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1 | INTRODUCTION

Globally, prostate cancer (PC) is the second most common cancer, in
men (Bray et al., 2018). Bone is the predominant site for metastases
(Gandaglia et al., 2015), and once metastases are diagnosed, the
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Abstract

Obijective: Signs and symptoms are important in monitoring prostate cancer, but
there is a lack of understanding about the men's interpretation of signs and symp-
toms in relation to disease progression in advanced phases of the disease. The aim
was to illuminate the experience of signs and symptoms in relation to disease pro-
gression in men with metastatic castration-resistant prostate cancer (nCRPC).
Method: Thirty longitudinal interviews were conducted with 11 men undergoing life-
prolonging treatment for mCRPC. Conventional content analysis was used.

Results: The results illuminate an uncertainty that the men experience when inter-
preting signs and symptoms. The overarching theme was The experience of an uncer-
tain illness situation within the framework of progression, with four subthemes:
Symptoms triggering thoughts about disease progression; Making sense of signs, also in
the absence of symptoms; Making sense of symptoms during treatment; Progression trig-
gering thoughts about the remainder of life.

Conclusion: In the uncertain illness situation, the men strive to make sense of signs
and symptoms based on previous experiences and in relation to disease progression.
Understanding the men's perspectives on signs and symptoms in this late phase may
help health care professionals communicate about disease progression considering

the balance between treatment outcome and quality of life.

KEYWORDS

metastatic castration-resistant prostate cancer, prostate-specific antigen, prostatic neoplasm,
qualitative research, signs and symptoms, uncertainty

treatment aims to prolong life and/or alleviate symptoms. Over time,
the metastatic disease progresses and develops into metastatic
castration-resistant PC (mCRPC) where chemotherapy or other life-
prolonging treatments may be started. In this advanced phase of the
disease, the balance between treatment outcome and quality of life
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(QoL) becomes more important (Chowdhury & Kirby, 2013). Life-
prolonging treatment for mCRPC became available in 2004, and over-
all survival has been extended to over 30 months (Beer et al., 2014;
Ryan et al., 2013, 2015; Tannock et al., 2004). Nonetheless, in this late
disease phase, it has been recommended that symptom burden, QoL
and psychosocial aspects should also be taken into consideration in
treatment decisions and in treatment evaluations (Chowdhury &
Kirby, 2013; Payne et al., 2012).

Signs and symptoms are important in the monitoring of PC. A
clinical sign is an objectively measurable clinical finding (such as
prostate-specific antigen-PSA-values and imaging), while a clinical
symptom is a finding that is reported by the patient or by someone
close to them (Cox et al., 2014) and that may originate from the can-
cer disease and/or treatment side effects (McClement et al., 1997).

Men with mCRPC experience a substantial symptom burden.
Over 40 symptoms from PC or its treatment(s) were described in
interviews with men with mCRPC, for example, categorised in groups
such as urinary, cognitive and PC related (Holmstrom et al., 2019).
When comparing men with mCRPC with men with non-metastatic
PC, the men with mCRPC reported worse HRQoL, which was, in turn,
related mostly to fatigue, pain and impaired physical activity
(Fallowfield et al., 2016). Pain was reported to be the worst symptom
by men with mCRPC (Catt et al., 2019).

Signs and symptoms are crucial in monitoring the progression of
PC at all stages and PSA testing and PSA values may have an emo-
tional impact on men with PC. It has also been shown that men with
newly diagnosed mCRPC attribute great importance to the PSA values
as a tool to monitor the disease (Burbridge et al., 2020; Hedestig
et al., 2008; Roth, 1996; Torta & Munari, 2009). For some men, a
decrease in PSA values was a more important treatment goal than a
reduction of symptoms (Lofters et al., 2002). The association between
distress and PSA values was also shown in one large cross-sectional
study (Ronningas et al., 2019), although further studies are needed to
understand the role of PSA values and also the role of symptoms in
the late phase of PC.

Even if signs and symptoms are crucial in monitoring the progres-
sion of PC at all stages, in the late phases, enhancing HRQoL and
managing symptoms may become more important. However, there is
a lack of understanding about the interpretation of signs and symp-
toms in relation to progression of the disease in late phases of PC
from the men's perspective. Therefore, this study aimed to illuminate
the experience of signs and symptoms in relation to disease progres-

sion in men with mCRPC.

2 | METHODS

21 | Design

The present study had a qualitative longitudinal approach (Murray &
Sheikh, 2006) with a subsample of 11 men from an overall longitudi-
nal, multicentre project, PROCEED (Doveson et al., 2020). In the over-
all project, 150 men with mCRPC were included at four oncology

departments in Sweden. Inclusion criteria were men who were about
to start their first-line treatment for mCRPC and who could under-
stand and express themselves in Swedish.

Two to five recurring in-depth interviews were conducted with
each man. There was no predetermined time interval, but all follow-
up interviews were conducted in conjunction with a progression of
the PC, where the men either started a new line of treatment or had
terminated life-prolonging treatments. The average time between
each participant's interviews was 8 months.

The authors followed the Guidance on Qualitative Research
Reporting Standards (SRQR) to ensure accurate and complete
reporting.

2.2 | Sample and procedure

The subsample for the present study was chosen to achieve maximum
variation (Patton, 2015) in terms of age, marital status, time since
diagnosis, type of treatment and place of residence (rural, urban).

A research nurse/study coordinator at the oncology departments
informed the patients about the interview study and asked if they
were interested in participating. The research nurse/study coordinator
also emphasised that participation and contact with the researchers
was voluntary. All participants gave written informed consent to par-
ticipate. The interviews were conducted over a maximum period of
2 years. All interviews were performed by two of the authors (SD,
UR), both interviewers with formal training, RN, PhD students and
specialists in oncology or palliative care. The interviews were con-
ducted in a secluded room at the hospital or in the patient's home,
whichever they preferred. The follow-up interviews were conducted
by the same person to establish a trustful relationship over time
(Murray et al., 2009).

An interview guide was used as a foundation for the interviews
that started with the question ‘Can you please tell me about your situ-
ation with prostate cancer?” and then continued conversationally.
When necessary, probing questions were used to gain more depth.
Interviews were recorded using a digital voice recorder and tran-
scribed verbatim. Field notes were written after each interview.

In total, 30 interviews were conducted, with 11 participants,
between late 2016 and 2021 (Table 1). During the 2-year follow-up
period, four men died and two declined further interviews after the
first follow-up. The interviews lasted between 27 and 108 min

(median 55 min, mean 60 min).

23 | Analysis

In this study, a conventional content analysis with an inductive
approach, inspired by Hsieh and Shannon (2005), was used to analyse
data. Due to the longitudinal design, inspiration for analysis was also
found in Murray et al.'s (2009) approach, which provides a method to
understand experiences over time. The analysis was initiated in con-

junction with data collection, which provided an opportunity for
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TABLE 1
ECOG? performance ECOG? at
status at first last No of
Participant  interview interview interviews
1 1 1 2
2 0 1 5
3 1 3 4
4 1 1 2
5P 1 2
6 1 2 4
7 1 2 2
8 1 2 2
9 0 4 2
10 0 1 2
11 1 3 3

2Eastern Cooperative Oncology Group, ECOG (Oken et al., 1982).
bDrop-out during study period.

follow-up topics of concern in the follow-up interviews. The proce-
dure of working in parallel with inclusion, analysis and follow-up inter-
views was also used to ensure that saturation was met. When no new
information was obtained and no new perspectives occurred when
revisiting previous interview topics in the follow-up interviews, the
inclusion of new participants ceased (Morse, 2000).

In accordance with the content analysis tradition (Hsieh &
Shannon, 2005), interview transcripts were read several times by the
first author (UR) to achieve a sense of the content in its entirety. The
transcripts were then imported to the NVivo 12 software (QSR Inter-
national Pte Ltd, Doncaster, Victoria, Australia) for structuring and
subsequent coding (UR). All interview text was inclusively segmented
based on its content, and each segment received a code that
described the core of its content. The entire interviews were coded at
this early stage to avoid missing relevant content. In the next step,
codes relevant to the aim were conceived in a structured way.

Subsequently, to enhance trustworthiness, the codes were dis-
cussed and critically reviewed among the co-authors (the other inter-
viewer [SD] and two researchers in the research group experienced in
qualitative analysis [AWL, MH]). These continuous discussions about
codes and contents continued until consensus was reached. Then,
codes were categorised into clusters dependent on how they were
related to each other (UR). Thereafter, depending on the content of
the clustered codes, the content and defining features of the sub-
themes emerged through discussions between all authors.

First, the transcripts were analysed separately for each participant
as a longitudinal single unit (Murray et al., 2009). In the analysis, matri-
ces were used to integrate the longitudinal aspects of the study into
the themes, to understand the experience over time for each partici-
pant but also the trajectory for each theme (Grossoehme &
Lipstein, 2016).

Participants' performance status, number of interviews conducted and life-prolonging treatments received

Life-prolonging
treatments during follow-
up period

Docetaxel, enzalutamide

Docetaxel, enzalutamide,
cabazitaxel

Docetaxel, enzalutamide,
cabazitaxel

Cabazitaxel, abiraterone
Docetaxel, abiraterone

Docetaxel, enzalutamide,
cabazitaxel

Enzalutamide,

Radium (Ra-223) diklorid,
enzalutamide

Docetaxel, enzalutamide
Docetaxel, abiraterone

Enzalutamide, cabazitaxel

TABLE 2

Decision of no further

life-prolonging
treatment

Yes

Yes

Yes

Deceased during
follow-up period

Yes

Yes

Yes

Socio-demographic factors, times since primary

diagnosis and PSA value at time of first interview for 11 men

Age
Median
Range

Marital status
Married
Single

Recidency
Urban
Rural

Education

Elementary school

High school

University

Time since primary diagnosis

Range
Median
PSA value
Range
Median

75 years
60-89 years

10-122 months
33 months

8.2-425 ng/ml
90 ng/ml

In the final step of the analysis, the subthemes were synthesised

into one overarching theme. The themes were further discussed
within a clinically active multi-professional group consisting of a medi-
cal oncologist, a psychologist, contact nurses in oncology and oncol-

ogy research nurses.
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TABLE 3 Overarching theme with subthemes

The experience of an uncertain illness situation within the framework of progression

Symptoms triggering thoughts
about disease progression

Making sense of signs, also in the
absence of symptoms

3 | RESULTS
Saturation of data was met, all themes were discussed by every partic-

ipant and no new information emerged in the final set of interviews.

3.1 | Sample characteristics

The men were 60-89 years old with a median age of 75 years
(Table 2). They had an Eastern Cooperative Oncology Group (ECOG)
(Oken et al., 1982) performance status of 0-1 by the first interview
(Table 1). However, most of them deteriorated to a worse ECOG
score by the last follow-up interview. For some men (n = 7), only a
baseline interview with one follow-up was done, while others were
interviewed up to five times, depending on the number of treatments
given and whether patients choose to participate in follow-up inter-
views. Most participants started chemotherapy as their first-line treat-
ment. A few men only received one line of treatment before
termination of life-prolonging treatments.

3.2 | Overarching theme: ‘The experience of an
uncertain illness situation within the framework of
progression’

All men expressed that they were aware of the fact that they had an
incurable disease, and the overarching theme in the results was The
experience of an uncertain illness situation within the framework of pro-
gression, with four subthemes (Table 3). The experience of an uncer-
tain illness situation within the framework of progression permeates
the men's narratives. Signs and symptoms were described to have dif-
ferent meanings in making sense of this situation, and the meaning of
signs and symptoms was interdependent and sometimes changed dur-
ing the illness trajectory. The theme was related to the men's previous
experiences of either the presence of or lack of symptoms and to pre-
vious experiences of treatments and their side effects, as well as to
progression and the importance and consequences of signs and symp-
toms of progression. Aspects of the four subthemes were expressed

by all men.

3.21 | Symptoms triggering thoughts about disease
progression

New symptoms, if interpreted by the men as PC-related, induced an
uncertainty and triggered thoughts of a potential disease progression.

For example, some men expressed that if, or when, new or increased

Making sense of symptoms
during treatment

Progression triggering thoughts
about the remainder of life

pain was experienced, they related this to bone metastases. This
raised a concern for a potential disease progression of either existent

or new bone metastases. One man said:

You get worried if you start to get pain somewhere
else all of a sudden, in other words that it [the cancer]
has spread in some way so it's not kept in place so to
speak (P8).

For some men, the PC had debuted with bone pain and was already
metastasised at diagnosis. Pain was therefore recognised as related to
PC by these men, even if the symptoms had not been verified as
cancer-related. Other symptoms that were also similarly experienced
were, for example, urinary problems. One man described that he had
problems urinating when the PC was diagnosed. These symptoms
decreased when hormonal therapy started so he was worried about a
potential disease progression, if symptoms such as pain or urinary
problems should occur again:

... [if getting] pain in the back or if one suddenly begins
to urinate badly ... (P11).

Another man described that there were no more life-prolonging treat-
ment options available for him and that he knew that there were no
more chances at slowing the disease down. Now when experiencing
increased pain, he expressed an uncertainty about whether the symp-

toms were related to disease progression:

| don't know what it can be, if it's my hip joint, or if it's
..., one feels uncertain if it's the cancer that has spread
(P7).

This man was not alone in interpreting and trying to explain pain as
related to something other than metastases. Even if the men
expressed an awareness of the disease progression, they also
expressed an uncertainty about how to interpret the symptoms they
were experiencing regardless of where in the disease trajectory they
were. Their concerns were more commonly expressed in the follow-
up interviews, which may be related to an increase in both symptom

frequency and intensity the longer they were in the disease.

322 |
symptoms

Making sense of signs, also in the absence of

When the men talked about signs, PSA values were expressed as

more significant than other signs, such as imaging results; that is, if
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an imaging result was good but the PSA was increasing, the imag-
ing results did not relieve their worries. This was also expressed in
that they did not understand why an imaging was necessary when
the PSA value already had provided an answer, as one man
described it:

... and then one can wonder, what is the point in doing
a ... a computer tomography, when, when in terms of
[PSA] value, it [the treatment] was a complete success
(P1).

During the disease trajectory, there was a change in how the men
expressed their thoughts about PSA values. In the initial interviews,
the goal of achieving a decrease in PSA values was most promi-
nent, while in later interviews, the goal of keeping a stable PSA
was expressed. Here, they also sometimes referred to a stable
value where previously they had experienced feeling well. One
man stated:

... damn you have to be quite satisfied if it's [the PSA]
just stable. It's [the cancer] not getting worse, huh
(P2).

Some men described not having had any symptoms of the PC
during their disease trajectory. The absence of symptoms created
an uncertainty of whether the disease was progressing, or not,
which increased the importance of the results of signs, such as
PSA values. The men expressed that the only way to get informa-
tion about the disease was through PSA values and other signs,
such as imaging results or from the physicians' appraisal. One
man said:

... but | really do not know how sick | am actually ... |
don't know how it [the cancer] looks, but when receiv-
ing a message like this, that the PSA-values ... have
gone from 14 to 1, then | assume that the cancer pro-
gression has slowed down (P4).

Having to rely on the PSA values in lack of feeling anything from the
PC induced a sense of uncertainty of how the disease was pro-
gressing, which, in turn, was described as generating distress. The

same man also said:

You do not get any signals yourself, the information
you get, that's from tests and the doctor's appoint-
ments. But you don't get any signals yourself from your

body, that this is what is going on (P4).

3.2.3 | Making sense of symptoms during treatment

The men mostly talked about symptoms; however, it was clear that

what they sometimes meant was side effects. They made their own

interpretations and appraisal about treatment effects based on previ-
ous symptom experiences during treatment for PC. Some men
expressed that they had symptoms that they perceived as a confirma-
tion that the treatment had the desired effect, and thus, they were
not surprised when this was also confirmed by the physician. Conse-
quently, the experienced symptoms could also lead to surprise and
disappointment if the treatment did not have the expected effect.
Some men also expressed that they did not have any symptoms dur-
ing treatment, which generated an uncertainty about whether the
treatment had an effect or if the disease was progressing. In these
cases, the men sometimes expressed surprise if the treatment was
shown to have good effect. It was difficult for the men to understand
the absence of symptoms in relation to the treatment, as one man
stated:

There have to be more effective [treatments]. | didn't

feel anything of that treatment either (P6).

During the mCRPC treatment trajectory, the men related their
experience of symptoms to previous experiences of treatments and
their effect; sometimes this was related to a specific kind of
treatment. One example is a man who received chemotherapy
(docetaxel) as his first-line treatment of mMCRPC with good effect
but with a lot of symptoms. When he started another type of
chemotherapy, he did not have any symptoms and hence
assumed that the treatment did not have any effect. Another man
expected to feel sick during his third-line treatment with chemo-
therapy since he had felt sick during previous lines of

chemotherapy:

... and then one feels suspicious and thinks, if | do not
feel bad maybe the cancer does not feel bad either
(P2).

In the follow-up interviews, some men expressed that well-being and
QoL were more important than having any treatment, with its poten-
tial symptoms, even if it meant that the treatment would decrease the
PSA values.

3.2.4 | Progression triggering thoughts about the
remainder of life

The men described that certain symptoms triggered thoughts about
the remainder of life, which related to fear, both about their actual
death/dying, of becoming dependent on others, and the impact it
might have on their close family. Fear was expressed mostly in rela-
tion to fatigue, pain or a general health or functional decline, but also
to being paralysed, as described by one man:

Then [if paralyzed] | will be so darned dependent ... I've
been thinking about those things, I'm actually afraid of
that (P1).
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During the disease trajectory, thoughts of being dependent on others
were more prominently expressed by the men in the follow-up inter-
views, often triggered by an experience of progression of the disease
or by new symptoms or worsening of symptoms. Starting a new treat-
ment after a verified disease progression also triggered these thoughts
of possibly becoming more dependent. Thoughts regarding the rem-
aning lifespan was also expressed, both regarding potential symptoms,
and how the end of life and dying would be like. The men had these
thoughts at varying degrees at the time of the first interview, but for
most men, the thoughts increased as the disease progressed. After a

progression during the first line of chemotherapy, one man said:

... now when the chemotherapy did not work, it [the
cancer] became slightly worse. You became a little

worse, you get somewhat different thoughts (P5).

The men expressed fear of how a potential progression might impact
their relationship with close family, for example, grandchildren, but
also a fear of how others would be able to manage life without them.
Examples were what would happen to dogs and whether the partner

could remain living in the house or manage financially.

... then | become sad [sobs] ... that we have to move
away from here ... if | don't make it how will she man-
age (P10).

As the disease was progressing, in the follow-up interviews, symp-
toms that were viewed as more serious by the men, for example,
being paralysed, were expressed as more paramount than signs such
as the PSA value. One man described that even if the PSA values were
decreasing with the new treatment, he was still not able to walk, and
he was not so interested in the PSA value in this situation.

... it's [the PSA] such a small part of everything, huh ...
it is so very small ... it isn't like anything that could help
me use my legs again ... (P9).

4 | DISCUSSION
This study set out to illuminate the experience of signs and symptoms
in relation to disease progression in men with mCRPC. All men were
aware that their disease was not curable, and some men received sev-
eral lines of life-prolonging treatments, and during their disease trajec-
tory, most of them declined in performance status. In this progressive
situation, signs and symptoms were described to have different mean-
ings in making sense of the men's situation. The men described an
uncertainty where the experience of signs and symptoms was
interdependent but also dependent on previous experiences.

The men described their experiences of signs and symptoms in
relation to fear of progression as an uncertainty concerning whether
the cancer was progressing and which potential consequences this

may have for the remainder of life. The experience of living with

coherent uncertainty changes the view on life over time as suggested
by Mishel's (1990) reconceptualised uncertainty in illness theory. For
example, it has previously been described that illness uncertainty may
influence both physical and mental well-being among patients with
PC (Guan, Santacroce, et al., 2020) and that higher PSA levels and
more symptoms give greater illness uncertainty; however, in their
study, no changes in uncertainty were found over time (Guan
et al.,, 2020). In the present study, we did not look at these associa-
tions specifically but found that signs and symptoms may be used in
trying to make sense in this uncertain illness situation.

The uncertainty related to signs and symptoms in relation to pro-
gression that the men described here may have existential dimen-
sions. Existential uncertainty has been shown in patients undergoing
treatment for advanced gastrointestinal cancer (Karlsson et al., 2014).
The men described that their interpretation of signs and symptoms
was related to progression (verified or suspected) and triggered
thoughts about the remainder of life, about death and dying and
about the risk of becoming dependent on others. This worry about
being dependent on families and friends when coming closer to death
has also been found in patients with metastatic bowel cancer (Carduff
etal., 2018).

The results also show that the men try to make sense of their ill-
ness situation and manage the uncertainty by applying their own sub-
jective interpretation of signs and symptoms in relation to the
potential disease progression. Often these interpretations were made
based on previous experiences of the disease or treatment. Mis-
hel's (1988, 1990) theory suggests that previous symptom patterns,
familiarity and congruency in previous experiences may serve as stim-
uli frame for the experience of uncertainty. Patients using their own
parameters, for example, symptoms such as pain, or signs such as
weight for monitoring the progress of their disease, have also been
described in patients with metastatic bowel cancer (Carduff
et al., 2018). Men's own interpretation of signs and symptoms might
be a way of gaining control over the illness situation, giving hope and
less uncertainty.

However, sometimes these interpretations may also lead to
unnecessary uncertainty or distress. One example in this study is how
some men used previously experienced symptoms or absence of
symptoms during treatment to interpret whether the present treat-
ment was having an effect or not. This sometimes caused unnecessary
distress in cases where these interpretations were not relevant to the
current treatment. The importance of feeling in control and having
information about what lies ahead as the disease progresses is crucial
for men with advanced PC, as described by Chambers et al. (2018). In
this situation, the treating staff have an important role, both in provid-
ing information and in relating this information to previous
experiences.

If the men in this study did not experience symptoms, they
instead, in the absence of symptoms, tried to make sense of signs
such as PSA values as the only marker of disease progression. This
may be a way to gain a certain degree of control over their
situation. The perception that PSA is the only sign to measure a

change in disease is in line with previous research (Farrington et al.,
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2020) where men with localised and advanced PC regard PSA as the
only indicator at their disposal and attach great importance to testing
their PSA.

In the present study, some men interpreted a decreasing PSA as
positive, a phenomenon Mishel (1988) would possibly describe as
opportunity, where the men appraise the uncertainty positively, as a
way to cope. The impact of similar signs, such as CA-15, CA 125 and
CEA in other cancer diagnoses, has to our knowledge not been stud-
ied from the patients' perspective. One exception is a study in ovarian
cancer about how the women were preoccupied with their CA-125
levels (Parker et al., 2006). When symptoms were experienced as seri-
ous by the men, the importance of the PSA values changed as the dis-
ease progressed, and their focus instead turned to enhancing well-
being and QoL. This was also the case when they realised that there

were no more treatment options available.

4.1 | Strengths and limitations

The prospective interview design is a strength in the present study, as
experiences over time are recorded, something that is particularly
important in a progressive disease such as PC. An additional strength
is that this study gives a rich, contextualised account of the experi-
ences of men with advanced PC. Eleven men were interviewed in the
study, and only a few men were interviewed more than twice. How-
ever, the longitudinal design and the parallel procedure of inclusion,
analysis and follow-ups ensured that rich data were obtained from the
30 interviews. This procedure also guided the sample size. Since three
of the men had terminated further life-prolonging treatment, and
three died during follow-up period, their experiences covered the
entire trajectory of life-prolonging treatments. Although the study
included a reasonably varied sample, to include men born outside of
Sweden and younger men might have given a broader perspective on
the experiences.

The methods have been thoroughly described in order to achieve
trustworthiness and to clarify transferability. Even if these results are
based on a sample of mostly older men, which is representative to the
larger group of men with PC, the results concerning uncertainty may
also be transferable to other PC contexts, including younger men with
PC. The results may also be useful in other cancer contexts where
treatment is given for advanced disease and signs of disease progres-
sion are used. To enhance credibility in the analysis, the research
group collaborated in the analysis, in coding and in forming themes
and subthemes. Quotes from different men were also used to reflect

the participant's voices.

5 | CONCLUSION

Men with mCRPC strive to make sense of signs and symptoms during
their disease trajectory based on previous experiences and in relation
to progression. From being of great importance to the men in the

absence of symptoms, the importance of signs, such as PSA values,

changes if severe symptoms develop and becomes less important
while thoughts of QoL prevail.

An understanding of the men's perspectives on how signs and
symptoms are perceived and interpreted in relation to disease progres-
sion during the trajectory for treatment of mMCRPC may help health
care professionals in communicating with patients in late phases of PC
where the balance between treatment outcome and QoL is important.

Hence, unnecessary uncertainty and distress may be avoided.

ACKNOWLEDGEMENTS

This study was supported by grants from The Kamprad Family Foun-
dation for Entrepreneurship, Research & Charity (20170260), the
Sjoberg Foundation (2020-01-07-05), Sophiahemmet Foundation,
The Swedish Prostate Cancer Federation and the Villy Sundberg
Foundation.

CONFLICT OF INTEREST
None of the authors (UR, MH, SD, PF, LB, AWL) have any conflict of
interest to declare. The authors ensure that all co-authors have con-

firmed agreement with the final statement.

DATA AVAILABILITY STATEMENT

Data are not publicly available due to privacy/ethical restrictions. For
data that support the findings of this study, contact Agneta
Wennman-Larsen.

ORCID

Ulrika Rénningds "= https://orcid.org/0000-0002-2644-4246

https://orcid.org/0000-0003-2074-5985
https://orcid.org/0000-0002-8780-5922

https://orcid.org/0000-0002-1248-5581
https://orcid.org/0000-0001-6684-6816

https://orcid.org/0000-0002-3457-4737

Maja Holm
Sandra Doveson
Per Fransson
Lars Beckman

Agneta Wennman-Larsen

REFERENCES

Beer, T. M., Armstrong, A. J., Rathkopf, D. E., Loriot, Y., Sternberg, C. N.,
Higano, C. S., Iversen, P., Bhattacharya, S., Carles, J., Chowdury, S.,
Davis, I. D., de Bono, J. S., Evans, C. P., Fizazi, K., Joshua, A. M.,
Kim, C.-S., Kimura, G., Mainwaring, P., Mansbach, H., ... Tombal, B.
(2014). Enzalutamide in metastatic prostate cancer before
chemotherapy. The New England Journal of Medicine, 371(5), 424-433.
https://doi.org/10.1056/NEJM0a1405095

Bray, F., Ferlay, J., Soerjomataram, |., Siegel, R. L., Torre, L. A., & Jemal, A.
(2018). Global cancer statistics 2018: GLOBOCAN estimates of inci-
dence and mortality worldwide for 36 cancers in 185 countries. CA: A
Cancer Journal for Clinicians, 68(6), 394-424. https://doi.
org/10.3322/caac.21492

Burbridge, C., Randall, J. A., Lawson, J., Symonds, T., Dearden, L., Lopez-
Gitlitz, A., Espina, B., & McQuarrie, K. (2020). Understanding symp-
tomatic experience, impact, and emotional response in recently diag-
nosed metastatic castration-resistant prostate cancer: A qualitative
study. Supportive Care in Cancer, 28(7), 3093-3101. https://doi.
org/10.1007/s00520-019-05079-3

Carduff, E., Kendall, M., & Murray, S. A. (2018). Living and dying with
metastatic bowel cancer: Serial in-depth interviews with patients.
European Journal of Cancer Care (Engl), 27(1), 1-8. https://doi.org/
10.1111/ecc.12653


https://orcid.org/0000-0002-2644-4246
https://orcid.org/0000-0002-2644-4246
https://orcid.org/0000-0003-2074-5985
https://orcid.org/0000-0003-2074-5985
https://orcid.org/0000-0002-8780-5922
https://orcid.org/0000-0002-8780-5922
https://orcid.org/0000-0002-1248-5581
https://orcid.org/0000-0002-1248-5581
https://orcid.org/0000-0001-6684-6816
https://orcid.org/0000-0001-6684-6816
https://orcid.org/0000-0002-3457-4737
https://orcid.org/0000-0002-3457-4737
https://doi.org/10.1056/NEJMoa1405095
https://doi.org/10.3322/caac.21492
https://doi.org/10.3322/caac.21492
https://doi.org/10.1007/s00520-019-05079-3
https://doi.org/10.1007/s00520-019-05079-3
https://doi.org/10.1111/ecc.12653
https://doi.org/10.1111/ecc.12653

2o | WILEY—

RONNINGAS e AL

Catt, S., Matthews, L., May, S., Payne, H., Mason, M., & Jenkins, V. (2019).
Patients' and partners' views of care and treatment provided for
metastatic castrate-resistant prostate cancer in the UK. European
Journal of Cancer Care (Engl), 28(6), e13140. https://doi.org/
10.1111/ecc.13140

Chambers, S. K., Hyde, M. K, Laurie, K., Legg, M., Frydenberg, M.,
Davis, I. D., Lowe, A., & Dunn, J. (2018). Experiences of Australian men
diagnosed with advanced prostate cancer: A qualitative study. BMJ
Open, 8(2), e€019917. https://doi.org/10.1136/bmjopen-2017-019917

Chowdhury, S., & Kirby, R. (2013). Advances in the treatment of metastatic
prostate cancer. Practitioner, 257(1760), 15-18.

Cox, A. P, Ray, P. L., Jensen, M., & Diehl, A. D. (2014). Defining ‘sign’ and
‘symptom’. Paper Presented at the Definitions in Ontologies (IWOOD
2014). http://ceur-ws.org/Vol-1309/paper4.pdf

Doveson, S., Holm, M., Axelsson, L., Fransson, P., & Wennman-Larsen, A.
(2020). Facing life-prolonging treatment: The perspectives of men with
advanced metastatic prostate cancer—An interview study. European
Journal of Oncology Nursing, 49, 101859. https://doi.org/10.1016/j.
€jon.2020.101859

Fallowfield, L., Payne, H., & Jenkins, V. (2016). Patient-reported outcomes
in metastatic castration-resistant prostate cancer. Nature Reviews
Clinical Oncology, 13, 643-650. https://doi.org/10.1038/nrclinonc.
2016.100

Farrington, A. P., Wilson, G., Limbrick, H., & Swainston, K. (2020). The
lived experience of adjustment to prostate cancer. Psychology
of Men & Masculinities, 21(3), 369-379. https://doi.org/10.1037/
men0000237

Gandaglia, G., Karakiewicz, P. ., Briganti, A., Passoni, N. M., Schiffmann, J.,
Trudeau, V., Graefen, M., Montorsi, F., & Sun, M. (2015). Impact of the
site of metastases on survival in patients with metastatic prostate Can-
cer. European Urology, 68(2), 325-334. https://doi.org/10.1016/j.
eururo.2014.07.020

Grossoehme, D., & Lipstein, E. (2016). Analyzing longitudinal qualitative
data: The application of trajectory and recurrent cross-sectional
approaches. BMC Research Notes, 9, 1-5. https://doi.org/10.1186/
s13104-016-1954-1

Guan, T., Guo, P., Judge Santacroce, S., Chen, D. G., & Song, L. (2020). lll-
ness uncertainty and its antecedents for patients with prostate Cancer
and their partners. Oncology Nursing Forum, 47(6), 721-731. https:
//doi.org/10.1188/20.0nf.721-731

Guan, T. Santacroce, S. J.,, Chen, D. G, & Song, L. (2020). lliness
uncertainty, coping, and quality of life among patients with prostate
cancer. Psychooncology, 29(6), 1019-1025. https://doi.
org/10.1002/pon.5372

Hedestig, O., Sandman, P.-O., Widmark, A., & Rasmussen, B. H. (2008).
Meanings of prostate-specific antigen testing as narrated by men with
localized prostate cancer after primary treatment. Scandinavian Journal
of Urology and Nephrology, 42(2), 101-109. https://doi.org/10.1080/
00365590701571530

Holmstrom, S., Naidoo, S., Turnbull, J., Hawryluk, E., Paty, J., & Morlock, R.
(2019). Symptoms and impacts in metastatic castration-resistant
prostate Cancer: Qualitative findings from patient and physician
interviews. Patient, 12(1), 57-67. https://doi.org/10.1007/s40271-
018-0349-x

Hsieh, H.-F., & Shannon, S. E. (2005). Three approaches to qualitative
content analysis. Qualitative Health Research, 15(9), 1277-1288.
https://doi.org/10.1177/1049732305276687

Karlsson, M., Friberg, F., Wallengren, C., & Ohlén, J. (2014). Meanings of
existential uncertainty and certainty for people diagnosed with cancer
and receiving palliative treatment: A life-world phenomenological
study. BMC Palliative Care, 13, 1-9. https://doi.org/10.1186/1472-
684x-13-28

Lofters, A., Juffs, H. G., Pond, G. R., & Tannock, I. F. (2002). “PSA-itis”:
Knowledge of serum prostate specific antigen and other causes of
anxiety in men with metastatic prostate Cancer. The Journal of Urology,
168(6), 2516-2520. https://doi.org/10.1016/50022-5347(05)
64180-8

McClement, S. E., Woodgate, R. L., & Degner, L. (1997). Symptom distress
in adult patients with cancer. Cancer Nursing, 20(4), 236-243. https:
//doi.org/10.1097/00002820-199708000-00002

Mishel, M. H. (1988). Uncertainty in illness. Image - the Journal of Nursing
Scholarship, 20(4), 225-232. https://doi.org/10.1111/j.1547-5069.
1988.th00082.x

Mishel, M. H. (1990). Reconceptualization of the uncertainty in illness
theory. Image - the Journal of Nursing Scholarship, 22(4), 256-262.
https://doi.org/10.1111/j.1547-5069.1990.tb00225.x

Morse, J. M. (2000). Determining sample size. Qualitative Health Research,
10(1), 3-5. https://doi.org/10.1177/104973200129118183

Murray, S. A, Kendall, M. M., Carduff, E., Worth, A,, Harris, F. M,, Lloyd, A.,
Cavers, D., Grant, L., & Sheikh, A. (2009). Use of serial qualitative inter-
views to understand patients evolving experiences and needs. BMJ,
339(sep28 1), 958-960. https://doi.org/10.1136/bm;j.b3702

Murray, S. A., & Sheikh, A. (2006). Serial interviews for patients with pro-
gressive  diseases. Lancet, 368(9539), 901-902. https://doi.
org/10.1016/50140-6736(06)69350-1

Oken, M. M., Creech, R. H., Tormey, D. C., Horton, J., Davis, T. E.,
McFadden, E. T., & Carbone, P. P. (1982). Toxicity and response
criteria of the eastern cooperative oncology group. American Journal of
Clinical Oncology, 5(6), 649-655. https://doi.org/10.1097/00000421-
198212000-00014

Parker, P., Kudelika, A., Basen-Engqvist, K., Kananagh, J., de Moor, J., &
Cohen, L. (2006). The association between knowledge, CA125 preoc-
cupation, and dostress in women with epithelial ovarian cancer. Gyne-
cologic Oncology, 100(3), 495-500. https://doi.org/10.1016/j.ygyno.
2005.08.057

Patton, M. Q. (2015). Qualitative Research & Evaluation Methods: Integrating
Theory and Practice. SAGE Publications, Inc.

Payne, H., Bahl, A, Mason, M., Troup, J., & de Bono, J. (2012).
Optimizing the care of patients with advanced prostate cancer in
the UK: Current challenges and future opportunities. BJU
International, 110(5), 658-667. https://doi.org/10.1111/j.1464-
410X.2011.10886.x

Ronningas, U., Fransson, P., Holm, M., & Wennman-Larsen, A. (2019).
Prostate-specific antigen (PSA) and distress: A cross-sectional nation-
wide survey in men with prostate cancer in Sweden. BMC Urology,
19(1), 1-8. https://doi.org/10.1186/s12894-019-0493-1

Roth, A. P. S. (1996). Anxiety in men with prostate cancer may interfere
with effective managment of the disease. Primary Care Cancer, 16,
30-37.

Ryan, C. J., Smith, M. R, de Bono, J. S., Molina, A., Logothetis, C. J.,
de Souza, P., Fizazi, K., Mainwaring, P., Piulats, J. M., Ng, S., Carles, J.,
Mulders, P. F. A, Basch, E., Small, E. J., Saad, F., Schrijvers, D., Van
Poppel, H., Mukherjee, S. D., Suttmann, H., ... Rathkopf, D. E. (2013).
Abiraterone in metastatic prostate cancer without previous
chemotherapy. The New England Journal of Medicine, 368(2), 138-148.
https://doi.org/10.1056/NEJM0a1209096

Ryan, C. J, Smith, M. R, Fizazi, K, Saad, F. Mulders, P. F,
Sternberg, C. N., Miller, K., Logothesis, C. J., Shore, N. D., Small, E. J.,
Carles, J., Flaig, T. W., Taplin, M.-E., Higano, C. S., de Souza, P., de
Bono, J., Griffin, T. W., De Porre, P., Yu, M. K, ... Rathkopf, D. E.
(2015). Abiraterone acetate plus prednisone versus placebo plus pred-
nisone in chemotherapy-naive men with metastatic castration-
resistant prostate cancer (COU-AA-302): Final overall survival analysis
of a randomised, double-blind, placebo-controlled phase 3 study. The


https://doi.org/10.1111/ecc.13140
https://doi.org/10.1111/ecc.13140
https://doi.org/10.1136/bmjopen-2017-019917
http://ceur-ws.org/Vol-1309/paper4.pdf
https://doi.org/10.1016/j.ejon.2020.101859
https://doi.org/10.1016/j.ejon.2020.101859
https://doi.org/10.1038/nrclinonc.2016.100
https://doi.org/10.1038/nrclinonc.2016.100
https://doi.org/10.1037/men0000237
https://doi.org/10.1037/men0000237
https://doi.org/10.1016/j.eururo.2014.07.020
https://doi.org/10.1016/j.eururo.2014.07.020
https://doi.org/10.1186/s13104-016-1954-1
https://doi.org/10.1186/s13104-016-1954-1
https://doi.org/10.1188/20.Onf.721-731
https://doi.org/10.1188/20.Onf.721-731
https://doi.org/10.1002/pon.5372
https://doi.org/10.1002/pon.5372
https://doi.org/10.1080/00365590701571530
https://doi.org/10.1080/00365590701571530
https://doi.org/10.1007/s40271-018-0349-x
https://doi.org/10.1007/s40271-018-0349-x
https://doi.org/10.1177/1049732305276687
https://doi.org/10.1186/1472-684x-13-28
https://doi.org/10.1186/1472-684x-13-28
https://doi.org/10.1016/S0022-5347(05)64180-8
https://doi.org/10.1016/S0022-5347(05)64180-8
https://doi.org/10.1097/00002820-199708000-00002
https://doi.org/10.1097/00002820-199708000-00002
https://doi.org/10.1111/j.1547-5069.1988.tb00082.x
https://doi.org/10.1111/j.1547-5069.1988.tb00082.x
https://doi.org/10.1111/j.1547-5069.1990.tb00225.x
https://doi.org/10.1177/104973200129118183
https://doi.org/10.1136/bmj.b3702
https://doi.org/10.1016/S0140-6736(06)69350-1
https://doi.org/10.1016/S0140-6736(06)69350-1
https://doi.org/10.1097/00000421-198212000-00014
https://doi.org/10.1097/00000421-198212000-00014
https://doi.org/10.1016/j.ygyno.2005.08.057
https://doi.org/10.1016/j.ygyno.2005.08.057
https://doi.org/10.1111/j.1464-410X.2011.10886.x
https://doi.org/10.1111/j.1464-410X.2011.10886.x
https://doi.org/10.1186/s12894-019-0493-1
https://doi.org/10.1056/NEJMoa1209096

RONNINGAS T AL. —Wl LEY 90of 9

Lancet Oncology, 16(2), 152-160. https://doi.org/10.1016/s1470-
2045(14)71205-7 How to cite this article: R6nningas, U., Holm, M., Doveson, S.,
Tannock, I. F., de Wit, R., Berry, W. R,, Horti, J., Pluzanska, A., Chi, K. N.,

! Fransson, P., Beckman, L., & Wennman-Larsen, A. (2022).
QOudard, S., Theodére, C. James, N. D. Turesson, |,

Rosenthal, M. A., & Eisenberger, M. A. (2004). Docetaxel plus predni- Signs and symptoms in relation to progression, experiences of
sone or mitoxantrone plus prednisone for advanced prostate cancer. an uncertain illness situation in men with metastatic
The New England Journal of Medicine, 351(15), 1502-1512. https://doi. castration-resistant prostate cancer—A qualitative study.

org/10.1056/NEJM0a040720

Torta, R. G., & Munari, J. (2009). Psychological aspects of PSA testing.
Nature Reviews. Urology, 6(9), 513-515. https://doi.org/10.1038/
nrurol.2009.146

European Journal of Cancer Care, 31(4), e13592. https://doi.
org/10.1111/ecc.13592



https://doi.org/10.1016/s1470-2045(14)71205-7
https://doi.org/10.1016/s1470-2045(14)71205-7
https://doi.org/10.1056/NEJMoa040720
https://doi.org/10.1056/NEJMoa040720
https://doi.org/10.1038/nrurol.2009.146
https://doi.org/10.1038/nrurol.2009.146
https://doi.org/10.1111/ecc.13592
https://doi.org/10.1111/ecc.13592

	Signs and symptoms in relation to progression, experiences of an uncertain illness situation in men with metastatic castrat...
	1  INTRODUCTION
	2  METHODS
	2.1  Design
	2.2  Sample and procedure
	2.3  Analysis

	3  RESULTS
	3.1  Sample characteristics
	3.2  Overarching theme: `The experience of an uncertain illness situation within the framework of progression´
	3.2.1  Symptoms triggering thoughts about disease progression
	3.2.2  Making sense of signs, also in the absence of symptoms
	3.2.3  Making sense of symptoms during treatment
	3.2.4  Progression triggering thoughts about the remainder of life


	4  DISCUSSION
	4.1  Strengths and limitations

	5  CONCLUSION
	ACKNOWLEDGEMENTS
	CONFLICT OF INTEREST
	DATA AVAILABILITY STATEMENT

	REFERENCES


