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1 | INTRODUCTION

Introduction: Hepatocellular carcinoma (HCC) carries significant burden of disease,
with high mortality rates and poor prognosis. It is therefore important to consider
quality of life (QolL) for patients with HCC. Quantitative research assesses HCC and
Qol via standardised measurement tools, but these do not capture the full scope of
patient experiences. This review examines the body of qualitative research on this
topic, to develop a comprehensive understanding of QoL for this population.
Methods: Medline, EMBASE and PsycINFO were systematically searched with key-
words relating to HCC, QoL and patient experience. After applying inclusion and
exclusion criteria, key findings of included studies were extracted and analysed for
themes.

Results: Eleven studies were included for thematic analysis, with five themes identi-
fied as central to QoL: (1) burden of physical symptoms and treatment side effects;
(2) psychological impact and coping strategies; (3) social function and stigma; (4) spiri-
tual wellbeing, sense of self and meaning of illness and (5) pervasive uncertainty.
Conclusion: HCC profoundly impacted patients' lives, spanning physical, psychologi-
cal, social and spiritual QoL domains. While QoL was reduced overall, some features
of patient experiences that enhanced QoL were noted. The findings complement

data from quantitative studies, helping to build a richer understanding of QoL.

KEYWORDS
hepatocellular carcinoma (one key word preferably), liver neoplasms, palliative care, qualitative
research, quality of life

Hepatitis B virus (HBV), Hepatitis C virus (HCV) and high alcohol con-

sumption are all important risk factors (Singal et al., 2020). Liver cir-

Hepatocellular carcinoma (HCC) is the main form of primary liver can-
cer and one of the most common malignancies worldwide (Bray
et al.,, 2018; McGlynn et al., 2021). Aetiology of HCC varies, but
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rhosis is a primary risk factor for HCC regardless of underlying cause
(Singal et al., 2020). HCC also carries a high mortality rate and is the
fourth leading cause of cancer-related deaths (Bray et al., 2018; Singal
et al., 2020). Five-year survival rates are globally less than 20%, in part
because the absence of symptoms in early stages leads to delayed
diagnosis (Laube et al., 2021). By the time of diagnosis, most patients
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are not eligible for curative treatments such as liver resection or trans-
plantation (Fan et al., 2010; Firkins et al., 2021). Other treatment
options include transarterial chemoembolisation, radiotherapy and
chemotherapy; these can prolong survival but are ultimately noncura-
tive (Laube et al., 2021).

Poor prognosis, underlying chronic liver disease (CLD) and signifi-
cant symptom burden in later stages, means that HCC can have a con-
siderable impact on patient quality of life (QolL) (Fan et al., 2010).
Many frameworks have been designed to define QolL, but Ferrell's
model is useful to consider as it is specific to cancer patients (Ferrell
et al., 1995). The model defines four domains that contribute to over-
all QoL, which are physical, psychological, social and spiritual well-
being (Ferrell et al., 1995). Health-related quality of life (HRQol) is a
similar, albeit narrower, concept and is defined as QoL in relation to
health and disease status (Fan et al., 2010). HRQoL is frequently used
as an outcome measure in research, and for the purposes of this
review, the terms QoL and HRQoL will be used interchangeably.

QoL outcomes are increasingly recognised as an important mea-
sure of the effectiveness of healthcare, particularly when a cure is not
possible (Firkins et al., 2021). They are highly relevant in the context
of HCC. First, it has been shown that QoL has independent prognostic
value in predicting survival outcomes for HCC patients (Bonnetain
et al., 2008). In addition, given that HCC is often a terminal illness,
making global assessments of QoL becomes more important than
focusing entirely on treatment outcomes and overall survival (Laube
et al, 2021). Understanding disease-specific effects on QoL should
therefore be a priority for all healthcare professionals caring for
patients with HCC.

Quantitative research has examined HCC and HRQoL via general
HRQoL measurement instruments, as well as cancer- and HCC-
patient-specific instruments (Fan et al., 2010; Firkins et al., 2021;
Kang et al., 2020). These instruments include items that assess physi-
cal, psychological and social domains of QoL to variable degrees (Fan
et al., 2010; Kang et al., 2020). However, a systematic review by Fir-
kins et al. (2021) found almost no assessment of spiritual QoL in the
quantitative research on HCC, as the most common HRQoL instru-
ments do not assess this domain. In addition, the conclusions of these
studies predominantly focus on the impacts of HCC on physical well-
being and comparatively less on psychosocial QoL (Fan et al., 2010;
Firkins et al.,, 2021). This raises the issue that the existing body of
guantitative research may not comprehensively capture the patient
experience of HCC.

Qualitative research is a valuable lens to support a rich under-
standing of iliness experience through the patient viewpoint. To date,
there are small numbers of qualitative studies that explore the iliness
course of patients with HCC, but no review has collectively examined
their findings. These studies may provide deeper insight into the
effects of HCC on all domains of QolL, as well as how measurement
tools could be improved to better capture QoL concerns relevant to
this patient population. This narrative review therefore aimed to sys-
tematically search the qualitative literature and draw together the
results to examine how the patient experience of HCC impacts
on Qol.

2 | METHODS

21 | Search strategy

A preliminary search was first performed to identify key terminology
used in the literature on HCC, QoL and the patient experience. This
informed the search strategy, which is shown in Tables 1-3. On
30 July 2021, three electronic databases were systematically searched
via the Ovid interface: Medline, EMBASE and PsycINFO. The data-
bases were selected for coverage of biomedical, psychology and psy-
chiatry literature.

A combination of key words and Medical Subject Headings
(MeSH) was used when building the search in Medline. Equivalent
subject headings were identified on EMBASE and PsycINFO by com-
paring definitions on the respective databases. Where no equivalent
subject heading existed, the term was omitted from the search. Bool-

ean operators ‘AND’ and ‘OR’ were used to combine terms.

2.2 | Inclusion and exclusion criteria

Citations were screened using EndNote X9 software, and inclusion
and exclusion criteria were applied. Titles and abstracts were screened
first, followed by a full text review. Reference lists of studies that
met all the inclusion/exclusion criteria were also screened for addi-

tional relevant publications.

TABLE 1 Search strategy on MEDLINE (Ovid)
MEDLINE (Ovid)
Search Number
number  Search term of results
1 exp Carcinoma, Hepatocellular/ 90,837
2 exp Carcinoma, Hepatocellular/px 107
[Psychology]
3 exp Liver Neoplasms/px [Psychology] 213
4 hepatocellular carcinoma.m_titl. 60,414
5 10R4 103,780
6 exp ‘Quality of Life’/ 217,580
7 exp Adaptation, Psychological/ 132,296
8 exp Stress, Psychological/ 140,349
9 (lliness experience* OR illness perception* 57,496
OR patient concern* OR patient
experience* OR patient journey or patient
narrative® OR patient perspective* OR
patient-reported outcome™ OR patient
survey®).ti,ab.
10 60OR70OR80R9 500,071
11 5AND 10 493
12 20R30R11 637
13 Limit 12 to (English language and 381

yr = ‘2011-Current’)
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TABLE 2 Search strategy on EMBASE (Ovid)
EMBASE (Ovid)
Search Number
number  Search term of results
1 exp liver cell carcinoma/ 174,882
2 hepatocellular carcinoma.m_titl. 84,585
3 lor2 178,952
4 exp ‘quality of life’/ 541,071
5 exp psychological adjustment/ 6,373
6 exp mental stress/ 91,592
7 (lliness experience* OR illness perception* 92,899
OR patient concern* OR patient
experience® OR patient journey or patient
narrative® OR patient perspective* OR
patient-reported outcome* OR patient
survey®).ti,ab.
8 40R50R60R7 705,690
9 3 AND 8 2,682
10 limit 9 to (English language and yr = ‘2011 2010
-Current’)
TABLE 3 Search strategy on PsycINFO (Ovid)
PsycINFO (Ovid)
Search Number
number Search term of results
1 hepatocellular carcinoma.m_titl. 103
2 exp ‘Quality of Life’/ 45,975
3 exp Adjustment/ 53,305
4 exp Psychological Stress/OR exp Distress/ 32,606
5 (lliness experience* OR illness perception* 9,530

OR patient concern* OR patient
experience® OR patient journey or patient
narrative® OR patient perspective* OR
patient-reported outcome* OR patient
survey®).ti,ab.

To find contemporary studies relevant to this review, inclusion
criteria required that papers were published in a peer-reviewed jour-
nal, in English, within the last 10 years and followed qualitative meth-
odology or mixed-methods with a qualitative component. Studies
were only included if they assessed patient QoL and/or patient expe-
rience in the context of HCC and/or CLD and/or gastrointestinal can-
cer. Studies focusing on patients with CLD or gastrointestinal cancer
needed to have patients with HCC form part of their sample. The jus-
tification for including studies on CLD is that over 90% of patients
with HCC have underlying liver disease (Laube et al., 2021).

Review papers were excluded to reduce bias when drawing con-
clusions from original study findings. Single case-reports were
excluded, as it is recommended that sample size in qualitative

research should be a minimum of 6-12 to reach data saturation

(Fush & Ness, 2015). Conference abstracts and other publication for-
mats that did not provide access to the full set of findings were also

excluded.

2.3 | Data synthesis

The 11 studies that satisfied all inclusion criteria were tabulated, and
the following data were extracted: aims, study setting, sample, meth-
odology and key findings. A hermeneutic phenomenological frame-
work was drawn upon to extract a central set of themes from the data
(Jones et al., 2012). This involved reading, reviewing, creating initial
codes, discussing with the research team and combining the data into
cohesive themes. Twenty-five per cent of the included papers were
independently coded by another researcher and discussed with the

primary author, to support credibility.

3 | RESULTS AND DISCUSSION

The process of study identification, screening and selection is detailed
in a PRISMA flowchart in Figure 1. The search yielded 2,080 non-
duplicate citations from the three databases. After inclusion/exclusion
criteria were applied in a title screen and subsequent abstract screen,
19 papers were selected for full text review, and a final total of
11 studies were included for analysis. The aims, methodology and key

findings of these studies are summarised in Table 4.

3.1 | Summary of themes

Five key themes were identified in relation to QoL and the patient
experience of HCC. These were (1) burden of physical symptoms
and treatment side effects; (2) psychological impact and coping
strategies; (3) social function and stigma; (4) spiritual wellbeing,
sense of self and meaning of illness and (5) pervasive uncertainty.
Table 5 provides a summary of themes and includes representative

patient quotes.

3.1.1 | Burden of physical symptoms and treatment
side effects

Patients experienced substantial symptom burden due to underlying
HCC and CLD (Ellis et al., 2013; Fan & Eiser, 2012; Gill et al., 2018;
Hansen et al., 2015; Kaiser et al., 2014; Kimbell et al.,, 2015; Patel
et al., 2022; Speck et al., 2018; Valery et al., 2017). Fatigue was uni-
versally reported, with other salient symptoms being abdominal pain
(Ellis et al, 2013; Gill et al., 2018; Hansen et al., 2015; Kaiser
et al., 2014; Patel et al., 2022), loss of appetite (Fan & Eiser, 2012; Gill
et al,, 2018; Kaiser et al., 2014; Patel et al., 2022; Speck et al., 2018),
weight loss (Ellis et al., 2013; Gill et al., 2018; Patel et al., 2022), dis-
turbed sleep (Fan & Eiser, 2012; Kaiser et al., 2014; Patel et al., 2022),
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FIGURE 1 PRISMA

Wil NI FaREQ flowchart of study selection
381 citations 2010 citations 15 citations
2406 total citations > 326 dupli removed
2080 titles screened —— 1949 excluded
131 abstracts screened ————» 112 excluded
1 article (Kimbell, 2015) identified
as original study and — > 19 full papers reviewed ————— 9 excluded

included after full paper review

!

11 articles included

dizziness (Ellis et al., 2013; Fan & Eiser, 2012; Kimbell et al., 2015;
Patel et al., 2022) and gastrointestinal issues including nausea, vomit-
ing, altered bowel function and jaundice (Ellis et al, 2013; Fan &
Eiser, 2012; Gill et al., 2018; Hansen et al., 2015; Kaiser et al., 2014;
Patel et al., 2022; Valery et al., 2017). These results are consistent
with the quantitative literature, which show that patients with HCC
experience a range of symptoms and have reduced physical health
compared to the general population (Fan et al, 2010; Kang
et al,, 2020).

Side effects of treatment for HCC independently influenced QoL
(Ellis et al., 2013; Gill et al., 2018; Hansen et al., 2015; Kaiser
et al., 2014; Speck et al., 2018). Speck et al. (2018) noted that fatigue,
loss of appetite, pain and hair loss were the most reported side effects
across various HCC treatments. Gill et al. (2018) found that all treat-
ments were challenging for patients but transarterial chemoembolisa-
tion and radiotherapy tended to improve Qol, while the palliative
chemotherapy agent Sorafenib had an extensive side effect profile
and a largely negative effect on QoL. The significant burden of Sorafe-
nib was consistent across studies, with an emphasis on skin toxicity as
a unique complication of this agent (Gill et al, 2018; Hansen
et al, 2015; Kaiser et al., 2014; Speck et al., 2018). Hansen et al.
(2015) found that some patients regretted starting Sorafenib in the
first place and others decided to cease this treatment to focus on
QoL. While side effects of Sorafenib have been previously documen-
ted (Aly et al., 2020; Fan et al., 2010; Kang et al., 2020), the finding
that these were severe enough to influence treatment decisions

Reasons for exclusion:

- Quantitative design (n=3)

- Not relevant (n=3)

- Full publication not available (n=2)

- Case study; sample size too small (n=1)

provides important insight into the value that preserving QoL holds
for patients.

The studies also linked symptom burden to functional impacts on
patients' lives. Pain, fatigue and dizziness were cited as symptoms
causing the most functional limitation (Kaiser et al., 2014; Kimbell
et al., 2015; Patel et al., 2022). As a result, many patients were no lon-
ger able to do normal activities of daily living (Gill et al., 2018; Patel
et al., 2022), had to quit their jobs (Fan & Eiser, 2012; Gill et al., 2018;
Kimbell et al., 2015) and spent more time confined to bed (Kaiser
et al., 2014; Patel et al., 2022). Conversely, when patients had better
physical health, they fared better overall (Fan & Eiser, 2012; Kaiser
et al., 2014; Patel et al., 2022). Collectively, these results highlight the
crucial role that physical health plays in determining patients' ability to
function and adjust to HCC.

3.1.2 | Psychological impact and coping strategies

The studies showed that HCC profoundly affects psychological QoL.
Psychological impacts were both common and highly disturbing to
patients (Patel et al., 2022). Consistent across the literature on HCC
and CLD, the categories of emotion most frequently reported were
anxiety/fear (Ellis et al., 2013; Fan & Eiser, 2012; Gill et al., 2018;
Gray-Renfrew et al., 2020; Patel et al., 2022; Valery et al., 2017),
anger/frustration (Ellis et al., 2013; Fan & Eiser, 2012; Gray-Renfrew
2020; Patel et al., 2022), (Fan &

et al, sadness/depression
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(Continued)

TABLE 4

Author, title, publication

and year

Key findings

Sample size Methodology

Setting

Aim(s)

Tertiary healthcare facility in 53 patients with cirrhosis; 4 Mixed methods approach. e The most common

To explore the concerns and

Valery et al.

patient-volunteered

Patients were recruited via

challenges of people with Brisbane, Australia had HCC

cirrhosis and their use of
support services, and to

Exploratory study into the

concerns that impacted
QoL were: Symptom

specialist clinics. Structured
interviews were conducted

unmet supportive needs of
people diagnosed with

management, decreased

with open- and closed-ended
questions. Quantitative data

was analysed using SPSS.

describe health professional's

perspectives of patient

concerns

cirrhosis in Queensland,
Australia. Internal Medicine

Journal (2017)

mobility, ascites, fatigue,

emotional issues, disease
management, and
stopping alcohol/

substance use.
o A fear of dying and fear of

Qualitative data was entered

into excel and classified into

meaningful categories

the unknown were also

highly prioritised concerns

NORMAN ET AL.

Eiser, 2012; Gray-Renfrew et al., 2020; Patel et al., 2022; Valery
et al, 2017) and guilt/shame (Ellis et al, 2013; Gray-Renfrew
et al, 2020). Several patients also noted cognitive concerns, with
memory and attention problems affecting daily activities and function
(Ellis et al., 2013; Gill et al., 2018; Patel et al., 2022).

The qualitative data identified specific sources of salient emo-
tions, adding depth to our understanding of the psychological domain.
At diagnosis, patients predominantly felt scared (Gill et al., 2018;
Gray-Renfrew et al., 2020), shocked (Fan & Eiser, 2012; Gill
et al., 2018) and hopeless (Gill et al., 2018; Hansen et al., 2015), but
there was a smaller pool who felt hopeful (Gill et al., 2018; Hansen
et al.,, 2015) or accepting (Hansen et al., 2015). Over the course of ill-
ness, anxiety was linked specifically to financial issues and loss of
work (Ellis et al., 2013; Gray-Renfrew et al., 2020; Patel et al., 2022),
uncertainty (Fan & Eiser, 2012; Gray-Renfrew et al., 2020; Hansen
et al.,, 2015; Valery et al., 2017), body image (Patel et al., 2022) and
fear of dying (Valery et al., 2017). Frustration revolved around ongo-
ing symptoms and the inability to return to pre-illness functional sta-
tus (Ellis et al., 2013; Fan & Eiser, 2012; Gray-Renfrew et al., 2020;
Patel et al., 2022). Depressive symptoms, including feelings of sadness
and hopelessness, were linked to decreasing physical health (Gray-
Renfrew et al., 2020; Patel et al., 2022), the terminal nature of the
diagnosis (Gray-Renfrew et al., 2020; Hansen et al., 2015) and exacer-
bation of pre-existing depressive disorders (Gray-Renfrew
et al., 2020). A loss of physical ability also led to feelings of guilt, as
patients felt they were a burden to others (Ellis et al., 2013; Gray-
Renfrew et al., 2020).

Patients used a variety of coping strategies to help understand
their disease and reduce stress (Fan & Eiser, 2012; Gray-Renfrew
et al., 2020; Hansen et al., 2015). These included cognitive strategies
such as maintaining optimism (Ellis et al., 2013; Fan & Eiser, 2012),
adopting a ‘fighting’ attitude (Hansen et al., 2015), pushing the dis-
ease out of mind (Fan & Eiser, 2012), facing reality (Fan & Eiser, 2012;
Hansen et al., 2015) and using humour (Gray-Renfrew et al., 2020).
Some patients also used behavioural strategies including seeking
information, sharing experiences with others and incorporating
healthy changes such as giving up drinking (Fan & Eiser, 2012). The
latter is in contrast with Gray-Renfrew et al. (2020), who found that
some patients with CLD relapsed into drinking alcohol to cope. Identi-
fying both adaptive and maladaptive strategies helps build a more
complete picture of patients' psychological wellbeing. It may also aid
better care, as interventions can be used to target coping mechanisms
and specific sources of psychological distress. Psychosocial interven-
tions have been shown to reduce negative emotions and improve
HRQoL for patients with HCC (Lin et al., 1998; Steel, Nadeau,
et al., 2007). The findings from the qualitative literature could there-
fore be used to inform and improve such therapies for this population.

3.1.3 | Social function and stigma

The studies highlighted that HCC and CLD had a detrimental
impact on social function (Ellis et al., 2013; Fan & Eiser, 2012; Gill
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TABLE 5 Themes and key quotes identified from analysis of the qualitative literature

# Theme Summary of theme
1  Burden of physical symptoms and treatment Patients experienced a wide range of physical
side effects symptoms due to HCC and underlying

CLD, as well as side effects from cancer
treatment (predominantly chemotherapy).
These caused suffering, impaired day-to-
day function, and had an overall negative
impact on QoL.

2 Psychological impact and coping strategies HCC negatively impacted psychological
wellbeing, and brought up emotions such
as anxiety, frustration, sadness, and guilt.
Patients used both adaptive and
maladaptive coping strategies to manage
psychological stress.

3 Social function and stigma Patients experienced strained relationships,
decreased sexual function, and loss of
social connections. Social QoL was further
impacted by perceived stigma around liver
diseases.

4 Spiritual wellbeing; sense of self and meaning Disruption to identity, coming to terms with
of illness mortality, and losing control and autonomy
were all sources of spiritual distress.
Although the impact was largely negative, a
few patients experienced positive changes
in this domain.

5  Pervasive uncertainty Uncertainty was experienced across all stages
of disease. This was centred around the
unpredictable course of HCC and was
compounded by poor communication from
healthcare professionals.

~WI ]_Eyj9;f13

Key quotes

‘I've chosen not to take Sorafenib because it
makes my life so miserable that | do not
feel like | will even have a life. | feel like I'm
just additionally suffering for no reason ...’
(Hansen et al., 2015, p. E24)

‘I'm not taking that crap, because it has been
nothing but the side effects and not the
quality of life that | want’. (Hansen
etal., 2015, p. E25)

‘Nothing but just like dog tired. | just thought
it was normal [...] Just tired, exhausted’.
(Patel et al., 2022, p. 6)

‘l could not laugh at all, everyday | was
depressed, and my temperament was bad,
very bad’ (Fan & Eiser, 2012, p. 205)

‘Coping with the disease? Only lifestyle, eat
light food, go to bed early, regular life
schedule’. (Fan & Eiser, 2012, p. 206)

‘The psychological aspect of the cancer has
affected me more than anything else’ (Patel
etal., 2022, p. 9)

‘You just feel dirty. That's how | feel, | feel
dirty’ (Gray-Renfrew et al., 2020, p. 290)

‘There is no coffee pot, there is no free hats
... there is no camaraderie among the
people that have it ... Liver cancer is cold.
You're all by yourself’ (Hansen et al., 2015,
p. E23)

‘Their attitude is like, “you are a drunk,” or
“you are a druggy.” | do not have the high
tech, the good cancer, you know ... like
leukaemia’ (Hansen et al., 2015, p. E23)

‘For someone who's used to bringing up your
own child and paying your own bills and
doing a full time job and everything and
you are in control of everything and all of a
sudden that control goes away’. (Ellis
et al.,, 2013, p. 64)

‘In psychological terms, | do not treat myself
as a patient’ (Fan & Eiser, 2012, p. 206)

‘That's my identity now, is being a cancer
patient versus being who | was before ...’
(Patel et al., 2022, p. 9)

‘It's very hard living with it in your head, like
constantly you just do not know what's
around the corner’ (Ellis et al., 2013, p. 65)

‘There was so much information at one time
... I had just received word that | had cancer
and also about the poor prognosis, and |
tried to concentrate on anything they said;
it wasn't easy ...” (Ibrahim et al., 2019, p. 3)

‘What they are saying is, “Right, your
potassium level's at such and such, your
sodium level's at such and such” (...) and
they do not actually tell me what it means.
It is good? Is it bad? Is it happy medium? |
do not know’ (Kimbell et al., 2015, p. 5)
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et al., 2018; Gray-Renfrew et al., 2020; Patel et al., 2022). Poor
physical health meant that many patients lost their independence
and became reliant on other caregivers to help with basic tasks
(Ellis et al., 2013; Fan & Eiser, 2012; Gray-Renfrew et al., 2020;
Patel et al., 2022). Strained social relationships were noted fre-
quently (Fan & Eiser, 2012; Gill et al., 2018; Gray-Renfrew
et al., 2020; Patel et al., 2022), and this was attributed to patients
no longer being able to fulfill normal responsibilities and meet fam-
ily needs (Fan & Eiser, 2012; Patel et al, 2022), as well as
decreased sexual function (Patel et al., 2022). Patients felt like a
burden to others, which contributed to social withdrawal (Ellis
et al,, 2013; Fan & Eiser, 2012). Loss of social connection was also
linked to patients ceasing work (Ellis et al., 2013; Fan &
Eiser, 2012) and being unable to attend social activities due to
poor health (Fan & Eiser, 2012; Gray-Renfrew et al., 2020; Patel
et al., 2022).

Furthermore, the stigmatising nature of HCC and CLD caused
considerable distress (Gray-Renfrew et al., 2020; Hansen et al., 2015),
further decreasing QoL in the social domain. Some patients described
HCC as an isolating disease without the same social supports as other
cancers (Hansen et al., 2015), while others directly referred to the
shameful association between liver diseases and alcoholism, drug use
and sexually transmitted infections (Gray-Renfrew et al., 2020;
Hansen et al., 2015). Some patients stopped going out into public to
avoid embarrassment, becoming socially isolated as a result (Gray-
Renfrew et al., 2020).

These findings are in contrast with previous research, which
suggested that patients with HCC and CLD have better social/fam-
ily-related HRQoL than the general population, as assessed by the
FACT-Hep tool (Steel, Chopra, et al., 2007). This discrepancy could
be due to the fact that tools such as the FACT-Hep assess social
QoL using a limited number of items and may not capture subtleties
of the patient experience in this domain. In addition, no QoL mea-
surement tool currently used in the literature on HCC assesses the
presence or effects of stigma. Given our findings suggest stigma
was commonly perceived and contributed to social isolation, this
aspect of the patient experience should be given more attention in
future research and clinical efforts. For example, improving public
understanding of HCC could help to reduce prejudice and minimise

isolation.

3.1.4 | Spiritual wellbeing; sense of self and
meaning of illness

Spiritual wellbeing encompasses concepts such as the meaning of life
and illness, religiosity and identity (Ferrell et al., 1995; Firkins
et al., 2021). It is important to consider spiritual wellbeing when
exploring QoL in HCC, given the high mortality of this disease. Fur-
thermore, spiritual wellbeing has been shown to protect against psy-
chological distress in palliative care patients (Bernard et al., 2017).
However, both generic and liver disease-specific QoL instruments

only assess facets of physical, psychological and social QoL. As such,

there is a crucial gap in the quantitative literature regarding the spiri-
tual domain (Firkins et al., 2021). Interestingly, analysis of the qualita-
tive literature found that patients saw HCC as a severe disease that
took over all aspects of their life and created significant shifts in their
sense of spiritual wellbeing (Ellis et al, 2013; Fan & Eiser, 2012;
Hansen et al., 2015).

First, the illness experience led to a change in how patients saw
themselves (Ellis et al., 2013; Fan & Eiser, 2012; Hansen et al., 2015;
Valery et al., 2017). This was partially a physical shift; patient's per-
ception of their bodies changed as they got sicker (Ellis et al., 2013),
and they relied increasingly on changes in physical condition to
monitor disease progression (Fan & Eiser, 2012; Hansen et al., 2015).
Having cancer also shifted their sense of identity, due to losses
of independence, responsibilities and physical health (Fan & Eiser,
2012). Ellis et al. (2013) referred to the ‘pre-illness’ and ‘post-illness’
self and found that those who were able to accept the latter had
better Qol, while those who tried to return to their ‘pre-iliness’
self, struggled. Fan and Eiser (2012) also noted that some patients
found it helpful to seek acceptance, while not letting HCC define
them entirely.

Another source of spiritual distress was the impact of disease
on the patient's sense of control (Ellis et al, 2013; Fan &
Eiser, 2012; Hansen et al., 2015; Valery et al., 2017). Hansen et al.
(2015) found that a central concern was a desire to control the
impact of HCC on QoL. Making changes such as commencing treat-
ment helped regain a feeling of control (Hansen et al., 2015); how-
ever, many factors contributed to patients feeling powerless and
unable to escape from their ultimately progressive illness (Ellis
et al, 2013; Fan & Eiser, 2012; Gray-Renfrew et al., 2020). Most
patients understood HCC to be a terminal diagnosis (Fan &
Eiser, 2012; Hansen et al., 2015), and it brought to the fore their
own mortality (Ellis et al., 2013; Fan & Eiser, 2012; Hansen
et al.,, 2015; Valery et al., 2017). While accepting this led to relief
for some (Ellis et al., 2013; Hansen et al., 2015), others felt ‘chea-
ted’ (Ellis et al., 2013). In addition, a small number of patients would
not accept their diagnosis as terminal, as doing so would mean giv-
ing up hope and control (Hansen et al., 2015).

Patients also experienced positive changes in the spiritual
domain, although this was less common. Some sought religion and
greater meaning (Fan & Eiser, 2012), and others noted personal
growth such as increased level of confidence (Ellis et al., 2013). Sev-
eral patients found that the experience of having cancer meant they
became better able to recognise, prioritise and appreciate important
things in life (Ellis et al., 2013; Fan & Eiser, 2012). Overall, it was
clear that spiritual concerns were central to the patient experience
of HCC, adding an important dimension to our understanding of this

domain.

3.1.5 | Pervasive uncertainty

Uncertainty was frequently a feature of the patient experience
(Ellis et al., 2013; Fan & Eiser, 2012; Gill et al., 2018; Hansen
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et al., 2015; Ibrahim et al, 2019; Kimbell et al., 2015; Valery
et al, 2017). While it is difficult to change the uncertainty
people with HCC face, insight into the sources of uncertainty is
useful, as it helps identify areas where patients require support
and reassurance. The qualitative literature raised two main
sources of uncertainty: the course of disease and unmet informa-
tion needs.

Uncertainty around the course of disease caused distress for
patients (Fan & Eiser, 2012; Gray-Renfrew et al, 2020; Hansen
et al, 2015; Valery et al., 2017) and was difficult to manage (Ellis
et al., 2013; Kimbell et al., 2015). In one instance, pervasive uncer-
tainty led to a patient wanting to give up entirely (Gray-Renfrew
et al., 2020). Patients directly linked uncertainty to insidious early
symptoms (Kimbell et al, 2015), prognosis  (Ellis
et al, 2013; Fan & Eiser, 2012; Hansen et al.,, 2015; Kimbell
et al., 2015; Valery et al., 2017), unpredictable episodes of deterio-

unclear

ration (Ellis et al., 2013; Kimbell et al., 2015), expectations regard-
ing side effects of treatment (Hansen et al., 2015), the question of
liver transplantation (Fan & Eiser, 2012; Gray-Renfrew et al., 2020;
Hansen et al, 2015) and difficulty distinguishing effects of treat-
ment from symptoms of disease (Hansen et al, 2015; Kimbell
et al., 2015).

Uncertainty was further exacerbated by inadequate information
provision and poor communication by healthcare professionals (Ellis
et al, 2013; Gill et al, 2018; Hansen et al., 2015; Kimbell
et al., 2015). Patients did not feel they were given enough informa-
tion at diagnosis (Gill et al., 2018) nor around treatment options
(Gill et al., 2018; Hansen et al., 2015; Kimbell et al., 2015), treat-
ment complications (lbrahim et al., 2019) or available supports
(Kimbell et al., 2015; Valery et al., 2017). Provision of contradictory
information from different healthcare providers was particularly
stressful and generated uncertainty (Ellis et al, 2013; Kimbell
et al., 2015). Furthermore, excessive information given in one sitting
was confusing and overwhelming (Ibrahim et al., 2019). When infor-
mation was not communicated appropriately, patients were left feel-
ing unprepared (Ellis et al, 2013; Ibrahim et al, 2019; Kimbell
et al, 2015). In contrast, when doctors took time to provide custo-
mised information and engaged patients in active dialogue, uncer-
tainty was reduced, and patients felt more secure (lbrahim
et al., 2019).

Baseline understanding of disease also contributed to patients'
level of uncertainty and ability to comprehend their disease (Fan &
Eiser, 2012; Hansen et al, 2015; Kimbell et al., 2015). Studies
undertaken in a Western population noted that patients had poor
knowledge of HCC and CLD, and this led to more uncertainty at
the time of diagnosis (Hansen et al., 2015; Kimbell et al., 2015). In
contrast, Fan et al. (2012) found that given the high prevalence of
HBV, HCV and HCC in Taiwan, the patients in their study had a
high baseline understanding of their disease and its prognosis; this
helped to provide a sense of control and enabled acceptance. Evi-
dently, both adequate information provision and clear communica-
tion are critical to help mitigate some of the uncertainty
around HCC.

3.2 | Limitations

Some limitations should be considered with respect to the methodol-
ogy of this review. First, some relevant studies may have been missed
if they were available on different databases or were grey literature.
Second, critical appraisal of the studies was not performed, so judge-
ments about the quality of original data cannot be made. However,
the themes identified from all studies were consistent, and no major
discrepancies were identified, supporting validity of the conclusions.

Another possible limitation lies in the decision to include studies
with a broader patient population, with one study sample comprising
patients with gastrointestinal cancers and two comprising patients
with CLD. The justification for this was twofold: (1) The paucity of
qualitative research meant there were very few studies focusing solely
on the HCC population, and (2) most patients with HCC have
advanced CLD (Laube et al., 2021), so it was determined that the CLD
studies would yield valuable data. Nevertheless, these broad inclusion
criteria may limit the applicability of the findings to the experience of
patients with HCC.

Considering the literature itself, one of the main limitations was
lack of diversity. While HCC is endemic in many countries in Asia and
Africa (Bray et al., 2018), non-English studies were excluded in the
search strategy. In addition, several of the included studies note a lack
of cultural, racial and gender diversity within their patient samples
(Ellis et al., 2013; Hansen et al., 2015; Kimbell et al., 2015; Patel
et al., 2022). This restricts generalisability, as QoL concerns for people

from diverse backgrounds may not have been captured.

4 | CONCLUSION

This review has provided a rich and nuanced understanding of QoL
for patients with HCC, revealing that symptoms, treatment side
effects, psychological stresses, social impacts and widespread uncer-
tainty are all important facets of their experience. Importantly, this
review also fills the evidence gap in the spiritual domain, demon-
strating that spiritual concerns markedly influence QoL for people
with HCC. While HCC has a largely negative impact on Qol,
supportive factors that enhance QoL were also identified, including
adaptive coping strategies, improved sense of connection and
meaning, and effective communication by healthcare providers. By
building a more complete picture of the patient experience, this
review enables future research to focus on identifying where
patients' needs can be better supported to improve QoL. The fact
there is only a small body of qualitative literature in this space also
highlights the need for more exploratory research with diverse

patient samples.
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