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What matters most to people with metastatic uveal
melanoma? A qualitative study to inform future measurement

of health-related quality of life

Carrie-Anne Ng® Tim Luckett®, Brendan Mulhern?, Damien Kee®®,
Julia Lai-Kwon®® and Anthony M. Joshua®

Metastatic uveal melanoma (mUM) is a rare cancer with
poor prognosis, but novel treatments are emerging.
Currently, there are no mUM-specific health-related
quality of life (HRQOL) questionnaires available for clinical
research. We aimed to explore how mUM and its treatment
affect HROL and assess the content validity of existing
questionnaires. Participants were patients with mUM

and healthcare professionals involved in their care.
Qualitative data were collected using semi-structured
interviews and focus groups. Data collection and
analysis used an integrative approach involving inductive
questions/coding to elicit new concepts and deductive
questions/coding based on domains of existing HRQOL
questionnaires. Initial interviews/focus groups focussed
on HRQL questionnaires designed for patients with uveal
melanoma or liver metastases. As new concepts were
elicited, domains and items from other questionnaires
were subsequently added. Seventeen patients and 16
clinicians participated. HROL concerns assessed by uveal
melanoma-specific questionnaires were largely resolved
by the time of metastasis. The Functional Assessment

of Cancer Therapy - Immunotherapy Module (FACT-ICM)
adequately captured most immunotherapy-related side
effects during initial treatment cycles. However, most
patients emphasised emotional impacts over physical
ones, focussing on the existential threat posed by

Introduction

Uveal melanoma is a relatively rare tumour with a mean
age-adjusted incidence of 5.1 cases per million per year,
constituting 3% of all melanomas [1]. Uveal melanoma
is biologically distinct from cutaneous melanoma and
has limited response to therapies developed for the lat-
ter [2]. More than 50% of people with uveal melanoma
develop metastatic disease, most commonly occur-
ring in the liver (91%), followed by the lung (16%) and
bone (9%), with multiple sites in 24% patients [3,4].
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disease amidst uncertainty about treatment accessibility
and effectiveness. Patients were also concerned with
treatment burden, including time commitment, travel, need
for hospitalisation, and expenses. The relative importance
of HRQL issues varied over time and across treatment
modalities, with no single questionnaire being sufficient.
Pending further development and psychometric testing,
clinical researchers may need to take a modular approach
to measuring the HRQL impacts of mUM. Melanoma Res
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Metastatic uveal melanoma (mUM) has a poor progno-
sis, with a 1-year overall survival of approximately 50%
[5]. Recently, tebentafusp, a T-cell receptor-based agent,
was the first treatment approved by the US Food and
Drug Administration to treat mUM, but is restricted to
the 30% of patients who have the relevant HLA subtype
[6,7]. Clinical trials of tebentafusp and other novel ther-
apies remain a focus for improving patient outcomes in
patients with mUM [8].

The survival benefits and burdens of new treat-
ments increase the importance of assessing impacts
on health-related quality of life (HRQL) to evaluate
net benefit. However, no mUM-specific HRQL ques-
tionnaire is available for use. Trials that have explored
HRQL impacts in mUM patients most commonly uti-
lised generic HRQL questionnaires, such as the EQ-5D
[9-12], or questionnaires that were developed for
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cancer of any type, such as the Functional Assessment
of Cancer Therapy - General (FACT-G) or European
Organisation for Research and Treatment of Cancer
(EORTC) Quality of Life Questionnaire - Core (QLQ-
C30) [13-15].

HRQL questionnaires for uveal melanoma (e.g. EORTC
Quality of Life Questionnaire — Ophthalmic Oncology
(QLQ-OPT30) [16], Measure of Outcome in Ocular
Disease (MOOD) [17], Collaborative Ocular Melanoma
Quality of Life (COMS-QOL) [18]) have been val-
idated in patients with early, rather than advanced,
disease and focus on domains that may become less rel-
evant for mUM, such as worry about disease recurrence.
Furthermore, assessment of visual impairment by these
questionnaires may be irrelevant to patients who have
had enucleation after 12 months [19]. While HRQL
questionnaires are available for patients with advanced
melanoma [e.g. FACT - Melanoma (FACT-M) [20];
EORTC Quality of Life Questionnaire - Melanoma
(QLO-MELS38) [21]], these focus on aspects of HRQL
(‘domains’) impacted by cutaneous melanoma, such
as surgical removal and concerns about sun exposure,
which are unlikely to be key issues in patients with
mUM [22]. HRQL questionnaires for liver cancer, such
as the FACT - Hepatic (FACT-Hep), have also been
used in trials in mUM patients [23], but these are not
relevant or sensitive in patients with metastases to sites
other than the liver [9,13,24].

Because currently available HRQL. questionnaires have
not been developed with input from mUM patients, they
may miss HRQL impacts specific to this patient group
- that is, they may lack ‘content validity’ for mUM [25].
‘Concept elicitation’ refers to the process of identifying
HRQL issues of importance by canvassing the views of
people from the target population themselves and other
stakeholder groups with insight, with as little influence as
possible from the researchers [26].

The aim of this study was to inform future HRQL meas-
urement in patients with mUM by eliciting the views of
patients and clinicians on how mUM and its treatment
affect HRQL and assessing the content validity of exist-
ing questionnaires.

Methods

Study design

A qualitative approach was used to enable deep explora-
tion of the lived experiences and perspectives of people
with mUM and clinicians involved in their care [27]. The
study was conducted between August 2022 and October
2023, and received ethical approval from St Vincent’s
Hospital Sydney Human Research Ethics Committee
(2022/E'THO01013). All participants gave informed verbal
consent. Reporting adheres to the COnsolidated criteria
for REporting Qualitative research [28].
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Participants

Eligible participants were adult patients (aged >18 years)
living with mUM and clinicians from any discipline
(medical, nursing or allied health) with experience of pro-
viding care to this patient group in any setting (inpatient,
outpatient or community). Patients were excluded if they
were unable to provide informed consent or participate
due to cognitive impairment or limited proficiency in
English.

Due to the relative rarity of uveal melanoma, sampling
was international to enable an adequate sample size.
Patients were recruited through email lists for consumer
organisations including Melanoma Patients Australia and
Rare Cancers Australia, OcuMelUK, Ocular Melanoma
Ireland and Ocumel Canada, as well as social media.
Australian recruitment also occurred through outpatient
services at two quaternary referral centres in Sydney and
Melbourne. Clinicians were recruited via the authors’
international networks and email circulars and notifica-
tions at relevant meetings of the Australasian Melanoma
and Skin Cancer Trials group and Australasian Ocular
Melanoma Alliance. The approach to recruitment meant
that the number of people who were invited but did not
participate could not be recorded.

Data collection

Patient data were collected by means of semi-structured
individual interviews in recognition that patients might
be sharing personal information and at risk of becom-
ing distressed. In contrast, clinician data were collected
using focus groups because these offered the most effi-
cient means for enabling differing perspectives to be
explored and integrated to identify group norms and
individual variability [29,30]; interviews were offered as
a second option where scheduling proved difficult. Data
were collected via video-conference (Zoom or Microsoft
Teams) to enable international participation, minimise
burden and reduce risk of COVID-19 transmission.
Video-conference was preferred over telephone to
enable screen-sharing of questionnaire domains and
items. Interviews and focus groups were conducted
by one (T.L.) or two (T.L. and C.N.) researchers - a
male social scientist (PhD) with experience in qualita-
tive research on experiences of individuals facing life-
limiting illnesses, and a female health economist (PhD)
with no experience of qualitative research but exper-
tise on HRQL questionnaires used in cancer. The inter-
viewers had no prior or continuing relationships with
any of the participants. Participants knew the research-
ers were not involved in their care and the purpose of
the research. To our knowledge, no one else was present
besides the participants and researchers.

Interviews began with open-ended questions about
the HRQL impacts of mUM and its treatment. Once
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unprompted issues were exhausted, participants were
asked whether existing questionnaire domains and
items were relevant to their HRQL. In the first inter-
views/focus groups existing HRQIL. questionnaires
included only those designed for people with uveal
melanoma (QLQ-OPT30, MOOD, and COMS-QOL) or
metastases to the liver (Quality of Life Questionnaire -
Colorectal liver metastases (QLQ-LLMC21) [31], Quality
of Life Questionnaire - Hepatocellular carcinoma (QLQ-
HCC18) [32]). As data collection progressed, domains
and items from other questionnaires were added as
needed to measure new concepts elicited in previous
interviews/focus groups. To ensure a standard of quality
and maintain consistency in response formats and recall
period, items from the two most widely used suites of
cancer-specific HRQL questionnaires - EORTC and
FACIT - were prioritised where possible. Decisions on
domain and item inclusion were made collaboratively
by the interviewers. By the final interview, a total of 103
domains (235 items in total) derived from 20 EORTC,
FACIT and other questionnaires were collated. For
domains identified to be relevant, participants were
asked the degree to which related items were necessary
and sufficient to capture their experience and their pref-
erence between these. Where HRQL issues were raised
that were not covered by the evolving list, probes were
used as needed to facilitate the depth of understanding
required to select further domains/items for future inter-
views/focus groups.

In addition to qualitative data, patients were asked to
provide demographic information (gender, age), time
since initial diagnosis and metastases, and treatments
received. Corresponding data from clinicians included
gender, discipline and number of patients with mUM
they had cared for over the past year.

Interviews and focus groups were audio-recorded and
transcribed, after which data were deidentified. The
researchers made field notes on observations during and
after the interviews. Recruitment continued until ‘infor-
mation power was reached (i.e. no new HRQL issues
emerged) [33]. No repeat interviews were carried out.
Data were imported into NVivo v12 software for man-
agement and analysis.

Analysis

Analysis used an integrated approach involving both
deductive and inductive coding to ensure results were
both grounded in existing questionnaires and open to new
insights shared by participants [34]. Initially, transcripts
were coded inductively line-by-line to identify impacts
on HRQL from disease and treatment. Next, these con-
cerns were mapped to domains and items of existing
questionnaires, creating new codes for any additional
issues. We followed the EORTC and FACIT suites in
regarding ‘core’ HRQL domains of the identified impacts

to be physical, role, emotional and social functioning/
well-being.

TL and CN coded the initial five patient interviews line-
by-line; coding discrepancies were resolved by discussion
between the authors until consensus was reached. CN
coded the remaining interviews. Coding was conducted
after each batch of three consecutive interviews/focus
groups, so that emerging HRQL issues could be revisited
during the next round of data collection for verification
and further development.

Analysis focussed primarily on patient rather than clini-
cian data as the ‘primary source’ regarding experience
and appraisal of HRQL. Clinician data were then coded
against the tree developed for patient data, creating new
codes as needed for verification in subsequent patient
interviews. The credibility of findings was interrogated
through exploration of negative cases and ‘member
checking’; participants were invited to review a one-page
summary of findings and disagree or suggest refinements
if needed.

Results

Participants

Seventeen patients and 16 clinicians participated in the
study. All patients were on anti-cancer treatment at the
time of being interviewed, except for three who were
deliberating treatment options. Clinician data were col-
lected via two focus groups (n = 2 and n = 8) and six inter-
views. The mean durations of interviews/focus groups
with patients and clinicians were 60 and 25 min respec-
tively. Tables 1 and 2 summarises patients’ and clinicians’
characteristics respectively. Two patients from New
Zealand were living in Australia to access tebentafusp,
while another received darovasertib/crizotinib therapy in
Australia before returning to New Zealand.

Impacts on HRQL

Most patients placed greater emphasis on the emotional,
rather than physical, impacts of disease and treatment.
Emotional concerns were centred on the existential
threat posed by metastatic disease within the context
of uncertainty about treatment access and effectiveness.
More variably, patients were concerned with burden
from treatment in the form of time commitment, travel,
need for hospitalisation, and expense. Of the treatments
received, immunotherapy - especially tebentafusp -
conferred the heaviest inconvenience and symptom
burden. The most prevalent and bothersome symptoms
were fatigue, short-term skin reactions and fever, appe-
tite loss, pain, diarrhoea and nausea. However, even
patients who had experienced severe symptoms from
treatment regarded these as tolerable in return for ben-
efits to survival. Few patients reported symptoms from
their disease, although a small number had symptoms
of unknown cause. All patients maintained near-normal
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Table 1 Characteristics of patient participants Table 2 Characteristics of clinician participants
Patients (h=17) Clinicians (n=16)
Gender Gender
Male 7 (41%) Male 9 (56%)
Female 10 (59%) Female 7 (44%)
Country of treatment Country
Australia 10 (59%) USA 10 (63%)
UK 2 (12%) Australia 2 (13%)
New Zealand 1 (6%) UK 2 (13%)
Switzerland 1 (6%) Poland 1 (6%)
Sweden 1 (6%) Germany 1 (6%)
USA 1 (6%) Profession
Canada 1 (6%) Medical oncologist 9 (66%)
Age (years) Ophthalmologist 2 (13%)
31-40 2 (12%) Radiation oncologist 1 (6%)
41-50 3 (18%) Radiologist 1 (6%)
51-60 4 (24%) Oncology physician assistant 1 (6%)
61-70 6 (35%) Nurse practitioner 1 (6%)
71-80 1 (6%) Clinical nurse consultant 1 (6%)
81 or over 1 (6%) Number of patients with metastatic uveal mela-
Time since diagnosis of primary uveal melanoma noma cared for over past year
< 3years 2 (12%) 0-20 2 (13%)
3-4 years 1 (6%) 21-30 5 (31%)
5-10 years 7 (41%) 31-50 8 (50%)
>10 years 7 (41%) 50-100 0 (0%)
Experience of treatment for primary uveal melanoma >100 1 (6%)

Enucleation only 4
Plaque brachytherapy only 7
Plaque brachytherapy followed by enucleation 3 (18%)
Laser therapy followed by enucleation 1

1

1

Proton beam therapy only (6%)
Unclear (6%)
Time since diagnosis of metastases
<1 year 5 (29%)
1-2 years 4 (24%)
>2 years 8 (47%)
Site of metastases
Liver 16 (94%)
Bones 2 (12%)
Lung 2 (12%)
Pancreas 1 (6%)
Kidney 1 (6%)
Breast 1 (6%)
Experience of treatment for metastases
Systemic therapy 17 (100%)
Tebentafusp 10 (59%)
Ipilimumab and nivolumab 4 (24%)
Darovasertib and crizotinib 3 (18%)
Pembrolizumab 2 (12%)
Darovasertib alone 1 (6%)
Nivolumab and relatlimab 1 (6%)
Surgery 6 (35%)
Radiotherapy 3 (18%)
Chemotherapy 2 (12%)

physical functioning/well-being, except for some patients
receiving tebentafusp who reduced activity on the day
of infusion each week due to feeling generally unwell.
Role functioning/well-being was impacted by symptoms
and treatment burden, with several patients reducing or
ceasing employment or more physically demanding lei-
sure activities. Impacts on social functioning/well-being
were less pronounced, with most patients receiving sup-
port from family and friends. However, many patients
expressed concern about the impact of their prognosis on
their loved ones, and a small number found repeated dis-
cussion of their illness to be challenging. Compared with
patients, clinicians generally over-emphasised the impact
of symptoms compared with emotional impacts and other
treatment burdens. Each of these concerns is discussed

in more detail below, with illustrative quotations availa-
ble in Supplementary Table 1, supplemental digital con-
tent 1, hztp.//links. low.com/MRJA373.

Supplementary Table 2, supplemental digital content 1,
http:fllinks.fow.com/MRJ/A373 provides a summary of the
questionnaire domains identified by patients to be rele-
vant to their HRQL,, along with exemplar questions for
each domain endorsed by at least two participants and
considerations regarding their content.

HRAQL concerns assessed by existing uveal melanoma
questionnaires

Most participants reported having gotten ‘used 1o’ (P09,
Australian woman aged 51-60) impacts from early dis-
ease and treatment during the period between the pri-
mary diagnosis and their cancer metastasising. Thus,
items from the MOOD, QLLQ-OPT'30 and COMS-QOL
were noted as largely irrelevant. However, there was
inconsistency in the relationship between time elapsed
and degree of adaptation; one patient who received
brachytherapy still found visual impairment and ocular
irritation to be important 4 years later (P11, American
man aged 71-80), whereas another patient (P04, New
Zecaland woman aged 41-50) reported adapting well to
enucleation after only 1 year. Two clinicians reported
that patients who had radiotherapy for early-stage dis-
ease were more likely to suffer from long-term side
effects than those who eventually had enucleation
(‘Some [patients] see improvement in their quality of life
because the side effects of the radiation therapy have basi-
cally been resolved by enucleation’. (C04, American med-
ical oncologist)). Indeed, all seven patients who had
been treated with enucleation for early-stage disease
reported having adapted to loss of sight in one eye, with
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only two reporting residual problems in the form of rela-
tively minor aspects of visual impairment (‘#iere’s a depth
perception issue that causes a few problems ... I [also] had a
phantom eye type thing, where I had flashing lights ... [but]
now very rarely’ (P02, British man aged 51-60); ‘I might
say that I'm probably more clumsy than usual’ (P14, New
Zealand woman aged 61-70)). Less common ongoing
issues were ocular irritation, and cosmetic concerns.

Symptoms

Most patients reported at least one symptom of the
kind assessed by questionnaires that measure common
problems across all cancers like the EORTC QLQ-C30
and FAC'T-G. Fatigue was the most common symptom
reported by patients and clinicians regardless of treat-
ment modality. Common descriptions included having
decreased energy and needing to sleep. Two clinicians
identified fatigue as one of the main impacts on quality
of life in patients with mUM.

The greatest treatment burden was during the initial
cycles of immunotherapy, and accordingly, a majority of
their side effects could be captured by the Functional
Assessment of Cancer Therapy - Immunotherapy Module
(FAC'T-ICM). Skin-related adverse effects shortly after
immunotherapy administration were reported by almost
all patients and clinicians. A majority of patients experi-
enced itching, with severity ranging from ‘noz a big prob-
lem’ (P06, Swedish woman aged 41-50) to ‘scratching the
skin on your legs with the intention of trying to rip it off your
bones’ (P11, American man aged 71-80). Some patients
reported that skin-related effects accompanied only early
infusions, and most patients experienced a reduction in
severity over the course of immunotherapy. However,
two patients reported itching to persist even after treat-
ment cessation.

While itching was identified as an important side effect of
immunotherapy, the concomitant skin rash, vitiligo and
hair bleaching were not identified by patients as both-
ersome (‘I'/] take every white skin and white hair over feeling
sick’ (P05, Swiss woman aged 41-50)). Clinicians placed
greater emphasis on rash because it was associated with
cytokine release syndrome ‘7o the point where [patients]
need inpatient care or active management’ (C16, British med-
ical oncologist).

Fever was reported by both patients and clinicians to
be a further short-term side effect of immunotherapy.
Most patients described this as a change in temperature.
Around half of the patients who had fevers described
having concurrent chills or ‘shaking’ (P07, Australian
man aged 31-40), while two specified having ‘4ot flashes’
(P05, Swiss woman aged 41-50; P12, British woman aged
41-50) instead. Concerns that fever might lead clini-
cians to withhold immunotherapy or surgery were also
expressed by two patients. Although fevers were noted as
a frequent adverse event of tebentafusp, a few clinicians

expressed that they ‘fortunately [do not] last very long
(C06, American medical oncologist) or were ‘short-lived’
(CO05, Irish medical oncologist).

Appetite loss was reported by most patients who were
asked, with most of them expressing concerns about
being ‘low in nutrition’ (P04, New Zealand woman aged
41-50), ‘going to getr sicker’ (P17, Australian man aged
51-60) or experiencing seemingly-associated weight
loss. Pain was experienced at various sites, including the
abdomen, joints, muscles and shoulder, which commonly
impacted physical activities of daily living. Some patients
had localised swelling around lymph nodes and joints,
which impacted their physical functioning/well-being.
Several patients also reported bothersome diarrhoea,
nausea, vomiting or trouble sleeping, and some patients
described taking medication for symptomatic relief of
these issues. However, two patients expressed reluctance
to take opioids due to side effects of constipation and cog-
nitive impairment, or opioid-related stigma. Conversely,
no clinician spontaneously raised issues regarding taking
medication for symptomatic relief.

Dizziness and headaches were experienced by a few
patients shortly after treatment. However, these - like
many symptoms - seemed to be tolerable unless com-
pounded by other side effects. Additionally, a few patients
expressed a belief that the severity of side effects was
associated with treatment efficacy (‘When you’re in pain, it’s
pain with purpose’ (P01, Australian woman aged 31-40)),
and certain side effects were even desirable (‘[7%e oncol-
ogists] have a saying, “No rash, no good” ... It’s just something
you have to tough it out and go through if you want this treatment
1o work’ (P10, Canadian man aged 61-70)). Drug-related
inflammation of the liver, gut or bladder were reported
by three patients, which required hospitalisation or treat-
ment discontinuation.

Patients who experienced abdominal swelling stated that
it was palpable only on examination or occurred following
liver resection, and did not find it bothersome. Several
clinicians agreed that abdominal swelling and jaundice
were symptoms in late-stage disease or ‘pre-terminal
events’ (C10, American interventional radiologist). A few
patients also reported having weight gain, dry mouth and
change in taste but these were likewise described as not
bothersome.

The numbers of patients spontancously reporting each
symptom are represented in Fig. 1.

Physical and role functioning/well-being

Limitations to daily and leisure activities were described
as fluctuating over the course of disease and treatment
(‘I've had severe side effects for periods of time, but then I've
also been pretty much able to do what I want to do for the
last 18 months’ (P07, Australian man aged 31-40)). Side
effects from tebentafusp, in particular, were associated



Fig. 1

Quality of life in metastatic uveal melanoma Ng et al. 253

o
[S]

Short-term skin reactions (itch, peeling, rash)
Fatigue

Fever/ hot flashes

Pain

Dizziness

Insomnia

Swelling

Diarrhoea

Nausea

Weight loss

Appetite loss

Chills

Skin photosensitivity
Vomiting

Dyspnoea

Tachycardia

Infections/ inflammation
Sore or dry mouth/ altered taste
Visual impairment

Hair bleaching/ vitilige
Weight gain

Eye discomfort

Headache

£
o
co
e
o
=
[N

14
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with severe limitations to physical and role functioning/
well-being during the first few treatments, lessening over
time except for the day each week that patients received
their infusion. Those with fatigue also reported an impact
on physical and role functioning/well-being. Limitations
to physical functioning was scarcely spontancously
reported by clinicians - one reported that patients’ pre-
occupation with their treatment regime ‘may be related to
a decrease of daily activities as they’re focussing more and more
on their disease’ (C14, German medical oncologist).

At the time of interviewing, many patients reported
having almost no limitations to their usual activities,
described in terms of ‘do[ing] everything I used to do’ (P06,
Swedish woman aged 61-70) or ‘my life is relatively nor-
mal’ (P09, Australian female aged 51-60). Indeed, some
patients described their goal in terms of maintaining nor-
malcy for as long as possible in the face of certain deteri-
oration (‘zrying to keep things as normal as much as possible to
try and limit that effect for as long as I can’ (P07, Australian
man aged 31-40)). Even given relative normalcy, how-
ever, some patients had given up strenuous recreational
activities due to a pervasive lack of energy.

Some patients focussed on making lifestyle changes,
including for diet and exercise, to improve their health or
even combat mUM (‘I’m also exploring what are all the other
things that I can do to help myself and maybe heal my cancer

(P16, New Zealand woman aged 51-60 receiving treat-
ment in Australia); ‘iz becomes your job to stay alive’ (P05,
Swiss woman aged 41-50)). A few patients also men-
tioned turning to alternative medicine, such as hyper-
thermia, naturopathy and acupuncture. Two patients
reported modifying their activities of daily living to avoid
infections or malnourishment so that they would ‘be
healthy [enough] to participate in a new clinical study’ (P06,
Swedish woman aged 61-70). One clinician mentioned
that dietary recommendations were occasionally sought
by patients.

The ability to work was perceived by two patients and
some clinicians to be important to HRQL. Some patients
had to stop working or reduce work hours due to the
treatment side effects or schedule. Patients who were
able to continue working despite interruptions from
their treatment schedule and symptoms described being
grateful for the support they received from work. One
patient chose to reduce work hours to spend her remain-
ing life on activities she felt were more worthwhile (7
want to make sure there’s enough left of me for everyone else
in my life and not just my job’ (P12, British woman aged
41-50)). Continuation of normal role function was seen as
a reason to pursue treatment by one clinician.

Patients who had experienced times during treat-
ment where they were not able to continue usual roles
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and responsibilities reported feelings of frustration
and shame (‘1 felr very useless’ (P05, Swiss woman aged
41-50)). Patients also expressed a concern that their ill
health might ruin others’ enjoyment of shared activities
(‘I'm going to feel really stressed ... [I am a] box of misery,
and it’s not going to be much of a family holiday’ (P04, New
Zecaland woman aged 61-70)).

Emotional functioning/well-being

Most patients and some clinicians included uncertainty
regarding disease course and treatment access and effec-
tiveness among the most important factors influencing
HRQL. Many patients talked about being in a state of
‘limbo’ (P03, Australian woman aged 41-50; P09, Australian
woman aged 51-60; P15, Australian woman aged 61-70)
or similar, wherein it was difficult to plan far ahead due to
uncertainty regarding prognosis and demands from poten-
tial new treatment regimens (‘if there is a trial and [ switch,
I know there’s an extra commitment (P01, Australian woman
aged 31-40)).

Fear of disease progression was most often manifest as
a preoccupation with investigative tests as an indicator
of treatment efficacy and the need to seck alternatives.
Feelings of anxiety increased from a few days leading up
to a test to when results were received. Patients’ expe-
rience of time waiting for results varied from 1 day to 3
weeks, depending on whether they needed to schedule
an appointment. Difficulties during the investigative pro-
cedures, such as having MRI-related claustrophobia or
problems finding a suitable vein for drawing blood, also
increased anxiety. Some patients also feared disease pro-
gression when experiencing physical symptoms (‘every
little pain [ feel, I wonder whether the cancer spread to some-
where else’ (P03, Australian woman aged 41-50)).

Patients varied as to whether they felt emotionally able
to discuss end-of-life concerns assessed by questionnaires
designed for palliative care (Quality of Life at the End
of Life (QUAL-E) Instrument, and the McGill Quality of
Life Questionnaire-Revised). Most who were asked were
focussed on positive coping in the here and now, that they
had not contemplated end-of-life as yet (‘I never actually
thought about it, to be honest. Just trying fo stay positive’. (P04,
New Zealand woman aged 61-70); ‘I guess I haven't got to
that point where I'm thinking that way yer (P07, Australian
man aged 31-40)). Only a small number elaborated on
end-of-life planning such as financial matters and advance
care directives. One of these patients highlighted the
importance of end-of-life questionnaire items to ‘cvaluate
how much somebody is impacted by the anxiety, fear and worries
of dying (P05, Swiss woman aged 41-50), but acknowl-
edged how some may not have considered an end-of-
life plan, and recommended having these questions as
optional - a view endorsed by all patients who were asked
subsequently. A few clinicians expressed the importance
of assessing existential worry, and one reported that ‘for

uveal metastases, those issues are the same issues as anybody with
bad metastatic cancer’ (C03, American medical oncologist).

Social functioning/well-being

About half of the patients described the support received
from close family or friends as being important for emo-
tional support, assisting in decision-making or practical
support such as transport, finances, understanding of
medical information, and support with activities of daily
living when they were unwell. Of these patients, most
specified their partner as their main source of support.
However, some of them expressed regret for the emo-
tional and practical burden their disease and treatment
conferred to their family (‘I wish my wife didn’t have to deal
with this’ (P10, Canadian man aged 61-70)), as well as con-
cern about how their family might cope financially and
practically after they had died.

A small number of patients also appreciated interest and
emotional support from their wider family and friendship
circle. Conversely, however, an equal number of patients
found these conversations difficult or stressful, with one
patient describing ‘conversation fatigue’ (P01, Australian
woman aged 31-40) from having to repeat the same infor-
mation and deal with others’ questions and emotional
responses. One patient (P04, New Zealand woman aged
61-70) reported having decreased interest in social activ-
itics even though she was ‘wormally a very social person’
because she found them ‘mentally draining’. One clinician
expressed the need for patients with connect with other
with similar experiences (‘because [mUM] is an orphan con-
dition, it’s hard for patients to really share their concerns or
find somebody to cry on their shoulder. Usually, they can talk to
their relatives, but it’d be nice to have patient advocacy groups’
(C14, German medical oncologist)). No other clinician
spontaneously discussed social functioning/well-being as
impacting HRQL in patients with mUM.

Other treatment-related issues

Patients tended to find the FACT-G and QLQ-MEL38
items relevant regarding role, social and emotional
functioning/well-being. QLQ-MEL38 items under
the domains of disease prognosis/acceptance and care
delivery/communication were also important to HRQL.
However, several treatment-related issues, including
time commitment, travel and expenses were not suffi-
ciently captured by existing questionnaires.

Most patients commented on the time-intensiveness of
treatments for mUM, especially those that were exper-
imental or specialised, meaning they not only required
regular clinic visits but were also accessible only at cer-
tain hospitals, sometimes requiring substantial travel
and waiting times. Related disruption had ‘quite an
impact in terms of lifestyle’ (P02, British man aged 51-60)
for some patients, especially those who were still work-
ing. Clinicians expressed the same views as patients.



However, it was also seen as necessary (‘i£’s just something [
do once a week to keep me alive’ (P01, Australian woman aged
31-40); ‘if something is necessary to keep you alive, how can it
be inconvenient? (P10, Canadian man aged 61-70)). Some
treatments required patients to travel interstate or even
overseas to access them, in two cases separating women
from their family for long periods. In these instances,
financial burden from travel and accommodation became
a significant issue. Patients also commented on their ina-
bility to travel far afield whilst on weekly treatment regi-
mens, with one woman being separated from her partner
who was working overseas.

Discussion

In this qualitative study, patients with mUM and cli-
nicians experienced in caring for this patient group
reported that issues assessed by questionnaires for uveal
melanoma have generally resolved by the time of metas-
tasis. Instead, primary concerns have shifted towards the
existential threat posed by disease, and burdens from
treatment in the form of time commitment, travel, need
for hospitalisation, and expenses. These concerns and
side effects from treatment were reported to vary over
time and between treatment modalities, highlighting the
complexity of assessing HRQL in patients with mUM
and the inadequacy of any one questionnaire.

A majority of immunotherapy-related side effects dur-
ing the initial cycles of treatment could be adequately
captured by the FACT-ICM [35]. Several FACT-ICM
domains such as those relating to fatigue, itching, fever,
loss of appetite and short-term treatment reactions
impacted HRQL in patients with mUM. Assessment of
other symptoms may be achieved via a selection from
Supplementary Table 1, supplemental digital content 1,
http:fllinks. ow.com/MRJA373 and relevant item libraries,
in accordance with recently published recommendations
by Piccinin ¢z a/. (2023) [36]. This approach allows for a
more comprehensive assessment of HRQL issues while
limiting respondent burden. However, caution should be
exercised when adopting this modular approach as it is
unclear if the psychometric validity of items or domains
will remain unchanged, and there may be unexpected
effects that this approach fails to capture. Additionally,
patient reports of side effects have a complex relationship
with HRQL in patients with melanoma. While reduced
toxicity may result in better health status, an increase
in toxicity may not necessarily translate to a decrease in
HRQL scores, especially when patients are willing to tol-
erate side effects for prolonged life or believe that the
severity of side effects are associated with better tumour
response [37,38].

Patients generally emphasised the emotional impacts of
mUM and its treatment over their physical impacts. This
was consistent with findings among patients with met-
astatic cutancous melanoma, who similarly experience
fewer physical limitations compared to patients with other
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advanced cancers [38,39]. A qualitative study by Makady
et al. [40] further reported that patients with metastatic
melanoma (18% with mUM) most frequently mentioned
‘family” and having ‘good medicines’ and a ‘normal life’
as important aspects of their HRQL. While these issues
were also discussed in our study, we found that uncer-
tainty was the most prominent concern among patients
with mUM given its evolving therapeutic landscape.
Related items from the FACT-G and QLQ-MEL38 were
generally endorsed by patients. Notably, the FACT-G
emotional well-being scale items on ‘coping’, ‘hope’ and
‘worry about condition getting worse’ were considered
more relevant compared to the corresponding domain
from the QLQ-C30 which focuses on anxiety and depres-
sion [41]. Our study further identified QLQ-MEL38
items in the domains of disease prognosis/acceptance and
care delivery/communication to be relevant. Single items
related to clinical trials were also relevant, although some
refinement may be necessary, for instance, rewording ‘Is
making multiple visits for tests difficult for you?’ to ‘Is
making multiple visits for treatment difficult for you?’. It
is also worth noting that the shorter version of the QL.Q-
MELS38 - the Melanoma Concerns Questionnaire (MCQ-
28) - excludes items relevant to patients with mUM,
including ‘Have you felt able to plan for the future?” and
‘How important is it for you to see the same members of
your healthcare team at each clinic visit?” [42].

An important finding from our study is that the major-
ity of patients with mUM had responded to uncertainty
regarding their prognosis by focussing on maintaining
optimism at the expense of planning for end of life.
While metastases are sometimes regarded as a trigger for
optimal timing of advance care planning [43], our find-
ings suggest that few patients with mUM may be ready
and willing to answer questions on end-of-life matters in
an unsupported research context. This means that such
questions should be included in an optional way at most.
For patients who choose to do so, responses from the
few participants in our study who commented suggest
that standard palliative care questionnaires such as the
QUAL-E Instrument [44] and the McGill Quality of Life
Questionnaire-Revised [45] will be as appropriate for
this patient group as for other advanced cancers.

Strengths and limitations

An advantage of the current study is the incorporation of
input from international patients and clinicians, eliciting
direct evidence from the patients themselves and also
cumulative information from the all the patients treated
by the participating clinicians. However, transferability of
findings from this study are limited by its relatively small
sample size and potential for sampling bias. Although
our study included patients with a broad experience
related to their disease and treatment, we were not able
to interview individuals who had high burden of disease,
had not yet initiated treatment for metastases, or had
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chosen to discontinue treatment entirely. Interviews with
patients in the latter group might be especially impor-
tant to explore the potential for decisional conflict and
regret to impact HRQL. The sample of patient was also
not ethnically diverse, but this may be consistent with
the demographic most affected by mUM [1]. Due to the
large number of HRQL issues identified, information
power was achieved only at a more general level for some
domains. While the issues we identified were provision-
ally organised into HRQL domains of symptoms and
physical, role, emotional, and social functioning, further
psychometric testing would be required to confirm struc-
tural validity. Unfortunately, testing of mUM-specific
HRQL. questionnaires is challenged by the rarity of the
disease and the potential for obsolescence in the face of
rapidly evolving treatments. In the meantime, domains
and items assessing these concerns should only be scored
according to the original questionnaires from which they
are drawn rather than aggregated in new ways [36].

Conclusion

The most important HRQL, impacts from mUM and
its treatment are not adequately assessed by currently
available early-stage uveal melanoma-specific question-
naires. If evaluating the impact of initial immunother-
apy cycles on HRQL in patients with mUM is a focus in
clinical research, the FACT-ICM will likely be suitable.
However, patients predominantly characterise impacts
on HRQL in emotional terms relating to the existential
threat posed by metastatic disease amidst uncertainty
regarding treatment accessibility and effectiveness.
Concerns were reported to vary over time and among
different treatment modalities, underscoring the chal-
lenge of comprehensively assessing HRQL in patients
with mUM and the inadequacy of any single question-
naire. Researchers wishing to measure HRQL in this
patient population should be aware of the limitations
of existing questionnaires, and are recommended to use
domains and items from a number of HRQL question-
naires, adhering to the original scaling or scoring items
individually.
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