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ARTICLE INFO ABSTRACT

Keywords: Objective: To explore the experiences of patients with advanced cancer regarding the timing of ACP.

AFP_ Methods: This secondary analysis used data from the ACTION cluster-randomized clinical trial. 288 patients with
Timing advanced lung or colorectal cancer, WHO performance status 0-3, and with a minimum life expectancy of 3
Readiness : . . .

Cancer months were included in this analysis.

Survey Results: The mean time between patients’ cancer diagnosis and the first ACP conversation was 15.3 months

(SD:19.4). The average duration from current cancer stage diagnosis to the first conversation was 8.9 months
(SD:10.7). The timing of the conversation was perceived as “just right” by 217 (75.3 %) of the patients. Patients
who perceived the timing as “too early” were more recently diagnosed with cancer (9.1 months) or with their
current cancer stage (5.7 months) than those who did not. Patients perceiving the timing as “too late” had shorter
estimated survival times.

Conclusion: Patients with advanced cancer may benefit from earlier ACP than what is currently typically initiated
in clinical practice.

Practice implications: When initiating ACP conversations, several aspects should be considered, including patients’
gender, their socio-cultural environment, and their ability to perform daily activities, with or without limitations.

1. Introduction

Advance care planning (ACP) is a process that support individuals in
understanding and communicating their goals, values, and preferences
for future medical treatment and care. It involves appointing and pre-
paring a trusted person(s) to make medical decisions, discussing these
goals and preferences with this trusted person, family and healthcare
providers, and recording and reviewing these preferences to ensure they
can be acted on when needed [1,2]. Engaging in ACP has been shown to
potentially enhance mutual understanding of perspectives on patients’

future medical care among patients, relatives and healthcare pro-
fessionals, relieve the anxiety associated with end-of-life decision mak-
ing [3-5].

The integration of ACP into treatment and care for people with
advanced cancer varies significantly across Europe. For example, in the
Netherlands and Belgium, discussions about patient preferences were
established, and supported by legislation emphasizing patient autonomy
before 2005 [6,7], In contrast, Italy introduced its first ACP law in 2017,
and public awareness of ACP remains limited [8]. Previous European
studies have highlighted variations in the prevalence and scope of
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end-of-life discussions. For instance, end-of-life discussions were more
common and covered a broader range of end-of-life topics in the
Netherlands compared to Italy or Spain [9,10]. An international survey
among European long-term care facility residents further underscored
these disparities, showing wide variation in the prevalence and types of
written advance directives across Europe [11].

Patients often expect healthcare professionals to initiate ACP [12,
13], however, healthcare professionals do not regularly initiate ACP
throughout the illness trajectory [14,15]. Nearly half of patients with
advanced cancer either die without having engaged in ACP [16-18] or
only participate in these conversations late in their illness course [19,
20]. The delay in initiating ACP results in lost opportunities and insuf-
ficient discussions about future care in patients with advanced cancer
[21,22]. In a qualitative study, patients with advanced cancer and
family members reported ACP often occurred too late to put plans in
place to ensure a patient’s preferences can be met [13].

Research has consistently shown that determining the optimal
timing for initiating ACP conversations is both critical and difficult [23,
24]. Several tools have been developed to timely identify patients in
needs of future care conversations [25,26], including clinically-based
indicators such as referral to specialized palliative care [27-29], the
supportive and palliative care indicators tool (SPICT) [30,31], the
RADboud indicators for PAlliative Care Needs (RADPAC) [32], and the
Surprise Questions [33].

Studies based on medical records suggest that healthcare pro-
fessionals frequently take a reactive approach to managing acute patient
deterioration, rather than proactively assessing the need to initiate ACP
[34,35]. As a result, occurrence of ACP in actual practice is often later
than what healthcare professionals perceive to be the optimal timing.
This delay is related to the fear among healthcare professionals of
inducing anxiety in patients and depriving hope [36]. Additionally,
uncertainty about patients’ readiness to engage in these discussions also
contributes to healthcare professionals’ hesitance to initiate ACP [37].

Understanding patients’ real-life experiences with the timing of ACP
could better inform healthcare professionals about when to optimally
initiate these discussions. However, limited research has been conducted
on real-life ACP experiences of patients with advanced cancer [38,39].
Current studies frequently use hypothetical scenarios for patients with
advanced cancer to explore their perspectives on ideal ACP timing,
which may introduce bias by reflecting general attitudes towards ACP
and uncertainty about future rather than patients’ real-life experiences
[15,24,40].

Recent publications have studied how patients’ perceived the
optimal timing based on a hypothetical context. For example, in hypo-
thetical scenarios, many patients with advanced cancer indicate to
prefer ACP discussions early in their illness trajectory [15,41,42], others
choose to wait until end-of-life situations become imminent [37].
Reluctance of patients to have ACP conversations early is often driven by
factors such as a lack of information regarding their condition or lack of
decision making support. Furthermore, patients may prefer to focus on
here and now and to continuing treatment rather than contemplating
the (near) future. Real-life experiences of patients with ACP conversa-
tions offer a more accurate view of patients’ emotions and readiness
during ACP discussions as compared with their perceived optimal timing
in a hypothetical context [33,36-38]. By learning from real-life expe-
riences, healthcare providers can better identify the optimal timing for
ACP. However, there is limited evidence on patients experience of
timing of ACP beyond hypothetical situations.

Studies suggest that patients’ experiences with ACP conversations
are shaped by factors such as awareness and knowledge of palliative
care, socioeconomic status, and external environmental support [24,43,
44]. These factors contribute to inequities in health outcomes, often
reflecting disparities in access to and quality of care. By understanding
these underlying factors, healthcare providers can better identify how
patient-specific and external elements affect end-of-life care [45,46].
Moreover, this understanding highlights the broader cascading effects of
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these inequities, including implications for social and healthcare policy,
and accessibility of care for patients [47].

In the ACTION cluster-randomized trial, structured ACP conversa-
tions were held by facilitators in healthcare settings with patients with
advanced cancer and their families. These firsthand experiences pro-
vided meaningful insights into patients’ emotions about the conversa-
tions and how these conversations shaped their perspectives on the
timing for ACP. We therefore conducted this secondary analysis to gain
more insights into the timing of ACP as experienced by patients with
advanced cancer in different European countries. Additionally, in order
to identify triggers that can help healthcare providers recognize the
characteristics of patients who are most ready for ACP conversations, we
explored the factors influencing patients’ perceptions of the appropri-
ateness of ACP timing, including demographic and clinical factors.

2. Methods
2.1. Research design

This secondary analysis of data from the ACTION study, a multi-
center cluster-randomized controlled trial that evaluated the ACTION
Respecting Choices ACP intervention in patients with advanced cancer
(Trial Number: ISRCTN63110516) explored patients’ experiences with
the timing of ACP conversations during the study and the factors asso-
ciating with those experiences [48,49]. The study was conducted in 23
hospitals across 6 European countries (the Netherlands, Belgium,
Slovenia, Italy, Denmark, and the United Kingdom). The ACTION
intervention includes three components: (1) facilitated structured ACP
conversations, (2) the My preferences form, and (3) information leaflets.
The ACP conversations were guided by structured scripts based on the
standardized Respecting Choices program, which is widely adopted in
ACP practice [50-52]. Certified facilitators used these scripts to support
patients (and their personal representatives) in discussing the patient’s
illness, goals, values, and treatment preferences. Patients were also
invited to document their preferences in a "My Preferences’ form and
encouraged to review these with their physician.

Fidelity checks were conducted to assess the extent to which the
facilitators adhered to the protocol during the ACP conversations. These
evaluations showed that, on average, 86 % of the key protocol elements
were covered in the ACP conversations conducted within the ACTION
trial [48]. According to patients’ preferences, one or two structured ACP
conversations were delivered. Patients in the intervention group re-
ported their experiences with the ACP conversation process at 12 weeks
(follow-up questionnaire one) and 20 weeks (follow-up questionnaire
two) after enrollment.

2.2. Participants

Participants were enrolled in the ACTION study between May 2015
and December 2017. Patients older than 18 years with advanced lung
cancer (small cell-extensive disease/stage III or IV and non-small cell-
stage III or IV) or colorectal cancer (stage IV or metachronous metas-
tases), with WHO performance status scored 0-3, an estimated life ex-
pectancy > 3 months, and competence to complete an informed consent
form, were eligible. In this secondary data analysis, we included all
intervention arm patients from the ACTION study who completed at
least one of the follow-up questionnaires.

2.3. Data collection

We anticipated differences among patient groups based on socio-
demographic characteristics, including age, gender, country. There-
fore, we included these characteristics in the analysis. Socio-
demographic characteristics of participants were retrieved from the
baseline assessment. Clinical characteristics of patients, including can-
cer type and stage, date of diagnosis of cancer (stage), whether they
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were receiving systematic cancer treatment, and WHO performance
status, were reported by clinicians at baseline.

In follow-up questionnaires at 12 (time-point one) and 20 weeks
(time-point two) after inclusion, participants reported their experiences
with ACP timing (options: ‘too early’, ‘just about right’, ‘too late’) and
whether they found the ACP conversation helpful or distressing (‘not at
all’, ‘a little’, ‘quite a bit’, ‘very much’). Responses were categorized as
‘no’ (‘not at all’, ‘a little’) and ‘yes’ (‘quite a bit’, ‘very much’).

When patients completed both follow-up questionnaires, only the
answers to the assessment at time-point two were analyzed. Partici-
pants’ medical files were checked for specialist palliative care involve-
ment and survival status. The follow-up duration for checking survival
status was 12 months. Medical files were no longer checked after 1
January, 2019, due to data collection closure.

2.4. Statistical analysis

In univariate and multivariate analysis, we explored which factors
were associated with perceiving the timing of the ACP conversation as
“too early” or “too late”. Variables with a P-value < 0.1 in univariate
analyses were included in a multivariable logistic regression analysis
using the Forward Stepwise method, with P-values < 0.05 were
considered statistically significant.

A 12-months follow-up duration was utilized as the applied admin-
istrative censoring survival time to account for extended follow-up pe-
riods. Overall survival time was calculated from the date of the first ACP
conversation to the patient’s death or last follow-up within the 12
months timeframe. Kaplan-Meier analysis was performed to estimate
survival time, and the log-rank test assessed the likelihood that patients
with short or long survival times experienced the timing of ACP con-
versation as appropriate. P-values < 0.05 were considered statistically
significant.

Data analysis was conducted using IBM SPSS for Windows version
20.0.

2.5. Ethical considerations

Ethical approval for the main study was obtained from the institu-
tional review board (IRB) of the coordinating centre (Medical Research
Ethics Committee Erasmus MC, NL 50012.078.14, v02), as well as IRBs
in all participating countries. Permission for study participation was
sought with informed consent.

3. Results

Between May 2015 and February 2018, 3748 patients were consid-
ered eligible for participation in the ACTION study, 2748 (73 %) were
invited to participate, of whom 1135 (41 %) provided consent to
participate, with five withdrawing their consent later.

Of 442 patients in the intervention group, 301 (68 %) responded to
timing questions in follow-up assessments at time-point 1 or 2, or both.
After excluding 13 patients due to illogical data, the resulting 288 pa-
tients had a mean age of 65.6 years (SD: 10.4), with 112 (38.0 %) being
women. The mean time between patients’ cancer diagnosis and the first
ACP conversation was 15.3 months (SD: 19.4, ranging from 0.4 to 114.5
months). This varied across countries: from 5.1 months (SD: 5.9) in
Denmark, 5.2 months (SD: 6.1) in Slovenia, 13.1 months (SD: 22.7) in
Italy, 16.0 months (SD: 21.4) in Belgium, 20.9 months (SD: 18.8) in the
Netherlands, to 23.5 months (SD: 23.1) in the United Kingdom. The
mean time between patients’ diagnosis of the current cancer stage to the
first ACP conversation was 8.9 months (SD:10.7, ranging from 0.2 to
55.1 months), and this duration also varied across countries. Ranging
from 3.8 months (SD: 5.5) in Slovenia, 4.4 months (SD: 3.9) in Denmark,
7.7 months (SD: 11.3) in Italy, 9.4 months (SD: 12.2) in Belgium, 9.9
months (SD: 9.8) in the United Kingdom, to 14.9 months (SD: 13.6) in
the Netherlands.
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Table 1
Patients’ characteristics (N = 288).

Sociodemographic Characteristics Total (N = 288,

%)
Age, mean (SD) 65.6 (10.4)
Education, mean (SD), year 13.6 (4.2)
Gender, n (%)
Men 178 (61.8)
Women 110 (38.2)
Living situation, n (%)
Living with a spouse 198 (68.8)
Living alone 82 (28.5)
Having children, n (%)
Yes 242 (84.0)
No 38 (13.2)
Religion, n (%)
Religious 127 (44.1)
Not religious 124 (44.1)
Prefers not to specify 31 (10.8)
Considering oneself member of minority group, n (%)
Yes 1(0.3)
No 276 (95.8)
Country of residence, n (%)
The Netherlands 66 (22.9)
Belgium 23 (8.0)
Slovenia 51 (17.7)
Italy 26 (9.0)
Denmark 43 (14.9)
The United Kingdom 79 (27.4)
Clinical Characteristics
Diagnosis, n (%)
Lung cancer, stage III or IV 171 (59.4)
Colorectal cancer, stage IV 117 (40.6)
Receiving systemic treatment, n (%)"
Yes 229 (79.5)
No 58 (20.1)
WHO performance status, n (%)"
0 fully active 82 (28.5)
1 able to carry out light or sedentary work 159 (54.5)
2 or 3 capable of only limited self-care 45 (15.3)
Survival, n (%)
Died within 12 months follow-up 78 (27.1)
Did not die within 12 months follow-up 174 (60.4)
Palliative care specialist involvement, n (%)
Yes 78 (27.1)
No 174 (60.4)
Actual timing
Months between diagnosis and first ACP conversation, mean 15.3 (19.4)
(SD)
Months between diagnosis current stage and ACP conversation, 8.9 (10.7)
mean(SD)
Months between first ACP conversation and death, mean (SD)“ 6.4 (2.5)
Perceived timing of ACP conversation, n (%)
Too early 46 (16.0)
Just right 217 (75.3)
Too late 25 (8.7)

Abbreviation: n, sample size; SD, standard deviation; ACP, ACP; WHO, World
Health Organization;

Missing values: Education: 30(10.4 %); Living: 8 (2.8 %); Having children: 8
(2.8 %); Religious: 6 (2.1 %); Considering as a minority ethnic group: 11 (3.8 %);
Receiving systematic treatment: 1 (0.3 %); WHO performance status: 5(1.7 %);
Relatives presenting: 1(0.3 %); survival: 36 (12.5 %); Palliative care specialist
involvement: 36 (12.5 %); ACP helpful: 2 (0.7 %); ACP distressing: 1 (0.3 %);
Months between diagnosis and first ACP conversation: 3(1.0 %); Months be-
tween diagnosis current stage and ACP conversation: 1(0.3 %);

 Includes chemotherapy, immunotherapy, and targeted therapy.

Y WHO performance status: 0 - Fully active, able to carry out all pre-disease
performance without restriction;1 - Restricted in physically strenuous activity
but able to carry out work of a light or sedentary nature; 2 - Capable of only
limited self-care, unable to carry out any work activities. Up and about more
than 50 % of waking hours; 3 - Capable of only limited self-care, confined to bed
or chair more than 50 % of waking hours; 4 - Completely disabled, cannot carry
on any self-care and unable to be out of bed.

¢ Based on 78 patients who died within 12 months of followed-up.
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Fig. 1. Survival curve of patients by the perception of timing (N = 265).

Forty-six patients (16 %) perceived the timing of the first ACP con-
versation in the ACTION trial as “too early”, 217 (75.3 %) perceived it as
“just right”, and 25 (8.7 %) perceived it as “too late” (Table 1). Patients
who perceived the timing as “too early” were diagnosed more recently
with cancer or with their current stage of cancer (on average 9.1 months
and 5.7 months before ACP conversation, respectively) than those who
did not (16.5 months and 9.5 months before ACP conversation,
respectively; P = 0.02 and P = 0.03, respectively). The time between the
date of diagnosis of cancer (stage) and the ACP conversation did not
differ between patients who perceived the timing as “too late” versus
those who did not.

During the 12-month follow-up period, 78 patients (27.1 %) died.
The period between ACP conversations and death was the longest in
Italy: 7.5 months (SD: 1.9), followed by Denmark with 6.9 months (SD:
2.6), it was the shortest in Slovenia: 5.1 months (SD: 1.9). Mean survival
times did not differ between patients perceiving the timing as “too early”
(10.0 months, 95 % CI: 9.2-10.9) versus those who did not (9.1 months,
95 % CI: 8.7-9.6; P = 0.27). Patients perceiving the timing as “too late”
had a shorter survival time (6.9 months, 95 % CI: 5.3-8.5) versus those
who did not (9.5 months, 95 % CI: 9.1-9.9; P = 0.002) (Fig. 1).

Patients perceiving ACP timing as “too early” were less often
considered ACP helpful (37.0 % vs. 72.9 %, P < 0.001) and not dis-
tressing (73.3 % vs. 86.0 %, P = 0.03) versus those who perceived the
timing not as “too early”. Patients perceiving ACP as “too late” were less
likely to find it helpful (48.0 % vs. 69.0 %, P = 0.03) and not distressing
(72.0 % vs. 85.1 %, P = 0.09) versus those who perceived the timing not
as “too late”. The perception of ACP as helpful was not associated with
considering it distressing.

In the regression model, women and patients from Denmark were
more likely to perceive the timing as “too early” (OR=2.1, P = 0.02;
OR=3.1, P = 0.003). Patients from Slovenia and patients with a worse
WHO performance status (score 2 or 3, i.e, capable of only limited self-
care) were more likely to perceive the timing as “too late” (OR=3.9,
P =0.003; OR=3.1, P = 0.02) (Table 3 and Table 4).

4. Discussion and conclusions
4.1. Discussion

In this secondary analysis of ACTION trial data, we found that most
patients with advanced lung or colorectal cancer considered the timing
of ACP as appropriate. Patients who perceived the timing as “too late”
had a shorter survival time compared to those who did not. ACP
perceived as neither “too early” nor “too late” were more likely to be
considered helpful and not distressing. Women were more likely to
perceive the timing as “too early”. In Denmark and Slovenia, ACP were
initiated closer to patients’ cancer diagnoses and the advanced illness
stages. Patients with limited self-care status were more likely to perceive
the timing as “too late” compared to those with fully active performance
status.

In our study, ACP conversations were offered on average six months
(194 days) before patients’ death. This timing was perceived as appro-
priate by a majority of 75 % of the patients. This period of six months
before death is longer than what usually has been recorded. For
instance, in Dutch general practice, the median time from the first ACP
documentation to death for patients with cancer was two weeks [29]. In
studies in Dutch primary care practice according to medical files, ACP
conversations were initiated 106-111 days before the patient’s death
[35,53,54]. Not only did the ACP conversations in our study occur
earlier before death than usual, the timing was also earlier than what
general practitioners in the Netherlands consider optimal for ACP, i.e.
around 3 months before the patient’s death [35,54].

In this study, we found that women were more likely than men to
perceive the timing of ACP as “too early”, suggesting that the women
may not have felt ready for the process of ACP. Gender’s association
with ACP preferences vary between studies. Consistent with our find-
ings, several studies found that women with advanced cancer often
preferred a more shared or passive role in medical decision-making as
their illness progressed, which may make them feel less ready for ACP
[55-57]. Incongruent with our findings, other studies have observed
more active engagement among women in ACP. Women were more
likely than men to acknowledge the incurable nature and the advanced
stage of their illness during end-of-life conversations with their oncol-
ogist [58-60]. There are potential explanations for this inconsistency.
One study found that men preferred focusing on organizational aspects
of end-of-life discussions, while women desired a comprehensive
approach [60], suggesting they need more time to be mentally prepared.
Furthermore, another study found that women with advanced cancer
indicated a preference for a shared role in questionnaires but tended to
delegate decisions to their oncologist in actual experiences [57].
Therefore, we recommend increasing healthcare providers’ awareness
of gender disparities in clinical practice, as perspectives on the timing of
ACP conversations are closely related to the level of support patients
receive and the acknowledgement of symptom distress across genders.
Future research is needed in understanding how social constructs of
gender intersect with care experiences, the communication, care, and
supports that patients and families require.

We found that, when compared with patients in the Netherlands,
patients in Denmark were more likely to perceive the timing as “too
early,” while patients in Slovenia tended to perceive it as “too late”. At
the beginning of the ACTION trial, ACP was in its early stages in both
Denmark and Slovenia [48,61], and the duration between diagnosis of
cancer (stage) and ACP conversations was shorter. However, patients in
these two countries reacted differently. Several factors contribute to this
complexity. Firstly, patients’ clinical characteristics might be mediators
associated with the country difference and their perception of the
timing. In Slovenia, the time between ACP conversations and patient’s
death was the shortest among the six participating countries (5.1
months), suggesting worse conditions and a sense of urgency in making
medical decisions, leading to the perception of timing as already late
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Table 2
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Characteristics of patients and the evaluation of the ACP conversation process stratified by the perception of the timing of the ACP conversation (N = 288).

Patients perception of the earliness of the ACP
conversation (n = 288)

Patients perception of the lateness of
the ACP conversation (n = 288)

Sociodemographic Characteristics Too early Not too early (n = 242)  P- Too late Not too late  P-
(n = 46) value (n = 25) (n = 263) value

Age, mean (SD)" 65.5 (10.4)  65.6 (10.4) 0.95 67.5 (7.6) 65.4 (10.6) 0.34

Education, mean (SD), year” 14.5 (3.5) 13.4 (4.3) 0.11 13.1 (3.0) 13.6 (4.3) 0.57

Gender, n (%) 0.01" 0.51

Men 21 (45.7) 157 (64.9) 17 (68.0) 161 (61.2)

Women 25 (54.3) 85 (35.1) 8(32.0) 102 (38.8)

Living, n (%)" 0.88 0.46

Living with a spouse 33(71.7) 165 (68.2) 19 (76.0) 179 (68.1)

Living alone 13 (28.3) 69 (28.5) 5 (20.0) 77 (29.3)

Having children, n (%)" 0.87 0.17

Yes 39 (84.8) 203 (83.9) 19 (76.0) 223 (84.8)

No 7 (15.2) 31(12.8) 4 (16.0) 34 (12.9)

Religion, n (%)" 0.12 0.45

Religious 15 (32.6) 112 (46.3) 9 (36.0) 118 (44.9)

Not religious 28 (60.9) 96 (39.7) 11 (44.0) 113 (43.0)

Prefers not to specify 3(6.5) 28 (11.6) 5(20.0) 26 (9.9)

Considering oneself member of minority” group, n (%) 1.00 0.67

Yes 0 1(0.4) 0 1(0.4)

No 45 231 (95.5) 24 252 (95.8)

Country of residence, n (%)" 0.02' 0.02'

The Netherlands 11 (23.9) 55 (22.7) 2(8.0) 64 (24.3)

Belgium 1(2.2) 22(9.1) 1(4.0) 22 (8.4)

Slovenia 5(10.9) 46 (19.0) 11 (44.0) 40 (15.2)

Italy 3(6.5) 23(9.5) 1 (4.0) 25 (9.5)

Denmark 14 (30.9) 29 (12.0) 4 (16.0) 39 (14.8)

The United Kingdom 12 (26.1) 67 (27.7) 6 (24.0) 73 (27.8)

Clinical Characteristics

Diagnosis, n (%) 0.28 0.62

Lung cancer, stage III or IV 24 (52.2) 147 (60.7) 16 (64.0) 155 (58.9)

Colorectal cancer, stage IV 22 (47.8) 95 (39.3) 9 (36.0) 108 (41.1)

Receiving systemic treatment, n (%) 0.36 0.62

Yes 39 (84.8) 190 (78.8) 19 (76.0) 210 (80.2)

No 7 (15.2) 51 (21.2) 6 (24.0) 52 (19.8)

WHO performance status, n (%)“ 0.23 0.003"

2 or 3 capable of only limited self-care 7 (15.2) 37 (15.6) 9(39.1) 35 (13.5)

1 able to carry out light or sedentary work 21 (45.7) 136 (57.4) 11 (47.8) 146 (56.2)

0 fully active 18 (39.1) 64 (27.0) 3(13.0) 79 (30.4)

Palliative care specialist involvement, n (%) 0.21 0.57

Yes 9 (22.5) 69 (32.5) 8 (36.4) 70 (30.4)

No 31 (77.5) 143 (67.5) 14 (63.6) 160 (69.6)

Actual timing of ACP conversations

Months between diagnosis and first ACP conversation, mean(SD)" 9.1 (13.2) 16.5(20.2) 0.02' 11.2(12.6) 15.7 (19.9) 0.27

Months between diagnosis current stage and ACP conversation, mean(SD)" 5.7 (6.6) 9.5 (11.2) 0.03' 7.5 (9.4) 9.0 (10.8) 0.49

Experience of the ACP conversation process

ACP conversations considered helpful, n (%)° <0.001 0.03

Yes 17 (37.0) 175 (72.9) 12 (48.0) 180 (69.0)

No 29 (63.0) 65 (27.1) 13 (52.0) 81 (31.0)

ACP conversations considered distressful, n (%)° 0.03 0.09

Yes 12 (26.7) 34 (14.0) 7 (28.0) 39 (14.9)

No 33(73.3) 208 (86.0) 18 (72.0) 223 (85.1)

Abbreviation: n, sample size; SD, standard deviation; ACP, ACP; WHO, World Health Organization;

# These data were non-parametric, so Kruskal-Wallis tests were used.

> More than 20 % of cells were expected to have less than 5 cases, so Fisher-Freeman-Halton tests was used.

¢ Includes chemotherapy, immunotherapy, and targeted therapy.

4 WHO performance status: 0 - Fully active, able to carry out all pre-disease performance without restriction; 1 - Restricted in physically strenuous activity but able to
carry out work of a light or sedentary nature; 2 - Capable of only limited self-care, unable to carry out any work activities. Up and about more than 50 % of waking
hours; 3 - Capable of only limited self-care, confined to bed or chair more than 50 % of waking hours; 4 - Completely disabled, cannot carry on any self-care and unable

to be out of bed.

¢ Not included in logistic regression analyze as these variables are outcome assessments of the ACP conversation.

f Variables with p < 0.1 were included in multivariate analyses

[15,24]. Secondly, socio-cultural factors, including the dynamics among
patients, relatives, and healthcare professionals, influence end-of-life
decision-making—whether authoritative, paternalistic, or autonomous
[62,63]. These dynamics exhibit considerable variation across countries.
Rotar-Pavli¢ et al. observed an authoritative relationship between
Slovenian patients and their healthcare professionals [64]. Patients may
be unaccustomed to expressing their viewpoints, emotions, and prefer-
ences during routine medical consultations. Patients in Slovenian

willing to participate in this study may desire timely ACP engagement.

Our study found that, patients with limited self-care status were
more likely to perceive the timing of ACP as “too late” compared to those
with a fully active performance status. Clinical practice guidance for
healthcare professionals identified potential triggers for timely ACP,
such as prognosis-related indicators including “the Surprise Question”
[65-67], and the intiation of third-line chemotherapy [68]. In addition
to these generic triggers, considering patients’ ability to perform daily
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Table 3

Logistic regression analysis of factors contributing to differences in patients’
perception of the timing of ACP conversation (“too early” versus “not too early”)
(Methods = Forward Stepwise (Likelihood Ratio)).

Variables B OR (95 %CI) P value

Gender (ref: Men)

Women 0.75 2.11 (1.10-4.03) 0.02

Country (ref: the Netherlands)

Denmark 1.13 3.09 (1.46-6.54) 0.003
Table 4

Logistic regression analysis of factors contributing to differences in patients’
perception of the timing of ACP conversation (“too late” versus “not too late™)
(Methods = Forward Stepwise (Likelihood Ratio)).

Variables B OR (95 %CI) P value

Country (ref: the Netherlands)

Slovenia 1.35 3.85 (1.60-9.26) 0.003
WHO performance status (ref: fully active)
Capable of only limited self-care 1.13  3.08(1.22-7.75)  0.02

activities is important, as they might prefer to discuss their medical
treatments earlier.

Our study indicated that patients’ perception of ACP timing was
associated with whether they found ACP helpful or distressing. Given
the nature of the topics, distress might be expected and is not necessarily
a bad thing. Distress of patients does not mean that healthcare providers
should avoid ACP. We recommend that healthcare providers be sensitive
when introducing ACP and read patients’ signs. Also, not all decisions
need to be made in one ACP conversation. The distress might also stem
from patients’ unreadiness to discuss certain topics. Qualitative data
from the ACTION trial suggested that despite signs of unreadiness for
part of ACP, patients were still open to continue the ACP conversation
when new topics were introduced [69].

4.2. Strengths and limitations

This study has several strengths. Firstly, the ACTION study is the
largest randomized controlled trial conducted in Europe, focusing on the
impact of structured, facilitated conversations and fidelity evaluations
on ACP in patients with advanced cancer. Secondly, patients’ perspec-
tives on ACP timing were based on their actual experiences during the
trial. Thirdly, the study was conducted in an intercultural context with
varying levels of integration of ACP in the healthcare system, increasing
the generalizability of our findings.

However, this study also has limitations. Firstly, people willing to
participate in the ACTION study might have been more receptive to
ACP, potentially overrepresenting those who view ACP timing (and its
timing) positively. Considering the varying durations between patients’
diagnoses and their first ACP across countries, country-specific effects
should be considered when interpreting patients’ perceptions of ACP.
Secondly, since the data were collected between 2015 and 2017, the
passage of time should be considered when interpreting our findings.
Furthermore, we recognize that facilitated and structured ACP conver-
sations in the ACTION trial may differ subtly from those occurring
outside the trial context, which may be considered a limitation when
interpreting the study’s findings. Lastly, this study exclusively focuses
on patients with advanced lung and colorectal cancers, which limits the
generalizability of the findings.

4.3. Conclusion

In our study, ACP converations were offered earlier than what is
currently practice, and this timing was perceived as appropriate by most
patients. When initiating ACP conversations, several aspects should be
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considered, including patients’gender, their socio-cultural environment,
and their ability to perform daily activites, with or without limitations.

4.4. Practice implications

Patients in our study tended to have positive views on when ACP
conversations were offered to them, which was on average 6 months
before their death. When compared to current evidence, we conclude
that patients considered the appropriate timing for ACP to be earlier
than healthcare providers often initiated, indicating that ACP could
begin sooner than healthcare providers might typically suggest.
Healthcare professionals are therefore recommended to offer ACP
earlier than is currently common practice. In our study, women were
more likely than men to perceive ACP timing as “too early”. This is an
unexpected finding since previous studies have shown that women are
more open to ACP conversations [58-60]. Our study suggests that ACP is
not inherently distressing for most patients, even when they perceive its
timing as “too early” or “too late”. These findings may help alleviate
healthcare providers’ concerns that ACP conversations could trigger
negative emotions in patients. We recommend initiating ACP when
patients’ daily performance status begins to decline. As patients’ per-
ceptions of ACP may change as their condition worsens, multiple con-
versations may be necessary. Starting ACP when patients can still
perform daily activities without limitations may better enable them
fulfill wishes they might express during ACP conversations.
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