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Purpose

The main aim of this study was to determine the prevalence of ethical dilemmas in the
end-of-life process in advanced cancer patients.

Methods

We carried out a multicenter, cross-sectional, observational, prospective study in a cohort
of cancer patients whose life expectancy was < 6 months. We recorded sociodemographic
characteristics, diagnosis of cancer, symptom burden, cognitive and functional status,
emotional impact, and sociofamilial risk factors. The main outcome measure was the
detection of ethical dilemmas, based on the following definition: Conflict in decision-
making during the end-of-life process that involves the need to choose between morally
acceptable opposing options, where none is clearly preferable to another.

Results

We included 324 patients (mean age, 69 years; 58% men). We identified 117 dilemmas
in 90 patients (27.8%). The dilemmas detected were as follows: a) conflicts of information
(adaptive denial, conspiracy of silence, information exceeding patient's desired limit),
15.7%; b) discrepancies in proportionality (discussion on futility, rejection of treatment,
withdrawal of life support measures), 16.7%; c) unrealistic expectations about the
outcome of clinical trials, 2.5%; d) request for euthanasia or medically assisted suicide,
1.2%. We observed a greater prevalence of ethical dilemmas in men, in patients receiving
active cancer treatment, and in patients with emotional distress (p < 0.05).

Conclusions

Prevalence of ethical dilemmas during the end-of-life process in cancer patients is
relevant. Most dilemmas were associated directly or indirectly with respect for patient
autonomy. In this context, the communication skills of the health professionals and
advanced care planning take on a key role.

Key words: Cancer. End of life. Ethical dilemma. Conflict. Decision-making.

Introduction
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Caring for patients with incurable cancer and relieving their pain and suffering is as
important in ethical terms as preventing disease, maintaining good health, and avoiding
premature death [1].

Incurable disease and the threat of imminent death constitute a unique life crisis.
Symptom burden, emotional impact, spirituality, religious beliefs, moral values, life
history, and sociocultural context are key elements for the patient and the patient’s family
during the process of coping with the end of life. This life experience is complex, because
it depends on the interaction between these variables in an equilibrium which is not
always stable or predictable [2]. End-of-life care must bring together these essential needs
with the aim of maximizing quality-of-life and preserving patients’ dignity [3-6].

In the complex end-of-life scenario, patients, their families, and the care team actively
participate in the decision-making process in accordance with their knowledge and moral
values. The widely accepted ethical principles of beneficence, nonmaleficence, justice,
and autonomy govern the actions of health care professionals [7]. However, moral
discrepancies often arise when decisions are shared between the various parties involved
in the end-of-life process. By definition, an ethical dilemma is a conflict in the making of
decisions between various options with differing moral content, none of which is
unequivocally preferable in the opinion of those who analyze the dilemma [8].

Multiple publications provide an in-depth study of the ethical aspects of the end-of-life
process from a theoretical standpoint [8-13]; however, we do not know the prevalence of
dilemmas in daily clinical practice when they constitute a problem for decision-making.
The objective of this study was to determine the prevalence of ethical dilemmas during
the end-of-life process in advanced cancer patients.

Methods

We carried out a multicenter, cross-sectional, observational, prospective study. The
present study is a secondary analysis of a wider project (the PALCOM study), whose
objective was to identify those factors that come into play when we attempt to determine
the complexity of palliative requirements in advanced cancer patients [2].

All public medical oncology, primary care, and home palliative care centers, as well as
medium- to long-stay units, from the health district of Eixample Esquerra, Barcelona,
Spain were invited to participate in the study.

Between November 2012 and January 2013, the participating centers consecutively
included all patients who fulfilled the following inclusion criteria: age > 18 years,
diagnosis of cancer, life expectancy < 6 months, and agreement to participate through
informed consent.

An ad hoc multidimensional questionnaire based on the recommendations of the
European Society of Palliative Care [14] was designed to determine the characteristics of
the study population. The questionnaire was used to record the following:
sociodemographic data; origin and extension of the cancer; general/functional status
(Karnofsky Performance Status [KPS] scale and Barthel index); symptom burden
(intensity of pain, asthenia, anorexia, nausea and vomiting, constipation, dyspnea,
somnolence, insomnia, anxiety and depression, using an 11-point numeric rating scale
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[NRS], where zero is no pain and 10 is the worst pain imaginable); cognitive status
(Confusion Assessment Method) [15]; classification of pain (Edmonton Classification
System for Cancer Pain) [16]; and sociofamilial risk factors. In the case of patients with
cognitive impairment, symptoms were evaluated by family members or the legal
representative. Maximum follow-up was 6 months, and the date and place of death were
recorded.

The main outcome measure was the presence of ethical dilemmas, evaluated during the
first study visit and in accordance with a working definition that was agreed upon by the
research team.

Definition of ethical dilemma

The definition of ethical dilemma in the end-of-life process, as agreed upon by the
research team, was as follows: “Conflict in decision making during the end-of-life process
that includes the need to choose between morally acceptable opposing options, where
none is clearly preferable to another.”

Similarly, with the aim of harmonizing the data recorded, we established a literature-
based list [8-13] of possible ethical dilemmas (patient information, proportionality of
healthcare, clinical research, palliative sedation, and rational desire to bring death forward
or an explicit request for assisted suicide or euthanasia).

Good clinical practice is governed by the basic principles of bioethics (autonomy,
beneficence, nonmaleficence, and justice) [7]. The question of ethics arises when the
automatic response to patient care problems, which is based on the principles of bioethics,
is questionable in a specific situation in clinical practice. Dilemmas usually arise when
there is a conflict between ethical principles and it is difficult to establish a hierarchy of
one over another.

After the multidimensional evaluation, the investigator recorded and classified the ethical
dilemmas observed. All the investigators received specific training in the examination of
ethical dilemmas, which included a review of the following topics: agreed definition of
ethical dilemmas, common ethical conflicts and their categorization based on the
literature [8-13], and skills necessary to detect, explore, and record these dilemmas in this
study. Once the quantitative results were known, the research team participated in a
moderated discussion group to identify and standardize the key ideas related to the
conflicts observed in each category.

The research team participated in the analysis of the quantitative results and in the
narrative description of the dilemmas observed.

Statistical Analysis

Data were analyzed with the aim of describing the characteristics of the study sample and
determining the prevalence of ethical dilemmas, both in absolute terms and in terms of
predefined categories. Categorical or dichotomous variables were analyzed using
absolute and relative frequencies. Continuous variables were expressed using a measure
of central tendency (mean or median) and dispersion (standard deviation), with a 95%
confidence interval (95% CI). We also compared the prevalence of ethical dilemmas by
sex, active cancer treatment, general deterioration (KPS scale < 50%), and intense
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emotional distress (NRS anxiety + depression > 10). Categorical variables were compared
using the chi-square test or Fisher exact test; continuous variables were compared using
the ¢ test or Wilcoxon test. Statistical significance was set at p < 0.05. The statistical
analysis was carried out using R version 3.1.2.

The estimated sample size was at least 300 patients, according to data from previous
studies by our group [2,17] and taking into account the reasonable maximum capacity of
the participating centers and the fact that variables were to be recorded under conditions
of daily clinical practice.

Ethics

Before being included in the study, patients received an information leaflet and gave their
written informed consent to participate. In the case of patients with cognitive impairment
that prevented them from understanding the study, we sought the authorization of a family
member or legal representative. The study was approved by the Clinical Investigation
Ethics Committee of Hospital Clinic, Barcelona, Spain.

Results

Twenty-four centers participated in the study (16 primary care centers, 3 hospitals, 3
home palliative care teams, and 2 medium- to long-stay units). A total of 324 patients met
the inclusion criteria during the study period. All patients agreed to participate and signed
the informed consent document (181 in hospitals [55.8%], 71 in home palliative care units
[21.9%], 44 in medium- to long-term-stay units [13.6%], and 28 in primary care centers
[8.6%]) (Figure 1). Mean age was 69 (+12) years, and 58% were men. The most common
primary origin was lung cancer [22.2%]). A total of 272 patients (83.9%) were receiving
active cancer treatment. Most patients had moderate functional impairment (mean Barthel
index, 60.5 [£26]), and 129 (39.8%) were highly dependent (KPS < 50%). The main
number of symptoms per patient was 5.9 (£1.2), and 26.8% had a considerable symptom
burden (> 5 symptoms with NRS > 4). Cognitive impairment was observed in 25 patients
(7.7%). At least 1 sociofamilial risk factor was reported in 222 cases (68.5%). Patient
characteristics according to the multidimensional evaluation are summarized in Table 1.

The multidimensional evaluation revealed at least 1 ethical dilemma in 90 patients
(27.8%). A total of 117 ethical dilemmas were recorded (mean, 1.3/patient [£0.7]). The
prevalence of dilemmas according to the pre-established categories was as follows:
conflicts associated with information provided to the patient and/or the patient’s family,
51 (15.7%); discrepancies in therapeutic proportionality within the patient’s family, 26
(8%); disagreement on decisions on therapeutic proportionality between the care team
and the patient and/or the patient’s family, 14 (4.3%); discrepancies with regard to
therapeutic proportionality within the team or between health care professionals, 12
(3.7%); disagreement associated with clinical trials, 8 (2.5%); request for euthanasia or
assisted suicide, 4 (1.2%); and disagreement with respect to the withdrawal of life support
measures, 2 (0.6%). In this study, we did not record any ethical dilemmas specifically
associated with the indication for palliative sedation.

The mean age of patients with ethical dilemmas was 67.9 (+7) years, and there were no
significant differences compared with the overall age of the sample. The prevalence of
dilemmas was significantly greater in men (66.7%), in patients receiving active cancer
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treatment (61.1%), and in patients with intense emotional distress (73.3%) (p < 0.05)
(Table 2). We also observed a trend toward a greater prevalence of discrepancies between
the care team and the patient/family with respect to intense functional impairment
(85.7%), although this was not significant, probably owing to the sample size (p = 0.075).
At 6 months of follow-up, 202 patients were evaluable (62.3%); of these, 177 (87.6%)
had died. There were no significant differences for the probability of death in hospital

between the overall sample (33.2%) and the patients who presented ethical dilemmas
(35%).

Discussion

The objective of this study is particularly relevant because, although several articles have
addressed the theoretical aspects of ethical dilemmas in patients with advanced cancer,
there are no data on prevalence in daily clinical practice [18].

We believe that the study population is representative, since the sociodemographic data,
prevalence of primary cancer, and symptom burden are comparable with data from
previous studies and population-based cancer registries [2,17-19].

The first difficulty when designing this study was that of deciding on the definition of an
ethical dilemma. It is obvious that such a definition could affect prevalence data. The
agreed definition of ethical dilemma in this study focused on situations characterized by
a moral conflict between divergent positions of uncertain resolution where it was
imperative to choose one. After the analysis of the results, the research team confirmed
the appropriateness of the definition and did not detect conflicts that could not be included
in the definition or in the categories established.

This study confirms that the prevalence of ethical dilemmas is relevant (27.8%). The
likelihood of an ethical dilemma arising was significantly greater in men, patients
receiving active treatment for cancer, and patients with intense emotional distress.

Other than providing speculative reasons, we were unable to explain the greater
prevalence of ethical dilemmas in men. Maintaining or suspending active treatment
during the last months of life in cancer patients must be evaluated very carefully, taking
into account both the expected increase in survival and the expected quality of life. In
such a situation, shared decision-making can lead to conflicts, which are sometimes
difficult to resolve and are associated with therapeutic proportionality or the adaptation
of information to realistic expectations.

We believe that the greatest prevalence of ethical dilemmas in patients with intense
emotional distress is due to the fact that a clinical situation of uncertain resolution can
itself have a considerable emotional impact and that a poorly adapted coping strategy
seriously hampers decision-making.

Respecting a person’s dignity requires respect for his/her autonomy, and there can be no
autonomy without appropriate information [4,5]. Patients have the right to adequate and
truthful information so that they can decide freely on their health and on available clinical
options [21-23]. However, some authors and ethics codes understand that the inalienable
right to information does not necessarily require patients to be fully informed in any
circumstances and against their wishes [24]. Consequently, the means of providing this
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information, in terms of both specificity and quantity, should be tailored to the needs and
preferences of the patient [22,25]. In this asymmetrical relationship between the patient
and the care team, training in communication skills for health professionals is essential.

In this study, 16% of patients had a dilemma associated with the information provided,
which, through excess or lack, hampered appropriate decision-making. The investigators
identified 3 types of conflict: a) information exceeding patient's desired limit; b) adaptive
denial; c) conspiracy of silence. Information exceeding patient's desired limit was
described as information provided quickly in all its aspects without considering the
opinion of the patient in his/her specific circumstances and that hampered calm decision-
making because of a high emotional impact. On the other hand, respecting the limit in the
information explicitly stated by the patient can constitute an ethical dilemma, since this
may distort decision-making shared with health professionals. Denial was described as
an adaptive process, in which the patient preferred not to know all the aspects of the
disease, especially the prognosis, or to adopt alternative reasoning and which, at the time
of the evaluation, limited appropriate decision-making. Conspiracy of silence was defined
as the agreement of the patient’s family to hide or partially or totally modify information
on the disease, especially the prognosis, with compassionate intent and based on the
conviction that the patient did not have sufficient emotional resources to cope with a life
threat [25,26]. In this context, the family asks the care team to respect and to collaborate
in the conspiracy of silence. Management of a conspiracy of silence is a difficult challenge
for care teams and should clearly include both the patient and the patient’s family. The
objective with respect to the patient is to provide additional information prudently and
respectfully until a sufficient amount of information has been provided to enable
autonomous decision-making, including the limits of the information the patient wishes
to receive. In the case of the family, the objectives would be to change a paternalistic and
compassionate attitude of silence for calm and reassuring company for the patient.
Throughout this process, the necessary psychological support should be provided for both
the patient and the family. Finally, an agreement should be made to respect the limits that
the patient sets on the quantity and intensity of the information. In our opinion, adaptive
denial and the conspiracy of silence more often cause ethical dilemmas than information
that exceeds the limit set by the patient.

Various studies report that between 20% and 38% of patients with terminal advanced
cancer have not talked about the prognosis of the disease at any time [27-31]. While no
specific reason is given in the studies, it is possible that in most cases the reason is
adaptive denial or conspiracy of silence. The difference between these prevalence values
and that observed in the present study (20% to 38% versus 16%) could be due to the fact
that in these publications, the level of information was recorded, whereas in our study we
identified conflicts in shared decision-making associated with the amount of information
the patient had received.

We observed ethical dilemmas related to proportionality in 17% of patients, for whom
the investigators identified 2 different conflicts: a) discrepancies concerning the
determination of futility of the diagnostic or therapeutic options; b) rejection of treatment.

Futility refers to a medical act that is considered useless because the desired result, based
on the best evidence available, is very unlikely, and provides no reasonable benefit for
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the patient [31-35]. It is a complex concept, because it focuses on the time remaining, as
well as on the quality of the life experience and the potential benefit or harm to the patient
of interventions aimed at a hypothetical but improbable prolongation of survival. Both
objective knowledge of the disease and treatment options and the value system and
personal experiences of all the participants (care team, patient/family) are essential
elements of the discussion of futility in a specific clinical situation [35].

The rejection of a treatment that the care team considers appropriate, based on a rational
and reflective choice, is not ethically questionable if the conditions of autonomy are
maintained (competence, information, absence of external pressure, responsibility for the
extent of the decisions) [21-23]. However, some patients explained that after the
insistence of their physicians, they accepted treatment options about which they were
unsure because of fear of medical abandonment. On the other hand, some professionals
believe that insisting on an effective and safe treatment is an ethical imperative and that
accepting a patient’s wish not to receive therapy without trying to persuade him or her
could be considered a maleficent act. Therefore, the skill of the healthcare professional
lies in the balance between persuasion with respect to the measures that he/she considers
appropriate and rigorous respect for the patient’s autonomous decisions so that he/she
never feels medically abandoned.

Ethical dilemmas associated with medical research, mainly in clinical trials, were
detected in 2.5% of the patients included. All of the patients with cancer included in
clinical trials agreed to participate freely after receiving appropriate information.
However, the investigators identified as an ethical conflict those cases in which the
patient’s expectations did not fully correspond with the real expected outcomes of the
clinical trial.

The rational choice of bringing death forward by means of euthanasia or medically
assisted suicide was an insurmountable legal problem in countries where these practices
are not authorized, irrespective of the moral value that stakeholders attribute to this issue.
It is noteworthy that the request to bring death forward in the present study (1.2%), which
was carried out in Spain, is similar to that observed in countries where euthanasia is legal
(0.7-2.8%) [36,37].

Terminal sedation refers to the deliberate administration of sedatives at doses and in
combinations necessary to reduce the level of consciousness of a terminally ill patient for
as long as necessary for appropriate relief of 1 or more refractory symptoms [38-40].
Approximately 25% (10%-50%) of advanced cancer patients require palliative sedation
at the end of their lives [40]. Currently, there are no doubts about the theoretical
legitimacy of palliative sedation and the ethical criteria that differentiate it from
euthanasia [39]. However, in daily clinical practice, there may arise dilemmas associated
with interpretation of the ethical requirements underlying palliative sedation: presence of
refractory symptoms; drug doses that are proportional to the objective of lowering the
patient’s level of consciousness and not to that of reducing the time remaining; patient
participation (explicit, implicit, or delegated consent) [8-10]. In this study, we did not find
any cases of ethical dilemmas associated with terminal sedation, probably because in
most cases, life expectancy was measured in months. Similarly, we observed no cases
where palliative sedation was called into question as a concept. Possible discrepancies
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concerning the indication of palliative sedation in a specific situation or advanced care
plan in this study were included in the category of dilemmas of proportionality.

Most of the dilemmas observed in this study were associated, either directly or indirectly,
with respect for patient autonomy. Advance care planning is a formal process of reflective
discussion between the patient, his/her family, and the healthcare team about values,
goals, and wishes related to current and future healthcare. The available literature
confirms that advanced care planning improves communication between the patient,
his/her family, and the healthcare team, facilitates shared decisions, and documents
wishes with respect to the intensity of care in the end-of-life process and the place of
death [41]. We believe that advanced care planning could probably have reduced the
incidence and magnitude of many of the ethical dilemmas observed in this study.

The main limitation of the study is that the identification and evaluation of the dilemmas
often depended on the subjective criteria of the investigators. Furthermore, this is a cross-
sectional study that defines prevalence within a pre-established timeframe. It does not
explore the dilemmas that might arise during the natural history of a patient’s disease.
The ethical argument could be considerably influenced by socioeconomic and cultural
aspects. In addition, since this study was performed in an urban setting in a developed
country with a universal public health system, we do not know if the data can be
extrapolated to other population types. In this study, loss to follow-up at 6 months was
significant (37.6%), mainly due to difficulties in contact with patients at the end of life or
with grieving relatives. However, loss to follow-up did not affect the assessment of the
main study variable (identification and classification of the ethical dilemma), since this
was recorded at the baseline visit. It is also noteworthy that this study only recorded the
prevalence of consistent ethical conflicts that significantly hindered the decision-making
process; it did not explore the prevalence of the need to use ethical arguments in daily
clinical practice, which is obviously more pronounced.

Based on the data of this study, we consider that it would be important to develop future
lines of research on the incidence of ethical dilemmas resulting from the diagnosis at any
stage of cancer, as well as research into the impact of advanced care planning on the
frequency and magnitude of these dilemmas.

Conclusions

Our data enable us to conclude that the prevalence of ethical dilemmas during the end-of-
life process in patients with cancer is relevant. Most of the dilemmas observed were
associated, either directly or indirectly, with respect for patient autonomy. In this context,
the communication skills of the health professionals and advanced care planning take on
a key role.
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Figure 1: Study flow diagram

‘ Eligible advanced cancer patients with expected survival < 6 months (N=324) }—

—{ Hospital: 181 (55.8%) }7
4{ Palliative care home teams: 71 (21.9%) }47
4{ Medium- to long-term stay units: 44 (13.6%) }17
—{ Primary care: 28 (8.6%) }7

—’{ Multidimensional structured evaluation (N=324) — PALCOM study [2] ﬁ

‘ Identification, exploration, and recording of observed ethical dilemma (N=324)

‘ N with > 1 ethical dilemma: 90 (27.8%) ‘ ‘ N without ethical dilemma: 234 (72.2%) ‘
[

I
Follow-up 6 months

‘ Refusal to participate in follow-up: 1 (0.3%)

‘ Missing: 121 (37.3%)

‘ Evaluable at 6 months of follow-up: 202 (62.3%)

\—’{ Death before 6 months of follow-up: 177 (87.6%)
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Figure

Figure 1: Study flow diagram
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Table 1

Table 1: Patient characteristics (multidimensional evaluation)

Total n 324
Sex Men (n, %) 189 (58)
Age, years Mean (SD) 69 (£12)
Age >80 (n, %) 80 (24.7)
Primary cancer (n, %) Lung 71 (21.9)
Colon 38 (11.7)
Pancreas 28 (8.6)
Breast 22 (6.8)
Prostate 18 (5,6)
Other origins 146 (45.1)
Extension of cancer (n, %) Local and regional 47 (14.6)
Metastasis 276 (85.4)
Cancer treatment in 4 weeks before inclusion Chemotherapy 169 (52.3)
(n, %) Radiotherapy 87 (26.9)
Hormone therapy 16 (4.9)
Barthel index Mean (SD) 60.5 (£26)
Karnofsky scale <50% (n, %) 129 (39.8)
Symptom burden (n, %) Mean (SD) NRS
Asthenia 299 (92.3) 5.7(2.1)
Anorexia 253 (78.1) 54 (2.1)
Pain 245 (75.6) 3.7 (2.6)
Nausea/vomiting 110 (34.0) 4.1(1.9)
Constipation 202 (62.3) 4.5(1.9)
Breathlessness 149 (45.9) 4.5(1.9)
Insomnia 191 (58.9) 2.7(2.1)
Anxiety 238 (73.4) 4.6 (2.1)
Depression 225 (69.4) 4.7 (1.9)
Number of symptoms/patient Mean (SD) 5.9 (£1.2)
Number of symptoms with NRS > 4/patient =~ Mean (SD) 3.1 (%1)
Patients with > 5 symptoms with NRS >4 (n, %) 87 (26.8)
Type of pain
Nociceptive somatic (n, %) 170 (52.8)
Nociceptive visceral (n, %) 94 (29.2)
Neuropathic (n, %) 60 (18.6)
Breakthrough pain (n, %) 153 (47.5)
Pain in addictive behavior (n, %) 11 (3.4)
Pain stage II of ECS-CP (n, %) 175 (54.0)
Cognitive impairment, (CAM: positive) (n, %) 25(7.7)
Sociofamilial risk factors (n, %) 222 (68.5)
Support limited by advanced caregiver age (n, %) 84 (25.9)
Support limited by high workloads or family (n, %) 69 (21.3)
Absence of family or identified caregiver (n, %) 34 (10.5)
Other social risk factors (n, %) 34 (10.8)

NRS, Numerical Rating Scale; ESS-CP, Edmonton Classification Scale for Cancer Pain;
CAM; Confusion Assessment Method.



Table 2

Table 2: Prevalence of ethical dilemmas overall, by category, and by patient characteristics.

o Male sex Chemotherapy _Fun(j‘tlonal. Err'lotlon?ll
n %o N (%) p (. %) P impairment: P distress: P
i L (n, %) (n, %)
Total n 324
2 with > 1 ethical dilemma 90 27.8 60 (66.7) <02.OO 55 (61.1) <05.03 53 (58.9) 0.091 66 (73.3) <01.00

Total n of dilemmas 117

Conlflicts associated with information 51 15.7 28(54.9) 0.438 26 (50.9) 0.886 26 (50.9) 0.886 29 (56.9) 0.327

Therapeutic Discrepancies: 54 16.7

proportionality Within the 26 8.0 11(42.3) 0433 15 (57.7) 0.432 0 (0) - 15(57.7) 0.432
family
Between the 14 43 8(57.1) 0.590 8(57.1) 0.590 12 (85.7) 0.075 12 (85.7) 0.075
care team and
the
patient/family
Within the care 12 3.7 5(41.7) 0.567 3(25.0) 0.083 7 (58.3) 0.563  3(25.0) 0.083
team
With respect to 2 0.6 1(50.0) - 0 (0) - 2 (50.0) - 0(0) -

withdrawal of

life support
Conflicts associated with the expected 8 25  5(62.5) 0475 2 (25.0) 0.157 4 (50.0) - 6 (75.0) 0.157
outcomes of a clinical trial.

Request for euthanasia/assisted suicide 4 1.2 2(50.0) - 1(25.0) 0.317 2 (50.0) - 1(25.0) 0.317




