'-) Check for updates

Received: 26 October 2023 | Revised: 19 February 2024 Accepted: 25 March 2024

DOI: 10.1111/jocn.17154
Journal of

SYSTEMATIC REVIEW Clinical Nursing WILEY

Patients' experiences of cancer immunotherapy with immune
checkpoint inhibitors: A systematic review and thematic
synthesis

Tessa Watts PhD, MSc, BA (Hons), RN (Adult), PGCE(A), Reader in Supportive Care ® |
Dominic Roche PhD, MSc, PGCE, BN (Hons), RN (Adult), Senior Lecturer ® |
Judit Csontos PhD, MSc, Research Associate

School of Healthcare Sciences, Cardiff

University, Cardiff, UK Abstract

Aim: To obtain a deeper understanding of peoples' experiences of cancer treatments
Correspondence
Tessa Watts, School of Healthcare with immune checkpoint inhibitors (ICls).

Sciences, Cardiff University, Cardiff, UK.

) ) Background: ICls are transforming survival outcomes for many with certain advanced
Email: wattstl@cardiff.ac.uk

cancers. Given the possibility of unique immune-related adverse events (irAEs), un-
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Design: A systematic review of qualitative research and thematic synthesis. To re-
port this review, the Preferred Reporting Items for Systematic Analysis and Meta
Analysis (PRISMA) checklist and Enhancing Transparency in Reporting the Synthesis
of Qualitative Research (ENTREQ) guidance have been used.

Data Sources: MEDLINE, EMBASE, PsycINFO, CINAHL and Web of Science data-
bases were searched in January 2022 for eligible studies published in English from
database inception.

Review Methods: Two reviewers independently screened records, identified papers
for inclusion and appraised methodological quality using the Critical Appraisal Skills
Programme checklist. Themes were developed using thematic synthesis.

Results: Eighteen papers were included and three analytical themes developed: im-
mune checkpoint inhibitor treatment decision-making; the experience and impact of
immune checkpoint inhibitor treatments; and appraising and responding to irAEs.
Conclusion: The synthesis renders visible individuals' unmet information, psychologi-
cal and practical support needs. It identifies shortcomings in immune checkpoint in-
hibitor treatment decision-making processes and highlights the need for healthcare
professionals to recognise and sensitively handle individuals' treatment expectations.
Individuals' understandings of and responses to irAEs are also illustrated, and atten-

tion drawn to patients' concerns about healthcare professionals' checkpoint inhibitor

and irAEs knowledge.
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1 | INTRODUCTION

As early detection, diagnostics and cancer treatments advance while
populations age and grow, more people will live with cancer and,
in many cases, the impact of its treatment (Siegel et al., 2022). The
treatment landscape for people affected by cancer has evolved sub-
stantially. One area is rapid progress in immunotherapy (Zhang &
Chen, 2018), which is transforming treatment experiences and sur-
vival outcomes for people with some advanced solid and haemato-
logical cancers.

Immune checkpoint inhibitors (ICls) are one of the most suc-
cessful developments in immunotherapy (Bagchi et al., 2021).
Results from numerous international clinical trials indicate ICls are
transforming survival outcomes and quality of life for a subset of
people affected by various cancers where historically treatment
options have been limited (see, e.g. Harrington et al., 2017; Larkin
et al,, 2019; Mok et al., 2019; Petrella et al., 2017). When evaluated
against traditional anti-cancer treatments such as chemotherapy,
consistent improvements in progression-free and overall survival
have been reported, in people previously treated, and those new to
any treatment (see, e.g. Antonia et al., 2018; Ascierto et al., 2019).

ICl treatment regimens are intensive and may last for up
to 2years. However, unique immune-related adverse events
(irAEs), some of which can be life-threatening, are possible (Wang
et al., 2018). Ramos-Casals et al. (2020) reported that of the 13,000
irAEs reported across 18 countries more than two thirds were re-
lated to ICls. IrAEs vary according to ICl, cancer type and treatment
duration. They include autoimmune and inflammatory related en-
docrine, musculoskeletal, joint, skin, breathing and bowel problems
which can persist months to years post ICI treatment completion
(Asher et al., 2019). IrAEs can be unpredictable, severe, challenging
to manage and negatively affect people's quality of life (Schadendorf
et al., 2017). While uncommon, they have also been reported as a
cause of death (Wang et al., 2018). Early recognition of irAEs and
rapid access to toxicity management are imperative.

With earlier access to some ICl's as standard care in certain
cancers, more people will receive these treatments. Yet outside
controlled trial settings there may be differences in how people

Implications for Patient Care: To sensitively manage treatment expectations and un-
certainties, and optimise health outcomes, there are distinct points in treatment tra-
jectories where care and support might require adapting and enhancing.

Impact: This review addresses people's experiences of immune checkpoint inhibitor
treatments. The core findings reveal unmet information, psychological and practical
support needs. Insights derived from this review will enhance individuals' experiences
and outcomes and healthcare professionals' practice.

Patient or Public Contribution: No patient or public involvement.

cancer, immune checkpoint inhibitors, patient experience, qualitative research, systematic

What does this paper contribute to the wider
global community?

e With earlier access to some immune checkpoint in-
hibitors (ICls) as standard care in certain cancers, more
people affected by cancer will receive these treatments
which are associated with immune-related adverse
events (irAEs) that can be unpredictable, severe and
challenging to manage.

e As these treatments may be delivered over prolonged
time periods it is imperative that healthcare staff work-
ing beyond specialist oncology settings are aware of
and better understand individuals' checkpoint inhibitor
treatment experiences particularly as some may present
to acute medical or emergency departments rather than
specialist oncology services when experiencing symp-
toms which could be irAEs.

e This systematic review and thematic synthesis offers
rich, nuanced insights into individuals' experiences of
cancer treatments with ICls and draws attention to the
urgent need to invest in accessible immunotherapy edu-
cation for healthcare staff employed in generalist care
settings.

experience and incorporate ICl treatments into their everyday lives.
To enhance individuals' treatment experiences, health outcomes and
quality of life and ensure timely, safe and effective person-centred
care, support and education, it is imperative that across care set-
tings, healthcare professionals understand how people experience
ICl treatments.

Robust qualitative research can offer rich, nuanced insights
into people's experiences. An abundance of research focuses
on people's experiences of traditional anti-cancer treatments.
However, the exploration of people's experiences with cancer im-
munotherapies generally, and ICI treatments specifically, would
seem to be limited. Preliminary searches identified no systematic
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reviews focusing on peoples' experiences of ICl treatments. Thus,
this paper seeks to address and bridge this knowledge gap by ex-
amining what is currently known through a systematic review and
thematic synthesis in order to enhance healthcare professionals'
knowledge for practice.

2 | THE REVIEW
21 | Aim

This review aimed to obtain a deeper understanding of peoples' ex-
periences of cancer treatments with ICls through a systematic re-
view and thematic synthesis of qualitative research exploring these

treatments from the perspective of those receiving them.

2.2 | Methodology

Qualitative systematic review methodology was selected to ex-
plore the published literature on people's experiences with ICls.
Systematic reviews aim to synthesise available evidence on a topic
by searching and selecting the literature in a systematic, explicit
and reproducible way, while providing a critical assessment of in-
cluded studies (Centre for Reviews and Dissemination, 2009; Munn
et al.,2018). As this review aimed to explore cancer treatment ex-
periences, a qualitative systematic review with thematic synthesis
is a good fit. This is because collating and synthesising qualitative
studies can help gain detailed, nuanced understandings of people's
unique perspective of cancer treatment with ICls. Highlighting po-
tential similarities and differences in peoples' experiences can en-
hance understandings of cancer care provision, with consideration

for different healthcare settings.

2.3 | Design

The study design was informed by standard systematic review
methods (Centre for Reviews and Dissemination, 2009) with con-
sideration for searching, selecting and synthesising qualitative pri-
mary research (Thomas et al., 2017). A systematic review protocol
was published on PROSPERO prior to commencing the review
(CRD42021261634). Reporting of this review was guided by the up-
dated Preferred Reporting Items for Systematic Analysis and Meta
Analysis (PRISMA) (Page et al., 2021) and Enhancing Transparency
in Reporting the Synthesis of Qualitative Research (ENTREQ) (Tong
et al., 2012) guidance (Please refer to online Data S1).

2.4 | Search method

The Population, Intervention, Comparison, Outcome, Study (PICOS)
framework influenced the research question development, eligibility
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criteria and search strategy. This framework was deemed appro-
priate for this review as it has been found to balance sensitivity
and specificity of searches when identifying qualitative literature
(Methley et al., 2014).

The search strategy was developed and tested in collabora-
tion with an expert information specialist. Following preliminary
searches, relevant publications were checked for potential key-
words that could be used for the search strategy. MeSH and text-
word terms for cancer, immunotherapy and ICls were used alongside
qualitative research filters. The search strategy was tailored for each
database. Boolean operators (OR and AND) were used to enhance
sensitivity and refine the searches.

On January 28, 2022 one reviewer (JC) systematically searched
five electronic databases, MEDLINE, EMBASE, and PsycINFO via
Ovid; CINAHL via EBSCO; and Web of Science for records published
in English language from inception until January 2022. To check
for new research publications, an updated search was conducted
on September 22, 2023. The search strategy is presented in online
Data S3.

Reference lists of included papers were checked and Google
Scholar was used to perform forward citation tracking. Grey liter-
ature was searched for relevant publications by exploring cancer-
related organisational websites, university deposits and Ethos.

2.5 | Inclusion criteria

Qualitative and mixed methods studies where qualitative data were
reported separately and could be clearly extracted were eligible for
inclusion when they reported adults' experiences of being treated
with ICls for cancer and were published in the English language. No
date limits were set. Detailed inclusion and exclusion criteria are set
out in Table 1.

2.6 | Search outcomes

All search results were stored in Endnote™. Following deduplication
results were imported into Rayyan™ for title and abstract screen-
ing by two reviewers (JC DR) independently. Full text of all poten-
tially relevant abstracts were retrieved and independently assessed
for inclusion by JC and DR using a bespoke screening sheet (Online
Data S4) previously piloted on two full text papers. Two disagree-
ments during second level screening were resolved by a third re-
viewer (TW), with the result that one paper was subsequently

included.
2.7 | Quality appraisal
Study quality was assessed using the Critical Appraisal Skills

Programme (CASP) checklist for qualitative research (Critical
Appraisal Skills Programme, 2019). Two reviewers (JC, DR)
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TABLE 1 Review inclusion and exclusion criteria.

Review question: What do we know about how patients experience cancer immunotherapy treatment with immune checkpoint inhibitors?

Include

Population

Any cancer type;
Any stage

Immune checkpoint inhibitors
(ipilimumab, tremelimumab,
nivolumab, pembrolizumab,
cemiplimab, atezolizumab,
durvalumab or avelumab);

Single agent or in combination;

First or multiple line treatment

Intervention

Outcome People's experiences with immune
checkpoint inhibitors
Study type Qualitative;

Mixed methods in which qualitative

findings can be separated from
quantitative

Language of publications English

independently appraised included full-text papers. During the ap-
praisal process, each criterion was considered met if reviewers re-
sponded ‘Yes'. If reviewers' responded ‘Can't tell’, or ‘No’, a mark
was deducted from the overall quality score and detailed comments
were provided. When disagreement occurred, a third reviewer (TW)
interceded.

2.8 | Dataextraction
Relevant study characteristics were extracted into a piloted data ex-
traction form. Data extraction was performed by one reviewer (JC

or DR) and checked for accuracy by a second reviewer (TW).

2.9 | Synthesis

Thematic synthesis was used (Thomas et al., 2017; Thomas &
Harden, 2008) to collate findings from included studies. Thematic
synthesis is a three stage process: text coding, developing descrip-
tive themes and creating analytical themes. Based on the RETREAT
criteria (Booth et al., 2018), thematic synthesis was deemed a good
fit for this review as it enabled the rigorous and flexible combination
of individuals' experiences.

All full-text reports were imported to NVivo™. Two reviewers
(JC, DR) independently coded the findings sections of two data
rich qualitative studies with good CASP results line by line. The
inductively created codes were discussed by the two reviewers
and a preliminary code book developed. One reviewer (JC) coded

People affected by cancer over the age
of 18 (with/without partners/carers);

Exclude

Children and young people under the age of 18 affected by
cancer;

People with conditions other than cancer;

Healthcare professionals;

Partners/carers only

Immunotherapy drug not specified;
Other cancer treatments without immune checkpoint inhibitors

Studies not reporting people's experiences with immune
checkpoint inhibitors;

Studies in which immune checkpoint inhibitor treatment
experiences cannot be separated from other treatments

Quantitative;
Mixed methods in which qualitative findings cannot be
separated from quantitative

Not in English

remaining studies based on the code book. New codes were added
if data were identified that did not align with existing codes. On
completion of coding, the two reviewers discussed potential
themes. Finally, a third reviewer (TW) checked coding and themes
for accuracy.

2.10 | Ethics

As this review was based on previously published research, ethical
approval was not required. This systematic review was conducted
following the principles of research integrity with honesty, rigour
and transparency, as presented above in the research methods, and
protocol registration on PROSPERO. All processes were conducted
in double to minimise bias, including a thorough examination of the
quality of included studies which encompassed an investigation of
ethics and conflict of interest.

3 | RESULTS

The database searches conducted in January 2022 yielded 1318
records. Following deduplication (n=296), 1022 records were title
and abstract screened and 988 excluded. No additional records
were identified via grey literature searching. Originally, 23 papers
were full-text screened and 15 publications were included. For the
screening details see Figure 1.

The search update, conducted in September 2023, yielded 347
records. Four new papers were identified and three were included.
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Identification of studies via databases and registers

[ Identification of studies via other method: ]

Records identified from:
Websites (n = 0)
Organisations (n = 0)
Backchaining (n = 0)
Forward citation tracking with
Google Scholar (n = 2)

Reports sought for retrieval Reports not retrieved
(n=2) 7l (n=0)

}

Reports assessed for eligibility

Reports excluded:

Records identified from databases on
28" January 2022: (n=1318)
5 *  Mediine (n=404) Records removed before
E ¢ Embase (n:_479) screening:
[ *  Psyclnfo (n=160) > Duplicate records removed
] *  CINAHL (n=52) (n = 296)
() * Web of science (n=223)
k=) Update on 22™ September 2023:
¢ Medline (n=74)
¢ Embase (n=118)
¢ Psychinfo (n=14)
«  CINAHL (18)
() * Web of Science (n=123)
]
Records screened Records excluded
(n =1022) | (n=988)
Update (n=347) Update (n=343)
z !
=
H
o Reports sought for retrieval Reports not retrieved
3 (n=34) | (n=12)
Update (n=4) Update (n=0)
Reports assessed for eligibility Reports excluded:
(n=22) > Immunotherapy drug not
Update (n=4) specified (n = 4)
Qualitative elements cannot
be separated (n = 2)

= !
Limited evidence on
o ) ) immunotherapy experience
Studies included in review (n=2)
(n = 15) Update (n=3)

(n=2) Immunotherapy drug not
specified (n = 1)

Limited evidence on
immunotherapy experience
(n=1)

Total number of studies included
in review (n=18)

Included

FIGURE 1 PRISMA flow diagram.

Finally, 18 papers were included (a list of excluded papers can be

found in online Data S5).

3.1 | Characteristics

Papers were published between 2017 and 2023. The major-
ity of studies were conducted in Australia (n=5). Other countries
were Canada (n=2), USA (n=2), China (n=3), Germany (n=1),
Netherlands (n=1) and the UK (n=1). Three studies were conducted
across multiple countries. Study methodologies were qualitative
(n=12) and mixed methods (n=6), with data mainly collected via
individual, semi-structured interviews. Additional data collection
methods used in three studies included observations as part of an
ethnographic study and focus groups. Sample size ranged from 12
to 59. Characteristics of included studies are summarised in Table 2.

Most focused on people with melanoma (n=7). Other diagno-
ses included metastatic Merkel cell carcinoma (n=2), lung cancer
(h=4) and mixed cancer types (n=5). In most included studies,
participants received ICls as a single agent (n=8). In three studies,
participants received ICls as a single agent or combined with other
treatments. Five studies did not disclose if participants received
other treatments simultaneously. Five studies focused on a specific
ICl, such as avelumab (n=2), pembrolizumab (n=2), and ipilimumab
(n=1). Others included a mix of participants receiving different
drugs (n=13). Participants in two studies had ICls as a first line anti-
cancer treatment, and in two as second- and third-line treatment. In

seven studies, participants included those who received ICls as first,

second, or third line, or had previously received a different type of
immunotherapy to the treatment line under investigation. In four
studies it was unclear if participants had previously received other
anti-cancer treatments.

3.2 | Quality of included studies

Included studies were of varying quality. None met all 10 CASP crite-
ria, as all studies insufficiently explored the interviewer-interviewee
relationship. Detailed quality appraisal results for each study are
presented in Table 3.

3.3 | Thematic synthesis results

Three themes representing the range of experiences captured in the
findings reported in the included studies were identified: Immune
checkpoint inhibitor treatment decision-making; the experience and
impact of ICls; and appraising and responding to irAEs. Study contri-
butions to each theme are presented in Table 4.

3.3.1 | Immune checkpoint inhibitor treatment
decision-making

Most individuals reported that the first time they had heard
about ICls was via their oncologists in the context of treatment
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TABLE 3 Quality appraisal.
Title Q1 Q2 Q3 Q4 Q5 Q6 Q7 Q8 Q9 Q10 SUM
Ala-Leppilampi et al. (2020) Y Y Y Y Y N Y Y Y 9
Bharmal et al. (2018) Y Y Y CT N CT CT 5
Cappelli et al. (2020) Y Y CT Y CT N CT Y Y 6
Cheung et al. (2019) Y Y Y N CT CT 6
Hou et al. (2023) Y Y Y Y N Y Y 9
lhrig et al. (2020) Y Y CT CT CT N Y CT N CT &
Jamieson et al. (2020) Y Y Y Y N Y CT Y Y 8
Lai-Kwon et al. (2021) Y Y CT Y N Y CT CT CT 5
Lambert et al. (2020) Y Y Y Y Y N Y N N N 6
Levy et al. (2019) Y Y CT CT Y N Y CT CT CT 4
Livingstone et al. (2021) Y Y CT Y Y N Y Y Y Y 8
Milne et al. (2020) Y Y CT N Y CT Y Y 7
Park et al. (2020) Y Y Y CT CT N Y CT Y CT 5
Shuk et al. (2017) Y Y CT CT N Y CT CT 5
Wong et al. (2019) Y Y Y Y Y N Y CT Y Y 8
Xie et al. (2022) Y Y CT Y CT N Y CT CT CT 4
Zhang et al. (2023) Y Y Y Y Y CT Y Y Y 8
Zwanberg et al. (2022) Y Y Y Y Y N Y Y Y 9

Note: CASP questions:Q1. Was there a clear statement of the aims of the research?

Q2. Is a qualitative methodology appropriate?

Q3. Was the research design appropriate to address the aims of the research?

Q4. Was the recruitment strategy appropriate to the aims of the research?

Q5. Was the data collected in a way that addressed the research issue?

Q6. Has the relationship between researcher and participants been adequately considered?

Q7. Have ethical issues been taken into consideration?
Q8. Was the data analysis sufficiently rigorous?

Q9. Is there a clear statement of findings?

Q10. How valuable is the research?

Abbreviations: CT, can't tell; N, no; Q, question; Y, yes.

decision-making. In rapidly progressing, advanced disease and
when alternative anti-cancer treatment options had either been
unsuccessful or ruled out, ICIs were presented as management op-
tions or even recommendations (Hou et al., 2023; lhrig et al., 2020;
Jamieson et al., 2020; Livingstone et al., 2021; Park et al., 2020; Shuk
etal., 2017; Wong et al., 2019).

One of the professors said it's [Keytruda] a no brainer.
(Wong et al., 2019, p. €1194)

Faced with the enduring existential threat of advanced cancer
and fearful of dying (Lambert et al., 2020; Livingstone et al., 2021),
the possibility of treatment with novel ICls which might prolong
life engendered hope and optimism for the future (Ala-Leppilampi
et al., 2020; Cappelli et al., 2020; Hou et al., 2023; lhrig et al., 2020;
Jamieson et al., 2020; Lai-Kwon et al., 2021; Lambert et al., 2020;
Levy et al., 2019; Livingstone et al., 2021; Milne et al., 2020; Park
et al., 2020; Shuk et al., 2017; Wong et al., 2019; Xie et al., 2022).

This is wonderful. If this were 10years ago, | think |
would have a death sentence, and this gives me an
opportunity, you know, wonderful, wonderful thing
to let me live, potentially live, and actually become
free from this, this horrible thing. (Shuk et al., 2017,
p. 2162)

Individuals also hoped that access to ICI treatment would allow
them to re-engage in everyday activities and regain a sense of
normalcy in their lives (lhrig et al., 2020; Milne et al., 2020; Park
et al., 2020). While individuals hoped they would not experience
irAEs, many were prepared to take a risk rather than miss out on the
chance of improving their life expectancy (Livingstone et al., 2021,
Wong et al., 2019).

There's 20% that will get some side effects like di-
arrhoea, a rash. Then there's another very small per

cent who get a really bad reaction. | said | think I'll
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go for it (commence immunotherapy). (Livingstone
et al., 2021, p. 645)

Some individuals wanted the option of either sharing or making
ICI treatment decisions (lhrig et al., 2020). Others however felt in-
sufficiently knowledgeable and trusted their oncologists to make the
right treatment choice for them (lhrig et al., 2020; Levy et al., 2019;
Park et al., 2020). Several studies suggested that individuals felt
sufficient immunotherapy or irAE information was provided (lhrig
et al., 2020; Jamieson et al., 2020; Lambert et al., 2020; Livingstone
et al., 2021; Park et al., 2020; Shuk et al., 2017; Wong et al., 2019;
Xie et al., 2022). Too much information was considered daunting and
often resulted in individuals missing vital information or becoming
anxious about the extent of potential irAEs (Cappelli et al., 2020;
Wong et al., 2019). A few individuals explicitly mentioned not want-
ing any detailed treatment information about toxicities or efficacy
(Hou et al., 2023; Wong et al., 2019; Xie et al., 2022).

Individuals recalled that ICI mechanisms were sometimes ex-
plained (lhrig et al., 2020; Jamieson et al., 2020) and side effects,
risks and benefits detailed. Frequently this information was sup-
plemented with print materials (Jamieson et al., 2020; Livingstone
etal., 2021; Shuk et al., 2017).

They explained the idea of the treatment is that cancer
cells use immune, part of the immune system to hide
themselves from, sorry, they use certain enzymes,
whatever, to hide themselves from the immune sys-
tem and that this treatment helps the cancer, the
immune cells find those cancerous cells. (Jamieson
et al., 2020, supplementary information p. 3)

The Dr (medical oncologist) came in, and he asked
if everything (about immunotherapy) had been ex-
plained to us and were we aware of all the side ef-
fects, we ran through it all again ... they gave us some
paperwork to read as well. (Livingstone et al., 2021,
p. 642)

However, accounts of insufficient and vague information were
evident, particularly regarding prognosis or potential irAEs (Cappelli
etal., 2020; Lai-Kwon et al., 2021; Levy et al., 2019; Park et al., 2020;
Wong et al., 2019; Xie et al., 2022).

You get so many handouts and literature on immuno-
therapy [...] but they didn't have anything about [ar-
thritis]. (Cappelli et al., 2020, p. 8)

Furthermore, some individuals articulated a preference for in-
dividualised information, tailored to their condition and needs (Lai-
Kwon et al., 2021; Wong et al., 2019) and framed in accessible, rather
than technical language (Wong et al., 2019).

They told me this and that and | said well really there's
no good explaining it to me cos | don't understand

all that lingo. | said because the simple fact is if | ask
them they're going to tell me big layman words which
I'm not going to understand...so | mean | walk out
there none the wiser. (Wong et al., 2019, p. e1194)

To bridge perceived knowledge gaps, some individuals sought fur-
ther information about ICls and irAEs from the internet, friends, fam-
ily and peer support groups (Hou et al., 2023; Jamieson et al., 2020;
Livingstone et al., 2021; Park et al., 2020; Xie et al., 2022). Some
individuals; however, found peer support groups were often inade-
quate (Park et al., 2020).

3.3.2 | The experience and impact of ICl treatments

Several studies reported individuals' experiences of ICI treat-
ment delivery and the impact of treatment on their lives (Bharmal
et al., 2018; Cheung et al., 2019; Hou et al., 2023; lhrig et al., 2020;
Lambert et al., 2020; Shuk et al., 2017; Xie et al., 2022). Some in-
dividuals described how these treatments could be integrated into
their everyday routine, not least because treatment administration

was usually relatively quick.

The ipilimumab was an hour and a half infusion. This
[pembrolizumab] is a half hour. So time-wise, it has
been beautiful. (Cheung et al., 2019, p. 225).

Across the studies, ICI treatment experiences were compared
with previous cancer treatments, notably chemotherapy, but also
radiotherapy, and surgery (Ala-Leppilampi et al., 2020; Bharmal
et al., 2018; Cheung et al., 2019; Hou et al., 2023; lhrig et al., 2020;
Jamieson et al., 2020; Levy et al., 2019; Park et al., 2020; Shuk
et al., 2017; Xie et al.,, 2022). Chemotherapy and the associated
impacts were frequently viewed negatively compared with ICls
(Bharmal et al., 2018; Hou et al., 2023; Ihrig et al., 2020; Jamieson
et al., 2020).

I'd rather die than go back to chemo. It's too painful.
| didn't want to eat anything at that time, even the
smell of food made me sick. In my feelings, these two
(treatments) are quite different. (Hou et al., 2023, p.
497-498)

ICIs were generally perceived as less toxic than chemotherapy
with some individuals reporting feeling well between treatments
(Levyetal.,2019) and being able to resume activities relatively quickly
following treatment (Bharmal et al., 2018; Cheung et al., 2019; Park
et al., 2020; Shuk et al., 2017).

Invariably individuals were grateful and felt fortunate for the
chance of treatment. However, as ICls were often a final treatment
option, this was frequently underpinned by the realisation that
ICls represented their last opportunity for improved survival (Ala-
Leppilampi et al., 2020; lhrig et al., 2020; Jamieson et al., 2020;
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Lambert et al., 2020; Milne et al., 2020; Park et al., 2020; Shuk
et al., 2017; Xie et al., 2022).

If I'm not on the treatment, will | start deteriorat-
ing, because | do know this was, more or less, a last
chance, basically, there wasn't much else they could
do for me. Soit's a kind of a double-edged sword that,
to be on it and to be so well is fabulous, but the other
side, you know, in the back of your head was a little,
every now and then a little voice says, “Aha, but when
it finishes...” (Jamieson et al., 2020, p. 9)

Psychological distress arising from layers of uncertainty about
the future and life expectancy, treatment effectiveness and irAEs
was prominent. Individuals articulated anxieties around ICls ef-
fectiveness and duration of response (Hou et al., 2023; Jamieson
et al., 2020; Levy et al,, 2019; Livingstone et al.,, 2021; Milne
et al., 2020; Park et al., 2020; Shuk et al., 2017; Xie et al., 2022).

| really don't know what the future holds, or...how
long the future's gonna be for me. And that's...the
biggest anxiety...its uncertainty. It's uncertainty. You
know, of whether it's, it's, it's gonna be effective or
not, and if it is effective, how long, how long it will
last. Will it, you know, could it be a complete remis-
sion? Will it—is it just slowing it down? | mean, it's the
uncertainty of those, those issues. (Shuk et al., 2017,
p. 2162-2163)

Many experienced anxiety immediately before routine interval
surveillance imaging and while awaiting results (Hou et al., 2023;
Jamieson et al., 2020; Lai-Kwon et al., 2021; Levy et al., 2019; Shuk
et al., 2017; Zwanenburg et al., 2022). Others feared cancer recur-
rence either on treatment completion (Jamieson et al., 2020) or if
irAEs meant ICls were paused or discontinued (Cappelli et al., 2020;
Lai-Kwon et al., 2021; Levy et al.,, 2019; Park et al.,, 2020; Xie
et al., 2022):

| was super scared of being off treatment. | was just
really afraid of the melanoma coming back. (Cappelli
et al., 2020, p. 6)

Furthermore, the array of potential irAEs' juxtaposed against
unpredictability of their onset, duration, severity and impact on
their health in the longer term meant some individuals often felt
suspended in a permanent state of uncertainty (Ala-Leppilampi
etal., 2020).

What kind of SEs am | going to get down the road?
Because all of this stuff is so new, so they don't re-
ally know right? What's going to happen to me in an-
other 15years from all these drugs? (Ala-Leppilampi
et al., 2020, p. 5)
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Across all included studies, individuals reported experiencing
a range of ICl related physical problems. As Table 5 shows, fatigue
and skin, gastrointestinal and musculoskeletal problems were prom-
inent. Zhang et al. (2023) found that individuals experienced physi-
cal problems across treatment cycles, even when they had received
three or less treatments.

Some individuals stated that irAEs experienced were not prob-
lematic and did not affect their lives. Others however described
debilitating effects of irAEs which could be difficult to manage
and impacted negatively on their everyday lives and life quality
(Cappelli et al., 2020; Jamieson et al., 2020; Milne et al., 2020; Zhang
etal., 2023).

| could hardly walk. [ ...] So, there came a point where
| went out on disability, not because of the cancer it-
self, but because of the side effects from the cancer
treatment. So, to say how [ICl-induced IA] affected
my life, oh, my God! (Cappelli et al., 2020, p. 3)

| had absolutely no appetite at all, | was very, very,

very short of breath, | mean, | couldn't walk more than

about six or eight feet, | was in a dreadful state...| ac-

tually virtually crashed in the Clinic. ...it would have

been cycle twenty, | think, somewhere around there, |

went along, had cycle twenty as normal and after a few

days | started getting a range of symptoms. (Jamieson

et al.,, 2020, supplementary information p. 4)

Some individuals reported supportive family and friends who

provided emotional and practical help (Ala-Leppilampi et al., 2020;
Cappelli et al., 2020; Park et al., 2020; Xie et al., 2022).

I've been lucky to have had very good support. My
friends really rallied around. When | had to go to
treatment they offered to take me...I have a lot of
friends now that will call to find out how | am doing. |
also have a supportive family that are there to help if |
need it. (Ala-Leppilampi et al., 2020, p. 6)

Family members often motivated individuals to keep going, even
when they felt limited by the impact of irAEs (Cappelli et al., 2020).
However, irAEs could also have a negative impact on relationships
(Ala-Leppilampi et al., 2020; Cheung et al., 2019; Milne et al., 2020;
Park et al., 2020; Zwanenburg et al., 2022). This was two-pronged.
On one hand, irAEs meant individuals felt unable to interact with
others and participate in social events (Ala-Leppilampi et al., 2020;
Milne et al., 2020). On the other, some individuals felt important
people in their lives considered cancer to be a bigger problem than
irAEs. This meant individuals often felt dismissed when they ex-
perienced debilitating side effects (Cappelli et al., 2020; Lai-Kwon
et al., 2021).

It's really easy for someone to understand that if you
have cancer you may not be able to do certain things
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or function in the same ways, but [arthritis] might not
be as understood, and so | may have a colleague or
two who doesn't quite understand why I'm not as

physically agile. (Cappelli et al., 2020, p. 7)

Living with uncertainty and debilitating irAEs meant some in-
dividuals withdrew from their usual everyday activities and hob-
bies (Ala-Leppilampi et al., 2020; Cappelli et al., 2020; Lambert
et al., 2020; Milne et al., 2020). Holidays and social trips were de-
layed or avoided as individuals believed participating in clinical trials
and receiving treatment were more important (Lai-Kwon et al., 2021,
Park et al., 2020). Reported consequences included relationship
breakdown and renegotiation of family dynamics (Ala-Leppilampi
et al., 2020; Park et al., 2020).

For some individuals returning to work was problematical (Lai-
Kwon et al., 2021; Zwanenburg et al., 2022). Some felt the need to
take leave during treatment was perceived to negatively impact on
their work performance (Lai-Kwon et al., 2021).

On my vyearly reviews there's still comments about
the amount of time I've had to have off-work, which
they feel reflects on my work performance, which I'm
sure it would. So that's also been very stressful. (Lai-
Kwon et al., 2021, p. 395)

The unpredictability and impact of irAEs meant some in-
dividuals' employment was disrupted. Working hours had to
be reduced and some were unable to sustain employment and
were even required to retire early (Ala-Leppilampi et al., 2020;
Cappelli et al., 2020; Lai-Kwon et al., 2021; Milne et al., 2020;
Park et al., 2020). Inevitably individuals' finances were negatively
affected, placing additional pressures on families and individuals'
sense of self (Milne et al., 2020).

The financial burden of ICl treatment often caused distress
(Milne et al., 2020). Some individuals had access to financial support
(Cappelli et al., 2020). Others, particularly those residing in coun-
tries where ICl treatments were not supported financially, reported
facing grave economic consequences of financing treatment (Hou
et al., 2023; Lai-Kwon et al., 2021; Xie et al., 2022).

| have received four courses of treatment, but my
family can't bear the expenses any longer. | raised
some money through Shuidichou App the year before
last, but this drug is so expensive and can't get reim-
bursed (Xie et al., 2022, p. 7)

There was also the burden of frequent out-of-pocket treatment-
related travel and accommodation expenses, particularly when
specialist treatment centres were geographically distant (Hou
et al., 2023; Milne et al., 2020). While some individuals reported
foregoing holidays to finance their treatment related costs (Milne
et al., 2020), the substantial cost for ongoing ICl treatments meant
some even considered selling their homes (Xie et al., 2022).
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3.3.3 | Appraising and responding to irAEs

Individuals' appraisal of and responses to actual and potential irAEs
were multifaceted, bounded in irAE knowledge, understanding, in-
terpretation of symptoms experienced and uncertainty (Cappelli
et al., 2020; Jamieson et al., 2020; Park et al., 2020). Responses in-
volved an array of strategies which, for several reasons, often ap-
peared to be connected to an aversion to seek timely professional
help.

Individuals had variable knowledge and understanding of ICls
and irAEs, and their optimal management (Cappelli et al., 2020;
Hou et al., 2023; Ihrig et al., 2020; Jamieson et al., 2020; Lambert
et al., 2020; Levy et al., 2019; Park et al., 2020; Shuk et al., 2017;
Wong et al., 2019; Xie et al., 2022). Some could name their treat-
ments (Jamieson et al., 2020) and recognised symptoms experi-
enced as potential irAEs (Cappelli et al., 2020). However, despite
recalling information that ICls could have adverse effects, that could
be serious, life-changing and even life threatening, individuals did
not always connect symptoms experienced with ICI treatments
(Cappelli et al., 2020; Jamieson et al., 2020; Park et al., 2020; Wong
et al, 2019).

After the 5™ cycle. | started to get the diarrhoea and
I never actually gave it a thought that it was anything
to do with the treatment. (Jamieson et al., 2020, sup-

plementary information, p. 4)

Symptoms appraised as mild were not always recognised as ac-
tual or potential irAEs (Hou et al., 2023; Jamieson et al., 2020; Milne
et al., 2020). Individuals also attributed symptoms experienced to a
range of perceived causes including cancer progression, late effects
of previous cancer treatments, an indication that ICI treatment was
working, existing comorbidities, other medications, lifestyles, family
history and ageing (Ala-Leppilampi et al., 2020; Cappelli et al., 2020;
Hou et al., 2023; lhrig et al., 2020; Jamieson et al., 2020; Levy
etal, 2019; Wong et al., 2019).

| had forgotten about the side effects. It was after a
year and a half. You think that you're safe. (Cappelli
et al., 2020, p. 3).

A little bit of joint pain... fatigue. But | also put it down
to running a business, running a farm, having a fam-
ily...and I'm getting a little bit older. (Levy et al., 2019,
p. 1847)

Various irAE self-management strategies were reported includ-
ing self-monitoring (Levy et al., 2019; Zwanenburg et al., 2022), ad-

justing diets, using skin creams and over the counter medications.

| got some cream and | put it on to it...Just ordinary
cream you know, that stops kind of an itchy rash.
(Jamieson et al., 2020, supplementary information, p. 7)
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Other strategies included focusing on self-care, reappraisal and
adjustment of lifestyles, life goals and priorities and embracing a
positive mental attitude (Ala-Leppilampi et al., 2020; Lai-Kwon
etal., 2021; Zwanenburg et al., 2022).

Some individuals promptly reported symptoms via appropriate
channels (Jamieson et al., 2020; Wong et al., 2019). Others, how-
ever, either ignored or concealed symptoms experienced (Cappelli
et al., 2020; Jamieson et al., 2020). In part this was associated with
treatment uncertainty. However, individuals also feared disclosure
would mean their ICI treatment might be paused or curtailed and
their cancer would return (Cappelli et al., 2020; Park et al., 2020).

| was only a few months into [the immunotherapy],
but the change [in the cancer] that they had seen
was so drastic and so fast. And | stayed on the im-
munotherapy drug ... and at that time, the cancer
could have been gone, but | didn't even want to stop
then .... | thought that if | told them that | was in pain,
they would stop giving me the immunotherapy, and |

wasn't going to have that. (Cappelli et al., 2020, p. 6)

Some individuals perceived that by speaking up they would
be labelled as complaining and ungrateful for treatments which
were potentially enhancing survival outcomes (Ala-Leppilampi
et al., 2020; Cappelli et al., 2020; Jamieson et al., 2020). There
was also an underlying perception that healthcare profession-
als were either too busy to deal with their problems (Jamieson
et al.,, 2020) or uncertain about irAEs (Cappelli et al., 2020;
Jamieson et al,, 2020; Levy et al., 2019; Park et al., 2020; Wong
et al., 2019; Xie et al., 2022), particularly given ICls newness (Ala-
Leppilampi et al., 2020; Cappelli et al., 2020; Park et al., 2020; Xie
et al., 2022)

It's so new that the nurses don't really know every-
thing, and the doctors are very careful not to say too
much. (Park et al., 2020, p. 370)

A few individuals felt all healthcare professionals had issues with
identifying irAEs (Cappelli et al., 2020; Jamieson et al., 2020; Levy
etal., 2019; Park et al., 2020). However, it was more often perceived
that GPs and general hospital staff lacked the specialist knowledge
and confidence to accurately identify and treat irAEs in a timely
way (Jamieson et al., 2020; Wong et al., 2019). Individuals trusted
and felt confident in their cancer treatment teams (Ala-Leppilampi
et al., 2020; Jamieson et al., 2020; Levy et al., 2019; Livingstone
etal., 2021; Wong et al., 2019) and many preferred to wait until their
next scheduled oncology appointment (Jamieson et al., 2020; Wong
etal., 2019).

| was coughing a little bit, but | wasn't feeling that
unwell, and | thought, you know what, I'll wait until |
see the people that know what they're talking about
rather than having to go through the A&E system

again. ....| discovered that if you phone out-of-hours,
you don't necessarily get to know, get to talk to some-
one that knows anything about what you're talking
about (Jamieson et al., 2020, Data S3).

Ultimately, however, delayed irAE reporting led to a lack of timely
care and early professional intervention. In some cases delay re-
sulted in hospitalisation with serious and potentially life-threatening

situations (Jamieson et al., 2020).

4 | DISCUSSION

This review reports synthesised findings from studies from across
the globe involving people living with advanced cancers and treated
with ICls. To the best of our knowledge, this is the first qualitative
systematic review and thematic synthesis of people's experiences
of IClI treatments in the context of advanced cancer. The find-
ings draw attention to apparent shortcomings in the ICl treatment
decision-making process, the range of unmet needs and individuals'
experience-based concerns about healthcare professionals' ICI and
irAE knowledge and self-efficacy.

This review has revealed that when confronted with advanced
cancer, and despite the possibility of a myriad of irAEs, the unantic-
ipated prospect of treatment with unfamiliar, novel and promising
ICIs was an alluring, motivating force that imbued individuals with
hope for survival in terms of remission, extended life expectancy
and even cure. This may not be surprising for the news of advanced
cancer and the spectre of impending death disrupts and fractures
individuals' lives, renders them emotionally and existentially vulner-
able and engenders a profound sense of uncertainty regarding their
future (Watts & Bower, 2019). In this difficult situation, ICls sym-
bolised hope. The apparent preparedness to prioritise a potentially
longer life against risks of treatment related adverse events aligns
with and reflects findings of previous studies investigating patients'
treatment preferences and decisions in the wake of advanced cancer
(see, e.g. Livingstone et al., 2020; Rodenbach et al., 2021; Younger
et al., 2021). Nonetheless, treatment decision-making in advanced
cancer is an inherently complex process which, at an emotionally
charged time, can be difficult (Thorne et al., 2013). In the case of ICls
this difficulty is potentially magnified given the relative newness of
treatments, the continuing inability to predict responses to treat-
ments and irAEs and individuals' expectations.

Although evidence suggested that individuals mostly wished to
participate, at some level, in ICI treatment decision-making, the ex-
tent to which they were afforded the opportunity to do so meaning-
fully, and at their preferred level, remains uncertain. A key finding
was that information appeared to flow in one direction, namely
from the oncologist to the individual and in terms of its nature and
content, did not always meet individuals' needs. In addition, it ap-
peared that options were presented as treatment or no treatment.
Alternative management approaches, notably palliative or best
supportive care, do not appear to have been explored, thus raising
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questions as to the extent to which individuals' treatment decisions
were adequately informed.

Of course, it is important to consider the potential for recall bias
when generating data using retrospective interviews, rather than
in real time, naturally occurring contexts using, for example ethno-
graphic methods. Nonetheless given that recent studies have sug-
gested that shared-decision making does not always occur in the
context of advanced cancer (Brom et al., 2017; Wasp et al., 2022),
variation in the amount and type of information people desire
(Lehmann et al., 2020) and uncertainties surrounding the potential
benefits of immunotherapies (Tarbi & Pirl, 2022), further work in
this area is clearly needed. Building on Hyatt et al.'s (2021) findings,
this work might usefully include exploring strategies to co-develop
and enhance the content and format of culturally appropriate, re-
liable and accessible ICI treatment information, including decision
support tools, and enhanced integration with specialist palliative
care, not least to counter the possibility that the idea of forgoing
treatment is equated to doing nothing and therefore no choice.

In terms of the experience and impact of ICI treatments, this re-
view illustrates that while grateful for the opportunity for treatment,
unremitting ambiguity regarding treatment efficacy and irAEs per-
meated individuals' experiences. This was underpinned by a sense
of existential boundedness in terms of an uncertain future. In nav-
igating ICI treatments, and the attendant regular surveillance, indi-
viduals' everyday lives were disrupted and fractured by the complex
amalgamation and interaction of negative outcomes on psychologi-
cal, physical, social and financial levels.

These findings reflect those of earlier studies where indi-
viduals living with advanced cancer have reported experienc-
ing profound uncertainties (see, e.g. Lobb et al., 2015; Petrillo
et al., 2021; Shilling et al., 2017). What is important about the
findings reported here is that ICI treatments, their modes of de-
livery and approaches to the management of adverse effects are
different to traditional anti-cancer treatments. Despite hopes
and expectations for the future, ambiguity and disruption persist
across lengthy treatment trajectories, generating new forms of
everyday suffering hitherto seldomly documented in the litera-
ture. Crucially, this subset of patients is likely to expand as more
people are diagnosed with and treated for cancer and novel ICls
become more accessible and part of the standard of care. By draw-
ing healthcare professionals' attention to these important insights
into individuals' ICI treatment experiences in the context of their
everyday lives, innovative and sustainable models of care might
be devised and evaluated. Furthermore, appropriate, theoretically
informed, proactive supportive care interventions may be co-
developed, tested and implemented at discrete points along the
ICI treatment pathway.

This review offers a glimpse into the ways in which individuals
appraised and responded to actual and potential irAEs experienced.
It demonstrates that individuals did not always connect symptoms
experienced with their ICI treatment. Furthermore, while specialist
oncology staff were held in high regard, shortcomings in immuno-
therapy knowledge and understanding of generalist healthcare
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professionals in primary and secondary care were reported. This
lends support to findings reported by Khalid et al. (2022) and is a
cause for concern given the need for and importance of early de-
tection and appropriate, timely, interventions for irAEs to optimise
patients' treatment outcomes. This knowledge gap is an aspect
identified for development, not least because as more people with
cancer have access to ICls, demand across primary and secondary
care services will likely rise. Accordingly, investment in accessible
immunotherapy education for generalist healthcare professionals is

urgently needed.

4.1 | Strengths and limitations

The strength of this review is that established, rigorous systematic
review processes were followed to identify and select relevant quali-
tative literature. Methods and thematic synthesis procedures were
reported explicitly, providing an audit trail for dependability. To max-
imise study identification the search strategy was developed with the
assistance of an expert information specialist. However, as qualitative
research filters were used, relevant publications that did not mention
these terms in titles or abstracts or were not indexed as qualitative
research, might have been missed (Booth, 2016). Nevertheless, multi-
ple electronic databases and grey literature were also searched along
with backchaining and forward citation tracking, which maximised the
chances of identifying relevant literature (Booth, 2016). However, as
searches were limited to the English language, views of non-English
speaking individuals might not be represented, limiting transferability
of the findings of this qualitative synthesis.

The unit of analysis in qualitative systematic reviews is primary
research, and not raw data. Accordingly, reviewers can only analyse
verbatim quotes included and the authors' interpretations. Hence,
reflexivity and a clear declaration of researcher and participant
relationships are important. However, these aspects were not re-
ported in any of the included studies, raising further questions about
confirmability. Additionally, as several included studies were data
thin, verbatim quotes to support authors' interpretations were few
(Bharmal et al., 2018; Lai-Kwon et al., 2021; Lambert et al., 2020),
potentially compromising the credibility of primary study findings.
In some included studies, insufficient detail regarding methodolog-
ical decision-making meant there was no clear audit trail (Cappelli
et al., 2020; Cheung et al., 2019; Lambert et al., 2020). This raises
questions regarding dependability and confirmability. Thus, find-
ings of this systematic review should be interpreted with caution.
However, consistency in patient experiences between studies and
across international healthcare settings indicates a level of trustwor-
thiness in the findings.

5 | CONCLUSION

This systematic review identified a small, yet rich body of qualitative
evidence investigating individuals' experiences of cancer treatments
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with ICls. The review established that individuals' had unmet ICI
treatment related information as well as unmet psychological and
practical support needs. Shortcomings in ICI treatment decision-
making processes were also revealed and the need for healthcare
professionals to recognise and sensitively handle individuals' ICI
treatment expectations was highlighted. Individuals' understandings
of and responses to irAEs were also illustrated, and attention drawn
to patients' concerns about healthcare professionals' knowledge of
ICls and irAEs. Thus, the review sheds new light on, and provides
better understandings of the broader impacts of ICl treatments and
their associated management from individuals' perspectives and in
the context of their everyday lives.

6 | RELEVANCE TO CLINICAL PRACTICE

Given the rapidly evolving use of ICls globally, outside of clinical
trials, the findings are important. The findings are relevant to and
should raise awareness and inform generalist and specialist health-
care professionals internationally. In terms of healthcare profes-
sionals' practice, better understanding of individuals' ICI treatment
experiences should support and enable healthcare professionals to
handle ICI treatment expectations and uncertainties, and optimise
patients' experiences and health outcomes.
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