challenges that rare and complex

conditions such as PH‐ILD pose for routine clinical practice beyond PH expert
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centers and indicating an urgent need for high‐quality patient‐ and clinician‐
directed information to support patient‐centered care.

KEYWORD S

health‐related quality of life, interstitial lung disease, patient experience data, patient‐
involvement, pulmonary hypertension

INTRODUCTION

Pulmonary hypertension (PH) is a condition character-
ized by elevated pressure in the pulmonary vasculature,
which may be associated with interstitial lung diseases
(ILDs), including idiopathic pulmonary fibrosis (IPF),
and classified as Group 3 PH.1,2 Nonsevere PH (pulmo-
nary vascular resistance, PVR, of ≤5 wood units, WU) is
common and reported in up to 86% of patients in lung
transplant candidates,3 while severe PH (PVR> 5 WU)
occurs in approximately 9% of patients with advanced
ILD.4 Notably, even nonsevere PH negatively impacts
symptoms, exacerbations, and survival in ILD.5–7 A
recent real‐world study found mortality correlated
significantly with mPAP, and survival in ILD patients
was worse for any PH level than in patients without PH
(3‐year survival: No PH 58%, Mild PH 32%, Moderate PH
28%, Severe PH 33%, p= 0.002).6

As often in rare conditions, there is a lack of
standardized approaches to the diagnosis of PH‐ILD in
routine clinical practice, leading to delays between the
manifestation of symptoms and correct diagnosis.8,9 A
recent Delphi expert panel provided several indicators for
suspicion of PH in patients with ILD, according to
symptoms and signs, findings on chest CT scan or other
imaging, abnormalities in pulse oximetry, elevations in
brain natriuretic peptide (BNP) or N‐terminal pro‐brain
natriuretic peptide (NT‐proBNP), and unexplained wor-
sening in gas exchange or 6‐min walk distance.8

Transthoracic echocardiography is the most widely used
noninvasive tool to assess PH, and right heart catheteriza-
tion (RHC) is essential for confirming diagnosis, but the
2022 European Society of Cardiology/European Respira-
tory Society (ESC/ERS) guidelines on PH only indicate it
when better phenotyping or an actionable treatment
option is available.1 For this reason, outside of PH expert
centers, RHC remains infrequently indicated.6,8,9

While inhaled Treprostinil is approved in the United
States for the treatment of PH‐ILD based on the
INCREASE study, there are currently no approved
treatments available in Europe.9,10 The 2022 ESC/ERS
guideline recommends an individualized approach to
treatment: PDE‐5 inhibitors may be considered in
patients with severe PH‐ILD, and inhaled Treprostinil

on a case‐by‐case basis regardless of severity.1 The lack of
satisfactory treatments, poorer prognosis, and decreased
survival has led to the recognition of a high unmet
medical need in PH‐ILD, and to a great interest in
innovative treatments.9

Directly involving patients in drug development to
generate meaningful, high‐quality patient experience data
(PED) is key in ensuring that innovative therapies
effectively address patients’ unmet needs. In its Patient‐
Focused Drug Development (PFDD) initiative, the US Food
and Drug Administration (FDA) defines PED as quantita-
tive data generated with clinical outcome assessments
(COAs), including patient‐reported outcomes (PRO), as
well as qualitative and patient preference research.11 The
European Medicines Agency (EMA) supports the collection
and use of evidence‐based PED for benefit‐risk decision‐
making,12 and the interest of payers and health technology
assessment (HTA) bodies is equally increasing.13

In Idiopathic Pulmonary Fibrosis (IPF), patients
report that the aspects most important to them are not
routinely captured by clinical studies, despite trial
protocols including PRO measures such as the St
George's Respiratory Questionnaire, Living with Pulmo-
nary Fibrosis, Short Form 36, and the EQ‐5D.14–16 A lack
of specificity and validity results in studies often not
detecting a clinically meaningful PRO‐score difference in
response to therapy, supporting the need for further
research on the health‐related quality of life (HRQoL)
impacts in PH‐ILD.14,15 Qualitative research, such as we
employ here, provides an alternative where quantitative
analyses have limitations.11,12,14,15

FDA's PFDD gathered patients’ perspectives in Voice
of the Patient (VOP) meetings, which included IPF and
in pulmonary arterial hypertension.16,17 DuBrock et al.
undertook qualitative interviews with three clinical
experts and 14 individuals with PH‐ILD in the United
States.18 Yet little is known of the real‐life experience of
Group‐3 PH patients from a European perspective. We
aimed to address this gap in the PED literature with a
European PH‐ILD VOP meeting, which systematically
collected and analyzed qualitative insights on:

• the experiences, perspectives, priorities, and what
matters most of European patients and carers living
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with PH‐ILD, providing context and understanding of
the burden of disease and unmet medical needs

• the diagnostic and therapeutic journey of PH‐ILD
patients in routine practice, and similarities and
differences between the US and European experience

• patient preferences and priorities for a potential future
treatment in PH‐ILD.

METHODS

The European PH‐ILD VOP meeting was designed and
implemented in full adherence of the principles developed
by the European Patient Focused Medicines Development
initiative (PFMD) and published in the Patient Engage-
ment Management (PEM) Suite, which includes best
practices, qualitative guidance, patient remuneration and
fair market value, legal and contractual tools, and practical
how‐to guides.19 Processes were adapted to national
patient engagement guidelines of the countries of
residence of the participants and Spanish guidance as
the country in which the meeting's sponsor is based.20

The meeting emulated the approach of the FDA's
PFDD VOP meetings to systematically gather patients’
perspectives.16,17 This format provides the opportunity to
hear directly from patients, patient caregivers, and patient
representatives about their lived experiences with PH‐ILD.
Discussion focussed on two main groups of topics: first,
disease symptoms and daily impacts that matter most to
patients, and second, perspectives on current and potential
future approaches to diagnosis and treatment.

The importance of carers is increasingly recognized.
This particularly includes the impacts experienced by
these individuals as a result of supporting patients which
are affected by severe and chronic diseases, and that
often require complex, time‐consuming care.16,21 There-
fore, we included individuals with experience function-
ing as the primary caregiver for patients living with PH‐
ILD (in practice patient and carer pairs).

For each topic, the participating patients and
caregivers first shared their perspectives to begin the
dialog, followed by a facilitated discussion inviting
comments and follow‐up questions from the other VOP
participants, which brought together representatives of
the Pulmonary Hypertension Association Europe (PHA
Europe)22 and the European Pulmonary Fibrosis Federa-
tion (EU‐PFF),23 clinical experts, pharmaceutical indus-
try experts nominated by the sponsor, and the meeting
facilitator.16,17

To address the often‐limited mobility and difficulties
with travel of participants, for example due to the need
for ambulatory oxygen, the VOP meeting was held
virtually through a web‐enabled video application.

Recent research supports the validity and methodologic
rigor of using virtual patient meetings, yielding similar
insights as compared to traditional in‐person formats.24

Participating patients and carers executed a “Partici-
pant Consultancy Agreement,” which outlined their role
and responsibilities, their rights to privacy and confiden-
tiality, their fair market compensation, as well as a signed
consent form. The agreement and participants’ remuner-
ation were based on the WECAN and PFMD “Guiding
Principles on Reasonable Agreements between Patient
Advocates and Pharmaceutical Companies.”25

Participants

Patient and caregiver candidates for the PH‐ILD VOP
meeting were identified and approached by the partici-
pating patient associations, PHA Europe and EU‐PFF. A
participant information leaflet outlined the aims and
topics of the VOP meeting, role, time commitment,
rights, and an invitation to contact the meeting
coordinator (no personal identifying data was trans-
mitted directly). Twenty‐minute screening calls were
scheduled via email to ascertain candidates’ eligibility to
participate in the meeting based on the following
inclusion criteria:

• Male and female participants, 18 years of age and
older.

• Confirmed diagnosis of PH‐ILD ≥6 months before the
meeting (the cutoff of ≥6 months enables participants
to share an in‐depth lived experience).

• Comorbidities were included, with the sole exception
of PH‐COPD.

• Spouses, relatives, or close friends of patients function-
ing as primary carer.

• In an overall state of health so the participant can
responsibly take part in a 3‐h virtual meeting from
their home and communicate effectively.

• Execution of a Participant Agreement, including
signed informed consent.

Screening calls were conducted by a single researcher
(D. S.) with a formal questionnaire, which was developed
with the support of clinical experts, and relied on self‐
reporting without further review of patient medical
records. Any apparent clinical discrepancies reported
by the candidates were probed and clarified during the
calls. Patients with a diagnosis of COPD were excluded.
A total of 10 patients and five carers were screened, of
which five patients and two related caregivers had to be
excluded. Further details of the exclusion criteria are
provided in Table 1.
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Four patients and three primary caregivers attended
the virtual meeting and comprised the European PH‐ILD
VOP panel. Patients reported prescriptions of antifibrotic
medication as well as off‐label treatment with pulmonary
arterial hypertension (PAH) drugs. Patients routinely
relied on supplemental oxygen, two of four also requiring
oxygen at rest. Two of the three primary caregivers were
spouses of patients, and in one case the son, resulting in a
large age range (Table 1).

Qualitative analysis

Phenomenology is the qualitative framework we employed
to gain an in‐depth understanding of the lived experiences
of people living with PH‐ILD and the meanings that these
individuals perceive of those experiences.21,26,27

Open coding thematic analysis was adopted to
analyze the unstructured data from the original video
recording and the verbatim meeting transcript and to
identify those themes most important to patients and
caregivers. In an open coding technique, the data is
broken down into first‐level concepts, or major themes,
and second‐level categories, or sub‐themes.21,26–29 For
example, participants discussed their most bothersome
symptoms in detail. “Most frequently reported symptoms

TABLE 1 Characteristics of the VOP meeting participants.

Patient and caregiver characteristics Totals

Participant eligibility, total eligible/total screened

Patients 4/10

Caregivers 3/5

Exclusion criteria (multiple criteria provided)

Diagnosis of PH‐ILD not confirmed (patients
and caregivers)

7

Patient's state of health too severe 2

Informed consent not executed 1

Sex, n

Patients, male 2

Patients, female 2

Caregivers, male 2

Caregivers, female 1

Age, years mean (range)

Patients 58.8 (33–80)

Caregivers 39.7 (24–62)

Country of residence, n

United Kingdom 5

Slovakia 2

Diagnosis of PH‐ILD, years mean (range)

Time since diagnosis 2.0 (0.5–6.0)

ILD subtype, n of 4 patients

Idiopathic pulmonary fibrosis 3/4

Systemic sclerosis 1/4

Antifibrotic treatment, n of 4 patients

Prifenidone 1/4

Prifenidone discontinued (drug–drug
interactions)

1/4

Prifendione prescribed, waiting for insurance
approval

1/4

Nintedanib 0/4

PH therapy, n of 4 patients

Oral PDE5i, single therapy 1/4

Oral PDE5i/ERA dual therapy 1/4

PDE5i/ERA/prostacyclin analog
(oral/parenteral) triple therapy

1/4

No PH therapy 1/4

Supplemental oxygen, n of 4 patients

Oxygen at exertion (ambulatory) 4/4

Oxygen at rest 2/4

TABLE 1 (Continued)

Patient and caregiver characteristics Totals

Comorbidities, n of 4 patients

Depression 1/4

Mixed connective tissue disease (MCTD) 1/4

Lupus and scleroderma 1/4

Basal cell carcinoma 1/4

Pulmonary embolism 1/4

Concomitant medications, n of 4 patients

Immunosuppressant 1/4

Analgesics/morphine patches 1/4

Omeprazole 1/4

Corticosteroid 1/4

Warfarin 1/4

Note: All characteristics are provided exactly as reported by the participants,
the clinical accuracy and completeness of patient‐reported medical details
may vary.

Abbreviations: ERA, endothelin receptor antagonist; ILD, interstitial lung
disease; PDE5i, phosphodiesterase 5 inhibitor; PH, pulmonary hypertension;
VOP, Voice of the Patient.
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of PH‐ILD” therefore became a concept or major theme,
and the related symptoms became categories or sub‐
themes. The mapping process from coded statements,
which are verbatim quotes by the participants and
reported without any interpretation, to sub‐themes and
then to major theme(s) is shown in Figure 1 (see the
supplemental materials for the mapping of the further
major‐ and sub‐themes).

With a larger number of transcripts, qualitative data
analysis software such as NVivo 14 is used to systemati-
cally code unstructured data.21,27,29 Given the highly
condensed data from the video recording and transcript,
we elected to manually code participant statements,
emphasizing the “human touch” of the interactions
during the 3‐h VOP meeting. Analysis of the qualitative
data was conducted in a systematic manner by three
members of the research team. The initial thematic
analysis was performed by D. S., who as the facilitator of
the VOP meeting was familiar with the data and
therefore able to gain an immediate impression of the
thematic framework, as a first analytic step.21,27,29 The
initial analysis was independently reviewed by research-
ers L. P. and G. K., who re‐assessed the proposed major‐
and sub‐themes. Identified discrepancies were reviewed
across researchers and resolved through examination of
the source material and discussion. Once this resolution
was completed, a theme map of all identified major‐
themes and sub‐themes and their relationships was
created (Figure 2). Comparison between the European
lived experience and the US‐based PH‐ILD, IPF, and

PAH populations was performed based on the major
theme reported in all qualitative publications: most
frequently reported symptoms.16–18

RESULTS

Qualitative thematic analysis of the European PH‐ILD
VOP meeting identified six major themes most important
to the participants: (1) most frequently reported symp-
toms of PH‐ILD, (2) limitations in physical functioning,
(3) impacts on patients’ and carers’ family and social life,
(4) affected emotional well‐being, (5) current treatments
are beneficial, but unmet needs remain, and (6) the lack
of a holistic approach to PH‐ILD (PH and ILD silos). The
resulting thematic map of the major‐ and sub‐themes and
their relationships is shown in Figure 2.

The symptoms of PH‐ILD, which patients and—by
extension of their familiarity with the patients—the
carers unanimously reported experiencing, were the first
and primary topic of discussion. This included shortness
of breath, fatigue, cough, dizziness, syncope (reported by
patients as feeling faint), edema (reported by patients as
swelling), and palpitations. Of the symptoms affecting
patients daily, shortness of breath was identified as the
most burdensome:

One of the symptoms that I seem to really
struggle with is the breathlessness, but also
the chest tightness caused through PH, it's

FIGURE 1 Thematic analysis—mapping of coded statements into major‐ and sub‐themes. ILD, interstitial lung disease; PH, pulmonary
hypertension.
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not just being out of breath, it is a stifle that I
feel. People that are unaware of the disease
assume that oxygen is something that
loosens it, but it doesn't.

It is the shortness of breath that has a major
effect on my ability to do tasks. I've always
been very active; it is just a struggle now to
do a lot of things.

It seems that the breathlessness is very much
a common factor, pretty much any activity
will make me breathless.

My first symptoms were fatigue, and short-
ness of breath, I was weak, I couldn't carry
heavy things, but the worst symptom is the
feeling like collapsing.

Carer: Simple things in regard to the PH, like
walking 5‐6 steps and starting to struggle to
breathe, and it's gotten worse over time, as
you would expect.

I get a lot of dizziness and I cough a lot,
which is part of the IPF. I've had pitting
oedema in my legs, which my GP was
concerned about, he prescribed me compres-
sion stockings to stop the swelling.

The next major topic prompting discussion were
limitations in physical function, resulting in patients having
to rest or even being unable to perform daily activities and
those things most important to them, such as home do it
yourself improvements, traveling, hobbies, and sports. This
was perceived as closely related to the severity of
symptoms, particularly shortness of breath. There was an
animated back and forth between participants on coping
mechanisms and how to live with day‐to‐day limitations:

I love travelling, I'm a foodie by heart, I've
gone from walking slowly to wheelchair in a
year, and obviously due to accessibility with
the wheelchair and the oxygen, it's been
rather difficult, and unfortunately I'm a
33‐year‐old woman who spends now most
of my time at home.

Even stuff like putting up a blind at the
windows, having to drill holes and go up a
ladder, it takes it out of me. It takes me a lot
longer to do things and I have to rest.

I couldn't walk in a supermarket, even with
oxygen, I think that'd be really difficult for me.

Before I got sick, I danced Oriental and
Egyptian dance, going to the competitions
with other women, dance is a very nice

FIGURE 2 Identified major‐ and sub‐themes most meaningful to PH‐ILD patients and carers. Dx, diagnosis; ILD, interstitial lung
disease; PH, pulmonary hypertension; Rx, treatment.
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sport. I liked going to the mountains, hiking,
going to the gym, it is now very hard for me.

The next major themes pertained to impacts on
patients’ and carers’ family and social life and their
emotional well‐being. The identified sub‐topics included
personal isolation as well as social isolation impacting
the entire family, anxiety and fear, sadness, particularly
also expressed by the carers, and financial burdens. This
was a very frank and open discussion given the virtual
format and the fact that patients and carers did not know
each other or most of the other participants beforehand:

It takes a long time now to plan something,
especially if you have these needs now with
the oxygen and the wheelchair. I don't have
many friends anymore, my social circle kind
of drifted off, and that has been a drastic
change in my life.

People don't understand the limitations and
no matter how many times you explain, it
usually falls on deaf ears. Others cannot
understand your disease, and what the
disease is doing with your body.

My life is changed, I had to change my
activities, I like a smaller group of people. I
like to go to the theatre, but I plan this very
well, where I go, whom I go with, where I
park my car and so on.” The carer: “Her
social circle got a little smaller and it is sad
that these things had to change.

We used to travel a lot. We'd fly to European
cities. And now I'm just really scared about
doing that. I saw the complications of taking
oxygen with me, and what would happen if I
was abroad and I had an exacerbation. If
we're going to stay in a hotel, it must have a
lift, there's no way I can do stairs.

And I haven't been intimate with my wife for
a long time, because we're both so worried
that I have lack of breath.

Thankfully we have got the money, and we
can afford to pay people to do things. We got
a little mobility scooter so I can at least go
out with my wife.

For the second major topic of the VOP meeting,
discussion turned to patients’ and carers’ perspectives on

current and potential future approaches to diagnosis and
treatment. Current therapies were regarded as helpful,
particularly oxygen, which patients report enables greater
physical activity and increases mobility. Patients and carers
stated being grateful for any support and improvement
available, although there were no illusions regarding a
reversal or cure of the condition. Despite treatment benefits,
it was clear from the perspective of all participants that the
burden of disease remains high overall and that unmet
medical needs persist. Expectations for future PH‐ILD
treatments—a cure aside—therefore concentrated on an
improvement of patients’ quality of life, particularly related
to disease symptoms and physical functioning. Adverse
events were experienced as manageable, even though
therapy switches and discontinuations were reported due
to side effects and drug‐drug interactions:

For the PH I was started off with sildenafil
and macitentan, but due to the side effects I
was having I was put on tadalafil instead,
which has been a bit better.

In terms of the antifibrotic medication side
effects, there is a huge, long list, but I don't
suffer from the skin rash in the sun and it
hasn't affected my bowels either, The biggest
thing is a loss of appetite – I don't know if
that is the condition or the drugs. Initially it
made me feel nauseated, but that's not been
so bad recently.

I had to stop taking pirfenidone because it
was interfering with the warfarin.

I was put on full‐time oxygen, so I'm now on
3 litres at rest, and 6 to 8 litres on exertion,
which has helped a lot with the heartbeat
and in taking some of that strain from the
lungs and the heart.

I would say the oxygen really helped, the
coughing was way less and maybe even the
shortness of breath.

So, if I'm doing something, I'll use that liquid
oxygen which is a continuous flow at 6 L/
min and that does help but it is not a cure.”
The carer: “He does use oxygen to move
around, but he really couldn't walk around
without it, the answer is it is very beneficial.

I don't mind taking the drugs, or whatever
kind of therapy it is, it's a small price to pay
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if something can improve my quality of life
and the length of my life.

The sixth and final major theme, which we summa-
rized as “Lack of a holistic approach to PH‐ILD (PH and
ILD silos),” was an unforeseen outcome. Originally we
aimed to discuss patients’ experiences with their
diagnostic journeys. This, however, turned into a
documentation of the struggles and barriers patients
and carers experience when navigating the healthcare
system and seeking adequate information. This was
perceived as resulting from a lack of knowledge and
understanding of PH‐ILD as a rare form of PH,
particularly among general and emergency room practi-
tioners, as well as a lack of coordination between the
different medical specialties involved. All this led to
diagnostic odysseys which resulted in delayed or
incorrect diagnoses, and delays in treatment. Most
meaningfully, given the severity and progressive nature
of PH‐ILD, these experiences left patients and carers
feeling frustrated, insecure, ill‐informed, and confused
about their condition and symptoms, planned diagnostic
measures, and follow‐ups and regarding their treatments.
In contrast, one patient reported a very positive
healthcare experience:

I saw a consultant who looked at the CT‐
scan and said I had IPF, and I've got 3 to 5
years to live. There was never any mention of
PH at that point. I was shocked by the
brutality of it all, to be told so bluntly.

It was near 18 months from first presenting
at the GP with shortness of breath to getting
the antifibrotic drug, which I'm very angry
about, that it took that amount of time. Has
that shortened my life by 18 months?

The IPF was not diagnosed at the two visits
to the local hospital but when I saw the other
(respiratory) consultant and that was the
original diagnosis in 2004. The original
diagnosis was based purely on the x‐rays
but then confirmed by various CT scans. PH
was never mentioned, that only came up
when I went to a local centre of excellence in
April of this year (2022) and was finally
diagnosed following RHC.

I always thought I just had IPF, and it is
difficult to know which one is contributing
to the other and making it worse. I'm

confused by the relationship between the
PH and the IPF.

I need to understand the relationship
between the IPF and the PH, and I'd like to
have more follow‐up from the hospitals on
the condition, I haven't got another follow‐
up appointment, I don't know when that will
be. I think they should be looking after me
better, whether it is 6‐months reviews or
whatever.

The GPs don't really know anything about
this, he said you need to go to the emergency
room, and at the local hospital, they didn't
know anything, they said I have a chest
infection and sent me home with steroids
and antibiotics.

My GP turned around and said, you are one
of my complex patients, you need to know
more about your body than I do. That puts
the responsibility on me.

My therapy was very well coordinated with
my cardiologist, rheumatologist and pneu-
mologist. I think my doctors treat me very
well and I'm very thankful to them, they are
very professional. I think I take good drugs.

Figure 3 compares the lived experience of PH‐ILD,
PAH and IPF patients in terms of most frequently
reported symptoms between our qualitative analysis, the
research by DuBrock et al.,18 and the two FDA VOP
meetings.16,17 It should be noted that many of the
currently available PAH‐targeted therapies prescribed
off‐label in PH‐ILD, as well as antifibrotic therapy, which
constitutes the current standard of care in ILD/IPF, were
not yet approved at the time of the FDA meetings.1,9,10

These novel drug approvals, which collectively represent
significant advances in the treatment of these condi-
tions,9,10 did, however, not appear have a substantial
impact on the type and ranking of the symptoms most
frequently reported by patients. These remain remark-
ably similar across the three studied populations of PH‐
ILD, PAH, and IPF, and across nearly a decade of time,
apart from cough in PAH, which is ranked lower as
compared with the lung conditions. This mirrors the
discussion of currently prescribed treatments in Europe
in our VOP meeting, where treatment benefits are
appreciated, but high unmet medical needs continue to
persist from the perspectives of patients and carers.
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DISCUSSION

For the first time in Europe, we provide an in‐depth
understanding of patients’ and carers’ lived experiences
of PH associated with ILD and describe what matters
most to these individuals, by systematically gathering
and thematically analyzing their perspectives, needs, and
priorities, with an approach emulated from the FDA's
PFDD VOP meetings.16,17 The multistakeholder
approach, including patients and carers, representatives
of patient associations, clinical experts, and pharmaceu-
tical industry experts facilitated a comprehensive and
broad discussion. Prioritizing patients and caregivers to
first share their perspectives and to highlight those
aspects most important to them focussed the scope of
discussion. The virtual format allowed patients with
advanced disease and oxygen therapy to attend the
meeting from the comfort of their own home. The
relative anonymity of participants seemed to result in a
richer discussion of sensitive topics as compared with a
traditional in‐person format.24

The life‐altering effect of PH‐ILD impacts every
aspect of patients’ lives. We identified six major themes
(Figure 2); most meaningful among these were symp-
toms and physical functioning. Patients reported short-
ness of breath as the most bothersome symptom which
affects them daily. Further symptoms included fatigue,
cough, dizziness, syncope, edema, and palpitations. The
most prominent physical limitation was reduced mobil-
ity, which affects patients’ ability to perform daily tasks,
such as walking, climbing stairs and shopping, as well as
restricting those activities most important to them,
including travel, hobbies, and sports. In patients’ and
carers’ perception, these physical limitations are closely
related to the severity of breathlessness, explaining why
shortness of breath is the most bothersome symptom,
and why participants unanimously reported oxygen as
being essential to their well‐being, enabling greater
activity and mobility. At the same time, oxygen was not
considered a disease modifying or curative treatment,

and one patient found no relief from breathlessness with
it. PAH‐targeted and antifibrotic medications were
reported as beneficial and appreciated, and adverse
events as manageable. Despite these treatments, there
was a strong consensus that high unmet medical needs
remain, with a preference for an improvement of
symptoms and functionality when discussing future
treatments of PH‐ILD.

Understanding the crucial importance of the complex
shortness of breath “physical limitation” oxygen can help
inform ongoing research into those therapeutic ap-
proaches best suited to significantly improve the
symptoms and the health‐related quality of life (HRQoL)
of patients living with PH‐ILD, and how to collect,
analyze and report these patient‐relevant data meaning-
fully.14–18,21 Our qualitative insights suggest a rethink
regarding the PRO measures typically selected for clinical
trials. Rather than broad measures of HRQoL, it may be
preferable to focus on more proximal concepts such as
validated symptom scores, including dyspnea, cough, and
fatigue, in combination with patient‐ and observer‐
reported assessments of functionality and activities of
daily living. Ultimately this may warrant the develop-
ment and validation of a PH‐ILD‐specific symptom/
functionality measure.14,16,21 These measures could
function as key secondary endpoints in randomized
trials, including a pre‐specification of clinically meaning-
ful changes in scores in response to treatment. These
recommendations are aligned with the most recent FDA
PFDD guidance on “incorporating clinical outcome
assessments into endpoints for regulatory decision‐
making.”30

Our VOP findings correspond with those of the US‐
based PH‐ILD population analyzed by DuBrock et al.
(n= 14).18 Shortness of breath, fatigue, cough, and
swelling were the most frequently reported symptoms
of PH‐ILD, and shortness of breath was also identified as
the single most bothersome symptom for most US
patients (71.4%). Interview participants described experi-
encing impacts related to PH symptoms, including

FIGURE 3 Comparison of the most frequently reported symptoms—PH‐ILD, PAH and IPF. ILD, interstitial lung disease; IPF,
idiopathic pulmonary fibrosis; PAH, pulmonary arterial hypertension; PH, pulmonary hypertension. *DuBrock et al.18 **FDA17 ***FDA.16
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limitations in activities of daily living and impacts on
physical functioning, family life, social life, as well as
emotional impacts. This supports the conclusion that
persons living with PH‐ILD in the United States and
Europe have comparable lived experiences and unmet
medical needs. Figure 3 documents the similarities
between the most frequently reported symptoms in PH‐
ILD, PAH, and IPF populations.

An unforeseen topic of the VOP meeting was the
difficulties participants described in navigating the
healthcare system and obtaining adequate information
on the condition, symptoms, diagnosis, and treatment of
PH‐ILD. This is experienced as delayed or incorrect
diagnoses and treatments, suboptimal coordination
between specialists involved in PH and ILD care, as well
as GPs and emergency rooms often lacking knowledge of
the disease. These reports echo a growing body of
literature documenting barriers to receiving expert care
for individuals living with complex rare diseases.31–33

The diagnostic odysseys rare disease patients go through,
and the negative impact on outcomes are equally well
documented.32,33

The absence of timely and adequate information
resulted in patients reporting marked confusion in
understanding the relationship between their PH and
the underlying lung disease, how their symptoms are
related to which diagnosis, and to prescribed therapy,
very similar to the US PH‐ILD patients interviewed by
DuBrock et al.18

These findings indicate an urgent need for patient‐
and clinician‐directed education: the participating
patient associations (PHA Europe and EU‐PFF) envisage
joint educational initiatives to disseminate best practices
for diagnosis and treatment, including the 2022 ESC/ERS
guidelines, highlighting patient needs in clinical practice,
a faster referral to PH expert centers and a multi-
disciplinary approach.1,6,31–33 The European Reference
Networks for Rare Diseases (ERN‐Lung),34 established
PH and PH‐ILD registries such as the Spanish Registry of
Pulmonary Hypertension Associated with Respiratory
Disease (REHAR)6 and the Comparative, Prospective
Registry of Newly Initiated Therapies for Pulmonary
Hypertension (COMPERA),7,35 as well as the pharma-
ceutical industry could partner with patient associations
to advance these goals.

There were remarkably few differences in perspec-
tives between patients and their carers during our VOP
meeting. Overgaard et al., who interviewed 24 couples
together for their qualitative research in IPF also
reported few disagreements.21 Qualitative research in
other conditions, however, has reported differing view-
points between carers and patients,26 and PHA Europe
has found that carers speak more freely about their

challenges when patients are not present in surveys.
Given the life‐altering impact of PH‐ILD, mutual support
and agreement between patients and carers is likely to be
of substantial importance and may represent an inter-
esting topic for future research.16,21,31–33

This qualitative thematic analysis has several limita-
tions, notably the limited number of patient and
caregiver participants, owing to challenges in identifying
screening candidates and in reliably confirming a PH‐
ILD diagnosis based on patients’ statements. Candidates
with more advanced disease caused concerns that they
may not be able to participate to the 3‐h VOP meeting,
despite the virtual format. Collaborating with established
registries may provide access to patients with a con-
firmed diagnosis, representing a potential approach for
future qualitative research involving complex, small,
heterogeneous populations, which are notoriously diffi-
cult to recruit. Because of the limited cohort, IPF was
overrepresented; while IPF represents the largest PH‐ILD
subtype,36 future works should include a greater propor-
tion of other aetiologies. Similarly, the number of
European countries represented is limited, the United
Kingdom being the main country of residence. Access to
healthcare and patients’ experiences may differ across
Europe, therefore the barriers to access and lack of
information on the disease reported here are not
generalizable and should be evaluated in the specific
country or region.

In conclusion, this study reports on the experiences of
people living with PH‐ILD in Europe, which are similar
to those of US PH‐ILD,18 PAH, and IPF populations.
Additional qualitative research to expand on these
findings is warranted to support the patient‐centered
design of future clinical trials, observational studies, and
registries in PH‐ILD, so that research can effectively
incorporate what matters most to patients and
carers.6,11,12,14–17,21,30–33
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