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Objectives: The objective of our study was to determine whether, and to what degree, the
ethical dimension was present in clinical practice guidelines (CPGs) on palliative sedation,
and to identify the ethical issues with respect to the different forms of this practice. The
purpose was purely to be descriptive; our aim was not to make any kind of normative
judgements on these ethical issues or to develop our own ethical recommendations.

Methods: We performed a systematic review of CPGs on the palliative sedation of adults,
focusing our analysis on the ethical dimension of these texts and the ethical issues of this
practice. The study protocol is registered on PROSPERO.

Results: In total, 36 current CPGs from four continents (and 14 countries) were included in
our analysis. Generally, ethics were rarely referred to or were absent from the CPGs. Only
five texts contained a specific section explicitly related to ethics. ‘Ethical issues’ were named,
conceptualized and presented in heterogeneous, often confusing ways. It was impossible to
identify the ethical issues of each form of palliative sedation. Ethics expertise was not
involved in the development of most of the CPGs and, if it was, this did not always correlate
with the ethical dimension of the document.

Conclusions: Effective cooperation between palliative care clinicians and ethicists should be
encouraged, in order to integrate the crucial ethical issues of continuous deep sedation until
death when developing or updating CPGs on palliative sedation.

Keywords: palliative sedation, ethical issues, clinical practice guidelines, systematic review.

What is already known on this topic
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e Numerous CPGs have been developed across the world to support the decision-making
process on palliative sedation.

e Systematic reviews of some of these texts generally focus on the clinical aspects of
palliative sedation and little is known about the ethical implications of the various forms
of this therapy.

What this study adds

o 36 current CPGs identified from around the word attach little or no importance to ethics.

o If present (6/36), ‘ethical issues’ of palliative sedation were named, conceptualized, and
presented in heterogeneous, often confusing ways.

How this study might affect research, practice or policy

o These findings could be useful in enriching debate at the international and national levels
and foster the inclusion of an ethical dimension when developing or updating CPGs for
palliative sedation.

Main text

INTRODUCTION

In the context of adult palliative care, sedation is an important treatment option that can be

considered for cancer and non-cancer patients with refractory and intolerable physical and/or
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non-physical suffering, generally in the last days of life [1-4]. The monitored use of sedating
drugs is intended to induce a state of decreased or absent awareness (unconsciousness) in

order to relieve the suffering of the patient, not to hasten death [1, 5].

As with any medical intervention, palliative sedation must have a medical indication
and must be proportionate [6-8]. Clinically, there are various modalities of sedation,
depending on the individual medical and personal situation of each distressed patient.
Consequently, practices differ, mainly with regard to the sedating drugs, route of
administration, depth and duration of sedation, as well as the concomitant withdrawal or
withholding of artificial nutrition and hydration [8]. Palliative sedation can be influenced by
the culture of the country and region in which it is practised, especially by the legal and social
contexts and the organization of the healthcare system, as well as the personal attitudes,

beliefs, and experiences of the healthcare professionals towards this form of treatment [9-12].

Moreover, from a linguistic perspective, this treatment of last resort is named and/or
defined in various, sometimes ambiguous or even contradictory ways. This is also the case in
the clinical practices guidelines (CPGs), despite many attempts at clarification [13-16]. For
instance, usually the term ‘palliative sedation’ is generic and encompasses a variety of
different forms, such as temporary, intermittent, or permanent sedation, as well as sedation of
various depths [13]. Sometimes, however, the term ‘palliative sedation’ is also used to refer to
practice contrary to palliative care such as euthanasia [17, 18]. This lack of terminological and
conceptual consistency is a source of much ambiguity, confusion, and controversy in clinical

practice, research, and societal discussions across the world.

The ethical aspects of palliative sedation have frequently been discussed in the
literature since the first such publication in 1990 [19]. A systematic literature review of this
topic performed in 2010 and updated in 2016 [20] shows four main aspects of palliative
sedation as controversial and lacking consensus: consistent terminology, the use of palliative
sedation for non-physical suffering, ongoing experience of distress during palliative sedation,
and the relation between palliative sedation, euthanasia, and the hastening of death. However,
the distinct ethical aspects of the various forms of palliative sedation have rarely been

explored in depth.

Ethically, continuous deep sedation until death (CDSUD) is the most controversial
form, at both the clinical and ethical levels [8, 21]. This sedation is also the form legally

regulated in France [22] and Quebec [23]. Conceptually, associations have been drawn
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between CDSUD and medically assisted dying, such as euthanasia or assisted suicide [24-26].
In practice, this form of sedation is sometimes used as an alternative to medically assisted
dying, with or without an intent to hasten death [10, 12, 27]. Moreover, it is unclear whether
this form of sedation can be used for non-physical distress and, if so, whether it adequately

relieves this type of suffering [28-30].

Other types of palliative sedation, such as temporary or intermittent sedation, also
raise ethical questions. For instance, it is not clear when and how to inform patients and
families of the option of palliative sedation, how to explain to them that lucidity may not be
restored, that symptoms may recur, or that death may intervene during a type of sedation

intended as temporary [9, 31, 32].

In the last three decades, numerous CPGs on palliative sedation have been published
and some systematic reviews of these texts have been performed [33-36], including a recent
European study [37]. However, all these reviews essentially focus on the clinical issues of
palliative sedation, such as indications, choice of medication and dosage, continuation of life-
prolonging therapies, timing, prognosis, and level of sedation. Only one review explored the
ethical aspects of palliative sedation, but that analysis was limited to patient information and
used a very general approach [35]. To the best of our knowledge, the ethical challenges in the
various forms of palliative sedation have not so far been systematically and transparently

explored in CPGs.

The objective of our study was to determine whether, and to what degree, the ethical
dimension was present in CPGs on palliative sedation. Our study also aimed to identify the
ethical issues with respect to the different forms of palliative sedation. The purpose was
purely to be descriptive; our aim was not to make any kind of normative judgements on these
ethical issues or to develop our own ethical recommendations. Nor was our aim to assess the

quality of the CPGs.

METHODS
Study Design

This systematic review was performed between 22 June 2021 and 30 June 2022. The protocol
had previously been registered on the International Prospective Register of Systematic

Reviews — PROSPERO (registration number: CRD42021262571) [38] — and its integral
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version was published as a preprint [39] and in a peer-reviewed journal [40]. The methods
presented in the protocol were enriched as the research progressed, but were not
fundamentally changed. Specifically, guidelines for palliative sedation were not sought via the
websites of societies of medical ethics because a quick search showed that no CPGs were
published on these sites. Some changes to the protocol concerning data extraction, analysis,
and synthesis were necessary because of the poor quality of the presentation of the ethical

i1ssues in the CPGs.

Given the breadth and complexity of the results, and in order to be as rigorous and
transparent as possible, we published all the steps and outcomes of the search for CPGs as
well as the results of an analysis regarding the formal characteristics and thematic scope of
these texts in a separate article [41]. In this paper, we present a summary of these sections,
and develop section data extraction, analysis, and synthesis with respect to the importance of
ethics in the CPGs and the ethical issues of palliative sedation. The review is reported in line
with the Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA)
statement [42] (see Supplementary File 1).

Information Sources and Research Strategy

First, five bibliographic databases were searched: MEDLINE ALL (Ovid), Embase.com,
CINAHL with Full Text, APA PsycInfo (Ovid), and Web of Science (All Databases). Then,
the following 13 guideline depository websites were consulted: Trip Medical Database Pro,
ECRI Guidelines Trust, Guidelines International Network (G-I-N), NHS Evidence Search,
CISMef — Bonnes Pratiques, Society guideline links (UpToDate), LIVIVO, Australia’s
Clinical Practice Guidelines Portal, Scottish Intercollegiate Guidelines Network (SIGN),
NICE Guidance (UK), and CPG Infobase: Clinical Practice Guidelines/Canadian Medical
Association, Registered Nurses Association of Ontario, and Haute Autorité de Santé [French
National Authority for Health]. A search was also performed using Google Scholar and
Google and was complemented by cross-referencing. CPGs were also searched for on the
websites of international, national, and regional associations for palliative care. Database
search strategies and a list of the websites of international/national/regional associations for
palliative care consulted are available in our previous paper related to this study [41]. If no
national CPGs were found on the internet, the association concerned and/or palliative care

experts were contacted and asked about CPGs currently used in their country or region.
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Moreover, a brief announcement of our project and an invitation to participate were published
on the websites [43-45] and in the newsletters of international palliative care organizations,
and on the professional and private social media of the first author. Finally, citation chasing

was carried out on all the papers previously identified.

Eligibility Criteria

The following inclusion criteria were applied: 1) CPGs explicitly defined as such in the text
and in line with the definition proposed by MEDLINE [46]; 2) CPGs related to palliative
sedation for adults in all organizational contexts of palliative care; 3) CPGs developed by
government agencies, associations, organizations, such as professional societies or governing
boards, or by the convening of expert panels, and accredited at the international, national, or
regional level; 4) CPGs published in English, German, French, Italian, or Polish, from 2000 to
the date of the searches (June 2021-January 2022) and intended for medical and paramedical
staff; and 5) only the full version of the CPGs; if there was more than one version of a specific
guideline, only the latest and most up-to-date version; if a short and long version existed, only
the long version; if one version was published in a journal and another on a website, only the

version published in a journal, whatever the length.

Selection Process

The selection of CPGs was performed manually. Titles and abstracts were screened and
relevant CPGs were retrieved. We made sure that the CPGs identified was the most recent one
by contacting the respective associations that authored them. All CPGs confirmed were

included in our study, even if the association didn’t respond.

Data Extraction and Analysis

In the first main step, information about the formal characteristics and thematic scope of the
CPGs was extracted from these texts, analysed, and synthesized, with the use of vertical and
transversal grids. This step is described in detail in a separate paper [41]. The second main
step was focused on the importance of ethics in the CPGs and the ethical issues of palliative

sedation.
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1) Importance of ethics in the CPGs

In the first stage, textual analysis was performed using a pragmatic framework to determine
the importance of ethics in these texts; a range of types of information chosen in advance was
extracted from the CPGs: the title of the CPGs, presence of a specific section explicitly
related to ethics (i.e., a title containing the word ‘ethical’/ethics’), its exact title, placement in

the text, and length.

Next, all the CPGs identified were saved as PDFs. To conduct a quantitative analysis
of the importance of ethics in the whole text of each CPG, we chose the automatic option
‘search in the document’, using terms with the root ‘ethic-’ (i.e., ‘ethics’, ‘ethical’, ‘ethically’;
and their translation into German — ‘Ethik’, ‘ethisch’; French — “éthique’, ‘éthiquement’; and
Italian — ‘etica’, ‘etico’, ‘eticamente’). We noted all the contexts in which they were used,
excluding the affiliations of the authors and bibliographic references. All repetitions of the
context were removed. The total number of ‘ethics’ terms was also noted. It should be pointed
out that two words in connection with ethics — ‘principles’ and ‘values’ — were not explored
because several preliminary readings of the CPGs showed that these terms are not, or very

rarely, used in the texts.

Then, using the same approach, the bibliographic references were analysed in order to
identify those explicitly related to ethics. If the bibliographic references were not mentioned
in the text, we noted them as ‘not mentioned’. In contrast, if the bibliographic references were

mentioned but without explicit ethics references, we noted them as ‘no ethics reference’.

In the last step, the list of authors/organizations was analysed in order to determine
whether and, if so, what kind of ethics expertise had been integrated into the CPGs. After the
preliminary analysis, three categories of participants involved in the development of the CPGs
were identified and then applied to the analysis of all the texts: 1) national societies for
medical ethics; 2) regional/institutional ethics boards; and 3) individual ethicist(s). By
‘individual ethicist’, we understood this to be someone who has participated as an individual
in the elaboration of the text, and not on behalf of a national society of medical ethics or

regional/institutional ethics board.

It should be noted that two main situations, not anticipated when designing the study
protocol, were observed during our analysis: 1) a list of the scientific societies/boards,
including a national society for medical ethics/ethics board, was not provided (or was not

obviously presented) in the CPGs; 2) a list of the scientific societies/boards was clearly

8/36



provided, but without a national society for medical ethics/ethics board. In the first case, we
simply noted ‘not mentioned’ in our analysis grid. In contrast, in the second situation, we
noted that a society for medical ethics/ethics board had not participated in the elaboration of

the CPGs. However, in some CPGs, such a distinction was not entirely clear.

The situation was more complex when analysing the list of individual authors because
the full affiliations were not systematically indicated. Consequently, we noted the
participation of an ethicist only if her/his affiliation was explicitly in line with ethics and/or
she/he was clearly defined as an ‘ethicist’. If there was no [list of the authors, we noted ‘not

mentioned’.
2) Content of ethical issues

a) Terminological and conceptual framework

In our study protocol, for the purpose of this systematic review, the term ‘ethical challenges’
was chosen, and its working definition was elaborated by our research team (MT, CB, and
RJJ). However, the first analysis of the CPGs showed that this term and its definition were not
applicable; the ethical challenges were named, conceptualized, and presented in various ways.
For this reason, the conceptual framework was abandoned and all the analyses were

performed in depth, without a framework.
b) Analysis of specific sections

If a specific section explicitly related to ethics was identified in a CPG, thematic analysis with
continuous theming (without a framework) and line-by-line coding were used to identify all
the themes mentioned in this part of the text. The type of palliative sedation was identified
from the text. In accordance with this method, the elements were not identified in advance;
they were inductively derived from the texts, without attempting to validate a particular
theory or hypothesis. We chose this method because of the lack of research on this topic and

the heterogeneity of the CPGs identified, and to enable us to explore our material in depth.

¢) Analysis of whole CPGs

We analysed all the contexts in which ‘ethics’ terms had previously been identified. This

analysis was performed without a thematic framework.
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Data Synthesis

To the best of our knowledge, at the time of writing the study protocol, there were no
specific methodological standards for the data synthesis of analysis that was focused on the
importance and content of ethics in CPGs on a medical procedure. Our narrative synthesis
explored the relationship between the CPGs included. All the elements allowing an
assessment of the importance of ethics were transversally grouped and synthesized. As the
purpose of the analysis was purely to be descriptive, we did not seek to develop a theory.
Only the most relevant results are presented in this paper. Contrary to the methodological
purpose expressed in our study protocol [38-40], it was impossible to synthesize all the
elements identified in specific chapters; there were no clearly common elements between
these chapters. Consequently, we decided to present the contents of each chapter separately,

without a specific synthesis.

Terms with the root ‘ethic-’, such as ‘ethics’, ‘ethical’, and ‘ethically’, were used in
very inconsistent ways, which made it impossible to summarize them exactly at the
qualitative level. For this reason, we only present the main results in the Results section, as
precisely as possible, and with several examples, but without claiming exactitude. These

results are, rather, approximate and aim to illustrate the complexity of the problem.

RESULTS

Sample Size

Figure 1 presents a PRISMA flow diagram that summarizes the results of the search and
selection process. A detailed PRISMA flow diagram, with numerous supplementary files, is

available in a separate article [41].

In total, 35 CPGs from 14 countries and one international CPG were included in the
analysis. Most of the CPGs originated in Canada (10), France (6), or the USA (5). All the
CPGs included in this study and analysed are listed in Table 1.
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Table 1: CPGs included in the analysis

CPGs (n=36) Comments
Australia & New Zealand, Confirmed version
2017 [47]

Australia/ACT, 2020 [48]

Confirmed version

Australia/Victoria, 2020
(both texts) [49, 50]*

Confirmed versions

* In our analysis, both texts are considered as a single
text.

Australia/Western
Australia, 2021 [51]

Confirmed version

Austria, 2017 [52]

Confirmed version

Belgium/French-speaking
part of Belgium, 2019 [53]

Confirmed version

Canada, 2012 [54]

Confirmed version

Canada, 2017 [55]

Confirmed version

Canada/Alberta, 2018 [56]

Unconfirmed version

Canada/British Columbia,
2019 [57]

Unconfirmed version

Canada/Manitoba, 2017
[58]

Unconfirmed version

Canada/Ontario, 2018 [59]

Unconfirmed version

Canada/Ontario, 2019 [60]

Unconfirmed version

Canada/Ontario, 2020 [61]

Unconfirmed version

Canada/Prince Edward
Island [62]

Confirmed version

Canada/Quebec, 2016 [63]

Confirmed version

For information

French version: Société québécoise des médecins de
soins palliatifs et College des médecins du Québec. La
sédation palliative en fin de vie, 2016. Published in
French. [Quebec Society of Palliative Care Physicians.
College of Physicians from Quebec. Palliative sedation
at the end of life, 2016] [64].

Europe, 2009 [1]

Confirmed version

France, 2010 (1) [65]

Confirmed version

France, 2010 (2) [66]

Confirmed version

France, 2014 [67]

Confirmed version

France, 2019 [68]

Confirmed version

France, 2020 (1) [69]

Confirmed version

France, 2020 (2) [70]

Confirmed version

Germany, 2021 [71]

Confirmed version

Ttaly, 2007 [72]

Unconfirmed version
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Italy, 2010 [73] Unconfirmed version

Japan, 2020 [74] Confirmed version

For information

Japanese version: Japanese Society for Palliative
Medicine. Clinical practice guidelines about palliative
sedation [our English translation] [75]. (Text not
included in our analysis)

Netherlands, 2009 [76] Confirmed version

Norway, 2014 [77] Confirmed version

For information

Norwegian version: Den norske legeforenings.
Retningslinjer for lindrende sedering i livets sluttfase,
2014 [78]. (Text not included in our analysis)

Scotland, 2019 [79] Confirmed version

Switzerland, 2005 [80] Confirmed version

For information

German version: Empfehlungen ‘Palliative Sedation’.
Konsenseiner Experten gruppe von palliative ch, der
Schweiz. Gesellschaft fiir Palliative Medizin, Pflege
und Begleitungzur best practice fiir Palliative Care in
der Schweiz — Bigorio 2005 [81]. (Text not included in
our analysis)

Italian version: Gruppo di esperti della Societa svizzera
di cure palliative. Raccomandazioni ‘Sedazione
palliativa’. Consensus sulla best practice in cure
palliative in Svizzera — Bigorio 2005 [82]. (Text not
included in our analysis)

USA, 2004 [83] Unconfirmed version
USA, 2010 [84] Confirmed version
USA, 2014 [85] Confirmed version
USA, 2016 [86] Unconfirmed version
USA, 2018 [87] Unconfirmed version

Importance of ethics in the CPGs
Detailed results are presented in Supplementary File 2.

1) Title of the CPGs

Only one CPG (1/36) clearly referred to ethics in the title [51]. Despite its title, however, there
was no specific section explicitly related to ethics and terms with the root ‘ethic-’ rarely
appeared throughout the text. Bibliographic references in line with ethics were not cited.

Finally, no ethical expertise was mentioned in this text.
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2) Specific section explicitly related to ethics

Only five CPGs (5/36) contained a specific section explicitly related to ethics, titled
‘Précautions éthiques’ [‘Ethical precautions’] [53], ‘Einfithrung. Terminologie und ethisch-
rechtliche Einordnung’ [‘Introduction. Terminology and ethical-legal classification’] [71],
‘Dimensione etica’ [‘Ethical dimension’] [72], ‘Aspetti etici’ [‘Ethical aspects’] [73], and
‘Ethical Issues/Justification’ [83]. In addition, one CPG (1/36) included a table titled ‘Ethical

Criterions for Continuous Sedation’ [Exact title with the word ‘Criterions’] [74].

The placement of the sections varied widely: they were placed at the beginning of the
CPG [71, 83] or at the end of the document [53, 72, 73]. A table was placed in the middle of
one article, and all the aspects summarized in the table were developed in a section titled

‘Criteria for requirements of palliative sedation’ [74].

The length of these sections varied, from several pages [71, 72, 83] to a few phrases
[53, 73]; the chapters placed at the beginning of the text were generally longer than those set
at the end.

Two CPGs [53, 83] with a specific section explicitly related to ethics cited no
bibliographic reference in line with ethics, and very rarely used terms with the root ‘ethic-’ in

the whole text. Moreover, no ethical expertise was mentioned or involved in these texts.

In four other CPGs [71-74], the presence of a specific section explicitly related to
ethics always correlated with ethics references, and three of these texts [71, 72, 74] were
developed with the help of experts on ethics. Moreover, in two of the CPGs [71, 72], terms

with the root ‘ethic-> were frequently used throughout the whole text.

3) Total number of terms with the root ‘ethic-’ throughout the texts

The total number of terms with the root ‘ethic-’ varied, from none to 34. More specifically, in
just over half of the CPGs (20/36), these terms were not or very rarely used: six CPGs (6/36)
[55, 56, 68, 70, 79, 80] used no term with the root ‘ethic-’ and 14 CPGs (14/36) [47, 48,
49/50%*, 53, 57-59, 61, 62, 65, 67, 77, 85, 87] (* see Table 1) used only one to three such
terms. Twelve CPGs (12/36) [1, 51, 54, 60, 63, 66, 69, 73, 74, 76, 83, 86] employed these
terms more frequently, the total number varying from four to nine. Finally, in four other CPGs
(4/36), the use of these terms was rather frequent (12) [52] or very frequent: 17 [71], 22 [84],
or 34 [72].
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None of the six CPGs without ‘ethic-’ terms had bibliographic references explicitly
related to ethics or such references were not mentioned. Five of the texts [55, 68, 70, 79, 80]

were developed without ethics expertise or such ethics expertise was not mentioned.

All four of the CPGs [52, 71, 72, 84] that contained frequent or very frequent use of
‘ethic-’ terms had ethics references and were elaborated with experts in ethics. Two of them

[71, 72] also had a specific section explicitly related to ethics.

4) Bibliographic references explicitly in line with ethics

Bibliographic references in line with ethics were explicitly cited in over half the CPGs (22/36)
[1, 48, 49/50%, 52, 54, 57-61, 63, 65, 66, 69, 71-74, 76, 84, 85, 86].

In the other CPGs (14/36), such references were not mentioned (8/36) [55, 62, 67, 68, 70, 77,
80, 87] or there were no ethics references (6/36) [47, 51, 53, 56, 79, 83]. In this case, except
for one CPG (1/14) [56], the CPGs were elaborated without ethics experts or such expertise

was not mentioned.

5) Ethics expertise

Approximately one third of the CPGs (11/36) [52, 54, 56, 58, 61, 69, 71, 72, 74, 76, 84] were
developed with the help of ethics expertise, such as a national society for medical ethics,

regional/institutional ethics boards and/or individual ethicists.

a) National society for medical ethics

Only one CPG (1/36) [69] was developed with the involvement of a national society for
medical ethics — the National Consultative Ethics Committee in France. However, this did not
correlate with the ethical dimension of the text. This CPG had ethics references, but no
specific section related to ethics. Terms related to ‘ethics’ were seldom used; there were only

six such terms in the whole text.

b) Regional/institutional ethics board

Only three CPGs (3/36) [58, 72, 84] were developed with the help of a regional/institutional
ethics board, listed as the WRHA [Winnipeg Regional Health Authority] Regional Ethics
[58], the Study Group of the Italian Society for Palliative Care on End of Life Ethics and

Culture [72], and the Ethics Committee of the National Hospice and Palliative Care
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Organization [84]. In one of these CPGs (1/3) [72], the involvement of an ethics board
correlated with the presence of a section related to ethics, and ethics references. Moreover,
‘ethic-’ terms were frequently used in this text. In the other two CPGs (2/3) [58, 84], this type

of strict correlation was not observed.

¢) Individual ethicist(s)

One or more individual ethicists participated in the development of nine of the CPGs (9/36)
[52, 54, 58, 61, 62, 71, 74, 76, 84] but in only two texts (2/9) [71, 74] did this fully correlate
with the presence of a specific section related to ethics. In other CPGs (23/36) [1, 47, 48, 51,
53, 55, 57, 59, 60, 62, 63, 65-68, 72, 73, 77, 79, 83, 85-87], the participation of individual
ethicists was not mentioned. Three CPGs (3/36) [69, 70, 80] were elaborated without ethicists.
Finally, the participation of ethicists was reported in a confusing manner in one CPG (1/36)
[49/50%*]: the authors of this text clearly stated that ‘an ethicist was a member of the working
group and provided expertise in this area’. However, no expert was explicitly designated an

ethicist in the list of experts in the working group.

Content regarding ethical issues in the CPGs

1) Sections explicitly related to ethics

Sections explicitly related to ethics were identified in six CPGs* [53, 71, 72, 73, 74, 83; *
including the CPG with table]. However, as previously stated, the ethical issues of palliative
sedation were heterogeneously presented in these sections. Consequently, it was impossible to
synthesize the results precisely. We present the ethical issues (referred to differently in the

CPGs) section by section below, with the exact titles of these sections.

a) ‘Ethical precautions’ [53]

In this section of the text, which contained only a few phrases regarding ‘ethics’, ‘ethical
precautions’ were only related to emergency sedation, also called a ‘distress protocol’. It was
stated that an emergency situation can be anticipated and that discussion with the patient,
her/his relatives, and the healthcare team is important. It was outlined that the discussion
should concern the objective of the ‘distress protocol’, its effects and risks, and should be

started as early as possible. After inducing sedation, the situation should be evaluated.

b) ‘Terminology and ethical-legal classification’ [71]
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This long section was structured in four parts. General information was presented in the
introduction, in particular, the goals of palliative care and palliative sedation, and the kind of
palliative sedation. The distinction between specialized and general palliative care was made,
and it was noted that palliative sedation should be realized in a specialized palliative care unit
or at least discussed with palliative care specialists. In the first section, numerous medical and
potentially ambiguous terms were defined and commented upon (e.g., ‘sedated’, ‘sedation’,
‘to sedate’, and ‘lightly/deeply sedated’). The second section was fully related to the problem
of existential suffering and the application of palliative sedation in this case. In the last
section, the legal terminology was defined and commented upon, in line with the jurisdiction

in Germany (e.g., ‘suicide’, ‘assistance in suicide’, and ‘killing on demand’).

¢) ‘Ethical dimension’ [72]

At the beginning of this long section, the following five main ethical aspects of palliative
sedation were listed and then developed in the text: the ethical justification for palliative
sedation (from the perspective of principlism, the ethics of the quality of life and the ethics of
the sanctity of life); the distinction between palliative sedation and euthanasia; hypothetical

anticipation of death; limitation of treatment; and the decision-making process.

d) ‘Ethical aspects’ [73]

In this very short section, it was simply stated that, according to the ethics of the quality of
life and the ethics of the sanctity of life, palliative sedation would be morally acceptable. It

was also noted that palliative sedation is distinguished from euthanasia.

e) ‘Ethical criterions for continuous sedation’ [74]

The following ethical criteria for continuous sedation were summarized in a table and
developed in the text: proportionality, the wishes and autonomy of patients, the intent of

medical staff, and the judgement of the multidisciplinary team.

) ‘Ethical issues/justification’ [86]

In this section, the justification for palliative sedation was based on the principles of
autonomy, beneficence, fidelity, and non-maleficence. These four principles were briefly in
the text. For example, fidelity was presented as ‘[t]he ethical imperative to keep promises, and
it was specified that ‘[f]Jor healthcare providers, fidelity includes the promise not to abandon
the patient’. In addition, the assumptions regarding the appropriateness of palliative sedation
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and numerous elements of the procedure were listed. The consent form was attached to the

text.

2) Whole texts

As previously noted in the Methods section, ‘ethic-’ terms were used inconsistently in the
CPGs and, consequently, it was impossible to synthesize all the results exactly. In this section,
we only present the main results, without being able to be fully precise. All the contexts in

which ‘ethics’ terms were used are presented in Supplementary File 3.

In most of the cases, ‘ethics’ terms were used in a general sense, without being
conceptualized, such as ‘ethical use of palliative sedation’ [51], ‘good clinical and ethical
practice’ [47], or ‘from an ethical point of view’ [74]. They were also frequently used to
express the acceptability of palliative sedation, without systematically specifying the criteria
of this ‘acceptability’. The more common expressions were ‘ethically acceptable’ [47, 59],
‘ethically appropriate’ [54], ‘ethically justifiable’ [74, 77], and ‘ethically defensible’ [85]. In
some CPGs, the ethical criteria were mentioned, but in diverse ways. For instance, the authors
of the Japanese CPG [74] stated that ‘Palliative sedation is ethically justified in the contexts of
proportionality, patient autonomy, intent, and judgment by the team’. In CPG issued in the
USA [85], ‘Palliative sedation is ethically defensible when used 1) after careful
interdisciplinary evaluation and treatment of the patient, and 2) when palliative treatments that
are not intended to affect consciousness have failed or, in the judgment of the clinician, are
very likely to fail, 3) where its use is not expected to shorten the patient’s time to death, and
4) only for the actual or expected duration of symptoms. Palliative sedation should not be
considered irreversible in all circumstances’. In other CPG published in the USA [83], the
ethical justifications for palliative sedation were: 1) the principle of beneficence; 2) the intent
of palliative sedation; 3) circumstances in which the initiation of palliative sedation would be
unethical; 4) the agency’s palliative sedation policy; and 5) the use of consent forms. In
contrast, in Italian national CPG [72], ethical acceptability of this therapy was analysed in line
with Principle-Based Ethics, Ethics of the Quality of Life and Ethics of the Sanctity of Life.
Ethics of the Quality of Life and Ethics of the Sanctity of Life were also mentioned in other
Italian CPG [73].

The term ‘ethics’ was frequent used in the context of a specific ethics board, such as a

‘clinical/hospice ethics committee/service’ [48, 58, 83]. It was recommended to contact such
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an ethics committee, especially when uncertainty remained regarding the appropriateness of
palliative sedation for a patient after clinical assessment (e.g., uncertainty of time until dying)
and/or there was no consensus on decision making between the patient/family and/or

members of the healthcare team.

Finally, three main ethics thematic groups were identified in some CPGs: 1) the use of
sedation, especially CDSUD, for existential suffering; 2) the cessation of artificial nutrition
and hydration; and 3) the distinction between palliative sedation and assisted suicide or
euthanasia. However, several thematic analyses performed with methods other than those
presented in this paper clearly showed that these aspects were discussed or simply mentioned
without being associated with terms with the root ‘ethic-’. In order not to bias the results in
line with the ethical dimension of the CPGs, we will present the results from this further

analysis in a separate paper specifically focused on these three topics.

DISCUSSION

Our systematic review of CPGs on sedation in adult palliative care was purely descriptive and
aimed to determine the ethical dimension of these clinical texts and to explore the full
spectrum of ethical issues of all forms of palliative sedation. Contrary to other systematic
reviews [33-37], we did not limit our search to North American or European CPGs; we
included 36 current CPGs from around the world. Second, our analysis was focused on the
form and content of the ethical issues of palliative sedation, and not on the clinical aspects of

this therapy. Thus, direct comparison is not possible.

Our analysis shows that, in general, little or no importance was placed on ethics in the
CPGs that we reviewed. In most of the texts, there was no section explicitly related to ethics
and ethics expertise was not involved in the development of the texts. Numerous CPGs had no
bibliographic references related to ethics. Moreover, ‘ethic-’ terms were not or rarely used.
On the one hand, one of our eligibility criteria was clinical practice guidelines; other texts,
including ethical protocols, were excluded from our review. On the other hand, in order to
support and manage the clinical decision-making process regarding individual patients, ethical
reflection should be integrated into clinical documents. Healthcare professionals rarely
examine articles in scholarly bioethics journals or specialized documents of ethics

committees, but they regularly access clinical practice guidelines. In that respect, Mertz and
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Strech [88] have developed a six-step approach — their ‘EthicsGuide’ [exact title, without a
space] — for the systematic and transparent inclusion of ethical issues and recommendations in

CPGs.

Given that all medical interventions must be ethically justified with regard to their
benefit-risk-ratio and should be proportionate to need [6-8], not every form of palliative
sedation needs a separate ethical framework. However, there is an urgent need for the
development of an ethical guideline on CDSUD. Indeed, our analysis has shown three main
ethical challenges concerning CDSUD: 1) the use of CDSUD for existential suffering; 2) the
foregoing of artificial nutrition and hydration in CDSUD; and 3) the distinction between
CDSUD and assisted suicide or euthanasia. An ethical guideline on CDSUS would also have
to include practical advice on how to implement a shared decision-making process in this

context.

In the specialist literature, several terms are used to refer to the ethical dimension of
one or more elements of the decision-making process, such as ‘ethical issues’, ‘ethical
aspects’, ‘ethical challenges’, ‘ethical dilemmas’, ‘ethical considerations’, ‘ethical reflection’,
and ‘ethical risks’; often without explicit definition. Thus, in research in the field of ethics, the
most basic (and paradoxical) question would always be ‘which is an ethical question, which is
not?’ [89]. In our study protocol [38-40], we proposed the term ‘ethical challenges’, which
was borrowed from Kahrass et al. [90], and we elaborated its working definition. However,
our preliminary analysis of the CPGs suggested that this conceptual and terminological
framework would not operate and our deep analysis confirmed it. First, our study shows that
the term ‘ethical challenge’ was not used in the CPGs. Instead, other terms were employed in
the titles of sections explicitly related to ethics: ‘Ethical precautions’, ‘Terminology and
ethical-legal classification’, ‘Ethical dimension’, ‘Ethical aspects’, ‘Ethical criterions for
continuous sedation’, and ‘Ethical issues/justification’, without being defined. The analysis of
the content of the sections did not permit us to understand exactly what these terms mean or
their conceptual characteristics. For example, in the German CPGs, the ethical dimension
focused on medical and legal terminology, whereas the Italian CPGs referred to three kinds of
ethics. In contrast, in the Belgian CPGs, we only identified a few constants, such as the
importance of providing information to the patient. Surprisingly, and contrary to our
presuppositions expressed in the study protocol, some CPGs with an ethics section referred to
ethical principles but not necessarily to the widely accepted ‘four cardinal principles’ of
biomedical ethics as published by Beauchamp and Childress (i.e., beneficence, non-
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maleficence, respect for autonomy, and justice) [91]. For example, one North American CPG
[86] replaced the principle of justice with fidelity. In contrast, the Japanese CPGs [74]
introduced new principles/criteria: proportionality, the intention of medical staff, and the
judgement of the multidisciplinary team. This correlates with the results of the systematic
review performed by Schofield et al. [92]. Their study focused on the ethical challenges
reported by specialist palliative care practitioners in their clinical practice and shows that
practitioners use different approaches to ethical reflection, not only the principles from

Beauchamp and Childress.

As stated in our study protocol, in the literature, especially in publications that are
purely theoretical or predominantly conceptual, the ethical issues of palliative sedation are
often presented as general reflections, without referring precisely to the clinical characteristics
and context of the sedation. However, ‘good ethics requires good facts’; that is, empirical data
must support ethical discourse [93]. As previously mentioned, there are several, and
important, differences between temporary and light sedation introduced to relieve physical
symptoms, and CDSUD (without proportionality) for existential distress in patients who are
not imminently dying. Without clear differentiation, ethical reflection on palliative sedation
will be neither correct nor practically helpful. We hoped, with our systematic review, to better
understand the ethical issues of each type of palliative sedation. However, the thematic scope
of the CPGs varied, and was often not fully obvious, even confusing. For this reason,

analysing the ethical issues of each type of sedation was impossible.

Methodological Limitations

As noted above, we included 36 current CPGs from around the world: one international CPG,
34 CPGs from ‘Western countries’ and only one CPG from non-Western country (Japan). We
identified two CPGs written in Hebrew [41]. but, unfortunately, we did not include it in our
review. We did not identify any CPGs from other non-Western country. For example, we do
not know if there are CPGs published in Chinese or Arabic. Indeed, contrary to articles
presenting the results of empirical studies, which are mostly written in English, the guidelines
are rather national and, therefore, written in the national languages (or sometimes translated
into English). Given that our aim was to analyse the content of the recommendations
qualitatively (including terminological and conceptual aspects of palliative sedation), we had

chosen, as an inclusion criterion, our native languages or languages in which we are fluent,
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i.e., English, French, German, Italian, and Polish. We chose not to work on a translation. We
believe that our approach greatly reduces the risk of terminological and linguistic
misinterpretation. On the one hand, this is a limitation of our review. On the other, it is
important to point out that in the systematic reviews published at the time of writing our study
protocol, only the guidance documents written in English [34], English and German [35],
English, Dutch and Italian [33], and French [36] had been included in the analysis. More
recently, when our manuscript for the Journal of Palliative Care was being reviewed [41], a
systematic review of European CPGs was published [37]. However, only 9 CPGs were
included in that European review. These texts were written in English, have an official
English translation (Dutch CPGs), or were translated from Italian, Flemish, and Spanish into
English by members of the research team. International collaborations should be supported in
order to include and analyse CPGs from Western and non-Western countries. Such approach
could facilitate exploration and understanding of cultural dimension of ethical aspects of

palliative sedation.

CONCLUSION

Our systematic review of CPGs on palliative sedation, which included 36 texts from around
the world and focused the analysis on the ethical dimension of these texts and the ethical issue
of palliative sedation, is, to the best of our knowledge, the first in the field of palliative care.
As mentioned above, the purpose of this study was to be descriptive. Despite heterogeneous
and relatively poor results, we believe that some of the pieces of information that issued from
this review could be useful for future research, especially in the development of an ethical
guideline. Given that all medical interventions — from dental work to end-of-life care — must,
as Professor Robert Twycross frequently highlights, be justified by necessity, and should,
therefore, be proportionate to need, a specific ethical framework for each form of palliative
sedation does not appear to be necessary, except for one form of this treatment: CDSUD.
There is an urgent need for the development of a clear ethical guideline on this topic.
Interdisciplinary collaboration between palliative care clinicians and ethicists should be
supported by mutual respect. This type of framework could then be integrated into the CPGs,
in order to improve the quality of these texts, positively stimulate ethical reflection in
palliative care teams, and consequently facilitate the decision-making process required for this

challenging form of palliative sedation for the benefit of distressed and dying patients.
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