published by: $ AWMF online

Das Portal der wissenschaftlichen Medizin

7 German Guideline Program
w=== 1n Oncology (GGPO)

Extended S3 Guideline

Palliative care for patients
with incurable cancer

Short version 2.2 - September 2020
AWMF- Registration number: 128/0010L

Guideline (Short Version)

I Pﬂlﬁ(ﬂG +X Deutsche Krebshilfe ?AWMF

SGESELLSCHAFT HELFEN. FORSCHEN. INFORMIEREN.



AWMF_online_transp


Important New Features in the Ex-
e tended 2019 Version of the Guideline

A. Eight new chapters have been written as part of the second development phase
of the guideline (2016-2019) and added to the seven original chapters:

e Defining Goals of Care and Criteria for Clinical Decision-making
e Fatigue

e Sleep-related llinesses/Nocturnal Restlessness

e Nausea and Vomiting (not Tumour Therapy-related)

e Malignant Bowel Obstruction (MBO)

e Malignant Wounds

e Anxiety

e The Desire to Die

B. In the seven chapters written during the first development phase in 2011-2015, all
recommendations were checked to ensure that they were up-to-date, and updated if
necessary (chapters on organisation of palliative care, communication, breathlessness,
cancer pain, constipation, depression, dying phase). For this purpose, a systematic
search for prioritised topics and a survey of the experts involved was conducted. As part
of the updating process, the recommendations listed below have been revised. In some
recommendations, only the level of evidence was changed on the basis of new study
data (marked with a #).

e Recommendations 4.4., 4.5., 4.6. and 4.7. (Principles of Palliative Care)

e Recommendations 5.1.# and 5.2.# (Organisation of Palliative Care - Time of
Palliative Care Integration)

e Recommendations 5.8.# and 5.9.# (Organisation of Palliative Care -
Assessment of Patient Needs and Determining Complexity)

e Recommendation 8.2. (Breathlessness - Assessment)

e Recommendation 8.17. (Breathlessness - Steroids (Glucocorticoids))

e Recommendation 9.5.# (Cancer pain - WHO Step Ill First-choice Opioids)

e Recommendation 9.28 (Cancer pain - Treatment of Opioid-related
Constipation)
e Recommendation 13.1. (Constipation - Assessment/Diagnosis of

Constipation)
e Recommendation 13.7. (Constipation - Pharmacological Treatment)

e Recommendation 17.9. (Depression - The Principles of Treatment)

e Recommendations 17.12. and 17.14. (Depression - Treatment of Mild,
Moderate or Severe Depression)

e Recommendations 17.18.# and 17.19. (Depression - Non-pharmacological
Measures)

e Recommendation 19.1.# (The Dying Phase - Diagnosing Dying)

e Recommendation 19.17. (The Dying Phase - Delirium in the Dying Phase)

e Recommendation 19.24. (The Dying Phase - Dry Mouth (Xerostomia))

e Recommendations 19.33. and 19.36. (The Dying Phase - Medication and
Measures in the Dying Phase/Withdrawal of Medication and Measures in
the Dying Phase)
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Preface

Preface

The goal of palliative care is to improve and maintain quality of life for both the patients
with life threatening illness and their families. This guideline aims at achieving the best
possible treatment and care for patients with terminal cancer. The recommendations
and background texts presented here are to support all health care providers involved
in the treatment of these patients. The guideline at hand serves as an aid for decision-
making in practice and provides systematically developed treatment recommendations
on the basis of the best possible evidence (scientific studies) and clinical experience of
a large number of experts. It presents the current national and international state of
knowledge and experience in the topics concerned and aims to offer orientation and
assurance in the provision of palliative care. The recommendations are an aid for deci-
sion-making and not the decision itself - they will often require “translating” and if nec-
essary adjusting in order to reflect the individual situation.

The term palliative care is used to describe all treatment and care options available for
people with incurable, life-threatening cancer as well as other illnesses. It emphasises
the special interdisciplinary and multi-professional character of this area of care. Pallia-
tive care and hospice care are understood as a joint approach.

The rapid development experienced by palliative care has been unlike that of almost any
other area in healthcare. This area of medicine has received considerable socio-political
support, which is likely due to the demographic developments expected in our society.
The consistent focus that palliative care affords to the needs of both patients and their
families in such an existential situation has certainly also led to its rapid development.

Death is a natural part of life. This guideline is based on the views of the German Asso-
ciation for Palliative Medicine (DGP), as the leading specialist association for the guide-
line: “From its life-affirming approach, palliative care offers help while dying but not help
to die” (Brochure “Arztlich Assistierter Suizid - Reflexionen der DGP”, 2014). Therefore,
ending life prematurely does not belong to the fundamental principles of palliative care.
This includes physician-assisted suicide as well as euthanasia.

This extended guideline brings together the seven updated topic areas from the first
development phase (2011-2015) - the organisation of palliative care, communication,
breathlessness, cancer pain, constipation, depression, the dying phase - and the follow-
ing eight new topics from the second development phase (2016-2019) - nausea and
vomiting (not cancer therapy-related), malignant bowel obstruction (MBO), sleep related
disorders/nocturnal restlessness, malignant wounds, fatigue, anxiety, goals of care and
criteria for decision making, and caring for patients with a desire to die. Thus for the
first time, a comprehensive palliative care guideline is available in Germany, which com-
plies with the highest quality standards (S3-level, evidence and consensus based)' and
which additionally integrates or refers to the expertise of national and international
guidelines and standards (Palliative care treatment recommendations from the German
Medical Association?, recommendations and White Papers from the European Association

' The ,S3-level” (Step 3-level) refers to the German classification scale of guidelines. The highest
“S3-level” means that the guideline is evidenced and consensus-based and has been developed
according to strict methodological criteria: systematical search of evidence, representative guide-
line-group, and structured process of consensus.
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for Palliative Care (EAPC) [1, 2] etc.) The guideline refers explicitly to patients with cancer
- the extent to which the recommendations can be used for patients with non-oncologi-
cal diseases would have to be considered on an individual basis.

The guideline clearly shows how, in addition to decades of experience, there is now also
a considerable amount of evidence available from studies in palliative care - more than
one third of the recommendations are evidence based. However, the guideline also
demonstrates that there is still a need for research in this field and for further efforts
and investments in order to further improve palliative care (regarding this, please see
the research agenda from the Leopoldina? [3]).

The presented extended guideline is the result of a joint effort. In addition to many
experts from various professional groups and different specialist medical disciplines,
people from diverse sections of the society as well as representatives of patients and
their families were closely involved in the development process. We express our deep
gratitude to all involved in the development, as this was mainly on a voluntary basis. We
also express our special thanks to the Guideline Program in Oncology (DKG, AWMF,
DKH*) which made this guideline possible through continuous support and advice as well
as by the financial support received from the German Cancer Aid.

Professor Dr Claudia Bausewein Professor Dr Raymond Voltz
Lead Coordinator Lead Coordinator

Professor Dr Steffen Simon Professor Dr Lukas Radbruch
Project Leader DGP President

This guideline is unrelated to specific cancer entities and part of the German Guideline
Program in Oncology (GGPO). With regard to the following topics we refer to the guide-
lines of the GGPO that already exist or are in preparation:

e S3 Guidelines on different cancer entities
e S3 Guideline “Psycho-oncological Diagnosis, Consultation and Treatment”
e S3 Guideline “Supportive Care in Cancer Patients”

e S3 Guideline “Complementary Medicine in the Treatment of Cancer Patients”

* The Leopoldina or German National Academy of Sciences represents the German scientific com-
munity in international committees and speaks out on social and political questions, providing a
nonpartisan, factual framework for discussion. (

)

* DKG - Deutsche Krebs Gesellschaft - German Cancer Society, AWMF - Arbeitsgemeinschaft der
Wissenschaftlichen Medizinischen Fachgesellschaften e.V. - The Association of the Scientific Medical
Societies in Germany, DKH - Deutsche Krebshilfe e.V. - German Cancer Aid.
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1.6.

1.7.

Special Notice

Due to the fact that medicine is subject to a process of continuous development, all
information, in particular on diagnostic and treatment procedures, is only in accord-
ance with knowledge available at the time of printing. With regard to the recommen-
dations provided for treatment and the choice and doses of medication, the highest
possible care was taken. Nevertheless, professionals are asked to consult the patient
information leaflet and summary of product characteristics from the manufacturer
and when in doubt consult a specialist. In the question of general interest, please
inform the editorial staff of any questionable irregularities.

The user is responsible for every diagnostic and therapeutic application, medi-
cation and dosing.

In this guideline, trademarks (registered trademarks) are not specifically identified.
Therefore, a missing indication does not indicate that a trade name is unregistered.

Some recommendations on drugs in this guideline are off-label, i.e. they are recom-
mended outside their licensed indication. Off-label-use medications are marked with
an asterisk (*) below. Their clinical application requires the provision of detailed in-
formation to the patient and a careful risk-benefit analysis with regard to drug safety,
costs and liability law aspects.

The guideline in its entirety is protected by copyright. Any usage of it beyond the law
of copyright without written consent from the GGPO editorial staff is inadmissible
and liable to prosecution. No part of this document is allowed to be reproduced in
any form without the written consent of the GGPO editorial staff. This applies partic-
ularly to duplications, translations, microfilming and the storage, use and processing
in electronic systems, intranets and the internet.

For reasons of better readability, the simultaneous use of male and female language
forms is avoided. All personal designations apply equally to both sexes.

Objectives of the Guideline Program for Oncology

With the German Guideline Program in Oncology (GGPO), The Association of the Scien-
tific Medical Societies in Germany (AWMF), The German Cancer Society (DKG) and the
German Cancer Aid (DKH) set themselves the goal of collaboratively promoting and sup-
porting the development, updating and implementation of scientifically founded, practi-
cable guidelines in oncology. This programme is based on the medical-scientific
knowledge of the specialist associations and the DKG, the consensus of medical special-
ists, users and patients, as well as on the regulations for the production of guidelines
from the AWMF and the specialist and financial support by the German Cancer Aid. In
order to reflect current medical knowledge and progress, guidelines need to be regularly
checked and updated. The usage of the AWMF-regulations acts as a basis for developing
high quality oncology guidelines. Guidelines provide an important instrument for quality
assurance and management in oncology and should therefore be purposefully and sus-
tainably implemented into the day-to-day patient care. In this way, active implementation
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1.8.

and evaluation programmes are an important element of promoting the German Guide-
line Program in Oncology. The aim of the programme is to establish a professional basis
and a medium-term financial security for the development and provision of high-quality
guidelines. This is because these guidelines do not only allow for the structured transfer
of knowledge but can also help in shaping health care structures. Worth mentioning here
are evidence-based guidelines as the basis for producing and updating disease manage-
ment programmes or quality indicators from guidelines in the certification of tumour
centres.

Further Documents Relating to this Guideline

The content of this short version is based on the full version of the S3 Guideline on
Palliative Care for Patients with Incurable Cancer, which is available on the following
websites:

(Guidelines International Network)

In addition to the short version there are the following supplementary documents:

e Full version

e Guideline methodology report for producing the guideline
e Evidence tables

e Patient guideline

All these documents are also available from the aforementioned websites.
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1.9.

1.9.1.

1.9.2.

Guideline Group Composition

Coordination and Editing

Guideline Coordination: Professor Dr Claudia Bausewein, Professor Dr Raymond Voltz,
Dr Steffen Simon (Project management)

Guideline Office: Dr Anne Pralong (2011-2019), Verena Geffe M.A. (2011-2015, 2018),
Gloria Hanke M.Sc. (2015-2016), Dr Kerstin Kremeike (2017), Dr Susanne Koénig (2017-
2018), Center for Palliative Medicine, University Hospital of Cologne

Editing: The coordination group, the leader of the working groups (steering group) as
well as some members of the working groups were involved in editing the guideline.

Professional Societies and Authors Involved

e Academy for Ethics in Medicine (AEM) - Professor Dr Alfred Simon (2011-2019),
Linda Hullbrock (2011-2015), Dr Gerald Neitzke (2016-2019)

e Conference of Oncology and Paediatric Oncology Nurses within the German Can-
cer Society* (KOK) - Ulrike Ritterbusch (2011-2015), Kerstin Paradies (2011-
2015)

e Department of Further Professions within the German Association for Palliative
Medicine* - Professor Dr Martin Fegg (2011-2015)

e Department of Nursing within the German Association for Palliative Medicine* -
Thomas Montag (2011-2015), Elisabeth Krull (2016-2019)

e Department for Psychology within the German Association for Palliative Medi-
cine* - Urs Miinch (2016-2019)

e Evangelical Church in Germany (EKD) - Professor Dr Traugott Roser (2011-2019)

e Frauenselbsthilfe nach Krebs e.V., a self-help association for cancer survivors
(FSH) - Sabine Kirton (2011-2019)

e German Association for Logopedics (DBL) - Ricki Nusser-Miiller-Busch (2011-
2019) Dr Ruth Nobis-Bosch (2011-2015), Dr llona Rubi-Fessen (2016-2019)

e German Association for Palliative Medicine (DGP) - Professor Dr Gerhild Becker
(2011-2015), Professor Dr Lukas Radbruch (2016-2019)

e German Association for Physiotherapy (ZVK) - Dr Beate Kranz-Opgen-Rhein
(2011-2015), Andrea Heinks (2011-2015), Reina Tholen (2016-2019)

e German Association for Psychiatry, Psychotherapy and Psychosomatics (DGPPN)
- Professor Dr Vjera Holthoff (2011-2019), Professor Dr Barbara Schneider (2016-
2019)

e German Association for Social Work in Health Care (DVSG) - Hans Nau (2011-
2015), Franziska Hupke (2011-2015), Cindy Stoklossa (2016-2019), Katrin
Blankenburg (2016-2019)

e German Association of Hospice and Palliative Care* (DHPV) - Ursula Neumann
(2011-2015), Susanne Kranzle (2016-2019), Leonhard Wagner (2016-2019)

e German Association of Occupational Therapists (DVE) - Carsten Schulze (2011-
2019)

e German Association of Psychosocial Oncology (dapo) - Dr Thomas Schopperth
(2011-2017), Ruth Hirth June 2017-2019)

e German Care and Case Management Society (DGCC) - Dr Rudolf Pape (2011-
2019)
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e German College of General Practitioners and Family Physicians (DEGAM) - Dr Pe-
ter Engeser (2011-2015), Professor Dr Nils Schneider (2011-2019), PD Dr Markus
Bleckwenn (2016-2019), Professor Dr Klaus Weckbecker (2016-2019)

e German Fatigue Society (DFaG), Dr Markus Horneber (2016-2019)
Dr Jens Ulrich Riiffer (2016-2019)

e German Interdisciplinary Association for Pain Therapy (DIVS) (left the guideline
development group in September 2011) - Professor Dr Heinz Laubenthal

e German Interdisciplinary Association of Intensive Care and Emergency Medicine
Professor Dr Uwe Janssens (2016-2019)

e German Pain Society - Professor Dr Winfried MeiRner (2011-2015), Dr Stefan Wirz
(2011-2019), Dr Michael Schenk (2016-2019)

e German Psychogeriatric Association (DGGPP) - Dr Klaus Maria Perrar (2011-2019)

e German Respiratory Society (DGPB) - Professor Dr Helgo Magnussen, (2011-
2015), Dr Corinna Eschbach (2016-2019), Dr David Heigener (2016-2019)

e German Sleep Society (DGSM) - Dr Helmut Frohnhofen (2016-2019)

e German Society for Anaesthesiology and Intensive Care* (DGAI) - Professor Dr
Christof Muller-Busch (2011-2019), Ulrike Haase (2016-2019)

e German Society for Coloproctology (DGK) - PD Dr Robert Siegel (2016-2019)

e German Society for Dermatology* (DDG) - Dr Carmen Loquai (2011-2019)

e German Society for General and Visceral Surgery (DGAV) - Professor Dr Pompiliu
Piso (2011-2015), Professor Dr Stefan Fichtner-Feigl (2011-2015), Professor Dr
Jorg-Peter Ritz (2016-2019)

e German Society for Geriatric Medicine (DGG) - Dr M. Pfisterer (2011-2019), Dr
Gernot Heusinger von Waldegg (2016-2019)

e German Society for Gerontology and Geriatric Medicine” (DGGG) - Dr M. Pfisterer
(2011-2019)

e German Society for Gynecology and Obstetrics (DGGG) - Professor Dr Werner
Meier (2011-2015), Professor Dr Christoph Thomssen (2011-2015)

e German Society for Health Economics* (dggo) - Professor Dr Reiner Leidl (2016-
2019)

e German Society for Hematology and Medical Oncology (DGHO) - Dr Bernd-Oliver
Maier (2011-2019), Dr Werner Freier (2011-2015), PD Dr Anne Letsch (2016-
2019), PD Dr Ulrich Schuler (2016-2019)

e German Society for Internal Medicine and Emergency Care* (DGIIN) - Professor
Dr Uwe Janssens (2011-2015), Dr Gernot Beutel (2016-2019), PD Dr Matthias
Kochanek (2016-2019)

e German Society for Orthopedics and Orthopedic Surgery (DGOOC) - Professor Dr
Jendrik Hardes (2016-2019)

e German Society for Psychological Pain Therapy and Research” (DGPSF) - Karin
Kieseritzky (2011-2019)

e German Society for Senology (DGS) - Professor Dr Ulrich Kleeberg (2011-2019)

e German Society for Suicide Prevention (DGS) - Professor Dr Reinhard Lindner
(2016-2019)

e German Society for Wound Healing and Wound Care (DGfW) - Gabriele Seidel
(2016-Januar 2017), Professor Dr Marion Burckhardt (2016-2019), Dr Jan Dirk
Esters (2016-2019), Falk Goedecke (2016-2019), Professor Dr Toni Graf-Bau-
mann (2016-2019), Dr Gero Langer (2016-2019), Ellen Schaperdoth (2016-2019)

e German Society of Gastroenterology (DGVS) - Dr Martin H. Holtmann (2011-
2015), Professor Dr Gerhard Werner Pott (2011-2015), Dr Gesine Benze (2016-
2019)

e German Society of Internal Medicine (DGIM) - Professor Dr Norbert Frickhofen
(2011-2019), Dr Johannes Rosenbruch (2016-2019)
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e German Society of Neurology (DGN) - Professor Dr Raymond Voltz (2011-2019),
Dr Jan Rémi (2016-2019)

e German Society of Neurosurgery (DGNC) - Professor Dr Roland Goldbrunner
(2011-2015), Professor Dr Jirgen Hampl (2016-2019)

e German Society of Oto-Rhino-Laryngology, Head and Neck Surgery (DGHNO-
KHQ)) - Professor Dr Jens Biintzel (2011-2019), Professor Dr Barbara Wollenberg
(2011-2019)

e German Society of Radiation Oncology (DEGRO) - Professor Dr Birgit van
Oorschot (2011-2019), Professor Dr Dirk Rades (2011-2015)

e German Society of Specialist Nursing and Allied Technical Assistants (DGF) - Elke
Goldhammer (2011-2019)

e German Society of Surgery (DGCH) - Professor Dr Stefan Ménig (2011-2015),
Professor Dr Stefan Fichtner-Feigl (2011-2015), Professor Dr Wolfgang Schwenk
(2016-2019)

e German Society of Urology (DGU) - Dr Chris Protzel (2011-2019)

e The German Bishops’ Conference (DBK) - Ulrich Fink (2011-2019)

e The German Society of Hospital Pharmacists (ADKA) - Dr Constanze Rémi (2011-
2019), Dr Stefan Amann (2011-2015), Alina Marheinke (2016-2019)

e The German Society of Nursing Science (DGP) - Professor Dr Margit Haas (2011-
2019), Axel Doll (2016-2019)

e Women’s Health Coalition e.V. (WHC) - Irmgard Nass-Griegoleit (2011-2015)

e Working group for Dermatological Oncology within the German Cancer Society”
(AG ADO) - Dr Carmen Loquai (2011-2019), Dr Kai-Martin Thoms (2018-2019)

e Working group for Education and Training within the German Association for
Palliative Medicine* (AG AFW) - Axel Doll (2011-2015)

e Working group for Ethics within the German Association for Palliative Medicine
(AG Ethik) - Professor Dr Martin Weber (2011-2015), Professor Dr Bernd Alt-Ep-
ping (2016-2019)

e Working group for Gynaecological Oncology within the German Cancer Society*
(AG AGO) - Professor Dr Volkmar Miiller (2016-2019), Professor Dr Jalid Sehouli
(2016-2019)

e Working group for Hospice and Palliative Care Evaluation (HOPE) - core docu-
mentation for palliative care facilities within the German Association for Pallia-
tive Medicine (AG HOPE) - Professor Dr Lukas Radbruch (2011-2015)

e Working group for In-patient Care within the German Association for Palliative
Medicine* (AG Stationar), Dr Bernd Oliver Maier (2016-2019)

e Working group for Palliative Care within the German Cancer Society (AG PM) -
Professor Dr Bernd Alt-Epping (2011-2015), Professor Dr Florian Lordick (2011-
2015), Dr Joan Panke (2011-2015), Professor Dr Birgitt van Oorschot (2016-
2019), Professor Dr Christoph Kahl (2016-2019)

e Working group for Prevention and Integrative Oncology within the German Can-
cer Society (AG PriO) - Dr Christoph Stol (2011-2019), Professor Dr Jens Biintzel
(2016-2019)

e Working group for Psycho-oncology within the German Cancer Society” (AG PSO)
- Dr Pia HeuRner (2011-2019), Dr Monika Keller (2011-2015), Professor Dr Joa-
chim Weis (2011-2015), Beate Hornemann (2016-2019), Varinia Popek (2016-
2019)

e Working group for Research within the German Association for Palliative Medi-
cine (AG Forschung) - Professor Dr Christoph Ostgathe (2011-2015), Professor
Dr Claudia Bausewein (2016-2019)

e Working group for Supportive Care within the German Cancer Society” (AG SMO),
Dr Timo Behlendorf (2016-2019), Dr Markus Horneber (2016-2019)
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1.9.3.

1.9.4.

e Working group for Urologic Oncology within the German Cancer Society* (AUO)
- Dr Chris Protzel (2011-2019)

e Working group on Ear, Nose and Throat Medicine, Oral and Maxillofacial Oncol-
ogy within the German Cancer Society (AHMO), Professor Dr Barbara Wollenberg
(2016-2019)

e Working group Guidelines within the German Association for Palliative Medicine
(AG Leitlinien) - Professor Dr Claudia Bausewein (2011-2015), PD Dr Steffen Si-
mon (2016-2019)

e Working group Medical Oncology within the German Cancer Society (AlIO) - Dr
Ulrich Wedding (2011-2019)

(*own translation)

In addition to the elected representatives there were 84 experts involved in the develop-
ment of the guideline who had no voting rights:

Dr Elisabeth Albrecht, Dr Christopher Béhlke, Dr Susanne Ditz, Professor Dr Michael Ew-
ers, Dr Steffen Eychmiiller, Professor Dr Thomas Frieling, Dr Sabine Gabrijel, Dr Jan Gart-
ner, Manfred Gaspar, Dr Christiane Gog, Dr Heidrun Golla, Katja Goudinoudis, Jan
Gramm, Dr Birgit Haberland, Michaela Hach, Dr Ute Helm, Professor Dr Peter Herschbach,
Inga Hoffmann-Tischner, Franziska Hupke, Dr Elisabeth Jentschke, Professor Dr Frank
Jessen, Ute Jungkunz, Dr Jirgen in der Schmitten, Stephanie Jeger, Dr Thomas Jehser, Dr
Martin Kamprad, Dr Marianne Kloke, Dr Klaus Kobert, Dr Julia Képp, Professor Dr Helen
Kohlen, Dr Kerstin Kremeike, Dr Tanja Krones, Norbert Krumm, Dr Philipp Lenz, Dr Pro-
fessor Dr Volker Lipp, Professor Dr Stefan Lorenzl, Vera Lux, Heiner Melching, Dr Elke
Mduller, Dr Gabriele Miiller-Mundt, Professor Dr Friedemann Nauck, Michael Nehls,
Wiebke Nehls, Dr Martin Neukirchen, Peter Nieland, Georg Nibling, Professor Dr Giinter
Ollenschlager, Professor Dr Gerhard Pott?, Kerstin Protz, Professor Dr Karl Reif, Prof.
Hartmut Remmers, Margot Renner, Monika Riepe, Dr Susanne Riha, Dr Roman Rolke, Dr
Susanne Roller, Vanessa Romotzky, Dr Justina Rozeboom, Dr Jens Ulrich Riiffer, Profes-
sor Dr Rainer Sabatowski, Dr Christian Scheurlen, Dr Jan Schildmann, Dr Christine
Schiessl, Professor Dr Barbara Schneider, Dr Christian Schulz, Waldemar Siemens, Dr Uwe
Sperling, Dr Andreas Stdhli, Professor Dr Ulrike Stamer, Dr Martin Steins, Dr Imke
Strohscheer, Professor Dr Michael Thomas, Barbara Uebach, Dr Mariam Ujeyl*, Dr An-
dreas Uschok, Dr Annette Vasel-Biergans, Stefanie Volsek, Dr Andreas von Aretin, Pro-
fessor Dr Andreas von Leupoldt, Professor Dr Maria Wasner, Professor Dr Eva Winkler,
Professor Dr Jiirgen Wolf, Dr Birgit Weihrauch, Dr Heidi Wurst, Dr Thomas Zander

(*fwithdrew during the course of the guideline preparation)

Patient Involvement

The guideline was developed with the direct involvement of two patient representatives.
Ms Hilde Schulte (first development phase) and - during the subsequent development -
Ms Sabine Kirton from “Frauenselbsthilfe nach Krebs e.V.” (Women's self-help after can-
cer) (first and second development phase) and Ms. Irmgard Nass-Griegoleit from the
Women's Health Coalition e.V. (first development phase) were involved in the preparation
of the guideline and took part in the consensus conferences with their own voting rights.

Methodological Support

Methodological support was received from the German Guideline Program in Oncology
with:
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1.9.5.

1.10.

Abbre-
viation

ACP

APV

AzQ

CccT

CHMG

COPD
CNS
CPAP

DEGAM

DGP

EAPC

e Professor Dr Ina Kopp (AWMF), Marburg,
e Dr Markus Follmann MPH MSc (DKG), Berlin, and
e Dr Monika Nothacker MPH (AWMF), Berlin

For further methodological support the following experts or institutions were consulted:

e AZQ (Agency for Quality in Medicine, Berlin)

e Cicely Saunders Institute at King’s College London (London/UK)

e German Cochrane Centre (Freiburg), Cochrane Haematological Malignancies
Group (CHMG, Kdln)

e SIGN (Scottish Intercollegiate Guidelines Network, Edinburgh/UK)

Guidelines Group Contractors
e Development of the quality indicators: Dr Simone Wesselmann MBA, German
Cancer Society, Certification area
e Preparation of the patient guideline: Lydia Bothe und Corinna Schaefer, AZQ
(Agency for Quality in Medicine, Berlin), Berlin

Abbreviations Used

Explanation Abbre-  Explanation

viation
Advance Care Planning ECOG Eastern Cooperative Oncology Group
Allgemeine PalliativVersorgung (Gene- EC Expert Consensus

ralist Palliative Care)

) EORTC European Organization for Research
Arztliches Zentrum fiir Qualitdt in der and Treatment of Cancer
Medizin (Agency for Quality in Medi-

cine) ESAS Edmonton Symptom Assessment Sys-
tem
Controlled Clinical Trial

ESAS-r Edmonton Symptom Assessment Sys-

Cochrane Haematological Malignancies tem - revised Version
Group
GFR Glomerular Filtration Rate
Chronic Obstructive Pulmonary Disease
GKV Gesetzliche Krankenversicherung (Sta-
Central Nervous System tutory health insurance)
Continuous Positive Airway Pressure GoR Grade of Recommendation
Deutsche Gesellschaft fur Allgemein- HPS Hausliche Pflegeskala (Home care scale)
medizin und Familienmedizin (German
Cgllege o_f Qeneral Practitioners and Fa- ™ VRS
mily Physicians)
Deutsche Gesellschaft fur Palliativmedi- ICD Implanted Cardioverter-Defibrillator
zin (German Society for Palliative Medi-
cine) ICD-10 International Statistical Classification of
Diseases
European Association of Palliative Care
IPOS Integrated Palliative care Outcome
Scale
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Abbre-
viation

LoE

MIDOS

NaSSA

NDMG

NRS

NSAID

OTFC

PEG

POS

PROs

Ql

QoL

QUAL-E

RCT

Explanation

Level of Evidence

Minimales Dokumentationssystem (Ger-
man version of the Edmonton Symptom
Assessment Scale, ESAS)

Noradrenergic and Specific Sero-
tonergic Antidepressant

National Disease Management Guide-
line (Nationale Versorgungsleitlinie)

Numeric Rating Scale

Nonsteroidal anti-inflammatory drugs
Oral Transmucosal Fentanyl Citrate
per os (oral administration)

per rectum (rectal administration)
Percutaneous Endoscopic Gastrostomy
Palliative care Outcome Scale

Patient Reported Outcomes

Quality indicator

Quality of Life

Quality of Life at the End of Life Meas-
ure

Randomised Controlled Trial

Abbre-
viation

S3

S.C.

s.l.

SAPV

SGB

SIGN

SPV

SSNRI

SSPV

SSRI

ST

TCA

VAS

WHO

20

Explanation

Step 3
Subcutaneous
Sublingual

Spezialisierte Ambulante Palliativ-
versorgung (Specialised Home Palliative
Care)

Sozialgesetzbuch (German Social
Security Code)

Scottish Intercollegiate Guidelines Net-
work

Spezialisierte PalliativVersorgung (Spe-
cialist Palliative Care)

Selective Serotonin-Noradrenalin-
Reuptake-Inhibitor

Spezialisierte Stationdre Palliativversor-
gung (Specialist in-Patient Palliative
Care)

Selective Serotonin Reuptake Inhibitor
Statement

Transdermal Therapeutic System
Tricyclic antidepressant

Visual Analogue Scale

World Health Organization
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2.1.

2.1.1.

2.1.2.

Introduction

Scope and Purpose

Objective and Key Questions

The main aim of this guideline is the improvement of symptom control in palliative care
for patients with incurable cancer and their families. Improving the quality of care is to
be achieved by:

e providing palliative care services in both a timely manner and in accordance with
the needs of those affected (see chapter ),

e treating the common symptoms and problems according to current scientific
evidence and clinical expertise (see chapters , ,

; , and )
e enabling conversations with patients and their families to be held and goals of
care to be set together (see chapter and

Decision-making)
e the conversations with people with desires to die can be conducted empatheti-
cally and dealing with them in an appropriate and helpful manner is made pos-

sible (see chapter ),
e ensuring that support in the dying phase can be appropriately and optimally
given (see chapter )

This palliative care guideline for patients with incurable cancer presents the fundamental
principles of palliative care, which in organ specific guidelines, would be repetitive
and/or not able to be dealt with in a comprehensive manner. It does not make state-
ments about tumour specific measures (e.g. radiotherapy, operative procedures, drug-
based tumour therapy), even when these could be adopted with the primary or secondary
goal of symptom reduction, but rather refers to the organ specific guidelines, e.g. those
from the German Guideline Programme in Oncology among others. With regard to psy-
cho-oncological aspects, supportive care and complementary medicine, we also refer to
the corresponding S3-guidelines ([4, 5]; Guideline Complementary Medicine, under prep-
aration).

Addressees

Target Patient Group

The target patient group for this guideline is adult patients with incurable cancer for
whom the primary goal of care is improving quality of life (see definition of Quality of
life in the ). The recommendations for palliative care measures formulated in
this guideline are independent from the implementation of tumour-specific therapies
(e.g. radiotherapy, operative procedures, drug-based tumour therapy), therefore they
can be used on their own or parallel with tumour specific measures.

Area of Care
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2.1.3.

The palliative care guideline for patients with incurable cancer should be applicable to
all areas of care. That includes both in and out-patient care as well as generalist and
specialist palliative care.

User Target Group

This guideline is aimed at all medical specialist groups and non-physician care providers
in the health care system, who treat and care for patients with incurable cancer and who
were involved in creating this guideline. In addition, this guideline serves as information
for all other specialist groups.

Period of Validity and Updating Procedure

The S3-guideline is deemed valid until the next update. The next update is planned in
five years, in 2024. If there is an urgent need for changes, a new version can be produced
earlier. Comments and information for the updating process are very welcome and can
be addressed to:

Professor Dr Steffen Simon (Project Management)
Uniklinik Koln

Zentrum fur Palliativmedizin

Kerpener Str. 62

50924 Koln
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2.2.

2.2.1.

Basic Methodology

The methodological approach for producing this guideline is presented in the guideline
methodology report. This can be accessed free of cost on the internet e.g. on the website
of the German Guideline Program in Oncology (

) or on the website of the AWMF ( )

SIGN Evidence Grading System

In order to assess the risk of bias in identified studies, the guideline uses the Scottish
Intercollegiate Guidelines Network (SIGN) system, which is displayed in (see

).

According to SIGN, the evidence level represents a body of evidence which summarises
all of the identified evidence. Therefore, the evidence level of a recommendation, which
is based on a systematic review, is the body of evidence of all included primary studies.
This body of evidence can differ from the evidence level of the systematic review (shown
in the evidence tables). The systematic review could be of high quality while that of the
included studies found in the body of evidence is low.

Table 1: SIGN evidence grading system

Level
T++

1+

2++

2+

2.2.2.

Description

High quality meta-analysis, systematic reviews of RCTs, or RCTs with a very low risk of bias
Well conducted meta-analyses, systematic reviews, or RCTs with a low risk of bias
Meta-analyses, systematic reviews or RCTs, or RCTs with a high risk of bias

High quality systematic reviews of case control or cohort studies or

High quality case control or cohort studies with a very low risk of confounding or bias and a high
probability that the relationship is causal

Well conducted case control or cohort studies with a low risk of confounding or bias and a moderate
probability that the relationship is causal

Case control studies or cohort studies with a high risk of confounding or bias and a significant risk
that the relationship is not causal

Non-analytical studies, e.g. case reports, case series

Expert opinion

Recommendation Levels Grading System

The German Guideline Program in Oncology methodology requires the guideline authors
to allocate recommendation levels in accordance with a formal process of consensus. In
accordance with this, structured consensus conferences were held by the AWMF [6]. In
the course of these processes, elected representatives (see the section

) came to an agreement on the recommendation levels by
voting.

In the guideline, the evidence level (see the section ) of
the underlying studies is given for all evidence-based statements and recommendations,
for which the strength of the recommendation (recommendation level) is also provided.
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With regard to the strength of the recommendation, the guideline differentiates between
three recommendation levels (see ) which are reflected in the wording of the
recommendations.

Table 2: Recommendation levels grading system

Recommendation level Description Wording

A Strong recommendation shall

B Recommendation should

0 Open recommendation can
2.2.3. Statements

2.2.4.

2.2.5.

Statements are to be understood as explanations of specific facts and circumstances or
questions without any direct call for action. They are adopted in accordance with the
formal consensus procedure and can be based on either study results or expert opinions.

Expert Consensus (EC)

Recommendations, which are not based on a systematic appraisal of the literature but
were rather decided upon on the basis of expert consensus, are indicated with “expert
consensus = EC”. There was no symbol or letter used for the classification of expert
consensus, therefore the strength of the consensus is implied by the wording used
(shall/should/can) in accordance with the levels in

Independence and Disclosure of Possible Conflicts of Interest

The German Cancer Aid provided financial resources through the German Guideline Pro-
gram in Oncology (GGPO). The production of the guideline was editorially independent
of the funding organisations and there were no additional sponsors.

The financial resources were used exclusively for staff costs, office materials, purchasing
literature and consensus conferences (room hire, technology, catering, facilitator’s fees,
travelling and accommodation expenses of participants).

All members of the guideline group provided a standardised written disclosure of pos-
sible conflicts of interest (AWMF form) which was verified by the coordinators and eval-
uated according to defined criteria based on the AWMF recommendations (see method-
ological report, chapter 8). The relationships, facts and circumstances which were re-
ported are presented in the guideline report. The conflicts of interest reported by the
elected representatives (with voting rights) and experts (without voting rights) are shown
in tabular form (see methodological report, chapter 13.1).

The topic, conflicts of interest, was explained in the specific working groups, at the kick-
off event of the compilation process and also numerous times at consensus conferences.
In individual cases, consultations were held with the mandate holders concerned and the
restriction was communicated and implemented, e.g. if a mandate holder was not al-
lowed to vote on certain recommendations because of a potential conflict of interest.
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By the use of the formal consensus processes, as well as the interdisciplinary multi-
occupational compilation and the possibility of a public assessment, further risk of con-
founding or bias could be reduced.

The elected representatives and experts are expressly thanked for their participation in
an honorary capacity.
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Glossary

The glossary is not intended to establish new definitions, but rather to clarify for the
reader how the terms used in this guideline are to be understood. The glossary is appli-
cable to the entire guideline.

DIMENSIONS OF A PERSON, FOUR

Palliative care is a holistic approach in which the patient is considered in his/her four
personal dimensions: physical, psychological, social and spiritual. The aforementioned
dimensions tie in with the definition of health in the Ottawa Charta and the definition of
palliative care from the WHO [7, 8]. Such an approach allows to provide an answer to the
multi-dimensional suffering of people at the end of life - as expressed by Cicely Saunders
with the term total pain [9]. The four dimensions are interrelated.

e Physical dimension: somatic components of a person.

e Psychological dimension: cognitive und emotional dimension of a person.

e Social dimension: relational dimension of a person which includes all interper-
sonal relationships. At the end of life, involving family carers in the palliative
care of the patient is of particular importance.

e Spiritual dimension: dynamic dimension of human life which refers to how peo-
ple (individually and in community) experience, express and/or look for pur-
pose, meaning and transcendence and how they are connected to the moment,
self, others, nature, to the significant and/or the sacred [10]. The spiritual di-
mension includes:

o Existential questions (e.g. identity, meaning, suffering and death,
guilt and shame, reconciliation and forgiveness, freedom and re-
sponsibility, hope and despair, love and joy)

o Values and attitudes (that is, things which are most important to a
person, such as relations to oneself, to family and friends, to work,
material things, nature, art and culture, ethics and morals, and to
life itself)

o Religious aspects and principles (faith, beliefs and practices, rela-
tionship with God or with the transcendent).

DYING PHASE

The dying phase is used to describe the last days of life. For this guideline, the dying
phase is defined as the last three to seven days of life - based on an international expert
recommendation and the available evidence [11, 12].

FAMILY CARERS

(Synonym: relatives, loved ones)

People who, through family or another close social relationship (as an individual rela-
tionship between two people or systemically as "feeling as if one belongs to a system of
relationships"), belong to the close environment of the patient, such as children, parents,
friends or neighbours.
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INCURABILITY

Incurability is not a uniformly defined term. In this guideline, the term is used in disease
situations in which there is no relevant probability of being able to cure and overcome
the oncological disease with a tumour-specific therapy. Criteria for incurability are there-
fore:

e the progression tendency of the natural, untreated course of the disease,

e the extent and probability of treatment being able to influence the course
of the disease,

e the availability of the treatment options in question and

e the individual willingness of those affected to accept corresponding treat-
ment offers.

This results in a considerable variance in the time of the courses of incurable cancers
from months to many years.

Disease situations in which the probability of a cure is low but not completely impossible
(e.g. locally advanced but not remote metastatic cancers, or situations with only a few
isolated, fully resectable metastases, so-called "oligometastasis") in normative-evaluative
terms can lead to categorisation as both curable and incurable. In these cases, the prin-
ciples of palliative care laid down in this guideline should be applied.

INTERDISCIPLINARY APPROACH

The structured cooperation of representatives from different specialties (synonym: dis-
ciplines) within one profession (synonym: professional group) is understood as interdis-
ciplinary work.

MULTI-PROFESSIONALISM

The structured cooperation of representatives from different professional groups (syno-
nym: professions) within a team is understood as multi-professional work.

NEED AND REQUIREMENT

Need is the subjective, individual demand or desire of a person or group of persons,
that is to say an experienced distressing condition connected with the desire for relief
or satisfaction.

Normative need is the objectively recognisable and understandable distressing condi-
tion of a patient which cannot be alleviated by individual resources.

Resources “are on the one hand material means (time, money, work) which can be used
for a specific goal. On the other hand, they describe the possibility of a person or group
to deal with difficult experiences. In particular, social support has proven itself as a par-
ticularly important resource for health (

).”

(Need - resource = normative need)

PALLIATIVE CANCER THERAPY

(Synonym: tumour-specific therapy, palliative therapy)
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Palliative cancer therapies are drug-based or non-drug-based measures with the primary
aim of prolonging life and/or symptom control (e.g. radiotherapy, operative procedures,
and drug-based tumour therapies). They are based on the tumour biology and are thus
tumour-specific.

Therefore, palliative cancer therapy or palliative therapy is not a synonym for palliative
care. The implementation of palliative cancer therapy does not exclude the possibility
for a parallel indication for palliative care, but is rather complementary.

PALLIATIVE CARE

(Synonym: palliative medicine, hospice care)

The goal of palliative care is to improve and/or maintain quality of life for both the
patients with life threatening illnesses and their families. This is achieved by the means
of prevention and alleviation of suffering by early identification and treatment of prob-
lems in the physical, psychological, social or spiritual dimension [13]. Palliative care is
life affirming and sees dying as a natural process. It neither hastens nor delays death

1.

In this guideline, the term palliative care is used to describe all treatment and care op-
tions available for people with terminal, life threatening cancer as well as other illnesses.
It emphasises the special interdisciplinary and multi-professional character of this area
of care. In this sense, palliative care is not reduced to the medical contribution made by
physicians but rather is a comprehensive approach in terms of the multi-professional
care approach.

In spite of historically diverging developments in Germany, palliative and hospice care
are to be understood as a joint approach. Hospice care is rooted in active citizenship.
Patients at the end of their life and their family carers are supported at home, in palliative
care out-patient clinics and in in-patient wards. Professionals and volunteers work to-
gether in multi-professional teams in order to offer support which is geared towards
individual needs and decisions where dignity, peace and calm are the aim [1].

QUALITY OF LIFE

The patient him/herself determines the most important components of quality of life
and their prioritisation. Quality of life is constructed from all possible individual factors
and goes beyond the experience of aspects connected to illness.

Health-related quality of life is the subjective assessment of individuals or groups with
regard to physical, psychological, social and everyday aspects of well-being and func-
tional capacity. It does not cover external factors that determine quality of life. There are
psychometrically tested and standardised measurements to assess health-related quality
of life.

RESPITE CARE

Respite care makes it possible for family carers to recover and gain some relief from the
prolonged strain of caring for their severely ill relative. Respite care does not only ex-
plicitly include care facilities (such as short-term care, substitute care or replacement
care) but also all expenses and care measures, as well as aiding with coping, dealing
with death and dying and family distress (for current legal regulations see Sections 39
und 42 German Social Security Code (Sozialgesetzbuch, SGB XI).
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SUPPORTIVE CARE

Supportive care encompasses all measures used for the prevention and treatment of the
side effects or cancer and its treatment. This refers to the management of physical and
psychological symptoms or to side effects over the course of treatment and illness from
diagnosis through tumour therapy to post-treatment care (from S3 Guideline Supportive
Care for Cancer Patients (“Supportive Therapie bei onkologischen Patientinnen” -
Langversion 1.1, 2017) [5], according to the definition from the international supportive
organisation MASCC; ). Supportive care and palliative care
are not synonyms. Whether “side effects of cancer” are part of supportive or palliative
care is a question of debate.

SYMPTOM

Ambiguous with different meanings:

On the one hand, symptom is used for objective, observable clinical signs, in terms of
clinical findings (e.g. leading symptom) and on the other hand, it is used to describe
subjective, individually felt distress or suffering.

In the context of this guideline, symptom is exclusively used to describe the subjective
distress and signs to describe objective, observable clinical findings.

TEAM

A team is a group of people who work together and are responsible for a joint goal -
here palliative care. The work is thus competence-based and it is structured in a trans-
parent manner. People from various hierarchical levels work together. The structure of
the team and a common attitude enable reliable care. Relationships governed by mutual
respect and interaction between team members, team spirit and strong group cohesion
are possible characteristics of a team [14, 15].
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No.

4.1.

4.2.

4.3.

4.4,

4.5.

4.6.

Principles of Palliative Care

Recommendations/Statements

In palliative care, the quality of life of the patient affected by in-
curable cancer and their family carers is of central importance.

Palliative care is characterised by a multi-professional and inter-
disciplinary approach.

The attitude of health care providers shall be characterised by
accepting and appreciating the patient as a person with her phys-
ical, psychological, social and spiritual dimensions, by including
their family carers, by being truthful with the patient and by ac-
cepting dying and death as being a part of life.

The following principles shall be applied when providing pallia-
tive care for patients with incurable cancer:

1. Respect the needs of the patient in all four dimensions (phys-
ical, psychological, social and spiritual) and respond to them;

2. Respect patient preferences;

3. Perceive the patients in their cultural, ideological and reli-
gious identity;

4. Determine realistic goals of care;

5. Be informed about organisational forms of palliative care;

6. Create conditions which respect the patient’s privacy.

[Modified 2019]

The following principles shall be applied in palliative care symp-
tom control in patients with incurable cancer:

1. Consider an appropriate differential diagnosis for the cause
of the symptom to enable targeted therapy and the detection
of potentially reversible causes;

2. Use preventive measures and treat reversible causes when
possible and appropriate;

3. Implement a symptomatic therapy on its own or parallel to a
causal therapy;

4. Assess tumour specific measures (e.g. radiotherapy, opera-
tive procedures, drug-based cancer therapy) with the primary
or sole therapy goal of relieving symptoms. A requirement
for this is the interdisciplinary cooperation between the vari-
ous specialities and palliative care;

5. Assess the benefit and risk of the aforementioned measures
in an open and honest exchange with patients and, if neces-
sary, their family carers.

[Modified 2019]

If there are any questions regarding drug application, the exper-
tise of a pharmacist should be obtained.

GoR

LoE

ST (EC)

ST (EC)

EC

EC

EC

EC
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Sources
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No.

4.7.

4.8.

4.9.

4.10.

Recommendations/Statements

[New 2019]

The patient’s wishes are to be considered in every phase of the
treatment, including the dying phase.

If the patient is not able to express himself/herself, the health
care proxy agent (by means of a written power of attorney for
personal welfare or a legal representative) determines the will of
the patient and discusses this with the physician. At the same
time, a written living will or other wishes expressed by the dying
patient (e.g. oral or written treatment wishes, other expressed
wishes) are to be taken into account.

[Modified 2019]

The following principles shall be applied in palliative care of fam-
ily carers of a patient with incurable cancer:

1. Respect the needs and distress of the family carers and re-
spond to them;

2. Determine realistic goals of care;

3. Be informed about specific support offers for family carers.

The following principles shall be applied in palliative care for
health care providers who care for patients with incurable cancer:

1. Be prepared to deal with the possibilities and limitations of
dying, death and grief and to reflect upon the finite nature of
one’s own life;

2. Use personal and provided possibilities of salutogenesis and
self-care;

3. Be prepared to undertake professional development;

4. Create suitable basic conditions through people in leadership
positions.

Criteria for the quality of palliative care shall include patient-re-
ported outcomes (PRO).

GoR

31

LoE Sources

EC
(Statement)

EC

EC

EC
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5.1.

Organisation of Palliative Care

Working Group Leaders: Bernd Oliver Maier, Raymond Voltz

Introduction

The rapid development experienced by palliative care has been unlike that of most other
areas of healthcare. This area of medicine has received considerable socio-political sup-
port which is likely due to the epidemiological developments expected in our society.
The consistent focus that palliative care offers to the needs of both the patients and
their family carers in such an existential situation has certainly also led to its rapid de-
velopment.

The 5-year cancer prevalence in Germany for the year 2014 was 1,908 per 100,000 res-
idents, the mortality was 275 per 100,000 (see

). One in four men and one in five women died from cancer [16]. On the European level,
the need for palliative care for patients with cancer was estimated in a WHO-report from
2014 as 218 per 100,000 adults [17].

Both currently and in the coming years a rapid development of models for the integration
of palliative care into standard care is to be expected. The first of these initiatives during
the 1980s (first palliative care unit 1983 Cologne, first in-patient hospices 1986 Aachen
and Recklinghausen, first hospice association 1985 Munich) were the personal initiatives
of committed pioneers in the field. The introduction of these models in standard care -
starting firstly with hospice services and in-patient hospices, followed by palliative care
units and finally by specialist palliative home care services - was based on the provision
of financial resources, which were primarily due to political activities and not scientific
data. The future development concerning the further development of the Charter for the
Care of Severely lll and Dying People (Charta zur Betreuung Schwerkranker und Ster-
bender) is also primarily being politically decided upon as part of a national strategy.
Scientific data can act as support for further structural development if it shows the ef-
fectiveness or lack of effectiveness of new or already existing structures.

This chapter aims to compile the evidence for new health care services and to adapt
international expertise, where possible, to develop valid recommendations for Germany.
The focus here is on the needs of patients and family carers from the time of diagnosis
of incurable cancer. This is reflected in structuring this chapter in accordance with the
patient oriented clinical pathway (see ).

It was likewise decided to base the chapter on a division of palliative care into specialist
and generalist palliative care even though the international model is divided into three
or even four tiers (see WHO [18], White Paper [1, 2]). This is due to the fact that the home
care area of SAPV (Spezialisierte Ambulante Palliativversorgung - specialist palliative
home care) is now defined by law, but the other forms of generalist palliative care have
not been differentiated far enough in Germany so that one cannot speak of a further
subdivision of this form of care yet.

In particular for the section about the organisation of palliative care, this guideline is
often based on the expert opinion of the guideline group and gives an insight of the
situation in Germany.
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5. Organisation of Palliative Care

5.2.

Clinical Pathway for Patients and Family Carers

The clinical pathway for patients with terminal cancer and their family carers (
displays the various steps of palliative care, which are offered to the patient and their
family carers. The pathway begins with the diagnosis of incurable cancer and goes be-
yond the death of the patient to grief counselling for family carers. The individual steps
and offers are explained in depth in the next sections.

Patient with incurable cancer:
integrate palliative care (5.3)

l

Assess patient's and family carers’ needs

33

)

and determine the complexity of needs (5.4)

I

Low/moderate

Decide on a palliative care
intervention

Implement a
generalist palliative care intervention

High

Implement a

specialist palliative care intervention

(5.5.3) (5.5.4)
General hospital ward/ Palliative care I-foslpltal Palliative care
. . palliative care
In-patient oncology ward/ unit SUppOrt team day centre
nursing home (5.5.3) (5.5.4.1) (5.5.4.2) (5.5.4.5)
Specialist Specialist
—— General out-patient palliative palliative Day hospice
RELES D palliative care (5.5.3) home care out-patient (5.5.4.5)
(5.5.4.3) clinic (5.5.4.4)
In-patient hospice (5.5.6)
Overlapping
sectors
Hospice services/volunteer-based services (5.5.5)

|

Death of the patient

|

Grief counseling
(family carers)
(5.6)

Figure 1: Clinical pathway for patients and family carers

(Re-)evaluate
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5.3.

5.3.1.

No.

5.1.

5.2.

5.3.2.

No.

5.3.

5.4.

Integration of Palliative Care

Time of Palliative Care Integration
Recommendations GoR LoE Sources

All patients with cancer shall have access to information on palli- EC
ative care, regardless of what disease stage they are in.

All patients shall be offered palliative care following the diagnosis A 1- [19-26]
of incurable cancer, regardless of whether cancer-specific therapy
is being implemented.

[Modified 2019]

The assessment that a cancer is “incurable” is based on prognostic probabilities (see

). These statistical findings are always associated with a prognostic uncertainty
in isolated cases, which means that every case has to be individually assessed [27].
Alongside biological properties of the tumour, which enable an estimation of prognosis,
factors individual to the patient such as comorbidity and social integration play a signif-
icant role.

Whether a consultation on the topic of palliative care is urgently required can be as-
sessed by the use of the so-called surprise question: “Would you be surprised if your
patient died within the next 6-12 months?” [28, 29]. This question should be addressed
by means of self-reflection and also in an exchange with colleagues. If the question is
answered with “No” (I would not be surprised), one should critically reflect whether the
patient’s prognosis is worse than was previously assumed.

Integration of Oncological Services and Palliative Care
Recommendations GoR LoE  Sources

Specialist palliative care shall be integrated into oncological deci- EC
sion-making processes, e.g. by means of participation in inter-
disciplinary tumour conferences.

Patients with incurable cancer who are treated within the context EC
of specialised palliative medicine (palliative ward, specialist palli-

ative home care, e.g. SAPV) should have access to oncological

counselling.

[New 2019]
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5.4.

No.

5.5.

5.6.

5.7.

5.8.

5.9.

35

Assessment of Patient Needs and Determining Com-

plexity
Recommendations

In cases of incurable cancer, the patient and family carers’ physi-
cal, psychological, social and spiritual needs as well as their
sources of distress and need for information shall be assessed
regularly and when there is a change in the clinical situation.

In cases of incurable cancer, the patient and family carers’ needs
as well as their sources of distress and need for information
should be assessed with the help of validated multi-dimensional
assessment tools.

In patients with incurable cancer, the complexity of the situation
shall be repeatedly assessed; this includes the needs of the pa-
tient and family carers, the functional status of the patient and
the phase of illness.

Patients should be offered a needs assessment by an SPC team
after the diagnosis of incurable advanced cancer.

[New 2019]

Patients with incurable cancer and a highly complex situation
shall receive specialist palliative care.

[Modified 2019]

Dissenting opinion of DEGAM on recommendations 5.8 and 5.9

GoR

LoE Sources

EC

EC

EC

3 [19-26]

3 [22, 24,
25]

In recommendations 5.8 and 5.9, DEGAM is in favour of a "should" (recommendation level B),
since the deployment of the SPC team in standard care should be reserved for complex situ-

ations.

Following an assessment of patient needs and problems, the complexity of the entire
situation will be evaluated with the help of the available information and then assigned
to the either the category low/moderate or high. The complexity is determined by many
different factors - the factors specified in have proven to be particularly relevant.
The complexity is influenced by the intensity of individual symptoms or psychosocial,
spiritual or ethical problems as well as by their simultaneous occurrence (simultaneity;
including the simultaneous occurrence of comorbidity).

The determination of complexity mentioned here is based on a model which was primar-
ily developed in Australia, has been used for many years with positive results and is
being increasingly implemented in other countries (e.g. England). The complexity of the
patient’s situation can best be ascertained from the assessed needs, problems and
sources of distress of patients and family carers, but is also described based on the
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functional status of the patient in connection with the phase of illness [30]. Functional
status refers to the quantification of the general condition and day-to-day activities. The
phases of illness, in the sense they are referred to here, are characterized as stable,
unstable, deteriorating and dying (terminal) [30] (see ).

Table 3: Influencing factors for complexity and possible assessment tools

Influencing factor for com- Possible assessment tool

plexity

1. Problems and needs of the e.g. Minimales Dokumentationssystem (MIDOS 2) [31] (German version of the

patient

Edmonton Symptom Assessment Scale, ESAS), Edmonton Symptom Assessment
System (ESAS/revised version ESAS-r) [31, 32], Palliative Care Outcome Scale
(POS) [33, 34], Distress-Thermometer and problem list [35]

2. Distress of family carers e.g. German version of the Zarit Burden Interview (G-ZBI) [36], Hausliche

Pflegeskala (HPS) der DEGAM (Home care scale from the German College of
General Practitioners and Family Physicians)

3. Functional status Functional status particularly concerning activity, self-sufficiency and self-de-

termination.

e.g. Australian-modified Karnofsky-Performance Status (AKPS) [37], Eastern Co-
operative Oncology Group (ECOG) [38], Activities of Daily Living (ADL) [39],
Barthel Index [40]

4. Phase of illness: Description

a) stable

b) unstable

c) deteriorating

Symptoms under control, patient needs satisfied by care plan, stable family sit-
uation

New major problems or sudden increase in already existing problems within a
few days, urgent or less urgent changes in care plan necessary in order to sat-
isfy patient needs

Symptoms worsen gradually or steadily over weeks, or development of new but
expected problems in days/weeks, with necessity to adjust and regularly check
the care plan, with increased family distress and/or social/practical distress.

d) dying (terminal) Death within the next days probable with necessity of regular, usually daily

checking of the care plan and regular support of the family.

In order to develop a suitable treatment and care plan, assessing the complexity is es-
sential. The complexity of the patient and family carer’s situation is assigned one of two
levels - low/moderate or high. Depending on what complexity category is assigned to
a patient, it is decided which level of intervention - whether generalist or specialist pal-
liative care - is to be offered to the patient. Patients with a highly complex situation
should as a rule receive specialist palliative care. However, it is important to note that
the decision, whether generalist or specialist palliative care will be implemented, is de-
pendent on the respective patient situation and should therefore be assessed on an in-
dividual basis.

Guide for the Assessment of Complexity in Two Categories:

e Low/moderate: low-intensity symptoms, slow or moderate progression of the
underlying illness, no other illnesses/no distressing other ilinesses - particularly
no active psychological illnesses. A balanced psychological state and a stable
family situation rather infer a low complex situation.
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5.5.

5.5.1.

e High: intense symptoms that are difficult to treat, ulcerating tumours or immi-
nent paraplegia infer a highly complex medical situation. Intense states of anx-
iety, a lack of coping with the illness or difficult family relationships, which are
a cause of distress and not supportive for the patient, can be described as highly
complex patient situations. One of the characteristics of highly complex situa-
tions is a need for continual adjustment and regular checking of the treatment
plan due to the changing situation.

Deciding on a Palliative Care Intervention

Differentiation between Generalist and Specialist Palliative
Care

Generalist Palliative Care

There is no standardly accepted definition of generalist palliative care. Indicators for
assigning a care service to the category of generalist palliative care are:

e Treatment service is provided by staff whose main field of work is not in pallia-
tive care (e.g. general practitioners, oncologists).

e The patient situation is less complex than in specialist palliative care.

e It is not compulsory that the care service is linked with specific structural re-
quirements.

In section , the tasks and possibilities of generalist palliative
care will be defined and described

Specialist Palliative Care

In Germany, specialist palliative care in the home care sector is specifically defined by
law as “SAPV” (Spezialisierte Ambulante Palliativversorgung - specialist palliative home
care). It is based on the entitlement to SAPV in the German Social Security Code (Sozi-
algesetzbuch, SGB V (§ 37b, § 132d)), as well as the guidelines from the “Gemeinsamen
Bundesausschusses” (Joint Federal Committee') and the recommendations from the
“GKV-Spitzenverband” (National Association of Statutory Health Insurance Funds). In the
in-patient sector, the “Spezialisierte Stationdre Palliativversorgung (SSPV)” (specialist in-
patient palliative care) is formally defined by the minimum characteristics of OPS (Oper-
ationen- und Prozedurenschliissel - Operation and Procedure Classification System) 8-
982 and 8-98e.

Indicators for assigning a health care service to the category of specialist palliative care
are (see also section ):

e Patient needs require a complex and more extensive care service than in gener-
alist palliative care.

e Treatment is provided by staff whose main field of work is primarily or exclu-
sively in specialist palliative care.

' The Federal Joint Committee (G-BA) is the highest decision-making body of the joint self-govern-
ment of physicians, dentists, hospitals and health insurance funds in Germany.
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5.5.2.

5.5.3.

No.

5.10.

e Treatment is provided by staff who possesses specific qualifications and expe-
rience in palliative care.

e Team approach and multi-professionalism are a conceptual and structural pre-
requisite [41].

e 24h availability of appropriate service for complex problems is guaranteed.

In the understanding of the guideline, the term specialist palliative care is used for con-
tent concerning health care and structures, which adhere to these characteristics, re-
gardless of the existing legal regulations.

Two health care services can be associated with both generalist and specialist palliative
care (generalist and specialist palliative care): the in-patient hospice (see section
) and the hospice service or voluntary work (see section
). Thus, they are addressed following the sections on
generalist ( ) and specialist palliative care (
) in an individual chapter.

Qualifications in Palliative Care

There are currently inconsistencies between the palliative care qualifications of individ-
ual professional groups, in some professional groups there are no recognised qualifica-
tions yet (as of 07.2019). Additionally, it is often not possible to categorise qualifications
into either basic or specialised. Due to this, the guideline group decided to make a dis-
tinction between basic and specialised qualifications, with which the current qualifica-
tions of the individual professional groups are descriptively assigned to one of the two
qualification levels.

For this guideline the two qualification levels are described and used as follows:

1. Basic qualification: basic knowledge, attitudes and skills in palliative care which
make generalist palliative care possible:

Acquired, in particular, by palliative care content integrated in the training course
and/or through further education, e.g. a one/several week long course and/or by
work experience of caring for severely ill or dying patients stretching over several
years (particularly in generalist palliative care)

2. Specialist qualification: Specialist palliative care knowledge, skills and attitudes
with practical experience which make specialist palliative care possible:

Acquired by training course or further education in specialist palliative care stretch-
ing over several years with the acquirement of theoretical knowledge (e.g. from ad-
vanced training courses) and practical work for at least one year in specialist pallia-
tive care (work experience in specialist palliative care)

Generalist Palliative Care

Recommendations GoR LoE Sources

Everyone who is affected by incurable cancer shall have access EC
to generalist palliative care.
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No.

5.12.

5.5.4.

No.

5.5.4.1.

No.

5.17.

Recommendations

Everyone involved in the care of patients with incurable cancer
shall be able to assess palliative care needs and recognise need
for palliative action in order to initiate palliative care.

Generalist palliative care of a patient with incurable cancer shall
contain the following scope of duties:

e Treatment of symptoms and supervision of problems with
low to moderate complexity in all four dimensions (physical,
psychological, social and spiritual)

e Communication

e Establishing goals of care

e Coordinating care

e Involving specialist palliative care, if indicated

Every physician involved in generalist palliative care of a patient
with incurable cancer shall be able to assess the indication for
specialist palliative care and integrate this into the treatment
based on the patient’s needs.

Everyone involved in generalist palliative care of a patient with
incurable cancer shall attain a basic qualification in palliative
care, which has been undertaken by means of a training course
or further education and is regularly renewed.

Specialist Palliative Care

Recommendations

A specialist palliative care core team shall consist of members
from at least three professional groups (physician, nursing pro-
fession and other professional groups). Of these at least the phy-
sician and nurse shall possess a specialist palliative care qualifi-
cation.

Members of the specialist palliative care core team should pri-
marily or exclusively work in specialist palliative care.

Palliative Care Unit

Recommendations

A palliative care unit is an in-patient specialist palliative care ser-
vice and part of a hospital. It is available for patients with incur-
able cancer and limited life expectancy with the aim of improving
quality of life. A requirement for the referral to a palliative care
unit is the need for hospital care.

39
GoR LoE Sources
EC
EC
EC
EC
GoR LoE Sources
A 1- [42-48]
EC
GoR LoE Sources
ST (EC)
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No.

5.20.

5.21.

5.22.

5.23.

5.24.

Recommendations

The admission of a patient with incurable cancer on a palliative
care unit can occur if the need for in-patient care exists and one
of the following indications is present:

e Complex symptoms or distress due to problems
e Uncertainty in setting goals of care

e Complex medical or nursing care

e Home care is overstrained or uncertain

A palliative care unit shall provide the following components of
care:

e Assessing symptoms and needs of patients and family carers
in all four dimensions

e Treatment of symptoms and problems in all four dimensions

e Resource-based support of patients and their family carers,
particularly when establishing goals of care and discussing
the illness

e Palliative care also in terms of respite care

e Advance care planning

e Coordination and organisation of palliative care

e Attendance from competent volunteers

e Caring for the patient during the dying phase

e Rituals of saying goodbye and remembering

e Arranging grief counseling

Treatment and care on a palliative unit shall be provided by an
independent, specialised, qualified and multi-professional team.

The palliative care unit shall act as an independently organised
and spatially separated unit.

Treatment on a palliative care unit should be provided in an ap-
propriate setting such as providing single rooms, overnight stay
opportunities for family carers, homelike communal meeting ar-
eas and access to outdoor areas.

To ensure qualified treatment on a palliative care unit, a medical
and nursing service with a specialised palliative care qualification
shall be made available 24 hours a day and 7 days a week.

The team on a palliative care unit shall carry out the following
measures to ensure process quality:

40

GoR LoE Sources

0 4(1) -
A 4 -
A 4 -
A 4 -
B 4 -
A 4 -
A 4 -

' For the recommendations in this chapter that have a LoE 4 a systematic literature search was only
conducted for RCTs, CCTs, controlled pre-post studies and ITS (interrupted time series), thus for a
Level-of-evidence 1 to 2 in accordance with SIGN. For LoE 4 (expert opinion) the SIGN-levels 2 (partly)
and 3 were skipped and for this no supplementary literature search was carried out due to the fact
that a statement concerning the effectiveness of interventions on the basis of SIGN-levels 2 and 3

could not be made.
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No.

5.5.4.2.

No.

5.25.

5.26.

5.27.

5.28.

Recommendations GoR LoE Sources

e Individual treatment planning

e Regular evaluation of goals of care

e Regular evaluation of performed treatment measures

e Exchange between referrers and those continuing the treat-
ment, as well as coordination between in-patient and out-pa-
tient care and treatment offers

e Multi-professional, regular team meetings for case confer-
ences

e Joint multi-professional documentation

e Offer of an external supervision for all team members.

Hospital Palliative Care Support Team

Recommendations GoR LoE Sources

A hospital palliative care support team is an in-patient specialist ST (EC)
palliative care service and cares for patients with incurable can-

cer and limited life expectancy who are not treated on a palliative

care unit. Such a team is available for shared care (one or re-

peated visits) with the aim of improving quality of life.

Every hospital that treats patients with incurable cancer shall 0 40 =
provide a palliative care support team.

Patients with incurable cancer shall be offered a contact to a pal- A 1+ [45, 49,
liative care support team during a hospital stay. 50]
A hospital palliative care support team shall provide the follow- A 4 -

ing components of care:

e Assessing symptoms and needs of patients and family carers
in all four dimensions.

e Treatment of symptoms and problems in all four dimensions

e Resource-based support of patients and their family carers,
particularly when establishing goals of care and discussing
the illness

e Palliative care also in terms of respite care

e Advance care planning

e Coordination and organisation of palliative care

e Shared care for the patient during the dying phase

e Rituals of saying goodbye and remembering

e Arranging grief counseling

' For the recommendations in this chapter that have a LoE 4 a systematic literature search was only
conducted for RCTs, CCTs, controlled pre-post studies and ITS (interrupted time series), thus for a
Level-of-evidence 1 to 2 in accordance with SIGN. For LoE 4 (expert opinion) the SIGN-levels 2 (partly)
and 3 were skipped and for this no supplementary literature search was carried out due to the fact
that a statement concerning the effectiveness of interventions on the basis of SIGN-levels 2 and 3
could not be made.
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No.

5.29.

5.30.

5.31.

5.5.4.3.

No.

5.32.

Recommendations

Supporting members of the main care team

A hospital palliative care support team should fulfil the following
structural quality criteria:

Independent team

Multi-professional team with at least three different profes-
sional groups: physicians, nursing professionals, and a rep-
resentative of another field of treatment

Own room for consultations and documentation

Available at the regular working hours in a hospital
Communication of indication criteria, team structure, avail-
ability and working methods of the palliative care support
team to all departments which treat patients with incurable
cancer.

Consultation and shared treatment by the hospital palliative care
support team shall take place in close coordination with the main
care team.

The hospital palliative care support team should carry out the
following measures to ensure process quality:

Individual treatment planning

Regular evaluation of goals of care

Regular evaluation of performed treatment measures
Exchange between referrers and those continuing the treat-
ment, as well as coordination between in-patient and out-
patient care and treatment offers

Multi-professional, regular team meetings for case confer-
ences

Joint multi-professional documentation

Offer of an external supervision for all team members.

GoR

LoE

42

Sources

A hospital palliative care support team is a multi-professional, specialised team that pro-
vides specialist palliative care for in-patients outside of a palliative care unit [51]. This
implies continual, palliative care consultation and shared treatment in the case of com-
plex symptoms and needs. In this way, the content and structure of a palliative service
are rather in accordance with the established term for psychiatric/psychotherapeutic
care, “liaison services”, which goes beyond a mere short term consulting activity in the
narrow sense. Therefore, this guideline forgoes using the often-used term “palliative care

consult”.

Specialist Palliative Home Care

Recommendations

This guideline distinguishes between “specialist palliative home
care” and “SAPV”:

GoR

LoE

ST (EC)

Sources
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No.

5.33.

5.34.

5.35.

5.36.

5.37.

Recommendations GoR LoE

Specialist palliative home care is available for patients with in-
curable cancer and a limited life expectancy. if intense symp-
toms and/or high demand for coordination lead to a complex
care situation and it is in accordance with the patient’s wishes to
be cared for in his/her home or family environment.

SAPV is in accordance with the entitlement specified in §§ 37b,
132d SGB (“Sozialgesetzbuch”, German Social Security Code) V.

Specialist palliative home care shall complement already existing 0 40
health care services if the latter are not able to ensure the ap-

propriate and sufficient care of a patient in the setting of his

choice in the home environment (including nursing homes).

Specialist palliative home care shall provide the following com- A 1-
ponents when caring for patients with incurable cancer to im-
prove quality of life:

e Assessing symptoms and needs of patients and family carers
in all four dimensions.

e Treatment of symptoms and problems in all four dimensions

e Resource-based support of patients and their family carers,
particularly when establishing goals of care and discussing
the illness

e Advance care planning

e Coordination and organisation of palliative care

e Care for the patient during the dying phase

e Rituals of saying goodbye and remembering

e Arranging grief counseling

e Supporting members of the main care team

Specialist palliative home care shall be available round-the-clock. A 4

The specialist palliative home care team shall work as an inde- A 1-
pendent and multi-professional team (physician, nurse and an-
other professional group).

A specialist palliative home care team shall carry out the follow- A 4
ing measures to ensure process quality:

e Individual treatment planning
e Regular evaluation of goals of care
e Regular evaluation of performed treatment measures

43

Sources

[41, 43,
52, 53]

[42-46,
54, 55]

' For the recommendations in this chapter that have a LoE 4 a systematic literature search was only
conducted for RCTs, CCTs, controlled pre-post studies and ITS (interrupted time series), thus for a
Level-of-evidence 1 to 2 in accordance with SIGN. For LoE 4 (expert opinion) the SIGN-levels 2 (partly)
and 3 were skipped and for this no supplementary literature search was carried out due to the fact
that a statement concerning the effectiveness of interventions on the basis of SIGN-levels 2 and 3

could not be made.
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No.

5.38.

5.5.4.4.

No.

5.39.

5.40.

5.41.

Recommendations GoR LoE Sources

Exchange between referrers and those continuing the treat-
ment, as well as coordination between in-patient and out-
patient care and treatment offers

Multi-professional, regular team meetings for case confer-
ences

Joint multi-professional documentation

Independent team that regularly works together

Offer of an external supervision for all team members.

Specialist palliative home care shall be integrated into already A 4 -
existing health care structures and, in collaboration with the
main health care providers (e.g. general practitioner, oncologist,
nursing service), optimally ensure palliative care across sectors.

In the context of this guideline, the abbreviation “SAPV” (Spezialisierte Ambulante Palli-
ativ-Versorgung) refers to the home care entitlement stated by law. In turn, the term
“specialist palliative home care” (“ambulante spezialisierte Palliativversorgung”) is used
to describe the provision of services, on which this guideline has reached a consensus
from both clinical experience and study evidence, which goes beyond the legislative text
in some parts (e.g. definition of complexity).

The aim of specialist palliative home care is to provide specialised care to patients
with incurable cancer and at the same time a situation of high complexity and a high
demand for care in the patients’ familiar setting (at home, nursing home, hospice) so
that these patients can live and die in their familiar surroundings.

In Germany, as of 2007 people who are insured with the public health care system are
entitled to “SAPV” (specialist palliative home care) in accordance with §§ 37b und 132d
of the German Social Security Code (Sozialgesetzbuch, SGB) V, if they are suffering from
a terminal, advanced and progressing illness, due to which their life-expectancy is lim-
ited and when complex problems are present which require particularly complex care.
The entitlement to care exists for patients who wish to be cared for in their home or
other familiar settings (including nursing homes).

Specialist Palliative Out-patient Clinic

Recommendations GoR LoE Sources

A palliative out-patient clinic is an integral part of specialist am- ST (EC)
bulatory palliative care.

A palliative out-patient clinic should be offered to out-patients B 1+ [47, 48]
with incurable cancer as an addition to already existing health
care services.

A palliative out-patient clinic shall provide the following compo- A 1+ [47, 48]
nents when caring for patients with incurable cancer to improve
quality of life:
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No. Recommendations GoR LoE Sources

e Assessing symptoms and needs of patients and family carers
in all four dimensions

e Treatment of symptoms and problems in all four dimensions

e Resource-based support of patients and their family carers,
particularly when establishing goals of care and discussing
the illness

e Advance care planning

e Coordination and organisation of palliative care

e Supporting members of the main care team or the main
health care provider

5.42. Consultation and shared treatment in the palliative out-patient A 1+ [47, 48]
clinic shall take place in close coordination with the main health
care provider or the main care team.

A palliative out-patient clinic is a facility for out-patients, which offers specialist palliative
care without home care (this can, however, be offered additionally in cooperation with a
service from the specialist palliative home care). A palliative out-patient clinic can be part
of a hospital or medical centre or part of an established practice (general practitioner,
oncologists or out-patient pain clinic) and is comparable with an out-patient oncological
or pain clinic.

5.5.4.5. Palliative Day-care Centre and Day Hospice
No. Recommendation GoR LoE Sources
5.43. The palliative day-care centre and the day hospice are specialist ST (EC)
offers for out-patients with incurable cancer and limited life-ex-
pectancy.

In most cases, the palliative day-care centre or the day hospice is part of another facility
(e.g. hospital, in-patient hospice, hospice service), which provides a day care service to
out-patients.

5.5.5. In-patient Hospice
No. Recommendations GoR LoE  Sources
5.44. An in-patient hospice is part of generalist and specialist pallia- ST (EC)

tive care with the aim of providing palliative care and hospice
care in the final stage of life until death and is seen as an inde-
pendent organization on the basis of the legal regulations §39
a, Abs.1 SGB (“Sozialgesetzbuch”, German Social Security Code)
V and the general agreement in connection with these.
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No.

5.45.

5.46.

5.47.

5.48.

5.49.

5.50.

Recommendations

Palliative care treatment and hospice care in an in-patient hos-
pice shall be offered to people with incurable cancer with a lim-
ited life-expectancy of days, weeks or months if care cannot be
guaranteed or is not sufficient either at home or elsewhere in an
in-patient care facility.

An in-patient hospice shall offer the following components of
palliative care treatment and hospice care:

e Assessing symptoms and needs of patients and family car-
ers in all four dimensions

e Basic symptom control, together with visiting physician

e Supporting the patient and their family carers in under-
standing the illness

e Resource-based support of patients and their family carers,
particularly psychosocial and spiritual support

e Basic nursing and treatment care

e Psychosocial and spiritual support

e Care from competent volunteers

e Care for the patient during the dying phase

e Rituals of saying goodbye and remembering

e Dignified lying out in accordance with the wishes of the pa-
tient and family carers

e Arranging grief counselling

Palliative and hospice care shall be provided by a qualified multi-
professional team with specialist palliative nursing that ensures
round-the-clock care and considers the special needs of the se-
verely ill resident and their family carers.

Medical care should be provided by the general practitioner or
physicians with a basic qualification in palliative care who are
available 24h a day, 7 days a week.

If necessary, specialist palliative home care shall be consulted.

An in-patient hospice shall be a place to live for patients and
their family carers in the final stage of life with single rooms and
overnight stay possibilities for family carers.

The setting shall have a comfortable-familiar character with
communal meeting areas and areas to enable privacy.

GoR

A

LoE

4(1)

46

Sources

' For the recommendations in this chapter that have a LoE 4 a systematic literature search was only
conducted for RCTs, CCTs, controlled pre-post studies and ITS (interrupted time series), thus for a
Level-of-evidence 1 to 2 in accordance with SIGN. For LoE 4 (expert opinion) the SIGN-levels 2 (partly)
and 3 were skipped and for this no supplementary literature search was carried out due to the fact
that a statement concerning the effectiveness of interventions on the basis of SIGN-levels 2 and 3

could not be made.
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5.5.6.

No.

5.51.

5.5.7.

No.

5.52.

5.53.

Care in an in-patient hospice means that the place of residence of the affected person
by law is an in-patient facility in accordance with §39a, paragraph 1 of the German Social
Security Code (Sozialgesetzbuch, SGB) V. This means that the nursing care service and
the services of other non-medical professional groups are provided by members of staff
from an in-patient facility but the medical services are normally provided by inde-
pendently working physicians as part of their statutory duties or as part of the specialist
palliative home care.

In-patient hospices cannot be clearly assigned to either generalist or specialist palliative
care and are assigned to both areas (generalist and specialist palliative care) for the
purpose of this guideline.

Hospice Services/Volunteer-based Services

Recommendation GoR LoE Sources

Patients with incurable cancer in palliative care and their family EC
carers should be provided with support from hospice volunteers

regardless of age, care setting, phase of illness or the type of

palliative care services being offered.

Family Carers
See also section

Recommendations GoR LoE Sources

Family carers of patients with incurable cancer shall, with the A 40 -
patient’s agreement, be informed of treatment decisions and

treatment and care planning, be involved in discussions on diag-

nosis and prognosis and receive the opportunity to active partic-

ipation.

Family carers of patients with incurable cancer shall be consid- A 1+ [56]
ered, supported and cared for in their experience and coping

with the patient’s illness, in accordance with their needs and with

consideration of specific and individual distress factors.

' For the recommendations in this chapter that have a LoE 4 a systematic literature search was only
conducted for RCTs, CCTs, controlled pre-post studies and ITS (interrupted time series), thus for a
Level-of-evidence 1 to 2 in accordance with SIGN. For LoE 4 (expert opinion) the SIGN-levels 2 (partly)
and 3 were skipped and for this no supplementary literature search was carried out due to the fact
that a statement concerning the effectiveness of interventions on the basis of SIGN-levels 2 and 3
could not be made.
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No. Recommendations GoR LoE Sources

5.54. Family carers of patients with incurable cancer shall be informed EC
of available support offers such as self-help groups and training
for family carers.

5.6. Grief and Bereavement Counseling
No. Recommendations GoR LoE Sources
5.55. Facilities, which care for and treat dying people, shall develop a A 4" -

culturally sensitive way of saying goodbye and grieving, specific
to their own facility, which enables a dignified farewell for pa-
tients, family carers and members of staff.

5.56. Patients with incurable cancer and their family carers shall have A 4 -
access to information on grief counselling at all stages of the
illness.

5.57. If desired, family carers of patients with incurable cancer should B 4 -

be informed of the offer of qualified grief counselling, also fol-
lowing the patient’s death.

When and by whom information concerning grief services and counselling should be
provided is shown in

Table 4: Grief counselling and mourning culture in facilities and hospitals which care for and treat
severely ill and dying people
Time/trigger point Offer/intervention Addressees Person responsible

Mourning culture for dealing with loss and grief of patients, family carers and members of staff for the entire fa-
cility/hospital

Diagnosis of terminal cancer Information about grief e  Patients Competent team mem-
counselling offers e  Family carers bers in palliative care
Request/needs of the patient Timely grief counselling e  Patients Qualified grief counsel-
or their family carers in the in one-on-one discus- e  Family carers lor, e.g. from hospice
course of treatment sions or groups care, pastoral care or

psycho-oncologists

) e  Grief counselling in e  Family carers e .
Following the death of the pa- .g v Qualified grief counsel-
: one-to-one settings e  Team of carers )
tient: lor, e.g. from hospice
or groups
. e . care, pastoral care or
e At the request of family e Identification of pos- .
- psycho-oncologists
carers sible emergence of
e Team is particularly af- complicated grief
fected
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Time/trigger point Offer/intervention Addressees Person responsible
In cases of already diagnosed Psychotherapeutic grief Family carers with Qualified psychothera-
or suspicion of complicated counselling in one-to-one  complicated grief re- pists, psychologists,
grief settings or in a group actions psychiatrists

setting
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6.1.

50

Communication

Working Group Leaders: Martin Weber, Joachim Weis

Introduction

Patient-centred communication with patients with incurable cancer and their family car-
ers is an essential requirement for comprehensive treatment. Due to the specific life
situation in which the affected persons find themselves and the existential dimensions
of that situation, a particular challenge exists for all health care providers. This is partly
the case because the reality of communication at the end of life reflects the societal and
cultural way of dealing with incurable illness, death and dying. In spite of the topic’s
growing presence in the media and an increasing public acceptance of the hospice move-
ment and palliative care, speaking about death and dying when one is specifically af-
fected is challenging, often avoided, sometimes tabooed and only too often replaced by
hope for new achievements in modern medicine. Likewise, communication plays a piv-
otal role in difficult treatment decisions, which occur for patients with incurable cancer.

This guideline chapter focuses on five central areas of communication. Their importance
is far-reaching in the context of palliative care.

The first section presents some basic principles of a patient-centred communication. It
is of key importance for the provision of good palliative care to establish a communica-
tion based on the patient’s current needs, problem areas and preferences.

When meeting palliative care patients, conversations about serious changes in the course
of the disease and how to deal with these are of particular importance. The theoretical
knowledge that every person dies becomes a concrete reality: “I will die.” [57]. The sec-
ond part gives practical tips with particular reference to the necessity of integrating the
emotional level.

The third section addresses the question of death and dying. It deals with both the prob-
lem described at the beginning of an increasing societal taboo and handling a wish to
die from affected patients which is gaining increased importance in the current context
of ethical and legal discussions regarding physician-assisted suicide.

The crucial role of friends and family in the context of palliative care will be addressed
in the fourth section. This section will highlight the specific aspects of discussions with
family carers, such as family meetings, and also with children.

Finally, the topic of the fifth section is looking ahead with treatment planning which, in
the broadest sense of the term, addresses all patient’s preferences with regard his/her
final stage in life.

Overall, the recommendations in this chapter are consistent with the main statements
of the ASCO guidelines on communication in oncological care, particularly on communi-
cation at the end of life [59].
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6.2. The Principles of Patient-centred Communication
No. Recommendations GoR LoE  Sources
6.1. In order to ensure patient-centred communication with patients EC

with incurable cancer, health care providers shall

e Convey trust and safety to the patients through a relationship
characterised by sincerity, empathy and appreciation;

e Take notice of patients with their values, resources, needs,
complaints, worries and fears and support them in the pre-
serving as much autonomy and hope as possible;

e Convey all information to the patients - in accordance with
their current wishes and preferences - which will provide
them with a comprehensive understanding of their situation
and allow them to reach informed decisions.

6.2. When communicating with patients with incurable cancer and var- EC
ious cultural and religious backgrounds, health care providers
shall take the personal, cultural and religiously linked principles
and values into account.

6.3. In cases of impaired communication of the patient with incurable EC
cancer, non-verbal and technical possibilities for the improvement
of communication shall be offered.

6.4. All health care providers who care for patients with incurable can- EC
cer shall train and develop their communicative competencies
through suitable further training.

They should regularly reflect on their communicative compe-
tences e.g. through supervision/intervision.

6.3. Conversations about Serious Changes in the Course
of a Disease
No. Recommendations GoR LoE  Sources
6.5. Information about the disease and its progression shall primarily EC

be initiated by the treating physician.

When processing the information, the patient shall be supported
by all health care providers.

For this purpose, the status of the information process shall be
documented comprehensibly.

6.6. Before conveying information, the patient shall be asked about EC
his/her knowledge, expectations, hopes and fears with regard to
his/her disease when entering the conversation.
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No.

6.7.

6.8.

6.4.

No.

6.9.

Recommendations
Information shall be gradually conveyed with regular reassurance
as to whether and to what extent the patient has understood.

Furthermore, the patient shall be explicitly encouraged to ask
questions.

Emotional experience and spiritual needs shall be given sufficient
room.

Both should be specifically discussed, even if the patient does not
express it.

52

GoR LoE Sources

EC

EC

In day-to-day clinical practice, the SPIKES-Model, which was developed by Buckman and
Baile, has proven to be a successful guide in many communicative situations [58]. The
guide structures the conversation in six steps, which encompass the essential elements

of patient-centred communication:

e Setting: creating a suitable setting for the conversation

e Perception: assessing the patient’s current knowledge/perception of the illness
e Invitation: assessing the patient’s informational needs

e Knowledge: offering knowledge and information to the patient

e Exploration of Emotions: taking notice of and responding to the patient’s emo-

tions, reacting with empathy
e Strategy and Summary: planning and summarising

Understanding and considering the spiritual level is in accordance with the conception
of palliative care and, in this respect, is the task of all health care providers. First studies
have shown the “SPIR” tool, developed by E. Frick et al. and modelled after Puchalski, to
be helpful as a partially structured interview [59-61]. The acronym, SPIR, is used to show
how to communicate about the patient’s spiritual needs and their meaning.

e Spiritual and religious beliefs of the patient

e Place and importance of the beliefs in the patient’s life
e Integration in a spiritual, religious or church community or group
¢ Roll of health care providers: How should they address these beliefs?

Raising the Issue of Dying and Death

Recommendations

Health care providers shall express willingness to discuss dying
from the disease both early on and repeatedly with patients suf-
fering from incurable cancer;

in doing so, words such as “dying” and “death” should be ex-
pressed in a sensitive and appropriate way by the health care pro-
viders.

GoR LoE Sources

EC
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6.5.

No.

6.10.

6.13.

6.14.

Communication with Family Carers
Recommendations

Family carers shall be appreciated in their role as providers of
support and as affected persons.

They shall be asked about their needs and - if necessary - encour-
aged to accept offers of support.

Family meetings shall be arranged with the patient’s consent,

e if a patient and family carer need to be given information to-
gether;

o if a patient and family carer require support when entering an
advanced stage of the disease or concerning future changes
in goals of care;

o if diverging opinions arise in the family in the course of palli-
ative care.

The facilitator of the family meeting shall bring up various points
of view and encourage all those involved to take part in the com-
munication.

If the patient agrees, family carers shall be informed about the
progression of the disease together with the patient.

If the patient or his/her family carer does not wish to speak openly
about the disease, this shall be respected and communication
about underlying fears shall be offered.

The needs of parents with incurable cancer regarding information,
family meetings and if necessary further support with respect to
interaction with children shall be identified.

The affected parents with incurable cancer shall be encouraged to
communicate openly with their children and if desired, be pro-
vided with support.

After consulting the parents, underage children of patients with
incurable cancer shall be involved in communication about the
disease in all phases of treatment in an age appropriate manner
and in accordance with their needs.

Underage children as family of patients with incurable cancer shall
receive support from qualified specialists if necessary.

53

GoR LoE Sources

EC

EC

EC

EC

EC

The term family meeting refers to a gathering of the patient’s most important close
family and friends (family in the biological sense, legal representatives and important
people outside of the family) [62]. In addition to topics related to illness and treatment,
the expected disease progression and what is expected to happen in the dying phase
should be discussed. The family carers should be assured that adequate symptom con-

trol will be provided in the final stages of life [63-65].
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6.6.

No.

6.16.

6.18.

Underage children of terminally ill parents form a specific subgroup of family carers. In
a collaborative project, funded by the German Cancer Aid, “Kinder krebskranker Eltern”
- (children of parents with cancer), specific consultation concepts for parents, children
and adolescents were compiled and the specific requirements for the palliative treatment
situation were focused on [66]. Referring to qualified specialists and regional initiatives
for children of parents with cancer ( [Deutsche Arbeitsgemeinschaft fir
Psychosoziale Onkologie e.V.], ) offers fur-
ther opportunities to introduce support on-site.

Advance Care Planning (ACP)

Recommendations GoR LoE Sources

The topics of discussions in Advance Care Planning shall be: EC

Scope and limitations of treatment in the case of (illness) typ-
ical situations as well as frequent and possible complications;
Individual preferences regarding the provision of care in the
final stages of life, the place of care and death as well as fu-
neral arrangements if appropriate;

Arranging a health care proxy or suggesting a person to act
as a legal representative.

Patients with incurable cancer shall be offered Advance Care Plan- EC
ning.
Facilitating communication about Advance Care Planning shall be EC

offered early on and repeated in the case of considerable changes
in the state of health and prognosis.

Conversations on Advance Care Planning should be supported by EC
informative written material and content and outcomes should be

documented.

With the patient’s consent, family carers and, if appropriate, the EC

health care proxy agent/legal representative shall be involved in
conversations on Advance Care Planning.

Advance Care Planning refers to a systematic, inter-professional communication and im-
plementation process between patients, family carers and health care providers. The
process encompasses the best possible sensitisation, reflection, documentation and,
where appropriate, applying the patient’s treatment preferences in clinical practice with
regard to hypothetical future clinical situations. In German-speaking countries, various
terms are used for the English term Advance Care Planning (ACP). There is no standard
terminology in use. This is partly due to the lack of a consistent understanding of what
ACP is. In the context of this guideline, the term “vorausschauende Versorgungsplanung
- anticipatory care planning” was chosen in the original German version because it best
encompasses all the aspects of ACP. The terminology used in Germany, "Behandlung im
Voraus planen (BVP) - Planning treatment in advance (PTA)" describes a concept for the
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realisation of effective living wills, which includes a discussion process and the inclusion
of relevant regional health care structures. However, PTA requires the involvement of a
qualified or certified facilitator. Paragraph 132 (g) of the Social Security Code V (SGB V)
uses the term "health care planning for the last phase of life" only for people in care
facilities and is therefore also too narrow in terms of its definition for this guideline.
Finally, the term “umfassende Versorgungsplanung - comprehensive care planning” in-
tegrates a wide variety of issues, which should be discussed at the end of life but is
further removed from the English term, Advanced Care Planning.
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/.

7.1.

No.

7.1.

Defining Goals of Care and Criteria for
Clinical Decision-making

Working Group Leaders: Bernd Alt-Epping, Alfred Simon

Introduction
Recommendations GoR LoE  Sources
The recommendations and statements in this chapter do not ap- EC
ply only to patients with incurable cancer. The limitation to this (statement)

patient group is due to the context of this guideline.

Within the context of incurable cancer and a limited survival time prognosis, a large
number of decisions have to be met, which relate not only to medical-therapeutic, nurs-
ing and care-related aspects of life, but also to ethical-normative ones: Should further
diagnostics be carried out or therapy directed against the tumour disease? What should
happen if a complication occurs? Who should express my consent or rejection of medical
interventions on my behalf if | cannot give my consent myself? Where would | like to die?
What should happen to my body after my death? and many more.

Against the palliative care background of finiteness and the quality of life, even the de-
cision on the start, continuation or termination of a medical intervention implies to a
large extent the consideration of individual values relating to patients, family carers and
the therapeutic environment. It is therefore correct to present the processes and criteria
underlying a treatment decision as well as decision-making aids and their underlying
evidence in a guideline for incurable cancer patients.

When caring for patients with "incurable” cancer, it should be taken into account that
patients often find themselves in a situation, in which it is unclear whether their disease
is "incurable” or "curable” (in the sense of a persistent complete remission). For example,
patients with curatively treatable haematological neoplasias have a significant probabil-
ity of healing, but at the same time also a high probability of dying from complications
in cases where the underlying disease is cured. Or there are cases where the treatment
is carried out with a "curative" intention but the probability of a cure is low. This may
apply, for example, to patients with solid tumours in locally advanced stages or to pa-
tients with limited remote metastasis of the underlying disease ("oligometastasis").

Even if these patients are not considered a priori to be "incurable", the decision-making
processes and criteria presented below also apply to these patients with an uncertain
prognosis. The principles of clinical decision-making are ultimately applicable to all ar-
eas of medicine; the limitation to patients with incurable cancer presented below is due
solely to the context of this guideline.

For the communication processes that accompany this decision-making process, see the
chapter on , in particular the sections
and
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7.2. Fundamental Aspects of the Clinical Decision-making
Process
No. Recommendations GoR LoE  Sources
7.2. Defining goals of care and deciding on the start, continuation or EC

termination of medical interventions for patients with incurable
cancer shall be carried out within the framework of a participatory
clinical decision-making process, i.e. with the active participation
of the patient.

7.3. Family carers and other trusted persons of a patient with incurable EC
cancer shall be involved in the clinical decision-making process to
the extent that this is desired by the patient.

7.4. Decisions about the medical intervention at the end of life should EC
be made and documented at an early stage of the disease - also
in anticipation.

7.5. Ethics consultation should be provided in difficult or controversial EC
decision-making situations associated with the treatment of pa-
tients with incurable cancer.

7.3. Defining Goals of Care
No. Recommendations GoR LoE  Sources
7.6. When goals of care of patients with incurable cancer are defined, EC

the current stage of the disease, the available treatment options
and the patient's wishes, values and goals shall be taken into ac-
count.

7.7. Goals of care associated with the treatment of patients with incur- EC
able cancer shall be regularly reviewed and adapted to the current
stage of the disease and treatment situation and/or to the
changed wishes, values and goals of the patient.

7.8. When caring for patients with incurable cancer who pursue unre- EC
alistic goals of care, a medical intervention can be rejected by the
physician with reference to the questionable medical indication.

If there is no indication, the intervention shall be rejected.
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7.4. Deciding on the Start, Continuation or Termination of
Medical Interventions

No. Recommendations GoR LoE Sources

7.9. The key criteria in deciding on the start, continuation or termina- EC
tion of a medical intervention are the medical indication and the (statement)
patient’s consent.

7.10. In the treatment of patients with incurable cancer, the indication EC
shall be determined with regard to the defined goal of care and
take into account both the achievability of the goal of care and
the possible benefits and risks of the medical intervention for the
patient.

7.11 Consent to the implementation of a medical intervention as- EC
sumes that the patient with incurable cancer who is capable of (statement)
giving consent is appropriately informed about the planned in-
tervention, its possible benefits and risks and possible alterna-
tives.

7.12. The consent to a medical intervention may be revoked at any time EC
by the patient with incurable cancer. (statement)

Principles The will of the patient must be complied with in every phase EC

4.7. of treatment, including the dying phase. (statement)

If the patient is not able to express himself/herself, the
health care proxy agent (by means of a written power of at-
torney for personal welfare or a legal representative) deter-
mines the will of the patient and discusses this with the phy-
sician. At the same time, a written living will or other wishes
expressed by the dying patient (e.g. oral or written treat-
ment wishes, other expressed wishes) are to be taken into
account.

7.13. In the case of a patient with incurable cancer who is not capable EC
of giving consent, in addition to the health care proxy agent,
close relatives and other people trusted by the patient shall also
be involved in deciding on the start, continuation or termination
of a medical intervention.

7.14. During the course of treatment, regular assessments shall be car- EC

ried out to determine if the medical indication and the consent
of the patient with incurable cancer still exist for the specific
medical interventions and, if necessary, whether the therapy plan
should be adapted or the goal of care changed.
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Responsible!: To be involvedZ:
Define the goal of care Physician + Patient Team, Family Carers
Determine the indication § Physician Team
=
g s
g 2
E Give information E Physician Team, Family Carers
= 2
= -
@ =
g
2 Informed consent Patient Family Carers
=
Carry out the intervention Physician + Patient Team, Family Carers
Re-evaluate Physician + Patient Team, Family Carers

1 If there are substantiated doubts as to the patient's ability to give consent, his or her health care proxy agent (by
means of awritten power of attomey for personal we-fare or a legal representative) is also to be consulted. The
proxy agent’s task is to support the patient in the decision-making process and to represent him/her if necessary.
2 If medically meaningful or desired by the patient.

Figure 2: Decision tree for deciding on a medical intervention and carrying it out

7.5. Special Situations
No. Recommendations GoR LoE  Sources
7.15. Particularly in cases of prognostic uncertainty, the criteria under- EC

lying the indication and treatment decision should be explicitly
formulated and documented.

7.16. In patients with incurable cancer, cultural aspects should be com- EC
municated in a sensitive manner and taken into account when de-
fining the goal of care and making the treatment decision.
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7.6. Decision-making Tools
No. Recommendations GoR LoE  Sources
7.17. For patients with incurable cancer, decision-making aids (e.g. in 1- 0 [69-86]

the form of brochures, videos, internet programmes or decision
boards) can be used to support joint clinical decision-making and
the Advance Care Planning.
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Breathlessness

Working Group Leaders: Claudia Bausewein, Helgo Magnussen (2011-2015), David Hei-
gener (2016-2019 for the update)

Introduction

Breathlessness is a common and distressing symptom for patients with cancer. The wide-
spread and internationally recognised definition of breathlessness from the American
Thoracic Society describes breathlessness as “a subjective experience of breathing dis-
comfort that consists of qualitatively distinct sensations that vary in intensity. The expe-
rience derives from interactions among multiple physiological, psychological, social and
environmental factors, and may induce secondary, physiological and behavioural re-
sponses” [67, 68]. In the international context, breathlessness is described as “refractory
breathlessness”, if breathlessness persists despite optimal treatment of the underlying
condition or likely cause, thus indicating the need for symptomatic treatment (e.g. per-
sistent breathlessness in a patient with lung cancer despite optimal chemotherapy and
radiotherapy) [69]. An international group of experts has proposed to use the term
"chronic breathlessness syndrome" for patients with refractory breathlessness [70]. The
recommendations in this chapter only refer to the symptomatic treatment of breath-
lessness.

Various terms are used to describe “breathlessness”: dyspn(o)ea, difficult breathing, and
shortness of breath among others.

Breathlessness can be subdivided into two main categories: continuous breathlessness
and episodic breathlessness [71]. Patients with continuous breathlessness complain of
uninterrupted distress due to breathlessness which, albeit, typically varies significantly
in its intensity [72]. On the basis of an international consensus, episodic breathlessness
is defined as follows: Episodic breathlessness is one form of breathlessness character-
ised by a severe worsening of breathlessness intensity or unpleasantness beyond usual
fluctuations in the patient’s perception. Episodes are time-limited (seconds to hours) and
occur intermittently, with or without underlying continuous breathlessness. Episodes
may be predictable or unpredictable, depending on whether any trigger(s) can be iden-
tified. There is a range of known triggers, which can interact (e.g. exertion, emotions,
comorbidities or external environment). An episode can be caused by one or more trig-
gers [73, 74].

Breathlessness is a frequent symptom in patients with advanced cancer. A survey of
5,014 in-patients with cancer conducted in palliative and hospice care institutions in
Germany in the years 2006-2008 revealed a prevalence of breathlessness of 53.4% [75].
The highest prevalence was shown in patients with lung cancer (74.3%). These results
correlate with data from other countries [76-78]. Cancer patients with pulmonary, pleural
or mediastinal affections suffer breathlessness more frequently and more severely [77,
79]. Breathlessness will increase in its frequency and severity over the course of the
illness [76, 80, 81].

Breathlessness is not only a distressing symptom for patients but also for their family
carers [82, 83]. In comparison to other symptoms, breathlessness causes the highest
levels of distress [84]. Patients often describe significant restrictions in their physical
abilities, which can lead to social isolation among other things [85]. Breathlessness is
closely related to anxiety and panic [67, 68, 72, 86]. There appears to be a connection
between anxiety/panic and breathlessness, in that breathlessness causes anxiety and in
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8.2.

No.

8.1.

8.2.

8.3.

8.4.

8.5.

8.6.

turn anxiety/panic worsens breathlessness [87]. Patients describe this as a vicious circle,
which often leads to acute emergencies, hospital admissions and need of help [87, 88].

As well as statements on how to detect breathlessness, the following recommendations
also contain non drug-based and drug-based interventions for the symptomatic relief of
breathlessness. Procedures, which are causal or tumour oriented are not dealt with here
(e.g. radiotherapy, operations, tracheotomy, bronchoscopy etc.; see also the section

).
Assessment
Recommendations GoR LoE Sources
Breathlessness shall be assessed by the patient’s subjective ex- EC

perience, e.g. as part of an evaluation of several symptoms.

When undertaking a comprehensive assessment of breathless- EC
ness (incl. episodic breathlessness), breathlessness should be
evaluated in three dimensions:

e Sensory experience: Intensity/severity level of breathlessness

o Affective distress: unpleasant feeling due to breathlessness

e Symptom impact: restriction in day to day life due to breath-
lessness

[Modified 2019]

A repeated assessment of breathlessness before, during and fol- EC
lowing a symptomatic therapy shall be part of the evaluation.

For incurable cancer patients with breathlessness and considera- EC
ble cognitive or physical restrictions, the assessment of breath-
lessness shall be carried out by others (family carers or health

care team).
Potentially treatable causes of breathlessness shall be identified. EC
Where causal treatment of breathlessness is possible, it shall be EC

carried out before or parallel to a symptomatic treatment.
In this case the following shall be taken into consideration:

e Consideration of medical indication
e Burden and benefit for the patient
e Patient’s wishes

A symptomatic treatment shall either precede or occur simultaneously with optimal
treatment of the underlying condition and excluding treatable causes. This requires a
close cooperation with relevant specialists (e.g. oncology, pulmonology, radiotherapy).
In cancer patients, the following potentially reversible causes are often responsible for
breathlessness (see ).

© Leitlinienprogramm Onkologie | Palliative Care - Short Version | Version 2.2 | September 2020



8. Breathlessness 63

Table 5: Examples of possible causes for breathlessness and their causal treatment option

Cause of breathlessness Causal treatment

Anaemia Transfusion

Airway obstruction, COPD as comorbidity Anti-obstructive therapy, corticosteroids

Haemoptysis Antifibrinolytic agents, bronchoscopy or operative interventions

(stent, laser, argon beamer), radiotherapy

Infections, e.g. pneumonia Antibiotics, antimycotics
Superior vena cava syndrome Anticoagulants, vena cava stent, corticosteroids, radiotherapy
Airway obstruction due to tumour Bronchoscopy or operative interventions (stent, laser, argon

beamer), radiotherapy

Pericardial effusion Pericardiocentesis, pericardiodesis
Pleural effusion Thoracentesis, chest tube, pleurodesis
Pulmonary edema Diuretics, other appropriate, drug-based treatments
3.3. Non-pharmacological measures
No. Recommendations GoR  LoE Sources
8.7. In patients with incurable cancer and breathlessness, non-phar- EC

macological measures for the relief of breathlessness shall be
used, e.g. informing the patient about the symptom of breath-
lessness, calming or relaxation, breathing exercises or cooling of
the face.

8.8. A cool air flow directed at the face (e.g. caused by a hand held B 1- [89-91]
fan) should be administered for the symptomatic relief of breath-
lessness in incurable cancer patients with breathlessness.

8.9. A walker and other walking aids should be used for supporting B 1- [89]

mobility and for the relief of breathlessness in incurable cancer
patients with breathlessness.
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8.4. Opioids

No. Recommendations GoR LoE  Sources

8.10. Oral' or parenteral opioids* shall be administered to patients with A 1+ [92-109]
incurable cancer and breathlessness for the symptomatic relief of
breathlessness.

[Reviewed 2019, new literature added]

8.11. In cases of renal impairment with an increase in side effects, the B 3 [110]
dose and/or the choice of opioid should be adjusted according to
the clinical situation and severity of renal impairment.

8.12. There is no evidence that a correct treatment of breathlessness ST 1+ [92-96,
with opioids leads to clinically relevant respiratory depression. 98, 101-
[Reviewed 2019, new literature added] :?]7]

* Off-label use

Opioids are the only group of drugs with sufficient study evidence with regard to the
symptomatic relief of breathlessness [114, 117]. In view of this, morphine was licensed
for this indication in Australia for the first time worldwide (see Australian Register of
Therapeutic Goods (ARTG)

With pre-existing renal impairment and opioid therapy, increased vigilance is required
(see ) [112]. However, pre-existing renal impairment must not lead to a delayed
administration of opioids for symptomatic treatment of breathlessness [110]. In accord-
ance with the clinical picture (increased occurrence of side-effects?), patients with pre-
existing renal impairment (especially severe renal impairment) should receive a lower
dose, longer dosing intervals or another opioid which produces no/fewer active metab-
olites with renal excretion (see ). It is important to note that the current evidence
on the usage of opioids for renal impairment (independent of the treated symptom -
pain or breathlessness) is very limited and the recommendations are primarily based on
pharmacokinetic rationale as well as clinical experience [110, 112-114].

Table 6: Using opioids depending on the severity level of renal impairment in newly presenting or
increasing breathlessness (adapted from: King et al. 2011 and Twycross et al. 2011 [110, 112])

Level of renal insufficiency Use of opioids
Mild to moderate renal impairment All opioids, which can be used for the symptomatic treatment of
(GFR 30-89 ml/min) breathlessness, can be administered after considering a reduction in

the dose or the frequency

Monitor for changes in renal function and consider a pre-emptive opi-
oid switching in rapidly deteriorating renal function

Assess for any possible reversible causes of renal impairment

Be aware that estimations of GFR may be less accurate in the presence
of cachexia, low serum protein states, edema or acute renal failure.

' Oral application includes enteral application (e.g. by PEG [Percutaneous endoscopic gastrostomy]).
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Level of renal insufficiency Use of opioids
Severe renal impairment Opioid switching to quick releasing hydromorphone or fentanyl/bu-
(GFR < 30 ml/min) prenorphine if necessary

Significantly increased caution, close observation and evaluation in or-
der to quickly adjust the dose if necessary (dose amount or frequency)

Transdermal applications and slow releasing drugs are to be adminis-
tered with increased caution due to the delayed elimination and lim-
ited possibility of dose adjustment.

GFR = Glomerular filtration rate

Table 7: Opioids with and without active metabolites with renal excretion and possibility of dialysis
(haemodialysis) (adapted from: King et al. 2011, Twycross et al. 2011 and Murtagh et al. 2007 [110,
112, 114)])

Opioid Active metabolites with Removed by dialysis?' Safe and effective use in dialy-
renal excretion sis patients??

Morphine Yes Yes Avoid if possible

Hydromorphone (Yes) Yes Yes, with caution

Oxycodone Yes (Yes) Unclear (limited evidence)

Fentanyl No No Yes, with caution

Buprenorphine (Yes) No Yes, with caution

' Whether an opioid is cleared by dialysis or not is much more complicated than the yes/no classification used
and it has to be additionally considered whether metabolites are also removed. The yes/no classification used
here is to describe whether a significant effect of the drug or its metabolites are removed by dialysis.

2 In dialysis patients with renal insufficiency, all opioids should be used with increased caution and additional
evaluation and observation and - if necessary - a dose adjustment (amount, frequency) should occur. The classifi-
cation used here, whether an opioid can be used in patients on dialysis is a generalization and can vary from pa-
tient to patient. The classification is based predominantly on case reports and clinical experience.

8.5. Other drugs

8.5.1. Benzodiazepines
No. Recommendations GoR LoE Sources
8.13. Benzodiazepines* can be administered for the relief of breath- 0 1+ [115,
lessness if treatment with opioids is not effective. 116]

[Reviewed 2019, new literature added]

8.14. Benzodiazepines* can be administered in combination with opi- 0 1- [106,
oids for the relief of breathlessness, particularly in patients in an 117]
advanced stage of illness or in the dying phase.

* Off-label use
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8.5.2. Phenothiazines
No. Recommendations GoR
8.15. Phenothiazines* should not be administered to patients with in- B
curable cancer for the relief of breathlessness.
* Off-label use
8.5.3. Antidepressants, buspirone
No. Recommendations GoR
8.16. Antidepressants* or buspirone* should not be administered to pa- B
tients with incurable cancer for the relief of breathlessness.
* Off-label use
8.5.4. Steroids (Glucocorticoids)
No. Recommendations GoR
8.17. Steroids* can be administered to patients with incurable cancer 0
for the relief of breathlessness.
[Reviewed 2019, new literature added]
* Off-label use

8.6.

No.

8.18.

Oxygen
Recommendation GoR
Oxygen should not be administered to non-hypoxaemic patients B

with incurable cancer for the relief of breathlessness.

LoE

LoE

LoE

1+

LoE

1+

66

Sources

[118-
121]

Sources

[122-
129]

Sources

[130-
148]

Sources

(69,
149-
151]
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Cancer pain

Working Group leaders: Winfried Meifner, Lukas Radbruch

Introduction

According to the definition of the International Association for the Study of Pain (IASP),
pain is “an unpleasant sensory and emotional experience associated with actual or po-
tential tissue damage, or described in terms of such damage” [152]. In addition to the
physical components (nociception) psychological, social and spiritual dimensions also
play a role in cancer pain. In this sense Cicely Saunders coined the term “Total Pain”
which denotes the inter-relational nature of the physical, psychological, social and spir-
itual components of pain [9].

For the S3-guideline “Palliative care for patients with incurable cancer”, the 2012 pub-
lished European EAPC/Caraceni-guideline for drug-based cancer pain therapy was trans-
lated and adapted for Germany [113]. (As soon as the EAPC guideline is updated, the
update will also be included in this S3-guideline; correct as of: early 2019). All recom-
mendations from the EAPC-publication are evidence based. In addition to these recom-
mendations, further recommendations were developed for the purpose of this guideline.
Therefore, a chapter on pain evaluation was written in order to maintain a consistent
structure with other symptom related chapters in this guideline. The recommendations
on pain assessment are based on expert opinions of the guideline group. Likewise, the
evidence-based recommendations on metamizole were newly developed with the goal of
better reflecting the pain therapy practice in Germany (see section ). Adjust-
ments to the original guideline were made with regard to the particular features of Ger-
man practice. In this way, statements concerning drugs, which are not licenced for use
in Germany (diamorphine, hydrocodone), were not adopted. Wherever such adjustments
to the original text were made, they were explained in the background texts of the long
version.

The WHO has developed evidence-based guidelines for the pharmacological and radio-
therapeutic treatment of tumour pain in adolescents and adults and published them on
the occasion of World Cancer Day in February 2019 (

). Compared to the last version of the
WHO guidelines on tumour pain treatment dated 1998, the new guidelines are formu-
lated differently in some points. For example, the WHO pain-relief ladder can only be
found in the appendix, while the guidelines no longer distinguish between WHO-II and
WHO-IIl opioids. In addition to morphine, hydromorphone and oxycodone are recom-
mended. For the discontinuation of opioid therapy, non-retarded or retarded forms of
administration can be selected according to the recommendations, but in all cases the
long-term medication should be supplemented with a fast-acting as-needed medication.
The recommendations correspond to those set out in this guideline.

The guideline at hand focuses exclusively on drug-based and symptomatic treatment
options. Non-pharmacological measures (e.g. physiotherapy or psychotherapy [4]) will
not be evaluated here. Additionally, tumour specific treatments (e.g. radiotherapy, oper-
ative measures, and drug-based tumour treatments) or invasive procedures will not be
evaluated here, although they also play an important role in cancer pain therapy (for this
see organ-specific guidelines from the German Guideline Programme in Oncology,

)
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Moderate to severe cancer pain is common and occurs in 70 - 80 % of patients in an
advanced stage of cancer. According to the current knowledge, it is possible to relieve
pain in almost all patients [153]. In spite of this, data from questionnaires and observa-
tional studies indicate that many patients still suffer from moderate to severe pain and
do not receive appropriate treatment [154]. The recommendations for cancer pain refer
to various levels of pain intensity which are described as mild, moderate or severe. The
classification is based on the patient’s subjective estimation and has deliberately not
been defined more clearly. It also has not been allocated a number between 0 - 10 on
the pain scale.

Most opioid analgesics are subject to legal regulations. In everyday clinical practice the
Betdubungsmittelgesetz (Narcotics Law) and Betdubungsmittelverschreibungsver-
ordnung (BtMVV) (Narcotic Drugs Prescription Ordinance) are of particular importance.
The BtMVV regulates, among other things

e Who is permitted to prescribe which narcotics in which amounts;

e The prescription itself (form and content of the prescription);

e The documentation of the entire narcotics prescription and distribution process

e The usage of narcotics in various healthcare facilities including hospices and
specialised home care teams (SAPV)

The knowledge of these regulations is a requirement for appropriate opioid treatment.

A pharmacoeconomic evaluation was not conducted. In particular cases it can be difficult
to assess the clinical benefit, which is the basis for the recommendation, against the
higher costs of new medication in comparison to cheaper, older or less effective medi-
cation. This is the case for the fast-working opioids used for the treatment of break-
through pain and for the opioid antagonists administered for treatment of opioid in-
duced constipation. Although the possibility of bias in the included studies has been
thoroughly considered in both the EAPC/Caraceni 2012 - guideline and for the newly
developed sections for these recommendations by means of a quality evaluation, it nat-
urally cannot be completely ruled out (also see Guideline methodology report).

As part of a diagnosis of pain the possibility of a treatable cause of the pain should be
explored (including the indication for tumour-specific treatment). In general, a reduction
in tumour size normally leads to a reduction in pain. The possibility of radiotherapy
should be investigated for painful bone metastases in particular because an effective
reduction in pain can be achieved [155-157]. However, a latency period in pain reduction
is to be expected with tumour-specific treatment, hence indicating the need for a suffi-
cient drug-based analgesia up until this point. The elimination of other causes e.g. the
drainage of ascites or pleural effusions or the reduction of pain caused by liver capsule
stretch or nerve compression can also contribute to the acute relief of pressure pain.
Additionally, other forms of pressure relief e.g. the use of a venting PEG for a gastroin-
testinal obstruction can be useful. Likewise, the treatment of infections can be indicated
if pain - e.g. from mucosal lesions - can be alleviated. In general, causal treatments in
cancer pain therapy should be used. However, as a rule, these are not sufficiently effec-
tive on their own or have a delayed effect and should thus be combined with analgesia.
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9.2.

No.

9.1.

9.2.

9.3.

9.3.

9.3.1.

No.

9.4.

9.3.2.

No.

9.5.

9.6.

9.3.3.
No.

9.7.

Pain Assessment
Recommendations

Pain history and a pain related clinical examination shall be part
of every diagnosis of pain.

Where possible the assessment of pain intensity shall be made by
the patient him/herself e.g. by the use of simple one-dimensional
pain scales as part of an assessment of several symptoms.

In patients with incurable cancer and pain, as well as cognitive
and physical impairment, the assessment of pain intensity shall
be made by family carers or the health care team.

Application of Various Opioids

WHO Step Il Opioids

Recommendations

For patients with mild to moderate cancer pain, or whose pain is
not adequately controlled by non-opioid analgesics given regu-
larly by mouth, step Il opioids given orally or low doses of a step
Il opioid should additionally be administered.

WHO Step Il First-choice Opioids

Recommendations

In patients with moderate to severe cancer pain step lll opioids
shall be used.

[Modified 2019]

Morphine, oxycodone or hydromorphone can be used as the first
choice step lll opioid for moderate to severe cancer pain.

[Reviewed 2019, new literature added]

Levomethadone in Cancer Pain Treatment

Recommendations

In patients with moderate to severe cancer pain, levomethadone
can be used as a step lll opioid of first or later choice.

EC

EC

EC

GoR LoE
GoR LoE
B 1-
GoR LoE
A 1-
0 1-
GoR LoE
0 1-

69

Sources

Sources

[113,
158,
159]

Sources

[160]

[113,
161-
165]

Sources

[113,
166]
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No.

9.8.

9.4.

No.

9.9.

9.10.

9.5.

9.5.1.

No.

9.11.

Recommendations

Levomethadone shall be used only by experienced doctors due
to a complex pharmacokinetic profile with an unpredictably long
half-life.

GoR

A

LoE

1-

70

Sources

[113,
166]

In the original English guideline, the recommendations are based on methadone and not
levomethadone. In Germany, methadone (as a racemate) is only licenced for opioid re-
placement therapy in patients with opioid abuse. For treatment of pain, only levometha-
done is available on the market as a ready-to-use pharmaceutical product and is there-

fore the topic of the aforementioned recommendations.

Opioid Titration
Recommendations

In patients with cancer pain, immediate-release and slow release
oral formulations of morphine, oxycodone and hydromorphone
can be used for dose titration.

In patients with cancer pain, titration schedules for immediate-
and slow-release formulations should be supplemented with oral’
immediate-release opioids given as needed.

Routes of Administration

The Role of Transdermal Opioids

Recommendations

Transdermal fentanyl and buprenorphine can be alternatives to
oral opioids as the preferred step Ill opioid for some patients with
cancer pain.

[Reviewed 2019, new literature added]
For patients with cancer pain unable to swallow, transdermal opi-

oids can be given as an effective, non-invasive means of opioid
delivery.

GoR

GoR

LoE

LoE

Sources

[113,
167]

[113,
167]

Sources

[113,
162,
168]

[113,
169]

' Oral application includes enteral application (e.g. by PEG [Percutaneous endoscopic gastrostomy]).
In patients with dysphasia, there are other application forms in addition to transdermal and paren-
teral methods available with the usage of the appropriate pharmaceutical form. For example, mor-
phine can be administered as a fluid (fast releasing) or as slow-releasing granules through an enteral
tube (feeding tube, PEG). The availability and suitability of the various forms can be enquired about

at a pharmacy.
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9.5.2. Alternative Systematic Routes of Opioid Administration

No. Recommendations GoR LoE  Sources

9.13. The subcutaneous route for administering morphine and hydro- A 1+ [113,
morphone shall be the first-choice alternative for patients unable 170]
to receive opioids by oral' or transdermal routes.

9.14. In patients with cancer pain, intravenous infusion shall be con- A 1+ [113,
sidered when subcutaneous administration is contraindicated 170]
(e.g., because of peripheral oedema, coagulation disorders, poor
peripheral circulation, and need for high volumes and doses)

9.15. In patients with cancer pain, intravenous administration shall be A 1+ [113,
used for opioid titration when rapid pain control is needed. 170]

9.16. Intravenous and subcutaneous infusions can be used to achieve 0 3 [113,
optimum pain control in patients unable to achieve adequate an- 170]
algesia with oral and transdermal administration.

9.17. Techniques for patient-controlled analgesia can be adopted for 0 3 [113,
subcutaneous and intravenous opioid infusions in patients. 170]

9.18. When switching from oral® to subcutaneous and intravenous mor- B 3 [113,
phine administration, the relative analgesic potency should be be- 170]
tween 3:1 and 2:1.

9.19. Rectal administration of opioids should only be used as a second B 3 [113,
choice, because appropriate formulations are often not readily 170]
available and for many patients are not acceptable.

9.5.3. Spinal Administration of Opioids

No. Recommendations GoR LoE  Sources

9.20. Spinal (epidural or intrathecal) administration of opioid analge- 0 1- [113,
sics in combination with local anaesthetics or clonidine* can be 171,
given to patients in whom analgesia is inadequate or who have 172]
intolerable adverse effects despite the optimal use of oral and
parenteral opioids and non-opioid agents.

* Off-label use

' Oral application includes enteral application (e.g. by PEG [Percutaneous endoscopic gastrostomy]).
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9.6. Opioid Switching
No. Recommendation GoR LoE Sources
9.21. In patients receiving step lll opioids who do not achieve adequate 0 3 [113,
analgesia and have side-effects that are severe, unmanageable, 173,
or both, the current opioid can be switched to an alternative opi- 174]
oid.
9.6.1. Relative Opioid Analgesic Potencies
No. Recommendations GoR LoE Sources
9.22. When switching from one opioid drug to another, dose conver- B 1- [113,
sion ratios should be used. 175]
9.23. When the opioid is switched because of unsatisfactory analgesia, B 1- [113,
excessive side-effects, or both, the starting dose should be lower 175]
than that calculated dose from published equianalgesic ratios. In
all cases the dose needs to be titrated in accordance with clinical
response.
Conversion ratios are shown in together with the strength of the recommenda-
tion on the basis of current evidence.
Table 8: Relative analgesic ratios for opioid switching
Relative analgesic ratio Strength of the recommenda-
tion for use
Oral morpheme to oral oxycodone 1.5:1 strong
Oral oxycodone to oral hydromorphone 4:1 strong
Oral morphine to oral hydromorphone 5:1 weak
Oral morphine to TD buprenorphine® 75:1 weak
Oral morphine to TD fentanyl® 100:1 strong

TD = transdermal. (1) Example: 60 mg oral morphine to 35 pg/h TD buprenorphine (equal to 0.8 mg per 24 h).
(2) Example: 60 mg oral morphine to 25 pg/h TD fentanyl (equal to 0.6 mg per 24 hours).

In the first three rows of the original table, the data for the conversion ratios was incorrectly mixed up. For this
version this information was corrected. The data given here with regard to the conversion ratios is therefore cor-

rect.
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9.7. Prophylaxis and Treatment of Side Effects
9.7.1. Treatment of Opioid-related Nausea and Emesis
No. Recommendations GoR LoE  Sources
9.24. Antidopaminergic drugs (e.g., haloperidol*) and other drugs with B 1- [113,
antidopaminergic and additional modes of action (e.g., metoclo- 176]
pramide) should be used in patients with opioid-induced nausea
and emesis.
* Off-label use
9.7.2. Treatment of Opioid-related Constipation

See also section

Constipation in the chapter Constipation

No. Recommendations GoR LoE  Sources

9.25. Laxatives shall be routinely prescribed for the management or A 1+ [113,
prophylaxis of opioid-induced constipation. 177,
[Reviewed 2019, new literature added] 178]

9.26. No evidence suggests that one laxative agent should be recom- ST 1+ [113,
mended over others. 177,
[Reviewed 2019, new literature added] Il

9.27. A combination of laxatives with different modes of action can be 0 1+ [113,
administered in resistant constipation. 177,
[Reviewed 2019, new literature added] Il

9.28. In the case of opioid-related constipation, the administration of A 1+ [113,
peripherally-acting p-opioid receptor antagonists (PAMORA), such 177-
as methylnaltrexone, naldemedin, naloxegol or the combination 187]
of oxycodone with the opioid antagonist naloxone, should be con-
sidered if conventional laxatives are not effective enough.
[Modified 2019]

9.7.3. Treatment of Opioid-related CNS Symptoms

No. Recommendations GoR LoE  Sources

9.29. Methylphenidate* can be used to improve opioid-induced seda- 0 1- [113,
tion but the threshold between desirable and undesirable effects 188]
is narrow.
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No. Recommendations GoR LoE Sources
9.30. In patients with opioid-related neurotoxic effects (delirium, hal- 0 1- [113,

lucinations, myoclonus and hyperalgesia), dose reduction or opi- 188]
oid switching can be performed.

* Off-label use

9.8. Use of Opioids in Patients with Renal Failure
No. Recommendations GoR LoE Sources
9.31. In patients with severe impairment of renal function (glomerular B 3 [110,

filtration rate < 30 mL/min) opioids should be used with caution. 113]

9.32. In patients with severe impairment of renal function (glomerular B 3 [110,
filtration rate < 30 mL/min), the opioid of first choice should be 113]
fentanyl or buprenorphine administered at low starting doses
and with subsequent careful titration.

9.33. In patients with severe impairment of renal function (glomerular 0 3 [110,
filtration rate < 30 mL/min), alternative strategies, for instance 113]
reductions in dose or frequency of administration of morphine,
can be adequate short-term strategies.

9.9. Non-opioids

9.9.1. Metamizole
No. Recommendation GoR LoE Sources
9.34. Metamizole can be administered as a monotherapy in cases of 0 1- [189-

mild pain and as a combination therapy with opioids in cases of 193]
moderate and severe cancer pain as an alternative to NSAIDs and

paracetamol.

[Reviewed 2019, new literature added]

9.9.2. NSAIDs and Paracetamol as Supplement to Step lll Opioids
No. Recommendations GoR LoE Sources
9.35. NSAIDs can be added to step Ill opioids to improve analgesia or 0 1- [113,

reduce the opioid dose required to achieve analgesia. 193,
194]

[Reviewed 2019, new literature added]
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No.

9.36.

9.37.

9.10.

No.

9.38.

9.11.

No.

9.39.

9.40.

9.41.

Recommendations GoR LoE Sources
The use of NSAIDs should be restricted because of the risk of se- B 1- [113,
rious adverse effects, in particular in elderly patients and those 194]

with renal, hepatic, or cardiac failure.

Metamizole or paracetamol can be preferred to NSAIDs in combi- 0 1- [113,
nation with step Il opioids because of a more favourable side- 194]
effect profile, but its efficacy is not well documented.

Role of Adjuvant Drugs for Neuropathic Pain (Antide-
pressants and Anticonvulsants)

Recommendation GoR LoE Sources
Amitriptyline, gabapentin or pregabalin shall be considered for A 1+ [113,
patients with neuropathic cancer pain that is only partially re- 195,
sponsive to opioid analgesia. 196]

The combination of an opioid with these drugs is likely to cause
more CNS adverse events unless careful titration of both drugs is
undertaken.

Opioids for Pain Exacerbation and Breakthrough Pain

Recommendations GoR LoE Sources
Pain exacerbations resulting from uncontrolled background can- A 1+ [113,
cer pain shall be treated with additional doses of immediate-re- 197,
lease oral' opioids. 198]
In cases of pain exacerbations resulting from uncontrolled back- A 1+ [113,
ground cancer pain an appropriate titration of around-the-clock 197]

opioid therapy shall always precede the recourse to potent rescue
opioid analgesics.

In patients with cancer, breakthrough pain (e.g. incident pain) A 1+ [113,
shall be managed with oral*, immediate-release opioids or with 197,
transmucosal® fentanyl preparations. 198]

' Oral application includes enteral application (e.g. by PEG [Percutaneous endoscopic gastrostomy]).
Each medicinal product must be specifically assessed to ascertain whether it is suitable for usage
in this way.

2 The “transmucosal” pharmaceutical form includes the following administration routes: buccal,
sublingual or intranasal.
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No. Recommendations GoR LoE  Sources

9.42. In some cases of breaththrough pain, the transmucosal fentanyl B 1- [113,
preparations should be favoured over immediate-release oral opi- 197,
oids because of more-rapid onset of action and shorter duration 198]
of effect.

9.43. In patients with cancer, immediate-release formulations of opi- B 1+ [113,
oids with short half-lives should be used to treat pre-emptively 197,
predictable episodes of breakthrough pain in the 20-30 min pre- 198]

ceding a triggering event.
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Fatigue

Working Group leaders: Pia HeuRner, Lukas Radbruch

Introduction

The European Association for Palliative Care (EAPC) describes fatigue as “a subjective
feeling of tiredness, weakness or lack of energy” [219]. Cancer-related fatigue is defined
by the National Comprehensive Cancer Network (NCCN) as "a distressing, persistent,
subjective sense of physical, emotional and/or cognitive tiredness or exhaustion related
to cancer or cancer treatment that is not proportional to recent activity and interferes
with usual functioning” [220]. Glaus emphasizes the qualitative differences between eve-
ryday and cancer-related fatigue, which affects the body (physically), the emotions (af-
fectively) and the cognitive functions (mentally), lasts for several weeks and is only par-
tially relieved, if at all, by rest or sleep [221]. Tiredness in healthy individuals is a physi-
ological regulator that responds to physical or psychological exertions [222] and can be
perceived as pleasant and normal, and remedied by rest [221].

With a prevalence of 70-90% [223-231], fatigue is the most common symptom in patients
with cancer and a frequent side effect of cancer treatment [232, 233]. However, the
prevalence and influence of fatigue are often not recognised [223, 232]. Fatigue can
occur in a primary and secondary form. Primary fatigue syndrome is interpreted as a part
of inflammatory tumour syndrome, so that frequent coincidence with primary anorexia-
cachexia syndrome and depression is observed. While primary fatigue is thought to be
associated with high cytokine levels, the secondary form is triggered by cancer or treat-
ment-related symptoms or co-morbidities. As a hypothesis for the development of pri-
mary fatigue, animal studies indicate the degradation of striated musculature by a reflex
circuit with vagal afferent stimulation [234]. In most patients, several symptoms will
contribute to the development of secondary fatigue during the course of the disease
[235]. For example, peripheral energy depletion as a consequence of decreased food
intake has been postulated to be the cause of fatigue [234, 236]. However, it remains
unclear to what extent the lack of energy of patients with fatigue is primarily due to the
accompanying cachexia. Other symptoms and co-morbidities, such as anaemia, fever,
infections, depression or electrolyte and hormone imbalances, can also further deplete
the patient’s energy resources and thereby increase the feeling of energy deficiency and
fatigue [237, 238]. Similarly, new immune-modulating therapies, with new mechanisms
such as checkpoint inhibitors, can contribute to the development of fatigue [239]. For
instance, hypomagnesaemia resulting from the administration of cetuximab, a monoclo-
nal antibody of the epithelial growth factor receptor (EGFR), has been identified as a
cause of secondary fatigue [240, 241]. Many of the drugs used in palliative care to con-
trol symptoms, such as opioids, benzodiazepines, antidepressants or anti-convulsants,
can also increase fatigue due to their sedative effect.

The recommendations presented here are based on the EAPC guidelines on pharmaco-
logical and non-pharmacological treatment options for fatigue [219]. The guidelines of
the NCCN with a focus on non-pharmacological interventions for patients with cancer
(not only in palliative care setting) have been taken into account as far as possible [220].
When there was no evidence available from cancer patients in palliative stage, studies
on the treatment of fatigue in cancer patients who did not receive palliative care or in
patients with other life-limiting diseases in palliative care were considered. Exhaustion
syndromes without any association with a cancer disease, such as the Chronic Fatigue
Syndrome or fibromyalgia, are not taken into consideration. We also refer to the S3-
Fatigue Guideline, which makes recommendations for the general patient population
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[242], and to the S3 Guideline Psycho-oncological Diagnosis, Consultation and Treat-
ment (“S3-Leitlinie Psychoonkologische Diagnostik, Beratung und Behandlung”) with rec-
ommendations for the treatment of cancer patients [4].

10.2. Differential Diagnosis

No. Recommendation GoR LoE Sources
10.1. In patients with incurable cancer and fatigue, a differential diag- EC

nosis shall be made to determine whether the symptoms result
from a treatable cause (e.g. depression or drug side effects).

Table 9: Laboratory parameters for potentially treatable differential diagnoses of fatigue

Co-morbidities

Anaemia

Electrolytes

Organic dysfunctions
Hypothyroidism
Infection

Hormones

Vitamin deficiency

Parameters

Haemoglobin

Transferrin, ferritin, iron

Erythropoietin

Calcium (and albumin), magnesium, phosphate
Creatinine, urea, bilirubin, cholinesterase

TSH, free T3 and T4

C-reactive protein, procalcitonin

ACTH, cortisol, free testosterone

Melatonin

Vitamin B1, vitamin B6, vitamin B12

10.3. Assessment

No. Recommendation

GoR

10.2. Screening for fatigue in patients with incurable cancer should in-
clude questions on weakness and tiredness such as "Do you feel
unusually tired and/or weak?" or "How tired are you? How weak

are you?".

10.3. Validated multi-dimensional questionnaires can be used as part
of the assessment for patients with incurable cancer and complex

issues.

LoE

EC

EC

Sources
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No. Recommendation GoR LoE Sources

10.4. The assessment of fatigue in patients with incurable cancer shall EC
take place at the beginning and be repeated throughout the
course of the disease.

In patients with moderate to high-intensity fatigue or subjective impairment due to fa-
tigue, further information from the medical history ( ), the clinical examination
or laboratory tests (see ) are required in order to identify potentially treatable

causes of fatigue.

v v v v v

Co-medication Other
SHEMIELE LR T with sedatives R co-maorbidities

A J Y Y Y
Sleep hygiene Optimise Symptomatic
Sedatives? EEE therapy? therapy?
Y
Affectively>> { Physically=> } Mentally=>

Y Y

Physical Check cognition?

training? Exclude dementia?

2=question screening:

“Have you often felt depressed, sad or hopeless in the last month?™
“In the last month, have you experienced significantly less joy and
pleasure in things that you otherwise like to do?™

Figure 3: Assessment of fatigue: anamnesis and consequent causal therapy approaches [1]

10.4. Attitudes, strategies and treatment options
No. Recommendation GoR LoE  Sources
10.5. Specific information and therapeutic support shall be offered to EC
patients with incurable cancer who are burdened or impaired by
fatigue.
10.6. Potential causes of fatigue should be treated in patients with in- EC

curable cancer and fatigue.
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No. Recommendation GoR LoE Sources
10.7. Erythropoietin should not be used for the treatment of fatigue in EC

patients with incurable cancer due to the unfavourable risk-ben-

efit balance.

10.8. In the last few days or weeks of the patient’s life the indication
for the treatment of fatigue should be reviewed in order to avoid
stress caused by this treatment.

In patients with secondary fatigue, treatment of the underlying causes should be initi-
ated (see ). Some causes of secondary fatigue, such as anaemia, depression,
infection, dehydration, undernourishment, hypercalcaemia, hypomagnesaemia or the
sedative side effect of opioids or other medications, can be treated. Fatigue can be alle-
viated with the effective treatment of such causes.

| Therapeuticintervention

Y ¥

| Cause-specific therapy ‘ | Symptomatic therapy |

Anemia ;| | Transfusion | Non-pharma{dogica]| | | | Pharmacalogical | |
Infection }—)| | Antibiotics

treatment treatment
» Antipyretic
Fewver | drugs

Deh ydration }—)| | Hydration |

| Methylphen
] Information 5-40 mg
and advice Wodafin
e ] e
| -
|
| vation measures
| Physic@l training

Bectrol yte » | Ephosphonats,

imbalance substitution

Cachexia }—>| | Nutrition

Hypaothyroidism, Hormone
Hypodonadsm substitution

Y ¥ ¥ ¥ ¥YY

Physical therapy

Cognitive beha-

Co-medication Medication Ps ychosocial wicural therapy
with sedatives reduction/change intervention

Yoga | |
Ensure nocturnal | | =

_>| SR EErES }_)'| sleep, sedatives
—}| Depression }—>| | Antidepressants |
—)| Pain }—)| | Analgesics |

Figure 4: Therapy options for primary and secondary fatigue [1]
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10.5. Symptomatic Non-pharmacological Measures
No. Recommendations GoR LoE Source
s
10.9. Patients with incurable cancer and cancer-related fatigue should B 1- [243,
do regular aerobic endurance and strength training. 244];
Mo-
chamat
et al.
10.10. Psycho-educational procedures, particularly cognitive behav- B 1- Mo-
ioural therapies, should be offered to patients with incurable chamat
cancer and fatigue. et al.;
[245,
246]
10.11. Counselling on strategies for energy management and an en- B 1- [245]
ergy-adapted daily structure should be offered to patients with
incurable cancer and fatigue.
10.6. Symptomatic Pharmacological Treatment
No. Recommendations GoR LoE Sources
10.12. A therapy trial with methylphenidate* or modafinil* can be con- 0 1- [233]
sidered for patients with incurable cancer and fatigue.
10.13. A therapy trial with corticosteroids* can be considered for pa- 0 1- [233]
tients with incurable cancer and fatigue.
10.14. A therapy trial with corticosteroids* in patients with incurable B 4 [233]

cancer and fatigue should be limited in terms of duration due to
the potential side effects.

* Off-label use
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11.

11.1.

Sleep-related Illnesses/Nocturnal Rest-
lessness

Working Group leaders: Jan Rémi, Johannes Rosenbruch

Introduction

Sleep is required for relaxation, the processing of emotions and learning. Human beings
spend about a third of their lives asleep. Adequate sleep in terms of quality and quantity
is important for wakefulness during the day, physical and mental performance, well-
being and quality of life, among other things. In serious illnesses such as incurable can-
cer when the patient is permanently bedridden, physical and psychological stress, pain
or restlessness, both sleep and wakefulness can be disturbed and thereby lose their
important functions.

Persistent insomnia is associated with a higher risk of developing anxiety or depression
and is an important factor in the quality of life of patients with incurable cancer [247].
Disturbed sleep places a burden on patients in the form of the inability to fall asleep or
to sleep through the night, early waking, unwanted behaviour patterns during sleep or
in the form of restless sleep with increased daytime tiredness [248]. In patients with
incurable cancer, sleep disorders are a stressful symptom on the one hand, while on the
other hand they occur more frequently due to the underlying diseases or accompanying
symptoms and are often associated with situational stress, advanced age and the intake
of medications. For bedridden patients in particular, the bed becomes a living environ-
ment and is no longer reserved for sleep only. Conversely, the reduced physical activity
results in further sleep disturbances.

Sleep disorders can lead to the aggravation of other symptoms: for example, delirium
occurs more often in conjunction with sleep disorders in both the domestic and in-pa-
tient setting [249, 250]. Pain and breathlessness, however, also increase with sleep dis-
orders [251]. Disturbed sleep can be associated with an increased desire to die [252,
253]. Adequate sleep, on the other hand, can increase pain tolerance, and patients with-
out sleep disorders have significantly lower rates of depression and less fatigue [254].

Sleep disorders and daytime tiredness are distinct from fatigue, although these concepts
are not always strictly distinguishable in practice (see ). Regularly disturbed
sleep results in the intensification of fatigue syndrome, whereby fatigue during the day
can cause the quality of nocturnal sleep to decline [255]. The terms fatigue and daytime
tiredness are often used interchangeably. However, fatigue in the narrower sense is de-
fined as faster exhaustion or reduced resilience and the subjective feeling of fatigue,
weakness or a lack of energy. Daytime tiredness (DT) is the feeling of having to fall
asleep, while daytime sleepiness (DS) in the narrower sense is the tendency to need to
fall asleep too often during the day [256, 257]. Both can be an expression of fatigue.
The treatment of fatigue and sleep disorders is often complementary and both entities
have to be considered in the differential diagnosis (see chapter ).

Table 10: Definition of sleep-related complaints and related terms

Term

Sleep disorder

Definition Burden on patients

Disturbance of sleep in the narrower Insomnia, resulting daytime tiredness or

sense. unusual behaviour (sleepwalking) lead to
complaints.
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Term

Daytime sleepiness
(DS)

Daytime tiredness
(DT)

Fatigue

Definition

Reduction of central nervous activation
with urge to fall asleep and actual falling
asleep. Also known as the urge to fall
asleep. Measurable through vigilance
tests.

A general term used to describe the re-

duction in psychological and physical per-

formance as a consequence of stress.

Subjective perception of physical and/or
mental exhaustion. This occurs without
stress or is disproportionately strong

83

Burden on patients

DS can reduce participation in everyday
life, can limit the driving abiliy.

DT is a normal experience of every hu-
man being, provided that it does not
cause any restrictions in everyday life. If
this results in restrictions, or if compen-
sation mechanisms have been exhausted,
it can be pathological.

Fatigue reduces participation in everyday
life and the ability to perceive participa-
tion as pleasant and not as a burden.

compared to the stress level.

Sleep disorders are many and varied. Statements made by patients saying that their sleep
is disturbed are not to be equated with a diagnosis of classic insomnia. Disturbed sleep
can occur in the form of insomnia with an actual lack of sleep. However, the core symp-
tom is often a disturbance to the sense of well-being during the day, so that the path to
the diagnosis is often first reached by, for example, the complaint of daytime tiredness.
The International Classification of Sleep Disorders (ICSD-3, ) shows the
diversity of the disorders. This divides sleep disorders into seven main groups: insomnia
(sleeplessness), sleep-related breathing disorders, hypersomnias of central origin, circa-
dian rhythm disorders, parasomnias (undesirable behaviour patterns while sleeping),
sleep-related movement disorders (such as restless legs syndrome) and other sleep dis-
orders. All disorders can occur in patients with incurable cancer; their respective signif-
icance varies depending on the palliative context.

Overall, sleep disorders are very common in palliative care patients (up to 100% of pa-
tients depending on the setting), especially in patients with incurable cancer [258], alt-
hough their significance for the patient has to be recorded individually. The prevalence
differs, sometimes considerably, due to the different assessment instruments. In pa-
tients with incurable cancer, sleep disorders are often disregarded and reported too
rarely, as they are not sufficiently taken into account or perceived along with the other
symptoms [259-264]. For the frequency of sleep disorders see . Insomnia sleep
disorders are a well described symptom area in cancer patients, although the study sit-
uation is still relatively small in non-cancer palliative patients [254, 265]. The causes are
many and varied and can be subdivided into psychological (emotional stress, nocturnal
restlessness) and physical (pain, breathlessness, etc.) causes [265-267]. Chronic pain
frequently results in insomnia [268, 269]. Sleep disorders are a burden not only for pa-
tients, but also for their family carers [270, 271] and can in turn lead to sleep disorders
in the carers [272].

© Leitlinienprogramm Onkologie | Palliative Care - Short Version | Version 2.2 | September 2020


http://www.aasmnet.org/

11. Sleep-related llinesses/Nocturnal Restlessness

Table 11: Frequency of sleep disturbances

Sleep disturbance/
prevalence according to
situation

Insomnia

Sleep-related breathing
disorders (AHI = Ap-
noea/Hypopnoea Index)

Hypersomnia

(high level of daytime
tiredness without other
cause)

Sleep-related movement
disorders, restless legs
syndrome (RLS)

Parasomnias

(unwanted behaviour pat-
terns during sleep)

Circadian rythm disorders

Patients with
incurable
cancer

30-100% [258,
264]

Unknown

Unknown

1-50% [280,
281]

Unknown

Unknown

Dying phase

Very common
[258]

Unknown

Unknown

Unknown

Unknown

Unknown

Patients with
depression

16-20% [273]

Unknown, SRRD
patients have a
1.8-fold risk of
depression [275]

Up to 50% of
narcolepsy pa-
tients have de-
pression before
diagnosis [277]

Depression is
more common in
RLS. RLS in de-
pression no data
[282]

Unknown

Increased, ex-
tent unknown
[286]

84

Total population

Approx. 10% [274]

Men 3-7%;
Women 2-5%;
AHI >5 at 20%;
AHI >15 at 6%
[276]

<0.1% [278, 279]

Requiring treatment 2.4-
3.5%
[283, 284]

Children up to 17%;
Adults up to 4%
[285]

Intrinsically rare (<1%);
Extrinsic (shift work, jet
lag) frequent (>20%)

The diagnosis and therapy of sleep disorders is pragmatically described in detail in the
S3 Guideline of the German Society for Sleep Medicine (DGSM) “Nonrestorative Sleep” in
its 2009 version [287]. This guideline is currently being revised, with individual chapters
such as sleep-related respiratory disorders and insomnia having already been published
[256, 288]. The present chapter of the S3 Guideline on Palliative Care does not replace
the guideline on “Nonrestorative Sleep”, but is intended to complement it with regard
to the specific requirements and situations in the palliative setting. Therefore, the gen-
eral, non-palliative medical principles are only briefly presented in an overview, with the
focus lying on the special conditions of sleep disorders in patients with incurable cancer
and in the palliative situation.
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11.2. Symptom lIdentification and Assessment
No. Recommendation GoR LoE Sources
11.1 In the assessment of symptoms in patients with incurable cancer, EC
the patient shall be asked about sleep disorders and daytime
tiredness/daytime sleepiness.
11.2. Questionnaires for symptom assessment in patients with incura- EC

ble cancer should include sleep disorders.

The medical history should take into account that sleep disorders can occur in the three
dimensions of subjectively disturbed sleep (e.g. insomnia), sleep disorders (parasom-
nias) and increased daytime tiredness/daytime sleepiness (see ).

Table 12: Typical symptoms of sleep disorders in patients with incurable cancer

Symptom

Sleeplessness/"insomnia"

Daytime tiredness/
daytime sleepiness

Sleep-related breathing
pauses

Restless legs complaints

Disruption of the daily
rhythm

Parasomnias

(undesirable behaviour pat-
terns out of a state of
sleep)

Possible causes

Concerns about illness, depression, anxi-
ety, pain, breathlessness, nocturnal dis-
turbances (e.g. care measures), substance
abuse, medications

Nonrestorative night sleep (sleep apnoea,
restless legs syndrome (RLS), sleep depriva-
tion, side effects of medication, depres-
sion, tumours, chemotherapy)

Sleep apnoea syndrome, opioid or benzodi-
azepine effect, head and neck cancers, lung
diseases, heart failure, dying phase

RLS, neuropathy, peripheral artery disease,
rheumatic diseases, myopathies, medica-
tions

Lack of daily structure, nocturnal disturb-
ances (e.g. care measures), lack of time in-
formation (e.g. light), delirium

Parasomnias can pre-exist (e.g. sleepwalk-
ing), possibly triggered by psychotropic
drugs, anti-cholinergics

Assessment

(Third-party) medical history,
actigraphy (activity measurement)

Third-party medical history, Ep-
worth Sleepiness Scale

Third-party medical history di-
rectly for breathing pauses, medi-
cal history and third-party medical
history for the resulting daytime
tiredness/daytime sleepiness

Medical history

Medical history, third-party medi-
cal history

Medical history, third-party medi-
cal history

If questionnaires are used for general symptom assessment, the use of questionnaires

that also screen sleep disorders is recommended (see

).
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Table 13: Questionnaires that also cover sleep disorders (selection)

Questionnaire Sleep contents Data collection Litera- Language

ture
Edmonton Symptom Tiredness (NRS) Patient [260] English, modified German
Assessment System version: MIDOS [44]

Revised (ESAS-r)

Brief Pain Inventory Sleep disorders Patient [259] Englisch, German
due to pain
IPOS Fatigue Patients/profession-  [289] Englisch, German

als/family carers

M.D. Anderson Symp- Sleep disorder Patient [290] Englsh, German (only linguis-
tom Inventory tically validated)
(MDASI)

11.3. Diagnosis and Differential Diagnosis
No. Recommendation GoR LoE Sources
11.3. The use of diagnostic methods beyond the medical history (e.g. EC

patient-based questionnaires or sleep laboratory) should be criti-
cally evaluated in patients with incurable cancer with regard to
their therapeutic consequences.

11.4. When taking the medical history of sleep disorders, a psychoso- EC
cial, spiritual and somatic medical history with the assessment of
all currently administered drugs shall be performed.

11.5. In patients with incurable cancer and sleep disorders, a differen-
tial diagnosis shall be performed to determine whether the symp-
toms are due to a treatable or modifiable cause (e.g. pain, anxi-
ety, side effects of medication, respiratory or movement disor-
ders, dry mouth).

11.3.1. Insomnias

Insomnias are one of the most important groups of sleep disorders. The patient typically
reports problems falling asleep and sleeping through the night. The diagnosis is made
by means of the medical history, sleep questionnaires and sleep diaries (53 Guideline on
"Nonrestorative sleep” of the German Sleep Society (DGSM) [288]). In patients with incur-
able cancer, the medical history has priority. It includes a comprehensive psychosocial
(e.g. anxiety, depression, sadness), spiritual (e.g. feelings of guilt, fear of death) and
somatic medical history with a record of all medications (see ).

Table 14: Insomnia-promoting substances

Substances that promote insomnia

Alcohol Other intoxicants

© Leitlinienprogramm Onkologie | Palliative Care - Short Version | Version 2.2 | September 2020



11. Sleep-related llinesses/Nocturnal Restlessness 87

Substances that promote insomnia

Stimulants (coffee, amphetamines) Diuretics
Blood pressure medications (beta-blockers) Anti-asthmatics (theophylline, sympathomimetics)
Antibiotics (gyrase inhibitors) Activating antidepressants
Steroids (esp. evening intake) Anti-dementia drugs
11.3.2. Sleep-related Breathing Disorders

Sleep-related Breathing Disorders (SRBD) are characterised by disorders of physiological
breathing during sleep due to apnoeas and hypopnoeas. The breathing pauses are as-
sociated with hypoxia, with hypercapnia and acidosis, and neurophysiologically with
arousals during sleep, but have to be distinguished from changing patterns related to
the dying phase. The typical symptoms of a sleep-related respiratory disorder (SRRD) are
an exacerbated form of daytime fatigue. Assessment instruments for SRRD are presented
in

Table 15: Questionnaires for Sleep-related Breathing Disorders (SRBD)

Questionnaire Description

Epworth Sleepiness Scale Records daytime sleepiness as a central symptom of SRBD [291]
STOP-BANG questionnaire Screening tool for SRBD [292] ( )
Berlin questionnaire Detailed questionnaire for sleep apnoea [293]

11.3.3. Restless Legs Syndrome (RLS)
Restless legs syndrome is a clinical diagnosis. The core symptom is unpleasant restless-
ness in the legs (the arms may also affected, however less frequently). The symptoms
occur mainly at rest, are pronounced in the evening and at night and improve as soon
as the patient moves.
11.3.4. Parasomnias
Parasomnias are disorders during sleep in which involuntary and unwanted behaviour
patterns occur. Typical examples are sleepwalking, night terrors, REM sleep behaviour
disorder and nightmares [287].
11.3.5. Circadian (Day-night) Rhythm Disorders
No. Recommendation GoR LoE Sources
11.6. In the medical history, the patient should be asked about any EC

shift/reversal of the day-night rhythm.
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11.4.

No.

11.10.

11.5.

No.

11.11.

88

Framework Requirements and Treatment Principles

Recommendation

The expectations regarding sleep shall be addressed.

In the selection of non-pharmacological and pharmacological
intervention for sleep disorders in patients with incurable can-
cer, both the stage of the disease and the severity of the symp-
toms shall be considered.

All medical interventions, which potentially represent a burden
with respect to the sleep of the patient with incurable cancer,
should be critically evaluated for their benefit in the overall con-
text.

In the case of psychosocial and spiritual causes of sleep disor-
ders (e.g. anxiety, depression, sadness, feelings of guilt, fear of
death), patients with incurable cancer shall be offered conver-
sations and/or therapeutic interventions.

Non-pharmacological Measures
Recommendation

The sleep hygiene of patients with incurable cancer shall be
evaluated and optimised in the case of nocturnal complaints.

The distinction between day and night should be made easier
for the patient by means of a clear daily structure.

Stimulus control can be used in patients with incurable cancer
to improve sleep quality.

Cognitive behavioural therapy for insomnia can be performed
in patients with incurable cancer.

Relaxation techniques such as autogenic training and progres-
sive muscle relaxation can be used to treat insomnia in patients
with incurable cancer.

A high daytime light exposure can be used to improve the day-
night rhythm in particular and well-being in general.

CPAP therapy can be used for patients with incurable cancer and
obstructive sleep apnoea.

GoR LoE

EC

EC

EC

EC

GoR LoE

EC

EC

EC

0 2++

EC

EC

0 2-

Sources

Sources

[288]

[256]
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The general prerequisites for good sleep are summarised under the term of sleep hy-
giene (see ) [288, 294]. Not every practice is supported by evidence, but com-
pliance with these practices is generally regarded as conducive.

Table 16: Practices for good sleep hygiene [288]

Measures

No caffeinated drinks after lunch

Avoid alcohol as much as possible and do not use it to help you fall asleep.
Regular physical activity

Reduction of activity before sleeping

Introduction of a personal sleep ritual

Pleasant atmosphere in the bedroom, appropriate room temperature and humidity
No repeated time checks at night (alarm clock, wristwatch, smartphone)

No use of smartphone or notebook in bed

No salty drinks or food before going to bed

Stimulus control is a behavioural therapy based on classic conditioning. This is suitable
for the treatment of insomnia disorders. The stimulus of "lying in bed" should be asso-
ciated with "sleeping” behaviour [295]. For patients who are not bedridden, the following
methods may be considered (see ):

Table 17: Stimulus control methods (where feasible)

Methods
Patients should only go to bed if they are clearly tired in terms of sleep readiness.
In bed patients should only sleep.

If they do not fall asleep within 10 minutes, patients should get up and go back to bed only
when they are very tired. This step can and should be repeated if falling asleep is still not pos-
sible.

Patients should have fixed bed times.
Patients should always get up at the same time every morning.
Patients should not stay in bed longer if the night was bad.

Patients should not sleep during the day.
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11.6. Pharmacological Treatment
No. Recommendation GoR LoE Sources
11.18. The pharmacological treatment of sleep disorders shall be EC

cause-specific.

11.19. When sedatives are used for other indications, their effects on EC
sleep should be used in case of concomitant insomnia.

11.6.1. Pharmacological Treatment of Insomnias

11.6.1.1. Treatment Principles
No. Recommendation GoR LoE Sources
11.20. The common period of short-term pharmacological treatment EC

(3-4 weeks) of insomnias can be extended in patients with in-
curable cancer.

11.6.1.2. Recommendations and Data for Patients with Incurable Cancer
No. Recommendation GoR LoE Sources
11.21.  Zopiclone and zolpidem should be preferred for the short-term B 4

treatment of insomnias in patients with incurable cancer, and
sedative antidepressants over the medium-term.

11.6.1.2.1. Z-Substances (Zopiclone and Zolpidem)
No. Recommendation GoR LoE  Sources
11.22. In patients with incurable cancer, zopiclone and zolpidem B 1- [296]

should be used for the short-term treatment of insomnia.

The Z-substances zopiclone and zolpidem act on the benzodiazepine receptor. They
have some dependence potential, but a lower addiction potential than pure benzodiaz-
epines. The main difference with most pure benzodiazepines is their significantly shorter
half-life (see ).

Table 18: Z-substances and benzodiazepines for the treatment of insomnia

Active substance Half- Insomnia Comment Instructions for appli-
and dose (mg) life (h) approval cation

Z-SUBSTANCES
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Active substance Half- Insomnia Comment Instructions for appli-

and dose (mg) life (h) approval cation

Zolpidem 5-10 2-4 Yes No active metabolites, most pre- All Z-substances and

scribed hypnotic, dosage benzodiazepines are
>10 mg, narcotic only licensed for the
short-term treatment (3-
Zopiclone 3.75-7.5 5-6 Yes Typical side effect: bitter or me- 4 weeks) of insomnias.
tallic taste Prescribe the smallest
pack size.

BENZODIAZEPINES' Evaluate carefully the in-
dication.

Triazolam 0.125-0.25 2-5 Yes Dosage >0.25 mg, narcotic ] .
Define therapy duration
before start.

Lormetazepam 0.5-1 12 Yes Half-life in older patients up to

>20 h Reduce doses early.

Avoid in the case of a

Temazepam 10-20 5-13 Yes Dosage >20 mg, narcotic history of addiction.
Oxazepam 10-20 8-12 Yes Metabolite of diazepam, no ac-

tive metabolites itself
Nitrazepam 5-10 15-30 Yes Drowsiness and fatigue possible,

little influence on REM sleep
Diazepam* 5-10 24-48 No Half-life of active metabolites 50-

80 h, availability also i.v. and p.r.
Clonazepam® 0.25-2 30-40 No Use in epilepsy and parasomnias

* Off-label use

' Lorazepam is used for anxiolysis and in the treatment of epileptic seizures. Lorazepam is not the first-choice
drug for insomnia and is therefore not referred to in this table.

11.6.1.2.2. Sedative Antidepressants
No. Recommendation GoR LoE Sources
11.23. a) Sedative antidepressants can be used for the short-term phar-  0/B 1- [297-
macological treatment of insomnia. 300]

b) Sedative antidepressants should be used for the medium-
term pharmacological treatment of insomnia.

Antidepressants have also become a widespread substance group for the treatment of
insomnias not associated with depression in the general population when non-pharma-
cological measures are not sufficiently effective (see ). Typically, lower dosages
are used for insomnia treatment than for the treatment of depression. For some sub-
stances, the sleep-promoting effect is even no longer significant at higher doses (e.g.
mirtazapine). These are preferred over the benzodiazepines for the exclusive treatment
of insomnia because of their lack of dependency potential and drowsiness and fatigue.

© Leitlinienprogramm Onkologie | Palliative Care - Short Version | Version 2.2 | September 2020



11. Sleep-related llinesses/Nocturnal Restlessness 92

Table 19: Sedative antidepressants

Active substance Half-life Comment
and dose (mg) (h)
Doxepin 3-100 8-24 Licensed for sleep disorders associated with depression; side effects:

anti-cholinergic effects; ECG changes; phototoxic reactions possible

Agomelatine* 25-50 1-2 Effect on melatonin and histamine receptors. Possible circadian resyn-
chronisation

Trazodone* 25-100 5-8 No anti-cholinergic side effects, no weight gain; QTc prolongation; in
combination, serotonergic syndrome can occur

Amitriptyline 25-100 10-28 Adjuvant pain therapy; effective in specific headache therapy; anti-cho-
linergic side effects; QTc prolongation; degraded via CYP3A4

Trimipramine 50-100 24 (15-40) Licensed for sleep disorders associated with depression; anti-cholinergic
side effects; adjuvant pain therapy; leukopenia; weight gain

Mirtazapine* 7.5 20-40 Sleep-inducing effect above all in the low dose range. Side effects: occur-
rence of RLS symptom. Increase in appetite (possibly intended in the
case of patients with incurable cancer)

* Off-label use

11.6.1.2.3. Benzodiazepines

No. Recommendation GoR LoE Sources

11.24. For the treatment of insomnia, benzodiazepines should be se- B 4 [301-
lected only where other indications for their application also ex- 303]
ist.

In patients with incurable cancer, benzodiazepines may play a more important role be-
cause other symptoms such as anxiety might be treated concomitantly; however, the
synergistic effect has not been studied. The half-lives of the benzodiazepines can vary
considerably (see ). This should be considered during the selection process and
attention should be paid to side effects on the following day, such as fatigue, unsteady
gait or impaired driving ability.

11.6.1.2.4. Sedative Anti-psychotics
No. Recommendation GoR LoE Sources
11.25. In patients with incurable cancer, sedative anti-psychotics can 0 3 [304]

be used to treat insomnia if other therapies are not possible or
if they can be used synergistically for other symptoms.

© Leitlinienprogramm Onkologie | Palliative Care - Short Version | Version 2.2 | September 2020



11. Sleep-related llinesses/Nocturnal Restlessness 93

Anti-psychotics are not recommended for the treatment of isolated sleep disorders in
the general population. However, in cancer patients and elderly patients at risk of devel-
oping delirium, they can help with prevention. If there is another indication for the ad-
ministration of a neuroleptic drug, a sedating neuroleptic drug could be chosen if sleep

disturbance is also present (see ).

Table 20: Sedative anti-psychotics

Active substance and Half- Comment
dose (mg) life (h)
Melperone 10-100 6-8 Licensed for insomnia. Extrapyramidal symptoms (EPS, dyskinesias) rare;

available as a syrup

Pipamperone 40-120 17-22 Licensed for insomnia. Delirium treatment; no anti-cholinergic side ef-

fects; more EPS than melperone; available as a syrup

Prothipendyl* 40-120 2-3 Clear first-pass effect, therefore i.v. and i.m. lower doses; blood pres-

sure reduction; dry mouth; available as drops

Quetiapine* 12.5-150 7(-12) Potent neuroleptic at higher dosages. Unretarded use is better for a

sleep-inducing effect, very low EPS risk; orthostasis; degradation via
CYP3A4; available as a syrup

Chlorprothixene* 15-90 8-12 For the therapy of mania; to be used only with special caution in cases

of depression; anti-cholinergic side effects

Levomepromazine* 2.5-5 15-30 Long half-life, therefore, tends to have a rather general calming effect,

risk of drowsiness. Available as an i.v. solution and as drops

Olanzapine* 5-10 32-52 Potent neuroleptic. Long half-life, therefore, tends to have a rather gen-

eral calming effect, risk of drowsiness. Available as an orally disintegrat-
ing tablet and as drops.

* Off-label use
11.6.1.2.5. Melatonin

No. Recommendation GoR LoE Sources
11.26. For the treatment of insomnia, melatonin can be administred 0 1+ [305-

after application of other substance classes. 307]

11.6.2. Pharmacological Treatment of Restless Legs Syndrome

No. Recommendation GoR LoE Sources
11.27. The pharmacological treatment of restless legs syndrome EC

should make use of synergistic effects of other symptom-ori-
ented treatments.

© Leitlinienprogramm Onkologie | Palliative Care - Short Version | Version 2.2 | September 2020



11. Sleep-related llinesses/Nocturnal Restlessness 94

11.6.3. Special Aspects

No. Recommendation GoR LoE Sources

11.28. Intermittent sedation (parenteral or sedatives with a long half- EC
life) should not be used as a treatment for sleep disorders un-
less it is within the context of other symptom therapies.

See also section Medication and Measures in the Dying Phase/Withdrawal of Medication
and Measures in the Dying Phase in the chapter on the dying phase.
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12.

12.1.

Nausea and Vomiting (not Tumour Ther-
apy-related)

Working Group leaders: Gesine Benze, Bernd Oliver Maier

Introduction

Nausea and vomiting are two independent symptoms, but one is often accompanied by
the other.

In this guideline, we use nausea synonymously with the feeling of having to vomit, and
vomiting for the process itself, which results in the ejection of stomach or bowel con-
tents through the mouth. The main somatic consequences associated with vomiting may
be inappetence, malnutrition, dehydration, electrolyte disorders and mucous membrane
damage. Furthermore, it is more difficult or maybe impossible to take medication orally.
For patients, nausea and vomiting have a significant impact on their quality of life [317,
318].

This guideline describes nausea and vomiting not induced by tumour therapy, in pallia-
tive care patients with oncological disease.

Nausea and vomiting can also be induced by tumour-specific therapies such as chemo-
therapy, immunotherapy and radiotherapy. The evidence on this symptom complex,
known in the literature as CINV (chemotherapy-induced nausea and vomiting), is good,
with evidence-based guidelines having been implemented. In particular, we refer here to
the S3 Guideline Supportive Care (“Supportive Therapie bei onkologischen Patientlnnen”
- Langversion 1.1, 2017) [2], in which tumour therapy-induced nausea and vomiting are
specifically addressed. In practice, it has to be taken into account that in many cases a
clear distinction between tumour therapy-related and not tumour therapy-related is often
not possible. Therapy-related triggers indeed often coexist with potential disease-spe-
cific triggers. Some therapeutic approaches can be applied in both situations and may
have positive effects.

Malignant intestinal obstruction as a special form of functional restriction of the gastro-
intestinal tract is usually accompanied by nausea and vomiting. The therapy of nausea
and vomiting in the context of malignant bowel obstruction is discussed in a separate
chapter of the guideline (see the chapter on ), be-
cause of specific aspects of these symptoms and of their aetiology.

The aim of this chapter is to present recommendations, which are based on the evidence
for anti-emetic therapy in patients with incurable cancers who require palliative care.
These recommendations take into account the complex situation of severely ill patients.
They aim to alleviate nausea and to reduce the frequency of vomiting by means of non-
pharmacological and pharmacological interventions.

Epidemiology and pathogenesis

Many of the studies on nausea and vomiting address both symptoms, without any pre-
cise differentiation between the individual prevalence figures for nausea or vomiting.
Values of approximately 10-70% for nausea in cancer patients at an advanced stage and
approximately 10-40% for vomiting [231, 319-326] show the significance of the symp-
tom complex.
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There are many and varied causes leading to the development of the symptom complex
of nausea and vomiting: toxic substances, metabolic, gastro-intestinal and central dis-
orders, as well as a psychological genesis have been plausibly demonstrated. A multi-
factorial aetiology is the rule rather than an exception and a clear classification is often
not possible.

In approximately 50% of the cases, the cause lies in organic and functional changes in
the gastro-intestinal tract [327, 328].

Drugs or drug interactions are frequently the cause of nausea and vomiting. At the be-
ginning of opioid application, for example, up to 40% of previously opioid-naive cancer
patients suffer from nausea and vomiting as side effect [329]. With regard to the treat-
ment of opioid-related nausea and vomiting, please see the chapter on

Pathophysiology

Various anatomical structures play a role in the development of nausea and vomiting. In
the central nervous system these are the chemoreceptor trigger zone in the area
postrema on the floor of the IV ventricle, the vomiting centre in the brainstem, the cer-
ebral cortex and the vestibular apparatus, peripheral vagal afferents and the gastro-in-
testinal tract [323, 330, 331]. Impulse transmission takes place via a large number of
neurotransmitters and receptors, such as muscarinic acetylcholine (mACh), histamine
(H,), dopamine (D,), serotonin (5HT,, 5HT;, 5HT,) and neurokinin (NK,) receptors [323].

Assessment and impact of the symptoms and therapeutic approaches

Often, the patient’s subjective perception of the burden and the assessment of third
parties differ. The invisibility of the feeling of nausea compared to the visual and olfac-
tory presence of vomiting is considered to be a possible reason. As a consequence, the
third parties tend to overestimate the impact of vomiting on the patient and to underes-
timate the effect of nausea. Nausea can have a greater negative impact on the quality of
life than vomiting [332]. Vomiting and vomit trigger aversive reactions, such as a feeling
of disgust among third parties. This can in turn result in people distancing themselves
from the patient. It is not uncommon for feelings of helplessness or frustration to arise
in the social environment. This social dimension and its effects on the planning of care
and the emotional attachment of those affected must be taken into account when estab-
lishing goals of care.

Various non-pharmacological and pharmacological treatments are available. Due to the
often multi-factorial aetiology and a discrepancy in the evaluation of the symptoms by
the patient, family carers and health care providers, it can initially be challenging to
reach a consensus on a realistic goal of care and an effective therapy.

Literature on the therapy of this two symptoms, which are associated with each other
time and again in the palliative situation, does not consistently distinguish between the
assessment of one or the other symptom. Therefore, taking into account the evidence
available, a differentiation of the therapy effectiveness of the individual symptoms is
only possible on a selective basis.
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12.2.

No.

12.1.

12.2.

12.3.

12.4.

12.5.

12.6.

12.7.

Assessment

Recommendations

Patients with incurable cancer shall be asked about the presence
of nausea and vomiting during every symptom assessment as
part of a systematic assessment of symptoms.

The medical history for nausea and vomiting in patients with in-
curable cancer should assess the following aspects for each of
the two symptoms:

e Frequency, intensity and duration

e Simultaneous occurrence of other symptoms

e Temporal connection with food, fluid and drug intake

e Intensity of the subjective symptom burden

e Impairment of the oral intake of food, fluids and drugs

e Triggering and modulating factors (including psychosocial
stress)

e Current medication history, including tumour-specific ther-
apy

o Effect of vomiting (Relief? Improvement in nausea?)

The medical history of vomiting in patients with incurable cancer
should also record the following aspects:

e Appearance of the vomit
e  Amount of vomit
e Smell of the vomit

The significance of nausea and vomiting and their burden on
third parties of a patient with incurable cancer shall be recorded.

The extent of the physical examination, the instrumental and la-
boratory diagnostics relating to patients with nausea and vomit-
ing and incurable cancer shall be weighted on the basis of pro-
portionality against the clinical situation, disease phase and rele-
vance to decisions.

The intensity of the burden caused by nausea and vomiting in
cognitively fit patients shall be evaluated by self-assessment, e.g.
by means of a validated self-assessment tool that records several
symptoms.

The subjective burden of nausea and vomiting in patients with
incurable cancer should be determined for rapid and frequent as-
sessment using one-dimensional assessment tools (VAS/NRS) or
within the framework of a several symptom assessment, e.g. with
MIDOS/ESAS' or IPOS.

' MIDOS is the German version of the ESAS, the Edmonton Symptom Assessment Scale.

GoR

LoE

EC

EC

EC

EC

EC

EC
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Sources
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The medical history and diagnostics provide a clinically-relevant working hypothesis as
the basis for the therapeutic decisions. It should be determined whether or not the cause
is reversible and in which phase of life the patient is (see ).

Patient with incurable cancer and
nausea and/or vomiting

Clarify the genesis

- medical history

- physical examination

- laboratory, if applicable
- instrumental diagnostics, if applicable

psychogenic and

drug-induced metabolic gastro-intestinal central .
psychosocial
- polypharmacy - uraemia - gastroparesis - primary brain - anticipatory
__________________ - hypercalcaemia - gastro-oesopha- tumours - stress
- liver failure geal - brain metastases - anxiety
- opioids - ketoacidosis - reflux - cerebral haemor- - feeling of disgust
- antibiotics - hypoglycaemia - gastric outlet ste- rhage - depression
- anti-arrhythmics - nosis - cerebral infarc- -
- anti-diabetics - ulcers tion
- anti-rheumatics - intestinal ob- - hydrocephalus
- anti-convulsants struction - brain abscess
- levodopa - intestinal paraly- - meningo-enceph-
- cytostatic drugs sis alitis
= - constipation - commotio
- Gl infections cerebri
- biliary colic - migraine
- - M. Meniere
- Kinetosis
Figure 5: Differential diagnoses of nausea and vomiting
12.3. The Principles of Treatment
No. Recommendations GoR LoE
12.8. Patients with incurable cancer and their family carers shall be
informed individually and in a situation-specific manner about
the causes of nausea and vomiting.
12.9. Patients with incurable cancer and their family carers shall be

supported with the development of coping strategies.

EC

EC

further causes

- hypertensive cri-
sis

- myocardial infarc-
tion

- heart failure

- hypotonic dehyd-
ration /hyperhydra-
tion

- food
- alcohol

- post-operative
(PONV)

Sources
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12.10. Aggravating factors for nausea and vomiting, in particular EC
stress and a smell and/or taste perceived as unpleasant by the
patient, shall be avoided.

It is essential that the effectiveness of the measures used is evaluated by means of an
appropriate symptom assessment (see ).

Nausea and vomiting

Symptom-related factors Patient-related factors
Aetiology/ reversibility/ < anamnesis Individual and situational decision
influenceability context

J

Physical examination

Indications of improvement potential? — 1 Y&S ]
Life phase/prognosis
| —————— Significance for the appropriateness
of the diagnostics/therapy
no
el Hypothesis i
Laboratory and/or sonography __ es D> for effective f yp < o Therapeutic target
Indications of improvement potential? Y treatment Olabbioby Significance for the appropriateness
riateness of the diagnostics/therapy
| plan
no \ / Priority list in the case of
\l/ polysymptomatics
Significance for the appropriateness
Synthesis of the diagnostics/therapy
Further technical investiga- \l/
tions —( yes .
(endoscopy, x-ray, CT ...) Implementation
Indications of improvement potential? \l/

Success monitoring

Figure 6: Establishing and re-evaluating a treatment plan considering its appropriateness
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Assessment
Patient with incurable cancer and - anamnesis
nausea and/or vomiting —> - physical examination

- appropriate further diagnostics
(laboratory, apparatus-based diag-

.

100

General and non-pharmacological

measures as well as counselling of
the patient and family carers

modification of the environment

(smells, minimisation of stressors,

etc.)

traction)

good oral hygiene
relaxation therapy caemia)
concentration on other things (dis-

modification of food and drinks in

appropriate
Therapy e.g. of:
- Infections
Constipation, gastro-intestinal ob-
struction
Electrolyte disorders (e.g. hypercal-

Drug side effect (if possible, discon-
tinue or rotate the triggering drugs)
- Cerebral pressure

Dehydration, kidney failure

terms of type and quantity (small
portions), elevation of the upper
body, especially after eating.

Treatment of the triggering causes, if Genesis-specific symptomatic drug

therapy

Gastro-intestinal
Hypomotility:
- MCP
Obstruction:
- haloperidol
- 5HT3 antagonists

Chemical (medica- Vestibular Central-nervous Unclear cause
tions/ toxins) Dimenhydrinate Increased intracranial - MCP
- MCP pressure: - haloperidol
- haloperidol - Dexamethasone - Levomepromazine
Chemotherapy: - Dimenhydrinate - 5HT3 antagonists
See S3 Guideline on Anxiety: - Dexamethasone
supportive care [2] - lorazepam

Figure 7: General, non-pharmacological and pharmacological measures for treating nausea and
vomiting

12.4.

No.

12.11.

12.12.

12.13.

12.14.

Non-pharmacological Measures
Recommendations

After each case of vomiting, oral hygiene shall be offered to the
patient and made possible.

Food should be offered to the patient with nausea and vomiting
and incurable cancer in small, appetising portions.

In patients with incurable cancer and significantly reduced oral
fluid and food intake due to nausea and vomiting with impend-
ing or actual exsiccosis, or nutrient deficiency, it shall be deter-
mined whether parenteral substitution is indicated, depending
on the goal of care.

Relaxation techniques should be offered to patients with incur-
able cancer, in order to alleviate nausea and vomiting regard-
less of the trigger.

GoR LoE Sources

EC

EC

EC

EC
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12.15. Behavioural therapeutic methods (e.g. systematic desensitisa- EC
tion) and hypnotherapeutic methods should be offered to pa-
tients with incurable cancer if there is evidence of mental
causes.

12.16. If vomiting persists and cannot be controlled by other methods, EC
a nasogastric drain tube should be offered to the patient with
incurable cancer.

12.5. Pharmacological Treatment
No. Recommendations GoR LoE Sources
12.17.  The anti-emetic should be selected on the basis of the aetiology EC

for patients with incurable cancer and nausea and vomiting.

12.18. In the case of patients with incurable cancer and nausea and EC
vomiting, tests shall be carried out to determine whether drugs
that cause nausea and vomiting can be discontinued, replaced

or reduced.
12.19.  For patients with incurable cancer and persistent opioid-related 0 1- [196,
nausea or vomiting despite corresponding anti-emetic therapy 333]

and an otherwise appropriate opioid dose, the type of opioid
can be switched to another.

Pain Antidopaminergic drugs (e.g., haloperidol*) and other drugs B 1- [113,
9.24. with antidopaminergic and additional modes of action (e.g., 176]
metoclopramide) should be used in patients with opioid-induced
nausea and emesis.

12.20.  Anti-psychotics with a broad spectrum of action, such as levo- B 3 [334,
mepromazine*, should be used as a therapy to alleviate nausea 335]
and vomiting in patients with incurable cancer when the re-
sponse to other anti-emetics is insufficient.

12.21. Anti-histamines, such as dimenhydrinate, can be used as anti- 0 4 -
emetics in patients with nausea and vomiting and incurable can-
cer, especially when a vestibular or cerebral cause is likely.

12.22. Dexamethasone* should be used to alleviate nausea and vomit- B 1- [336]
ing in patients with incurable cancer and increased brain pres-
sure due to brain metastases.

12.23. 5HT; receptor antagonists (setrone*) can also be used as a sup- 0 1- [337]

plement to relieve nausea and vomiting in patients with incura-
ble cancer outside the tumour therapy-induced genesis, when
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dopamine antagonists, such as metoclopramide and haloperi-
dol, are contra-indicated or their effect is insufficient.

12.24. If the response to the aetiology-based pharmacotherapy of nau- 0 1+ [338,
sea and vomiting is insufficient, cannabinoids* can be used as 339]
a reserve for patients with incurable cancer.

12.25. In patients with incurable cancer, a combination of anti-emetics B 4 -
with different receptor affinities should be used if there is an
insufficient response to individual substances used to alleviate
nausea and vomiting.

12.26. If vomiting persists in patients with incurable cancer, the drug EC
should be administered parenterally.

* Off-label use

The drugs mentioned act on different receptors. Therefore it is helpful to consider the
probable aetiology and the receptors involved when selecting the medication (see
and ).

Table 21: Receptor affinity of anti-emetics (according to Rémi and Bausewein 2018) [340])

£ 5 5 3 5 g
- Ll
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= = 2 = o .2 Q .= ) Q = c £
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< C _ i E S = S i - ® 5 35
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Metoclopramide ++ - - - + - ++ . -
Domperidone ++ _ - - - - i _ ;
Ondansetron, - - = - 4+ . _ B} B
Granisetron
Dimenhydrinate - ++ ++ - = - - - i,
Promethazine +/++ ++ ++ = - - = = -
Haloperidol +++ - = = - - _ _ i
Levomepromazine ++ +++ ++ +++ - - = - -
Olanzapine ++ + ++ ++ + = = -
lorazepam = - - - = = = - o+
Dronabinol, - - - = - - - et _
Nabilone
Scopolamine - - +++ - = - _ _ _

hydrobromide
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agonist
CB, agonist

5HT, receptor
GABA mimetic

H = histamine, D = dopamine, HT = hydroxytryptamine, NK = neurokinin, CB = cannabinoid, GABA = y-ami-

nobutyric acid

Table 22: Drugs and dosages (adapted from Bausewein et al. [341])

Drug

PROKINETIC AGENTS

Metoclopramide

Domperidone
ANTIHISTAMINES

Dimenhydrinate

ANTI-PSYCHOTICS

Haloperidol*

Levomepromazine*

Olanzapine*

ANTI-CHOLINERGICS

Scopolamine*
5HT; ANTAGONISTS
Ondansetron*

Granisetron*

Oral

10 mg/8 h

10-20 mg/6-8 h®

50-100 mg/6-8 h*

0.5-1 mg at night
and up to every 2
hours as required

1-5 mg in the even-
ing

1-5mg/12 h

1.25-2.5 mg at
night, if necessary
up to 5 mg

8 mg/8-12 h

2 mg p.o./d

Subcutaneous for 24 h

30 mg*

62-372 mg*

s.c.* 2.5-5 mg/24 h and

1 mg up to once an hour as
required;

usual maximum dosage
s.c.* 5mg/24 h

1-2.5 mg®

1 mg 1x/d*

Other routes of administra-
tion

10 mg/8 h *rectal,
10-30 mg/24 h i.v.

150 mg/6-8 h*rectal, 31-
62 mg/4 h i.v. (max.
372 mg/24 hi.v.)

(i.v. administration®)

1.54 mg/72 h transdermal

8 mg/8-12 hi.v.

1 mgi.v.
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Drug Oral Subcutaneous for 24 h Other routes of administra-
tion
STEROIDS
Dexamethasone* 2-4 mg/d (up to 8 2-4 mg* (up to 8 mg) 2-4 mg/24 hi.v. (up to 8 mg)
mg)

CANNABINOIDS

Dronabinol (e.g. Drona-  2.5-40 mg/6-12 h
binol drops)

BENZODIAZEPINES
Lorazepam* 0.5-1.0 mg/8 h - -

* Off-label use (refers to the initial supplier's drug; approval status for generics is not usually considered) [342].
Subcutaneous administration is not permitted for metoclopramide, dimenhydrinate, haloperidol, levomeproma-
zine, granisetron or dexamethasone. Permitted maximum daily doses are lower for metoclopramide (30 mg/d)

and dimenhydrinate (400 mg/p.o., 450 mg/d rectal)

" Domperidone: The permitted level is 10 mg up to 3 times a day. The indication for rectal administration refers
only to certain forms of nausea and vomiting.

@ Haloperidol (i.v. administration analogous to the s.c. application): The approval for i.v. administration was
withdrawn due to the increased risk of cardiac side effects. Within the context of palliative medicine, i.v. admin-
istration continues to be used, but should only be carried out after a strict risk-benefit assessment. Recent find-
ings indicate that the i.v. administration of lower doses of haloperidol has no effect on the QT time (see also
long version of the guideline).

®Levomepromazine: in the Prescribing Information for Neurocil®, subcutaneous application is explicitly advised
against due to the risk of tissue damage. Since the preparation is also available as drops, this can be an alterna-
tive to s.c. administration.
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Constipation

Working Group Leaders: Gerhild Becker, Martin Holtmann (2011-2015), Philipp Lenz
(2016-2019 for the update)

Introduction

While constipation has traditionally been seen as a problem of discomfort, it is increas-
ingly being regarded by professional medical bodies as a medical problem in its own
right and considered as a diagnosis. This applies in particular to chronic constipation
[199].

This guideline refers explicitly to palliative care patients with incurable cancer. The spe-
cific circumstances in the palliative care situation do not justify a differentiation between
temporary and chronic constipation or rather between a discomfort problem and a diag-
nosis. The Rome criteria for the definition of constipation and the clinical sub-types only
hold limited significance [200].

The prevalence of constipation in a palliative care situation is stated in the literature as
being between 32 - 82 % depending on the definition used and the patient population
examined [201, 202]. Approximately half of all patients complain about constipation on
admittance to a palliative care unit [203]. In patients receiving opioids, the prevalence
can increase to almost 90 % [204, 205]. Pathophysiologically speaking, immobility, a
low-fibre diet, inflammatory oedema, reduced intestinal secretion, changes in intestinal
flora and secondary motility disorders, in particular as a drug-induced side effect, but
also due to malignant infiltration of the intestinal wall play a significant role.

The definition of constipation in a palliative care situation is just as difficult as in any
other circumstance. The lack of bowel movements is of minor importance if a patient is
symptom-free. Action is driven by the patient’s subjective impairment. In patients unable
to communicate, it is particularly important to check the status of the abdomen. In cases
of bloated abdomen or a pain reaction during examination, constipation should be con-
sidered.

The principles of good clinical practice with regard to carefully taking the medical his-
tory, physical examination and radiological and laboratory diagnostic measures do not
greatly differ in palliative care from other clinical situations - it is always important to
critically ask what the potential consequences of treatment are. Concerning treatment,
the same possibilities as with curable patients are largely available to patients in pallia-
tive care. However, the question of long-term side-effects from laxatives is of less sig-
nificance. Essentially, a proactive prophylactic approach is to be favoured over a thera-
peutic reactive approach.

The recommendations in this chapter refer exclusively to constipation and not to the
treatment of malignant bowel obstruction (MBO). As in the international literature MBO
is also considered to be a separate entity in German-speaking regions [206, 207]. Malig-
nant gastro-intestinal obstruction (MBO) is understood to be the presence of a clinical
and radiologically confirmed gastro-intestinal occlusion due to an incurable intra-ab-
dominal tumour or intra-peritoneal metastasis [349, 350]. The obstruction may be com-
plete or incomplete (see the chapter on ).
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13.1.

13.2.
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13.3.
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13.6.
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Assessment/Diagnosis of Constipation

Recommendations

For the diagnosis of constipation in patients with incurable can-
cer, subjective parameters such as the feeling of an incomplete
defecation, pressing and/or complaints as well as objective pa-
rameters such as stool frequency and/or hard stool consistency
shall be taken into account.

[Modified 2019]

In patients with incurable cancer, the assessment of constipation
shall include a specific medical history recording stool behaviour,
medications, accompanying symptoms and illnesses, a physical
examination as well as the exclusion of reversible causes.

In patients with incurable cancer, the amount of stool and fre-
quency of defecation as well as the subjective impairment shall
be documented for an early diagnosis of constipation.

Prophylaxis
Recommendations

In patients with incurable cancer, pharmacological prophylaxis
shall be started alongside the use of opioids and be regularly ad-
justed as needed.

In patients with incurable cancer, physiotherapeutic treatments
(active movement exercises, mobilisation and colon massage)
can be used as a supportive measure.

Pharmacological Treatment

Constipation (Regardless of the Cause)

Recommendations

Osmotic and/or stimulant laxatives shall be used for the pharma-
cological mono- or combination therapy of constipation for pa-
tients with incurable cancer.

Osmotic salts or magnesium hydroxide should not be adminis-
tered to patients with incurable cancer and constipation.

[Modified 2019]

GoR LoE Sources
EC
EC
EC
GoR LoE Sources
EC
EC
GoR LoE Sources
A 1- [178,
201]
B 1- [201]
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No. Recommendations GoR LoE Sources

13.8. In respect to defecation disorders in patients with incurable can- B 1
cer, rectal measures should be used.

[201]

13.9. Pharmacological treatment with prokinetic or secretagogue 0 1
agents can be administered in patients with incurable cancer and
constipation when conventional treatment fails.

[201]

13.4.2. Opioid-related Constipation

See also section , in the chapter on Cancer Pain,
from which the recommendations given here were taken.

No. Recommendations GoR LoE Sources
Pain Laxatives shall be routinely prescribed for the management or A 1+ [113,
9.25. prophylaxis of opioid-induced constipation. 177,
[Reviewed 2019, new literature added] 176
Pain No evidence suggests that one laxative agent should be recom- ST 1+ [113,
9.26. mended over others. 177,
[Reviewed 2019, new literature added] 17e)
Pain A combination of laxatives with different modes of action can be 0 1+ [113,
9.27. administered in resistant constipation. 177,
[Reviewed 2019, new literature added] Il
Pain In the case of opioid-related constipation, the administration of A 1+ [199-
9.28. peripherally-acting mu-opioid receptor antagonists (PAMORA), 207]

such as methylnaltrexone, naldemedin, naloxegol or the combi-
nation of oxycodone with the opioid antagonist naloxone, should
be considered if conventional laxatives are not effective enough.

[Modified 2019]

13.4.3. Step-wise Approach

No. Recommendation GoR LoE  Sources
13.10. In the prophylaxis and treatment of constipation a standardised EC

approach in the form of a step-wise approach should be chosen

(see ).
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Step 1
Osmotic laxatives or stimulant laxatives
(e.g.: Macrogol 3350/electrolyte or sodium picosulfate or bisacodyl)
(]
Not g )
successful (7, ﬁ .C':J
()} e S
3 zi
€
Step 2 i 3
Osmotic laxatives add stimulant laxatives S 2
(e.g.: Macrogol 3350/electrolyte plus sodium picosulfate or bisacodyl) E o :
® s 5
U ¢ c
" — S QIJ
[Z o)
Not g’ g5
successful —_ £ E
O 2o
¥ 2s5¢
4] =y E: g
= U
Es2¢
Step 3 Cgcs
Step 2 add peripheral opioid antagonist (4] -g £ S
(e.g. methylnaltrexone s.c., naldemedine, naloxegol or oxycodone/nalox- L >0 5
L C
one* p.o.) QO ocuw=
1
g [ ] (] (]
Not Z
successful
Step 4
Step 3 add other drugs as therapy attempt
(e.g. castor oil*, erythromycin*, diatrizoic acid®)

Figure 8: Step-wise approach for the treatment of constipation
* Off-label use
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13.5. Non-pharmacological Measures
No. Recommendation GoR LoE  Sources
13.11. Supportive measures for the treatment of constipation should be EC

used, such as

e Practical advice
e  Physiotherapeutic measures
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14. Malignant Bowel Obstruction (MBO)

Working Group Leaders: Claudia Bausewein, Robert Siegel

14.1. Introduction

Definition

Malignant bowel obstruction (MBO) is understood to be the presence of a clinical and
radiologically confirmed gastro-intestinal occlusion due to an incurable intra-abdominal
tumour or intra-peritoneal metastasis [349]. The obstruction may be complete or incom-
plete.

A paralytic ileus without obstruction must also be considered as a differential diagnosis
in MBO, but this will not be discussed further here. However, it should be pointed out
that the treatment of late-stage paralytic ileus does not differ significantly from the treat-
ment of the MBO itself due to its similarity to MBO. Pronounced constipation, possibly
with coproliths, can clinically display the signs of a gastro-intestinal obstruction, but
must be distinguished from the later.

MBO and its clinical consequences cause among the most debilitating situations for pa-
tients with advanced tumour diseases. The prevalence of MBO is 10-28% in colorectal
tumours and 20-50% in ovarian cancer [351]. Patients with cervical, prostate and bladder
cancer also suffer from an increased risk of MBO. Approximately 60% of patients have
primary disease of the small intestine, 33% have colon disease, while both intestinal
segments are affected in more than 20% of patients [352].

Causes, Pathophysiology

The conceptual and pathophysiological background of malignant gastro-intestinal
transit disorders is shown in

Malignant gastro-intestinal transit disorder

/\

Mechanical Non-mechanical
obstruction = MBO transit disorder

/\

Complete Incomplete
obstruction obstruction

——

Unilocular Multilocular
obstruction obstruction

Figure 9: Differentiation of malignant gastro-intestinal transit disorders

The causes listed in can lead to MBO.
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Table 23: Causes of gastro-intestinal obstruction (adapted from Ripamonti et al. 2001 [352], An-
thony et al. 2007 [349])

Causes and pathogenetic factors of gastro-intestinal obstruction

e  Pressure on the intestinal lumen from the outside: Primary tumour, metastases, adhesions, radiogenic fibrosis

. Intraluminal occlusion of the intestine

e  Tumour infiltration of the intestinal musculature and the resulting rigidity of the intestinal wall ("intestinal
linitis plastica")

. Motility disorders of the intestine, induced by tumour infiltration into the mesentery, the coeliac plexus or
other nerve structures

e  Pronounced constipation due to potentially motility-inhibiting medications: opioids, anti-cholinergics

In most cases, MBO is based on a combination of different causes. As a rule, malignant
bowel obstructions are caused by tumour recurrence or metastases in the mesentery
and intestinal wall, mostly in the form of peritoneal carcinoma.

Intestinal obstructions of a non-malignant origin are not covered in this chapter. These
include adhesions and adhesive bands after a previous operation. In the case of isolated
or clearly localised causes, surgery may also be useful in patients with incurable cancer.
Inflammatory intestinal diseases, adhesions and intestinal strictures as a late conse-
guence of radiotherapy, especially in cervical and bladder carcinomas, are usually not
unilocular and therefore rarely benefit from surgical therapy, with individual exceptions.

Symptoms

Patients with MBO often suffer from nausea and vomiting, pain and constipation. Con-
tinuous or colicky pain may be caused by the tumour, hepatomegaly or pronounced
meteorism. Nausea and vomiting occur intermittently or continuously. The severity of
the main symptoms of abdominal pain, vomiting and meteorism depends on the degree
of the obstruction in the gastro-intestinal tract (see ).

Table 24: Degree of the MBO and severity of the symptoms (according to Bausewein 2015 [353])

Localisation of the Vomiting Pain Flatulence
obstruction/
symptoms
Stomach outlet/ it + 0
duodenum .
Mostly undigested food
Small intestine + ++ +
colicky, epigastrium, umbi-
lical
Colon (++) + o+
Late symptom, up to fecal para-umbilical, lower abdo-
vomiting men

In the case of a complete obstruction, no or little stool is usually passed, but in the case
of an incomplete occlusion, the patient may still have occasional bowel movement [354].
Wind is passed for as long as the obstruction is not complete. So-called pseudo-diarrhoea
occurs when stool accumulates proximal to the constriction and is liquefied by bacterial
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14.2.

14.2.1.
No.

14.1.

14.2.

14.3.

14.4.

migration. This liquid stool can then pass through the constriction more easily and ap-
pears as suspected diarrhoea. Furthermore, patients complain of heartburn, a dry
mouth, loss of appetite and weight loss.

It is often clinically difficult to distinguish whether the MBO is complete or incomplete.
One indication can be the passing of wind, which is not present in the case of complete
occlusions.

In most cases the symptoms of MBO develop slowly over days or weeks. As a rule, the
MBO is not an emergency, as symptoms are very rarely acute. Obstructions can also exist
intermittently, with the regression of symptoms from time to time and spontaneous re-
gression possibly occurring even without therapy.

The complications of MBO include peritonitis, perforation and reflux, with the risk of
aspiration. Furthermore, patients and their family carers are placed under high levels of
psychological stress by the situation. In addition to symptom relief, questions of food
and fluid intake, as well as in-home care, need to be clarified.

Even if the MBO does not represent a uniform clinical picture, the life prognosis for many
patients, especially if only a purely symptomatic therapy is possible, is often limited to
a few days or weeks. For this reason, advance care planning should also be considered
not later than at the time when the MBO occurs in order to enable patients to clarify

questions that they deem important.

Assessment and Diagnostics

Assessment
Recommendations

In patients with incurable cancer and suspected MBO, assessment
of nausea, vomiting, bloating and abdominal pain, as well as
changes in bowel movements shall be carried out in the form of
a subjective assessment by the patient, e.g. within the framework
of a multi-symptom survey.

In patients with incurable cancer, an assessment of nausea, vom-
iting, bloating, abdominal pain and changes in bowel movements
shall be carried out regularly before, during and after sympto-
matic MBO therapy.

In patients with incurable cancer and suspected MBO, a careful
medical history, in particular with all previous abdominal opera-
tions, interventions and radiation therapy treatments, the current
dietary form and/or changes and medication, as well as a stool
medical history shall be taken.

Parallel to the initiation of a symptomatic therapy of the MBO in
patients with incurable cancer, potentially treatable causes shall
be determined.

GoR

LoE

EC

EC

EC

EC

Sources
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14.2.2. Diagnostic Measures
No. Recommendations GoR LoE Sources
14.5. Further diagnostic measures for the MBO shall be considered, de- EC

pending on the clinical situation of the patient, existing systemic
therapy options, potential operability and previous findings.

14.6. Patients with incurable cancer and suspected MBO should un- EC
dergo rectal digital exploration during the physical examination.

14.7. A CT abdomen and pelvis scan shall be performed to clarify a EC
possible MBO in patients with incurable cancer if surgical, sys-
temic or interventional measures are being considered or if im-
aging is required for a diagnosis and decision-making with the
patient.

14.8. An ultrasound examination of the abdomen can be performed on EC
patients with incurable cancer and a suspected MBO if the CT
scan is not desired or not possible, or as part of the follow-up
during treatment.

14.9. If a surgical or interventional measure for the treatment of the EC
MBO is being considered, a laboratory tests shall be carried out
to assess the risk and record important parameters, such as the
blood count, electrolytes, kidney and liver function parameters
(including albumin and coagulation).

A CT scan of the abdomen and pelvis with intravenous contrast agent is the gold stand-
ard for the diagnosis of MBO [355], as it has a specificity and sensitivity of more than
90% [351, 356]. CT should only be performed if an intervention or operation is not re-
fused and appears reasonable. If nausea and/or vomiting are present and there is sus-
picion of a severe obstruction proximal to the colon, no oral contrast agent should be
administered [355]. Radiation exposure from CT examinations plays a subordinate role
in the palliative situation.

An ultrasound examination of the abdomen by an experienced examiner is useful at the
bedside if a CT examination has not been performed or as part of the progress assess-
ment during therapy.
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14.3.

14.3.1.
No.

14.10.

14.3.2.

No.

14.11.

14.12.

14.13.

14.14.

14.15.

14.16.

Strategies, Attitudes, Techniques

Information and Advance Care Planing
Recommendations

With patients with incurable cancer and MBO and their family car-
ers, it shall be discussed at an early stage (i.e. as soon as the
clinical symptoms are relevant for the patient) about the possible
course of the disease, the therapy options and goals of care as
well as the patient's wishes, and an appropriate treatment plan
should be developed.

Nursing Measures
See also the chapter on

Recommendations

In order to relieve a dry mouth in patients with incurable cancer
and MBO, oral hygiene including lip moisturisation shall be of-
fered and performed regularly and several times a day.

In order to relieve a dry mouth in patients with incurable cancer
and MBO, ice cubes to suck, crushed ice, frozen fruit pieces,
sour sweets and/or chewing gum should be offered.

In patients with incurable cancer and MBO-related vomiting, is-
sues such as disgust and shame should be considered within
the framework of the discussions.

After each episode of vomiting, oral hygiene shall be offered to
the patient and made possible.

In patients with incurable cancer, MBO and meteorism, warm
and moist tummy wraps and pads can be offered for relaxation.

In patients with incurable cancer and an incomplete MBO, ene-
mas can be offered as an accompanying therapy to pharmaco-
logical treatment in order to maintain or restore intestinal
transit and/or draw away any gases that have formed.

GoR

GoR

LoE

EC

LoE

EC

EC

EC

EC

EC

EC

114

Sources

Sources
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14.3.3.
No.

14.17.

14.3.4.
No.

14.18.

14.19.

14.20.

14.21.

14.22.

14.23.

Drug Application
Recommendations GoR LoE Sources
In cases of persistent vomiting and resorption disorders in pa- EC

tients with incurable cancer and MBO, drugs shall be adminis-
tered parenterally.

Oral and Parenteral Hydration and Nutrition
Recommendations GoR LoE Sources
Patients with incurable cancer and MBO should be offered oral EC
fluids.
Patients with incurable cancer and MBO can be offered oral food. EC
If electrolyte disorders and dehydration are present, infusions EC

shall be administered for compensation purposes until a surgical
or interventional treatment of the MBO has been decided upon.

If there is no surgical or interventional treatment of the MBO and EC
the therapy is purely symptomatic, parenteral hydration can be
considered depending on the therapeutic goal.

In patients with incurable cancer and MBO who have an expected B 3 [357-
survival time of a few weeks, parenteral nutrition should be criti- 363]
cally considered.

In patients with incurable cancer and MBO who have an expected A 3 [357-
survival time of several weeks or months, parenteral nutrition 363]
shall be considered.

The parenteral hydration in cases of gastro-intestinal obstruction is being controver-
sially discussed. In cases of profuse vomiting due to severe gastro-duodenal occlusion,
parenteral fluid administration may be indicated. As a rule, parenteral fluid is of little
help in the treatment of a dry mouth and thirst, since both are mainly caused by the
medication that is necessary to alleviate the symptoms and do not depend on hydration
levels. Sizeable amounts of parenteral fluid can cause increased gastro-intestinal secre-
tions and therefore more vomiting, making it necessary to weigh its use in terms of the
resulting benefits and burden [354]. Parenteral fluid can be administered both intrave-
nously and subcutaneously.

© Leitlinienprogramm Onkologie | Palliative Care - Short Version | Version 2.2 | September 2020



14. Malignant Bowel Obstruction (MBO) 116

14.4.

14.4.1.

14.4.2.

No.

14.24.

14.4.3.

14.4.4.

No.

14.25.

14.26.

Surgical Procedures

Participatory Decision-making and Goals of Care

Participatory decision-making should define a specific goal of care that can be achieved
by the surgical procedure. The focus is on clearly defined goals, such as the avoidance
of vomiting, the resumption of oral food intake or improving or eliminating an enteral
fistula or preventing or resolving a septic focus in the case of impending perforation or
peritonitis due the MBO [364, 365]. General or non-specific objectives such as prolong-
ing life or improving the quality of life should be avoided.

Interdisciplinary Decision-Making Involving Visceral Surgery

Recommendations GoR LoE Sources

The recommendation in favour of or against surgical treatment EC
of the MBO shall be multidisciplinary.

The recommendation for or against an operation should be multi-disciplinary, i.e. involv-
ing an experienced visceral surgeon, a palliative care physician, an anaesthetist and, if
necessary, colleagues from other speciality.

Success Rate of a Surgical Intervention: Prognostic Factors and

Prediction Estimates

Negative prognostic factors in patients with MBO have been identified in several retro-
spective studies and on the basis of registry data. In particular, ascites palpable tumour
masses, advanced age, previous abdominal or pelvic radiation, hypalbuminaemia and
leucocytosis have been described as prognostically unfavourable factors with regard to
a successful surgical intervention [366-370].

Surgical Procedure

Recommendations GoR LoE Sources

The surgical treatment of a patient with MBO shall be performed EC
by a surgeon experienced in tumour surgery.

In individual cases, the operation of an MBO can also be per- EC
formed laparoscopically.
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14.4.5.

No.

14.27.

14.28.

14.29.

14.4.6.

No.

14.30.

14.5.

14.5.1.

No.

14.31.

14.32.

14.33.

Peri-operative Management
Recommendations

Before surgical or interventional therapy, patients with incurable
cancer and MBO should receive a transnasal gastric tube for de-
compression or removal of content of the stomach and small in-
testine.

Before any operation on the MBO, pre-operative stoma marking
should be carried out.

Pre- and post-operative care shall be ensured by a stoma thera-

pist.

Symptomatic therapy shall be provided alongside any surgical or
interventional therapy of the MBO.

GoR

LoE Sources

EC

EC

EC

Limitation of Therapy in the Case of Intra- and Post-operative

Morbidity
Recommendations

Simultaneously with the decision for surgical treatment of the
MBO, possible post-operative treatment limitations shall be dis-
cussed with the patient and their family carers.

Interventional Procedures

Endoscopic Procedures and Stents
Recommendations

In patients with incurable cancer and a tumour-induced obstruc-
tion in the stomach outlet and duodenum, an endoscopic stent
can be used to alleviate the symptoms.

In patients with incurable cancer and a life expectancy of a few
months or in a poor general state (ECOG 3-4), an endoscopic
procedure can be considered for an isolated obstruction in the
area of the stomach or the gastroduodenal transition.

In patients with incurable cancer and with a circumscribed, iso-
lated obstruction of the colon or rectum, an endoscopic stent
system can be considered, particularly in patients where surgery
appears difficult due to co-morbidities.

GoR

GoR

LoE Sources

EC

LoE Sources

EC

EC

EC
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14.34.

14.5.2.

No.

14.35.

14.36.

14.6.

14.6.1.

No.

14.37.

14.38.

The indication for endoscopic stent placement in patients with
incurable cancer and MBO should be drawn up in an interdisci-
plinary manner with the gastro-enterologist, who performs the
endoscopy, and the visceral surgeon.

The pre-operation discussion with the patient should also include
the possible consequences of the failure of the endoscopic ther-
apy or related complications.

Nasogastric Drain Tube and Venting PEG
Recommendations

In patients with incurable cancer and MBO for whom surgery is
no longer possible, a nasogastric tube can be temporarily in-
serted to relieve nausea and vomiting if the symptomatic therapy
is not satisfactory.

In patients with incurable cancer and MBO in whom a nasogastric

tube provides relief from nausea and vomiting, the placement of
a venting PEG tube should be considered.

Pharmacological Treatment

118

EC

GoR LoE Sources

EC

EC

The focus of the pharmacological treatment is on alleviating nausea, vomiting and ab-
dominal pain. In drug therapy, two different approaches have to be considered as a mat-
ter of principle [371]. If the aim is to restore transit (incomplete MBO), corticosteroids
are used to reduce oedema in addition to prokinetic anti-emetics and laxatives. If the
restoration of intestinal transit through the use of drugs is excluded (complete MBO),
not only anti-emetics and analgesics are used, but also anti-secretory drugs in particular,

which are intended to reduce intraluminal secretion [371].

Treatment of Nausea and Vomiting in MBO

See also the chapter on

Recommendations

For the treatment of nausea and vomiting in patients with incura-
ble cancer and incomplete MBO, prokinetics such as metoclo-
pramide should be used for anti-emesis.

For the treatment of nausea and vomiting in patients with incura-
ble cancer and complete MBO, prokinetics such as metoclo-
pramide should not be used for anti-emesis.

Go LoE Sources
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No. Recommendations Go LoE Sources
R
14.39. For the treatment of nausea and vomiting in patients with incura- B 3 (ATHRSY-
ble cancer and complete MBO, anti-psychotics (e.g. haloperidol*, chotics:
- - . . [372]
levomepromazine*, olanzapine*) or anti-histamines should be
used alone or in combination for anti-emesis. Antihista-
4 mines:

14.40. For the treatment of nausea and vomiting in patients with incura- 0 4 -
ble cancer and complete MBO, 5HT* antagonists* can be used for
anti-emesis in combination with typical and atypical anti-psychot-
ics and anti-histamines.

14.41. Anti-cholinergics such as butylscopolamine* can be used to re- 0 3 [371,
duce gastro-intestinal secretion in patients with incurable cancer 373]
and MBO.

14.42. Anti-cholinergics and prokinetics shall not be given in combina- 0 4 -
tion to patients with incurable cancer and MBO.

14.43. Somatostatin analogues* can be used to reduce gastro-intestinal 0 1+ [371,
secretion in patients with incurable cancer and MBO. 373]

14.44. Somatostatin analogues* can be used in patients with incurable 0 4 -
cancer and MBO in combination with butylscopolamine* in order
to reduce gastro-intestinal secretion.

14.45. Ranitidine* or proton pump inhibitors* can be used to reduce se- EC
cretion in patients with incurable cancer and MBO.

14.46. Glucocorticoids* can be used as a therapy attempt at transit re- 0 1+ [374]
opening for 5-10 days in patients with incurable cancer and MBO.

* Off-label use

Both anti-emetics and secretion-inhibiting drugs, which do not possess a known anti-
emetic effect, are used to treat nausea and vomiting (see ).

Table 25: Treatment of nausea and vomiting in cases of gastro-intestinal obstruction (adapted from
Bausewein et. al. [353])

Substance class Drug Dose Remark
Prokinetic agent Metoclopra- 30-40* mg/d s.c.* Drug of choice when incomplete ob-
mide struction or functional disorders are

suspected. Due to increased Gl motil-
ity, pain and vomiting may be exacer-
bated. Cave: If a complete obstruction
is present, discontinue the medica-
tion.

Anti-psychotics Haloperidol* 2.5-10 mg/d s.c.* or i.v.* Drug of choice in the case of com-

plete obstruction and when no proki-
netic anti-emetics can be used
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Substance class

Anti-histamine

Setrone

Anti-cholinergic

Somatostatin ana-

logues

H.blocker

Proton pump inhi-

bitors

Corticosteroids

Drug

Levomeproma-
zine*

Olanzapine*

Dimenhydri-
nate

Ondansetron*

Granisetron*

Butylscopola-
mine*

Octreotide*

Lanreotide*

Ranitidine*

Omeprazole*

Dexame-
thasone*

Dose

1-5 mg oral/s.c.* at night

2.5 mg as initial dose, if nec-
essary 5-10 mg oral/s.l. daily

150 mg rectal
62-400 mg/d s.c.* or i.v.

8 mg oral or s.l./s.c.*/i.v. 2-3
times a day

1-2 mg oral/s.c.*/i.v. once a
day

40-80 mg/d s.c./i.v.

Dosage increase up to 120
mg* possible

Initial dose 100 pg every 12
hours, increase up to 750
ug/d possible, over that rarely
any more effect

60 mg deep s.c. in the outer
upper quadrants of the but-
tocks every 3 months

50 mg 2-4 times daily or con-
tinuously 100 - 200 mg/24 h
i.v.

40-80 mg/d i.v, s.c.*

8-12 mg/d s.c.*/i.v.

120

Remark

Increase up to 25 mg/d possible, but
rarely necessary

Cave in elderly and dementia patients
due to the prolonged half-life and in-
creased mortality risk

Has a sedative effect

Increases constipation

Increases constipation; an increase of
up to 9 mg per day is possible

For the reduction of Gl secretion, no
own anti-emetic effect. Increase in
mouth dryness and thirst possible

For reducing Gl secretion, second-
choice agent, as it is expensive

If necessary, 120 mg every 4 weeks

For a reduction in peri-tumourous oe-
dema (possible restoration of transit)

and anti-emesis, fewer mineralocorti-

coid side effects than methylpredniso-
lone

* Off-label use
14.6.2. Treatment of Abdominal Pain in MBO
No. Recommendations GoR LoE  Sources
14.47. In patients with incurable cancer and MBO, abdominal pain shall EC
be treated with non-opioids (e.g. metamizole) and opioids.
14.48. Butylscopolamine should be administered for the treatment of EC

colicky abdominal pain in patients with incurable cancer and

MBO.
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14.49. For the treatment of colicky abdominal pain in patients with in- EC
curable cancer and MBO, motility-enhancing drugs such as pro-
kinetics and stimulant laxatives should not be administered.

Patients with gastro-intestinal obstruction suffer from both continuous and colicky ab-
dominal pain. Colicky pain can be an indication of the presence of a complete obstruc-
tion. Colicky pain usually responds well to spasmolytics such as butylscopolamine. Met-
amizole also has spasmolytic properties and is therefore particularly suitable as a non-
opioid (see ). NSAIDs are not used as non-opioids in MBO because they are not
suitable due to their side effect (gastro-intestinal bleeding) and limited parenteral ad-
ministration. Furthermore, pain therapy in patients with gastro-intestinal obstruction
does not differ from other tumour pain, i.e. the WHO pain-relief ladder is used in the
same way (see the chapter on ).

Table 26: Drug therapy of intestinal colic (according to Bausewein 2015) [353])
Drug Dose Remark
Metamizole 1,000-4,000 mg/d s.c.* or i.v. Additional spasmolytic component. Subcutane-

ous administration: do not administer as a single
dose but as an infusion

Butylscopolamine 40-80 mg/d s.c./i.v. Simultaneous reduction in Gl secretion. Increase
(anti-cholinergic) in mouth dryness and thirst possible

Morphine (or other level 10-20 mg/d s. c. or titrate In opioid-naive patients or according to the pre-
Il opioids) viously prescribed oral dose

* Off-label use

14.6.3. Therapy of Constipation in MBO

No. Recommendations GoR LoE  Sources
14.50. Patients with incurable cancer and incomplete MBO should re- EC

ceive stimulating laxatives and large enemas only under close

monitoring.
14.51. Patients with incurable cancer and incomplete MBO can be EC

given softening laxatives.

14.52. Patients with incurable cancer and a complete MBO should not EC
receive stimulating laxatives or large enemas.

For further information on laxatives see the chapter on ; for nursing inter-
ventions see the section of this chapter.
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15.

15.1.

Malignhant Wounds

Working Group Leaders: Axel Doll, Elisabeth Krull

Introduction

The recommendations in this chapter relate to the symptom-oriented treatment, care
and support for patients with malignant wounds, as well as the support for their family
carers. A malignant wound, or fungating wound, is defined by the British Columbia Can-
cer Agency as a malignant lesion of the skin “the result of cancerous cells infiltrating the
skin and its supporting blood and lymph vessels causing loss in vascularity leading to
tissue death. The lesion may be a result of a primary cancer or a metastasis to the skin
from a local tumour or from a tumour in a distant site" [375]. The European Oncology
Nursing Society also describes malignant cutaneous wounds as the “Infiltration of the
tumour or the metastasis into the skin and the afferent blood and lymph vessels” [376,
377].

There are few reliable data available on the prevalence of malignant wounds. The avail-
able literature describes a prevalence of between 6.6% and 14.5% among all cancer pa-
tients [378-380]. Malignant wounds can occur in all regions of the body: breast (49.3%),
neck (20.9%), thorax (17.6%), extremities (16.6%), genitals (16.6%), head (13.5%) or other
regions, e.g. armpit (1.7%) [380].

Depending on the patient’s general condition, the stage of the disease and the expected
remaining life expectancy, wounds can also be presentin patients in a palliative situation
where there is a realistic chance of wound healing or of a reduction in the size of the
wound (see below). Patients with an incurable underlying condition and with a wound
that can heal are not covered in this guideline.

The wounds listed below are not covered in this guideline, but reference is made to the
existing guidelines:

e Chronic wounds: Ulcus cruris venosum/arteriosum/mixtum/other and dia-
betic foot ulcer (National Expert Standard on care of people with chronic
wounds of the German Network for Quality Development in Nursing [“Pflege
von Menschen mit chronischen Wunden” 2015, Deutsches Netzwerk fur
Qualitatsentwicklung in der Pflege, 1. Aktualisierung] [381] and the AWMF
S3 Guideline on local therapy of chronic wounds in patients with the risks
of peripheral arterial occlusive disease, diabetes mellitus, chronic venous
insufficiency [,Lokaltherapie chronischer Wunden bei Patienten mit den
Risiken periphere arterielle Verschlusskrankheit, Diabetes mellitus, chro-
nisch venodse Insuffizienz" 2012] [382])

e  Tumour therapy-induced wounds and skin changes (e.g. S3 Guideline on
supportive care for oncological patients [“Supportive Therapie bei
onkologischen Patientinnen” - Langversion 1.1, 2017] [2]):

o Tumour therapy-induced exanthema (see chapter 8.1)
o Extravasation (see chapter 11)
o Radiodermatitis (see section 12.5)

e Acute wounds, e.g. fractures, injuries from a fall, burns

e Care of stomata

e Therapy-related wounds, e.g. after operations, punctures, possibly with sec-
ondary wound healing
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15.2.

No.

15.1.

15.2.

e Acute or chronic graft-versus-host disease (guidelines of the German Society
for Haemato-oncology [383, 384])
e Pressure ulcer prevention and treatment (see below)

For patients in palliative care, the guideline “Prevention and treatment of Pressure Ulcers”
of the National Pressure Ulcer Advisory Panel (NPUAP), European Pressure Ulcer Advisory
Panel (EPUAP) and Pan Pacific Pressure Injury Alliance (PPPIA) [385] as well as the expert
standard on pressure ulcer prevention (“Dekubitusprophylaxe in der Pflege” 2017, 2nd
update) of the German Network for Quality Development in Nursing apply [386]. Both
standards explicitly address the palliative situation. In patients with incurable cancer,
the prevention of pressure ulcer is to be performed in accordance with the guidelines.
In patients with pressure ulcer, the objectives (healing/size reduction/symptom relief)
are weighed [387].

Assessment and Evaluation
Recommendations GoR LoE Sources

In patients with malignant wounds, a comprehensive wound- EC
specific medical history shall be performed at the beginning of
the treatment to assess the following:

e factors that affect the wound,

e subjective wound perception of the patients and their fam-
ily carers,

e impairment of the quality of life due to the wound,

e knowledge and self-management skills of the patient and
family carers with respect to the wound.

A written assessment of the malignant wound with a complete EC
analysis of the wound shall be carried out with structured

wound documentation sheets at the beginning of the treatment

and for further monitoring regularly during the subsequent

course of the disease.

The focus of the wound-specific medical history is on the course of the local care up to
that time, the subjective perception of the patient and the effects of the wound on all
areas of life (by means of a self-assessment or third-party assessment). In and
possible focal points of the wound medical history and wound assessment are
listed. Social and psychological influential factors or systemic effects on the family and
the social environment should be recorded. Individual prioritisation is to be carried out
in the assessment according to the specific situation. In anamnestic questions
are compiled for assessing the change in body image. These should be selected on a
situation-specific basis in order to pro-actively address this taboo subject.
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Table 27: Focal points for the medical history (compiled from various expert standards [375, 381,
388-392))

Focal points of the wound-specific medical history
Medical history of the wound (underlying disease, co-morbidities)

Previous treatment of the underlying disease, previous wound diagnostics, medication (e.g. cortisone, analge-
sics) and allergies

Information status/understanding of the disease by the patient/their family carers’ understanding of the cause
of the wound, wound condition, implementation of specific measures (e.g. pressure relief, compression therapy)

Wound has existed since... (wound duration)

Wound care concept (wound care products used, frequency of dressing changes, who has carried them out so
far, restrictions due to the dressing)

Effects of the wound on the quality of life

Motor/functional limitations due to the wound (speaking, swallowing, hearing, seeing, relieving posture, con-
tractures)

Effects on everyday life (e.g. sleep disturbance, life activities, choice of clothes, financial burdens)

Psychological and social significance of the wound for the patient and their family carers (e.g. isolation, embar-
rassment, feelings of disgust, loss of control)

Social background and wound care support
Effects of the wound on the self/body image
Effects of the wound on the partnership, intimacy, sexuality, family relationships

Previous coping strategies; self-management skills; external resources/support

Table 28: Anamnestic questions about the change in body image and effects on family carers and
social environment (according to [393-396])

Impact area Possible anamnestic questions
Effects of the wound on . Have you noticed changes in people around you since you have had the wound?
the body image . How do you feel about the changes to your body?

e What do you find to be the worst?

. Has there been changes with respect to the things that you can do on your own?
Do you find this to be a problem?

. Has your attitude towards yourself or your body changed since the onset of the
disease?

. How do you experience not being able to move as well as you could before or
having to deal with other limitations of your bodily functions?

e What is it like for you to live with the wound and its consequences?

Effects of the wound on e How do you think your partner perceives you with your wound?
the partnership, inti- e How and in what way does the wound change the relationship with your partner?
macy, sexuality, family How does that affect you?
. Have you been experiencing a change in those around you since you have had
the wound?
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Impact area Possible anamnestic questions

. Have contacts and relationships with people close to you, friends and acquaint-
ances changed?
e Is the wound affecting your relationship with your family and/or friends?

Table 29: Criteria list for a wound-specific assessment (according to [375, 381, 388-392, 397, 398])

Criteria for wound assessment
Wound type: e.g. skin metastasis, fistula, cutaneous infiltration by the primary tumour
Wound location: Drawing on the diagram of the body

Wound size (in cm): measuring with a measuring tape (depth, height, width, length), tracing (tracing of the
wound edges on film), pockets, fistulas, undermining

Wound bed (wound surface): e.g. coverings (fibrin, wet/dry necrosis), bones, tendons, fascia, epithelial tissue,
granulation tissue

Wound margin (epithelialized area between wound surface and layered skin with original layers): e.g. macera-
tion, redness, livid discolouration, oedema

Wound environment: area bordering on and surrounding the wound margin; e.g. swelling, maceration, tension
blisters, scratch marks, oedema

Local signs of inflammation: odour t, exudation t, redness, swelling

Wound-rela- Pain in and close to the wound: continuous pain, pain upon movement, tenderness, NRS/VAS
ted symp-

tams- Itching: due to an inflammatory reaction, dressing materials, continuous, intermittent

Wound odour:

. No odour noticeable within proximity of the patient, dressing loosened (Cave: odour may
still be perceived by the patient)

e Slight: odour noticeable within proximity of the patient, dressing has become loose

e Moderate: odour noticeable when entering the room (at a distance of 2-3 m from the pa-
tient), dressing has become loose

e  Strong: odour noticeable when entering the room (at a distance of 2-3 m from the patient)
with intact dressing (cave: time of last change of dressing)

e Very strong: odour noticeable on the ward/in the house with an intact dressing (cave: time
of last change of dressing)

Bleeding tendency: Spontaneous bleeding or contact bleeding, localisation of the bleeding
(area of the wound margin, tumour), risk of bleeding to death/obstruction, amount (none,
mild, moderate, severe)

Exudate quantity:

e None Dressing is dry

e  Minimal Dressing is moist

. Medium Dressing is moist, clothing dry

e Strong Dressing is wet and clothing moist

e Very strong Dressing and clothing are saturated

Exudate quality (examples of possible causes)

e Clear, serous (physiological or e.g. lymphatic/urinary fistula)
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Criteria for wound assessment

e  Serous/turbid (fibrinogen= inflammation)

e Slimy/tough (purulent = infected)

e Yellow (e.g. urinary fistula, residues of hydrocolloid dressings)

e Brown (e.g. enterofistula, residues of alginates, hydrocolloids)

e Green (e.g. pseudomonas aeruginosa or chlorophyl-containing layers)

A frequent trigger of wound-specific pain is the manipulation of the wound as a result
of the necessary dressing changes. For this reason, a distinction should be made in the
assessment of this pain situation by means of targeted anamnestic questions (see

).

Table 30: Anamnestic questions to record wound pain caused by the dressing change (according
to [382, 399, 400])
Criteria Specific anamnestic questions
Type of pain (nociceptive Describe the pain upon the last removal of the bandage
and neuropathic)
Location of the pain Where was the pain?
Was it restricted to the immediate area of the wound or did you feel it in the sur-

rounding area?

Triggers of the pain Which part of the procedure was the most painful, e.g. removal, cleaning, applica-
tion of the dressing, exposing the wound?

Pain-reducing factors What helped to reduce the pain, e.g. breaks, slow removal of the dressing, being
able to remove the dressing yourself?

Painful period How long did it take for the pain to subside after the procedure?

15.3. The Principles of Treatment
No. Recommendations GoR LoE  Sources
15.3. For patients with malignant wounds, an expert on wounds EC

should be consulted in the following cases:

e uncertainty in the wound assessment,

e uncertainty in wound-specific symptom management,

e uncertainty in the counselling of patients and family carers,

e strong psychosocial burdens caused by wounds,

e unforeseen changes to the wound situation,

e specific circumstances and diagnostic tasks: e.g. extensive
wounds, questions of fixation in certain wound locations.
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15.4.

15.5.

15.4.

15.4.1.

No.

15.6.

15.7.

15.8.

15.4.2.

No.

15.9.

For the indication of specific therapies in the case of malignant
wounds, experts in the respective discipline should be con-
sulted.

If the patient with malignant wounds changes to another care
setting, a wound transfer report shall be prepared to ensure the
continuity of care. This report should contain the current status
of the wound history and assessment, the targets and measures
that are initiated for wound care.

Relief of Wound-associated Symptoms

Relief of Psychosocial Burdens
Recommendations GoR

The patient with a malignant wound shall not be simply reduced
to their wound.

In the treatment of patients with a malignant wound, self-man-
agement and the feeling of control should be strengthened.

In empathic, respectful conversations, patients with malignant
wounds and their family carers should be actively addressed
about changes in their body image, sexuality and self-image
and their effects on their partnership, relationships and social
participation.

Relief of Pain
Recommendations GoR

In order to avoid triggering pain by changing the dressing, spe-
cial care shall be taken with atraumatic wound management for
malignant wounds:

e Use of non-adherent wound dressings, e.g. skin-friendly sil-
icone dressing

e Careful removal of the dressing, e.g. by moistening a dry
dressing before removing it

e Avoid mechanical irritation (e.g. by rinsing instead of wip-
ing, wet-dry phase)

e Use of warmed wound irrigation solution

e Tension-free application of wound dressings and fixing
bandage.

127

EC

EC

LoE Sources

EC

EC

EC

LoE Sources

EC
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15.10.

15.11.

15.12.

15.13.

15.14.

t Wounds 128

If pain is to be expected when changing the dressing of the EC
malignant wound, a fast-acting analgesic shall be administered
preventively before changing the dressing.

For the systemic pain therapy of permanent nociceptive or neu- EC
ropathic pain in the case of malignant wounds, reference is

made to the recommendations in the chapter on cancer pain

(WHO pain-relief ladder and co-analgesics).

In the case of wound pain, local therapy with a local anaesthetic 0 4 Local

or analgesic (morphine gel) can be considered. a"?gsége]“c

Local
2- morphine:

[404, 405]

In the case of movement-induced pain caused by malignant EC
wounds, patient-oriented positioning, adapted care with the

use of aids and adapted movement therapy should be carried

out.

In patients with a malignant wound and associated lymphoe- EC
dema, manual lymph drainage can be performed.

Despite a lack of evidence, sterile or aseptically produced 0.1% morphine gels have
proven effective for local pain reduction in practice when applied once a day to the
wound. If a polihexanide-containing morphine gel formulation is prepared, a longer use
is possible; contamination must nevertheless be avoided. It therefore makes sense to fill
in small quantities (see )-

Table 31: Production of morphine gel 0.1% (after Herbig 2011) [406])

Morphine gel 0.1% preserved with polyhexanide, modified according to NRF formulation reference

Formulation: Morphine hydrochloride trihydrate 0.1g
Ethylene-diamine-tetra-acetic acid, sodium salt 0.1g
Hydroxyethyl cellulose 400 45¢g
Polihexanide concentrate 20% (m/V) 0.2 ml
Purified water (Ph.Eur.) Ad 100.0g

Shelf life: 4 weeks

Indication: Painful, infected, superficial wounds

NRF= neues Rezeptur-Formularium (new recipe form)
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15.4.3.
No.

15.15.

15.4.4.
No.

15.16.

15.17.

15.18.

15.19.

15.20.

15.21.

15.22.

15.23.

Itching of the Malignant Wound
Recommendations GoR LoE Sources
If itching occurs in and around malignant wounds, possible EC

causes (e.g. inflammatory reactions, allergy to or incompatibil-
ity of dressing materials) should be investigated and, if possi-
ble, corrected.

Medical history, physical examination and further diagnostics by the physician, as well
as systemic and topical drug therapy, are described in detail in the S2k guideline on
diagnostics and therapy of chronic pruritus (“Diagnostik und Therapie des chronischen
Pruritus®) [401]. The topical products recommended in the guideline are not all intended
for use on the edge of the wound and wound environment. For example, preparations
containing menthol or camphor and capsaicin products can trigger severe stinging/pain,
especially in previously damaged skin.

Malodour Control
Recommendations GoR LoE Sources
Malodourous malignant wounds shall be cleaned carefully and EC

gently upon every dressing change in order to reduce odour.

In the case of malodourous malignant wounds, the wound can 0 3 [407-
be treated with local wound antiseptics to reduce odour. 410]
Metronidazole* can be used locally in the wound area to mini- 0 1- [411-
mise germs and reduce malodours. 414]
Metronidazole* can be administered systemically (orally/i.v.) in 0 3 [415]

malodourous malignant wounds.

In malodourous malignant wounds, the wound should be B 4 -
treated with exudate-absorbing and germ-absorbing dressing

materials.

In malodourous malignant wounds, wound dressings with acti- 0 3 [412]

vated carbon can be used for local odour absorption.

In malodourous malignant wounds as a result of wound infec- 0 2- [411,
tion, the wound can be treated with antiseptic dressing materi- 416]
als.

In order to reduce malodour and pain, the benefits and EC

risks/burdens of the surgical removal of necrotic tissue should
be carefully weighed with the patient.
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The step-wise approach illustrates how the measures can build on one another (see
). If one step on the ladder is not sufficient to alleviate the odour, it should be
supplemented by the measures in the next step.

Seal the dressing on the outside

Treat infections with systemic (antibiotics)
and/or local treatment

] i i ] i ] Take enviropmental measures for malodour
Treat infections with locally-acting antiseptic or exudate- 4bsorption or masking

absorbing and germ-absorbing dressing materials

Consider the possibilities of surgical,
radiotherapeutic and specific therapies

Cleanse wound with or without antiseptic

Figure 10: Step-wise measures to reduce malodour (prepared by the working group)

15.4.5. Exudate Management
No. Recommendations GoR LoE  Sources
15.24. Malignant wounds with heavy exudate should be covered with B 4 [385]

a sufficiently absorbent secondary dressing.

In the case of malignant wounds with high exudate and a wound
cavity, this should be filled with suitable wound dressings.

15.25. In the case of malignant wounds with heavy exudation or in- EC
creased exudate production due to fistula, drainage bags and
stoma care materials can be used to collect the exudate.

15.26. In the case of malignant wounds with increased exudate pro- EC
duction, wound edge/periwound protection shall be provided

to prevent maceration and the resulting pain thereof.

15.27. In the case of malignant wounds with massive exudation and EC
strong malodour, negative pressure therapy can be considered.

In the following overview (see ), examples of possible relevant product groups
for local wound management in the case of heavy exudate are listed.
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Table 32: Possible wound dressings for exudate management (working group compilation)

Product group

Silicone-based
wound contact
layer

Alginate

Hydrofibre

Cavity foam
dressing

Superabsorbents

Properties

Atraumatic removal

Adhesion of the secondary dressing to the
wound bed is avoided.

Exudate is led away by a mesh in the second-
ary dressing. Cave: viscous exudate!

Wicking action
Wound cleaning/autolysis
Gel formation

Haemostasis

Exudate binding
Wound cleansing
Gel formation

Vertical fluid absorption; resulting in condi-
tional maceration protection of the wound
edge and wound environment

Good retention of wound exudate

Rapid exudate binding

Expansion in the case of exudate absorption

Rapid exudate binding
Depending on product:

High retention capacity

Protection of wound edge and wound environ-

ment

Available in different sizes and application
forms

Application

Select a suitable size

Apply approx. 2 cm beyond the edge of
the wound

Apply in a single layer; double-layer ap-
plication results in exudate accumula-
tion and infection

Cover with a suitable secondary dress-
ing, e.g. absorbent compresses (with
superabsorbent particles) or super-
absorbent

Wound filler in compress or tamponade
form

Adapt to wound size

Apply loosely in wound

Cover with a suitable secondary dress-
ing

Ensure residue-free removal when
changing dressings

Releases moisture under pressure

Wound filler in compress or tamponade
form

Apply approx. 2 cm beyond the edge of
the wound

Cover with a suitable secondary dress-
ing

Ensure residue-free removal when
changing dressings

Wound filler in heterogeneous forms

Follow the manufacturer's instructions
for size adjustment; pad out max. 2/3
of the wound with it. Cover with suita-
ble secondary dressing.

Select a suitable size

Product should generally not be torn or
cut to size
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Product group Properties Application
Transparent skin Fast-drying, solvent-free, transparent, sterile Application according to manufacturer's
protection film liquid specifications
Long-lasting skin protection: between 72 and No simultaneous use of skin care prod-
96 hours, depending on the product ucts

Silicone-based Atraumatic removal

Available on a silicone base

Supports adhesion of wound dressings

fixation plasters sary

Skin-friendly fixation of the wound dressing,
especially in the case of parchment-like/corti-
sone skin

Cave: adheres, but does not stick; i.e. no se-
cure fixation under shear forces, e.g. sacral

region
Foils/thin hydro- Wound edge and environment protection
collides Prevent wound dressings from rolling up with
adhesive edge (border)
15.4.6. Prophylaxis and Management of Bleeding

No. Recommendations

15.28. An atraumatic dressing change shall be performed to prevent
contact bleeding of malignant wounds.

15.29. To prevent bleeding from malignant wounds, the administra-
tion of anti-coagulant medications shall be critically evaluated
and, if necessary, discontinued after careful consideration of
the benefits and risks.

15.30. In the case of expected acute, heavy bleeding from a malignant
wound, arrangements shall be made with the patient for the
case of bleeding and discussed with their family carers. A writ-
ten emergency plan shall be drawn up for this purpose.

The family carers, volunteers and other health care providers
shall be prepared for the potential bleeding and trained in all
emergency strategies.

15.31.  Vasoconstriction measures (e.g. cooling) should be used for
mild bleeding from malignant wounds.

15.32.  In the case of heavy bleeding from malignant wounds, anti-fi-

brinolytics should be used systemically (orally/i.v.) or locally.

Select suitable size and adapt if neces-

GoR LoE Sources

EC

EC

EC

EC

B 2+ [417]

© Leitlinienprogramm Onkologie | Palliative Care - Short Version | Version 2.2 | September 2020



15. Malignant Wounds

15.33. In the case of heavy bleeding from malignant wounds, haemo-

styptics should be applied locally on or in the wound to stop

bleeding.

EC

133

In the case of bleeding from malignant wounds, a distinction is made between contact
or spontaneous bleeding and bleeding from the wound bed, from the wound margin or
caused by vascular involvement. The interventions depend on the intensity of the bleed-
ing: no bleeding, light superficial bleeding, heavier or moderate bleeding, acute heavy
bleeding (potentially stoppable or unstoppable); see

Bleeding from a malignant wound

\

Is there a risk of a major, life-threatening bleeding of the wound?

Yesl

Implement the advance care plan:

e Stop anti-coagulants and antiplatelet drugs where

possible
Consider:
e  Who needs to be aware of risk? -patient, family,
nurse, other health care providers? —>
e Preferred care setting - available level of care
. Equipment: dark sheets/towels, gloves, aprons, -
mattress protection, waste bags.
e Plan for who will clean up after an event and how L)

to contact them.
e  Prescription and preparation of emergency medica-

tion
Haemostasis possible?
No l l Yes
In case of severe acute bleeding: Slight to moderate bleeding:

e Stay calm and call for help if possible e Cold packs
e  Ensure that someone is with the patient at all times e Light compression on
e If possible, place in recovery position to keep air- wound

ways clear e  Tranexamic acid local/sys-
e Stem/disguise bleeding with dark sheets/towels. temic (* off-label-use)
e Apply pressure to the area if bleeding from exter- e Insert haemostyptics into

nal wound the wound

e Administer emergency medication if available, re-
peat after 10 minutes if necessary

NOTE: Patient support and non-drug interventions may
be more important than crisis medication.

After the event:
e  Offer de-briefing to the whole team

| o

Reassess
regularly

If in-patient: offer single
room where possible

If at home: provide tele-

phone number for emer-

gency/ Specialised Home
Palliative Care

e  Offer ongoing support to family members /health care providers as necessary

e Disposal of the waste appropriately

Figure 11: Management of wound bleeding (adapted from Hulme et al. 2008 [418])
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15.5. Burden on the Team Members
No. Recommendations GoR LoE Sources
15.34. Those involved in the treatment of patients with malignant EC

wounds shall be offered opportunities to recognise and express
their own consternation and burdens; solutions shall be devel-
oped in the team to provide them with relief and support.
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16.

16.1.

135

Anxiety

Working Group Leaders: Vjera Holthoff-Detto, Urs Miinch

Introduction

Along with depression, anxiety is one of the most common psychological burdens of
patients with incurable cancer. Fears can differ in appearance depending on their con-
tents, form and expression. Like the DSM, the ICD recognises various anxiety disorders
such as agoraphobia, panic disorder, specific phobias, generalised anxiety disorder,
mixed anxiety and depression. Post-traumatic stress disorder and an acute stress reac-
tion are types of disorders described in a separate chapter, but they are closely related
to anxiety in terms of the cause of the disorder and also subsumed in the Canadian
Guideline for cancer patients under the heading Anxiety [419].

Anxiety disorders which meet the criteria of ICD-10 occur with a probability of 11.5% in
patients with cancer during the course of the disease [420]. However, fears which are
referred to in the literature as subsyndromal anxiety disorders and specific fears [421,
422] and which are perceived by the person affected as stressful, occur significantly
more often. Subsyndromal anxiety includes anxiety syndromes that do not fully meet
the ICD or DSM criteria for anxiety disorders and are therefore not classified as an anxi-
ety disorder (panic disorder/agoraphobia, generalised anxiety disorder, social or specific
phobia) [423]. Specific fears are fears that are triggered by the disease with all its ac-
companying symptoms. They are usually understandable and appropriate fears in view
of the illness. The prevalence rate of these two fear groups is reported to be up to 48%
[4]. It is assumed that these disorders and burdens occur even more frequently in pa-
tients with incurable cancer, although there are currently no reliable data available [422].
In the case of anxiety disorders, subsyndromal anxiety and specific fears, the treatment
indication and planning are based on the suffering caused by the burden of symptoms
experienced by the patient.

In relation to patients with incurable cancer, anxiety and anxiety disorders (subsyndro-
mal or ICD-10-relevant) require (if possible and/or desired) an in-depth exploration by
means of a psychological and psychopathological diagnostic assessment (see sections

and ). Risk factors for the occurrence of (subsyndromal) anxiety
disorders and specific anxieties in patients with incurable cancers include affective and
anxiety disorders in the medical history, poor communication with the treatment team,
a lack of social support, inadequate symptom control (e.g. pain, breathlessness), pro-
longed treatment phases, surgical interventions, treatment side effects and adverse ef-
fects of the progressive disease [419, 424].

The causes of the specific fears are many and varied [419]. They can be caused by actual
or feared symptoms and functional limitations, such as breathlessness, pain or loss of
mobility. They may be related to planned or performed therapies, but also to possible
suffering as a result of undersupply and inadequate support, accompanying symptoms
of the disease (e.g. in the case of CNS tumours) or therapies (e.g. whole brain radiation)
or a concomitant phenomenon of symptoms associated with the disease (e.g. breath-
lessness). The awareness or realization of the imminent end of life can trigger fear and
insecurity. The fear can be directed towards various aspects (fear of the dying process,
fear of being dead, fear of losing control, fear of the disease progressing, fear triggered
by uncertainty about the care of family members, fear as an expression of an existential
crisis of meaning). Furthermore, fear can also be the result of unfavourable communica-
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16.2.

No.

16.1.

16.2.

16.3.

16.4.
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tion or an information deficit on the part of the person affected. The latter can be exac-
erbated by inadequate clarification and information about the disease, the possible
course of the disease and limited therapy and support options [425]. Within a family
context, fear can also be a fear of the future regarding the loved ones, leaving them
behind or causing them a great burden as a result of the own illness. In their anxiety,
patients with incurable cancer usually experience an appropriate and healthy reaction to
an existential challenge. A systematic description of the anxieties of patients with incur-
able, advanced cancer is provided in the section on

For the treatment of anxiety disorders according to ICD or DSM criteria, reference is
made here to the S3 Guideline on the treatment of anxiety disorders [426]. Taking into
account the individual situation, anxiety disorders should be diagnostically confirmed
and psychiatric-psychotherapeutic treatment initiated in accordance with the guideline
[426, 427]. If these anxiety disorders occur in patients with incurable cancer, it is im-
portant to agree on a therapy strategy together with the patient and the experts con-
sulted (specialist in psychiatry and psychotherapy, specialist in psychosomatic medicine,
psychotherapist), taking into account the expected remaining life time and the patient's
state of health [419, 422] (see also sections and

).

As a distinction from the anxiety disorders classified according to ICD-10, the subsyn-
dromal anxieties and the specific anxieties of palliative patients which are described as
'healthy' but associated with great suffering are referred to below as anxiety or fear in
palliative situations. There is currently no guideline for these forms of anxiety in pa-
tients with incurable cancer.

Assessment
Recommendations GoR LoE Sources
In patients with incurable cancer, the presence of anxiety shall EC

be actively and regularly checked, as a treatment indication is
based on the burden of symptoms and the suffering experi-
enced by the patient.

A medical history of possible pre-existing psychiatric disorders
shall be carried out upon admission.

A validated and standardised screening instrument can be used 0 3 [428-
to detect anxiety in patients with incurable cancer. 431]
If anxiety symptoms are present in patients with incurable can- EC

cer, an in-depth exploration shall be carried out with regard to
the content and intensity of the anxiety and the need for treat-
ment.

In patients with incurable cancer, possible anxiety-related and EC
anxiety-inducing burdens of the family carers should also be
assessed.
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16.5. In patients with incurable cancer who are unable to verbally ex- EC
press themselves, the anxiety level shall be determined by non-
verbal body signals and a multi-professional team.

The perceptions and assessment of the family carers shall also
be taken into account.

For treatment teams, the following may indicate the presence of distressing anxiety in
patients and their family carers:

Possible manifestations of distressing anxiety, adapted from Howell et al. [432]

Feeling restless or on edge, irritable

Sense of dread

Physical symptoms such as dry mouth, palpitations, excessive sweating, abdominal pain, headaches, diarrhoea
Sleep difficulties

Fatigue

Difficulty concentrating

Tension in muscle

Breathlessness

In clinical practice in Germany, Generalised Anxiety Disorder-2 (GAD-2) and the Minimal
Documentation System for Palliative Patients (MIDOS), the German version of ESAS, can
be used as screening instruments. GAD-2 as an extraction of PHQ-4 assesses worries,
fears and associated stress with two questions (see ) [429]. In the case of a
positive short screening test, fears can be explored by further targeted questions. GAD-
2 is also suitable as an instrument for follow-up screening. MIDOS comprises seven ques-

tions, one of which is aimed at anxiety (see ). MIDOS can be used to make a
valid statement as to whether distressing anxiety is present at the time of the assess-
ment.
Over the last 2 weeks, how often Not at all Several days Over half the Nearly every
have you been bothered by the fol- days day

lowing problems?

Feeling nervous, anxious, or on edge 0 1 2 3
Not being able to stop or control wor- 0 1 2 3
rying

Figure 12: Screening questionnaire GAD-2 (Generalised Anxiety Disorder) [429]

Please mark how severe your symptoms are today.

Anxiety [0 None O Slight [0 Moderate [0 Strong

Figure 13: MIDOS (minimal documentation system) questionnaire for the symptom anxiety [433]
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16.3. Differential Diagnosis

No. Recommendations GoR LoE Sources

16.6. In patients with incurable cancer, anxiety in palliative situations EC
shall be distinguished from panic disorders, phobias, general-
ised anxiety disorders, adaptation disorders and post-traumatic

stress disorders.

provides indications for the differential diagnosis of anxiety in palliative situa-
tions and ICD-10-relevant anxiety disorders.

Table 33: Differential diagnosis of anxiety disorders and non-ICD-10-relevant anxieties in palliative

care (according to ICD 10 and DSM V, as well as Schulz 2012 [434])

Type of Specific Panic Post-trauma- Generalised Adjustment Fears in
anxiety phobias disorder tic stress anxiety disorder palliative
(with ago- disorder disorder situation
raphobia) (in the con-
text of this
guideline)
Severity Mild, mode- Moderate Moderate and Moderate and Mild, moderate  Mild, mode-
of the rate and se- and severe severe severe and severe rate and se-
anxiety vere vere
state
Contents Fear of a par- Fear that (in  Lasting mem- Generalised Anxiety and Situational
of the ticular situa- a situation) ories of a trau- and persistent concern about anxiety, or-
anxiety tion or object  something matic experi- anxiety a critical life ganic anxi-
(e.g. animal bad will ence or . event with ety, exis-
phobias, nat-  happen (re-  repeated reliv-  EXpresses it- subjective dis-  tential anxi-
ural environ- curring) ing of a self in con- tress and emo- ety
ment phobia, trauma in in- stant worries tional impair-
blood or sy- Fear that trusive memo-  (Circles of wor- 0t that in-
ringe pho- help cannot  (jes (reverber- €S terferes with
bia), situa- C?J?gﬁl ation memo- These cannot social func-
tional phobia gnou {l or ries, flash- be resolved by  tioning and
(fear of h % backs, dreams  atjonal expla-  Performance
heights, fear that the or nightmares)  nation
of flying, fear  frightening or an inner ’
of tunnels, situation feeling of dis-  Content: fam-
darkness or can not be tress in situa-  ily/social rela-
lifts/eleva- left quickly tions similar tionships,
tors) enough, to or related work/perfor-
Avoidance including, to the stress mance, health
behaviour for exam- money, nea
ple, fear of issues, every-
suffocating, day life
heart at-
tack, an ac-
cident, etc.
Psycholo- Avoidance Panic at- Avoidance be- Uncertainty, Subjective dis- The number
gical behaviour, tacks, haviour, high derealisation, tress, emo- of symp-
symp- safety behav-  safety be- subjective depersonalisa- tional impair- toms or the
toms iour, possibly  haviour stress and tion, fear of ment, social severity of
panic attacks . possibly dis- loss of control, behaviour dis- the symp-
Avoidance sociation, fear of dying order toms is not
behaviour, ) without any in- sufficient to
fear of dy- Jumpiness/be- i ation of an diagnose a
g ing easily star-  cyya] ife- disorder ac-
cording to
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Type of
anxiety

Somatic
symp-
toms

Reference
to critical
life event

Specific
phobias

In the anxi-
ety-causing
situation or
also in the
case of men-
tal confronta-
tion: motor
symptoms,
e.g. physical
restlessness,
tension head-
ache, trem-
bling, inabil-
ity to relax

Vegetative
symptoms:
e.g. light-
headedness,
sweating,
freezing,
tachycardia,
breathless-
ness, upper
abdominal
pain, dizzi-
ness, dry
mouth, urge
to urinate,
urge to defe-
cate, etc.,
possibly also
fainting

Possible

Panic
disorder
(with ago-
raphobia)

In the anxi-
ety situation
or partly
also in the
case of
mental con-
frontation:
motor
symptoms,
e.g. physi-
cal restless-
ness, ten-
sion head-
ache, trem-
bling, ina-
bility to re-
lax

Vegetative
symptoms:
e.g. light-
headed-
ness, sweat-
ing, freez-
ing, tachy-
cardia,
breathless-
ness, upper
abdominal
pain, dizzi-
ness, dry
mouth, urge
to urinate,
urge to def-
ecate, etc.

Yes

Post-trauma-
tic stress
disorder

tled, difficul-
ties concen-
trating, irrita-
bility and out-
bursts of an-
ger

common: so-
cial with-
drawal, a feel-
ing of numb-
ness and emo-
tional dull-
ness, indiffer-
ence towards
other people,
impairment of
mood

Intrusions
(e.g. flash-
backs)

Nightmares,
hypervigi-
lance, jitteri-
ness, high
level of sensi-
tivity to key
stimuli

Yes (one, sev-
eral or stress
period)

Generalised
anxiety
disorder

threatening
disease

Motor symp-
toms: e.g.

physical rest-
lessness, ten-

sion headache,

tremors, ina-
bility to relax

Vegetative
symptoms:

e.g. light-head-

edness, sweat-
ing, freezing,
tachycardia,
breathless-
ness, upper
abdominal
pain, dizzi-
ness, dry
mouth, etc.

Possible

Adjustment
disorder

Motor symp-
toms: e.g.
physical rest-
lessness, ten-
sion headache,
inability to re-
lax

Vegetative
symptoms:

e.g. light-head-

edness, dizzi-
ness, etc

Yes

139

Fears in
palliative
situation
(in the con-
text of this
guideline)

ICD-10, or
other crite-
ria (cause,
appropri-
ateness) ar-
gue against
a diagnosis
according
to ICD-10

Anxiety
symptoms
(see left)
cannot al-
ways be
clearly dis-
tinguished
from symp-
toms of the
somatic ill-
ness in
question or
from inter-
actions and
side effects
of medica-
tion. More
frequent
causes due
to disease-
related
symptoms
are possible
(e.g.
breathless-
ness, weak-
ness)

As a rule
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Type of
anxiety

Duration
of symp-
toms

16.4.

No.

16.7.

16.8.

16.9.

Specific Panic Post-trauma- Generalised
phobias disorder tic stress anxiety
(with ago- disorder disorder
raphobia)
Only one sit- At least 2 Traumatic ex- On the major-
uation that different sit-  perience (not ity of days
causes fear uations that more than 6 within at least
and triggers are linked months before 6 months re-
avoidance to anticipa- the onset of lating to sev-
behaviour, tory anxi- the symptoms  eral events or
no time crite-  ety, no time (ICD-10), dura-  activities until
rion criterion tion of the diagnosis is
symptoms possible
more than 1
month (DSM-
V)

Adjustment
disorder

No time crite-
rion

140

Fears in
palliative
situation
(in the con-
text of this
guideline)

No time cri-
terion

In the case of ICD-10-relevant anxiety disorders, the following should be evaluated with

regard to the corresponding guidelines [426, 435]:

e Treatment motivation of the patient

e Treatment options with respect to the disease situation
e Treatment options depending on the availability of the qualified specialists
(licensed psychotherapist/medical specialist in psychiatry and psychother-

apy or psychosomatic medicine)

Attitudes and General Non-pharmacological Measures

Recommendations

All professional groups involved in the treatment and care of
patients with incurable cancer shall accompany the patients
with empathy, take them seriously and be made sensitive to
signs of anxiety.

All those involved in the treatment and care of patients shall be
supportive and strengthen confidence in their relationship
through their choice of words and attitude towards patients
with an incurable disease.

Unnecessary verbal and non-verbal communication that trig-
gers or reinforces anxiety shall be avoided.

In the presence of uncontrolled symptoms, such as pain,
breathlessness, nausea or acute states of confusion, such as
delirium, which cause distressing anxiety, these symptoms
shall be treated first or at the same time.

GoR LoE

EC

EC

EC

Sources
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The persons who are involved in the treatment of a patient with EC
incurable cancer and anxiety should consult a licensed psychia-
trist/psychotherapist

if, after using all of the team's own personnel resources,
there are still uncertainties in the diagnosis and treatment
planning of anxiety;

if the patient has a complex psychiatric history or a com-
plex syndrome;

in cases of an acute danger of self-harm or harm to others.

In patients with incurable cancer and an anxiety disorder that EC
meets the criteria of ICD-10, it should be determined to what

extent the applicable psychiatric-psychotherapeutic guidelines

(S3 Guideline on anxiety disorder treatment) can be followed.

Dignity-preserving communication reflects a fundamental attitude. This attitude makes
it possible to therapeutically identify resources and strengths, which can then be used
and reinforced for anxiety reduction and stabilisation. This is summarised in the ABCD
of Dignity (modified according to [436]):

A = Attitude: The first step is consideration of one's own attitudes and assump-
tions towards a patient. One's own attitudes depend on how they are structured
and conditioned and how they influence individual thinking and reactions in cer-
tain situations.

B = Behaviour: Friendliness and respect are the basis for dignity-preserving be-
haviour. Once one is conscious of one's attitudes, it is possible to control one's
own behaviour towards others more effectively. Many simple gestures can make
the patient feel more like a person who deserves attention and respect and less
like a body that is being pricked all over with needles or an obstacle that has to
be worked around. Small acts of kindness and respect can improve trust and the
relationship, such as: asking the patient for permission before actions ("Is it all
right for you if | now..." or "May I..."), actively but sensitively showing interest in
the individual, their history, skills and environment, as well as establishing and
maintaining a conversation on equal terms, respecting and preserving privacy
and intimacy, addressing things that express pride (e.g. photo of grandchildren
on the bedside table).

C = Compassion: Compassion is a deep awareness of another's suffering, tied
to the desire to alleviate it. This basic human need is an essential quality in
patient care. Compassion can be conveyed quickly and naturally through an en-
dearing look or a soothing touch.

D = Dialogue: Good medical care requires a good exchange of information. In
order to be able to offer the best possible care, health care providers must ob-
tain accurate information about the person as a whole, not only about the ill-
ness. Conversations with patients must acknowledge the person behind the dis-
ease and the emotional significance of the disease. There is a central question
here: what should | know about you as a person in order to provide you with the
best possible care?
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16.5. Specific Non-pharmacological Measures
No. Recommendations GoR LoE Sources
16.12. In patients with incurable cancer and anxiety, non-pharmaco- EC

logical therapy should be used in the case of stress and/or im-
pairment resulting from anxiety.

16.13.  Psychological/psychotherapeutic interventions can be used for 0 1+ [437-
the specific, non-pharmacological therapy of patients with in- 439]
curable cancer and anxiety.

16.14.  Social work, spiritual and non-verbal interventions can be used EC
for the specific, non-pharmacological therapy of patients with
incurable cancer and anxiety.

Based on the systematic review by Fulton et al. [437], the following evidence-based psy-
chological and psychotherapeutic interventions can be recommended (see recommen-
dation ):

e Cognitive behavioural therapy interventions with a focus on strengthening
the experience of self-efficacy, mindfulness and coming to terms with the
disease can be used for situational, organic and existential anxiety.

e Existential behavioural therapy (group therapy for family carers which com-
bines cognitive behavioural therapy with existential psychotherapy, with the
aim of reducing stress through mindfulness and the strengthening of re-
sources [440]).

e Mindfulness, MSBR (Mindfulness-Based Stress Reduction according to Kabat-
Zinn): self-regulation of attention paid to the immediate experience and the
present moment and the appropriation of openness and acceptance with
respect to the empirical experience in the present.

e Acceptance and Commitment Therapy ACT: based on behavioural analysis,
the acceptance of unpleasant feelings and training to create (new) freedom
of thought and action through the mindful experience of perception
through one's external senses, feeling one's own body, thinking and feeling,
without distortion resulting from social desirability, avoidance or persua-
sion goals.

In practice, further interventions are offered for which there has not yet been sufficient
evidence. These interventions are therefore recommended on the basis of expert con-
sensus:

e Psychological/psychotherapeutic interventions (selection): psycho-educa-
tion, information, education, anticipation; meaning-based interventions
(such as Managing Cancer And Living Meaningfully: CALM [441, 442]; SMILE
[443]; interventions of logotherapy/existence analysis (according to Frankl,
[444, 445]); dignity therapy [446-448]; family-focused grief therapy as a sys-
temic family psychotherapy [449, 450]; hypnotherapeutic interventions; in-
terventions of depth psychology-founded psychotherapy; supportive-exis-
tential therapy.

e Breathing therapy
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e Social work interventions

e Spiritual interventions (denominational or denominationally independent/
interdenominational)

e Artistic therapies

e Relaxation therapies

e Physiotherapeutic interventions (e.g. massage, mobilisation, lymphatic drai-
nage)

e Basal stimulation

e Aromatherapy

e Speech therapy interventions

e Nutrition therapy interventions

16.6. Pharmacological Treatment
No. Recommendations GoR LoE Sources
16.15.  For the treatment of anxiety, patients with incurable cancer shall EC

be offered pharmacological treatment with anxiolytic drugs:

e if non-pharmacological measures are not possible;

e in order to enable non-pharmacological therapy;

e if, according to the patient, the treatment up to now has not
led to a sufficient reduction in the symptoms.

16.16. Short-acting benzodiazepines with a rapid onset of action B 4 [426]
should be used to treat acute anxiety symptoms in patients with
incurable cancer.

The dose and length of treatment should be based on the sever-
ity of the symptoms reported by the patient and result in symp-
tom relief, which is satisfactory for the patient.

16.17. If benzodiazepines are insufficiently effective or are not toler- B 1- [451,
ated by patients with incurable cancer, the indication for antide- 452]
pressants, anti-psychotics or other anxiolytic drugs should be
evaluated.

16.18. Acute panic attacks in patients with incurable cancer shall be A 4 [426]

treated with short-acting benzodiazepines.

A step-wise approach shall be adopted: The first step is acute
symptom relief with short-acting benzodiazepines. In the case
of recurrence, the indication for longer-term treatment with an-
tidepressants, anti-psychotics or other drugs with an anxiolytic
effect should be evaluated.

16.19. Patients with incurable cancer and currently recurring anxiety or A 4 [426]
panic states and a history of ICD-10-relevant anxiety disorder
should be prescribed the pharmacological treatment that was
previously clinically effective.
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In anxiolysis, a step-by-step therapy indicated (see ). The acute treatment of
anxiety is carried out with short-acting benzodiazepines with the fastest onset of action
(e.g. lorazepam, oxazepam, alprazolam) [426]. If longer-term treatment is foreseeable,
a switch to an antidepressant with an anxiolytic effect (e.g. SSRI, SNRI or paroxetine)
should occur if this is clinically feasible [453-455]. In everyday clinical practice, it has
been shown that a combination may also be necessary in order to not to have to increase
the dose of the benzodiazepines and still achieve a sufficient anxiolytic effect for the
patient. In addition to the administration of antidepressants, a comparable approach
with anti-psychotics is possible, for which an anxiolytic effect has also been shown [4,
454-456]. The duration of benzodiazepine administration depends on whether the pa-
tient has experienced satisfactory symptom relief and can undergo non-drug therapy for
anxiety. A treatment-free interval begins with a slow reduction in the benzodiazepine
every 4 days with close monitoring of potential withdrawal symptoms (e.g. restlessness,
insomnia, nausea, racing heart, drop in blood pressure or sweating) which, if they occur,
require an even slower reduction of the benzodiazepine dose, for example at 8-day in-
tervals.

Table 34: Dose recommendations for anxiolytic acute and long-term medication in patients with

incurable cancers

Acute therapy

Indication Class of drug Substance Single dose
Acute anxiety state, Benzodiazepines Lorazepam 1.0-2.5 mg
panic attack
Alprazolam 0.5-1.0 mg
Oxazepam 10-40 mg
Midazolam* 2.5-(5) 10 mg
Therapy in the case of prolonged disease progression
Indication Class of drug Substance Single dose/ Max. daily
starting dose dose
Recurrent anxiety or Antidepressants:
anic attacks
o SSRI Citalopram 10-20 mg 40 mg
Escitalopram 5-10 mg 20 mg
Sertraline 50 mg 200 mg
SNRI Venlafaxine 37.5 mg 150 mg
Medical history of Antidepressants:
anxiety or panic dis- .
order, generalised SSRI Escitalopram 5-10 mg 20 mg
anxiety disorder and  gNp| Venlafaxine 37.5 mg 150 mg
currently recurrent
anxiety states . . .
Anxiolytics Opipramol 50 mg 300 mg
Anti-psychotics Quetiapine* 25 mg 200 mg
(augmentation, if nec-  Olanzapine* 5.0 mg 15 mg
essary) Risperidone* 0.25 mg 2 mg
Others Pregabalin 25 mg 600 mg
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Acute therapy

* Off-label use. Please refer to the S3 Guideline on anxiety disorders for the approvals for each specific type of
disorder [426].

16.7. Social Environment
No. Recommendations GoR LoE  Sources
16.20. Since family carers can also develop distressing anxiety, they EC

shall be offered helpful measures to prevent or reduce anxiety
within the framework of the palliative care treatment.

16.21. In the case of children as family of patients with incurable can- EC
cer who experience anxiety, special attention shall be paid to
providing support, which is appropriate to the age and devel-
opmental level of the child, and an offer adapted to their age
shall be provided.

16.22. If professionals involved in the treatment and care of patients EC

with incurable cancer experience anxiety, they shall also be
given the opportunity for reflection.
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17.2.
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Depression

Working Group Leaders: Martin Fegg, Klaus Maria Perrar

Introduction

Low or depressed mood is not only common in palliative care. It is part of the “normal”
expression of psychological feelings. This guideline’s task is to look at depression as a
comorbid problem in the context of incurable cancer and to give recommendations re-
garding differential diagnosis according to the ICD 10 classifications (International Sta-
tistical Classification of Diseases and Related Health Problems) as well as regarding the
introduction of suitable treatment in the context of incurable cancer [208].

This guideline refers to the medical condition depression or depressive episode (accord-
ing to ICD 10 Codes F32; F33) in its various degrees of severity as mild, moderate and
severe as well as recurrent. Both terms are used in the text as synonyms.

During the development of the guideline, two guidelines were used for assistance: the
European guideline from the European Association for Palliative Care (EAPC) “The man-
agement of depression in palliative care” [209], published in 2010, with direct relevance
to palliative care and secondly the “S3-Guideline/National Disease Management Guide-
line (NDMG) Unipolar Depression®, published in 2009 [210]. For the psycho-oncological
support and treatment of patients with incurable cancer and depression we also refer to
the S3-guideline “Psycho-oncology” [4].

Differential Diagnosis of Depression

Nr. Recommendations GoR LoE Sources

17.1. In patients with incurable cancer and depressive symptoms, the EC
differential diagnosis of this symptomatology shall include ad-
justment disorder, dysthymia, a depressive episode, organic
mood affective disorders or a reaction of grief.

offers an overview of differential diagnostic criteria of depressive disorders
according to ICD 10.

Table 35: Occurrence of depressive conditions in accordance with ICD 10 [208]

Severity of the
depressive
condition

Type and con-
tent of symp-
toms

Adjustment Dysthymia Depressive episode or Organic mood [af-
disorder (F 43.2) (F 34.1) recurrent depressive fective] disorders
disorder (F 32; F 33) (F 06.3)

Mild Mild Mild, moderate, severe Inconsistent

Depressed mood Depressed Depressed mood Depressed mood
o mood . .

The criteria for a Capacity for interest and

mild or moderate de-  The criteria for enjoyment is reduced, re-

pressive episode are a mild or mod- duction of energy, in-
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Psychotic
symptoms

Connection
with a critical
life event

Organic cause

Duration of
symptom

Adjustment
disorder (F 43.2)

never or very rarely
fulfilled.

No

Obligatory;

Starts within 1
month of a critical
life event or severe
physical illness

No;
can however occur

as a reaction to a se-
vere physical illness.

Short reaction: no
longer than 4 weeks

Long reaction: no
longer than 2 years

Dysthymia
(F 34.1)

erate depres-
sive episode
are never or

very rarely ful-

filled.

No

Possible

No

Long-lasting
duration (at
least 2 years),

sometimes life-

long

Depressive episode or
recurrent depressive
disorder (F 32; F 33)

creased tiredness, psycho-
motor retardation/agita-
tion, reduced concentra-
tion, reduced self-esteem,
feelings of guilt, suicidal

thoughts or acts, disturbed

sleep, diminished appetite

Day-to-day variations possi-

ble, however little change

in the low mood day-to-day

Possible,
in that case, severe epi-
sode

Possible

No;

can however occur as a re-
action to a severe physical
illness

Minimum duration: approx-

imately 2 weeks, if an unu-
sually severe symptom
then sometimes shorter,
often recurrent with epi-
sodes from 3-12 months
(on average 6 months)

147

Organic mood [af-
fective] disorders
(F 06.3)

Possible as part of
the comorbidity
with organic delu-
sional disorder

No

Obligatory

Uncertain,

Occurrence must
follow a cerebral or
other physical dis-
order

Disappearance of
symptom following
removal of the
cause

With patients with advanced cancer and especially with their loved ones it can be partic-

ularly difficult to differentiate depression from a normal reaction of grief.

gives

indications of the different characteristics. Patients who are sad or worried but who do
not fulfill the criteria of depression can still benefit from support, information, referral
to a palliative care physician or psychological interventions.

Table 36: Characteristics of depression in comparison to a reaction of grief [211]

Depression

Feeling of being left out or being alone

Feeling of invariability

Thoughts constantly going around in circles, hopeless-

ness

Strong feeling of worthlessness

Reaction of grief

Feeling of being in contact with others

Feeling that it will be over at some point

Can enjoy memories

Maintains a feeling of self-worth
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Depression Reaction of grief
Constant Comes in waves
No hope, no interest in the future Looking ahead
Only little enjoyment in activities Remains able to enjoy things
Suicidal tendency Will to live
17.3. Screening, Diagnosis and Assessment of Severity of
Depression

17.3.1. Screening

No. Recommendations GoR LoE Sources

17.2. In patients with incurable cancer, the existence of depression A 4
shall be actively and regularly assessed.

17.3. In patients with incurable cancer, screening should be used to rec- B 1+ [212-
oghise depression. 214]
17.4. In patients with incurable cancer, the 2-question screening tool 0 4

can be used to recognise depression:

1. During the past month, have you often been bothered by feel-
ing down, depressed or hopeless?

2. During the past month, have you often been bothered by little
interest or pleasure in doing things?

17.3.2. Diagnosing Depression
No. Recommendation GoR LoE  Sources
17.5. If noticeable depression scores are detected in a screening, the EC

diagnosis of depression in patients with incurable cancer should
occur by the assessment of main and other symptoms according
to the ICD-10-criteria with ascertaining the degree of severity and
development.

Example questions for the assessment of symptoms and in this way for the diagnosis of
depression are displayed in
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Table 37: Example questions for diagnosing depression [210]

Main symptoms

Depressed mood

Loss of interest and a lack of
enjoyment

Increased tiredness and reduc-
tion of energy

Additional symptoms

Reduced concentration and at-
tention span

Reduced self-esteem and self-
confidence

Feelings of guilt and worth-
lessness

Negative and pessimistic views
of the future

Suicidal thoughts/suicidal acts

Disturbed sleep

Diminished appetite

“Have you felt down or sad during the last two weeks?”

“Were there times when your mood was better or worse?”

“Have you lost interest or enjoyment in important activities (job, hobby, friends
and family) lately?”

“During the last two weeks, have you almost constantly had the feeling that you
do not want to do anything?”

“Have you noticed a decrease in your energy?’

"Do you constantly feel tired and exhausted?”

“Do you find it difficult to manage daily tasks as usual?”

“Do you find it difficult to concentrate?”

“Do you find it strenuous to read the newspaper, watch television or to follow
a conversation?”

“Are you suffering from a lack of self-confidence and/or self-esteem?”

“Do you feel as self-assured as you usually do?”

“Do you often blame yourself for things?”

“Do you often feel guilty for everything that happens?”

“Do you see the future more negatively than usual?”

“Do you have any plans for the future?”

“Are you feeling so bad that you think about death or that it would be better if
you were dead?”

“Have you had or do you have any plans to harm yourself?”

“Have you tried to harm yourself?”

”Is there anything that makes you want to stay alive?”

“Has your sleep changed at all?”

“Are you sleeping more/less than usual?”

“Has your appetite increased/decreased lately?”

“Have you lost weight without intending to?”
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17.3.3. Assessment of the Severity
No. Recommendation GoR LoE Sources
17.6. The severity of depression should be assessed according to the EC

ICD 10 criteria (mild, moderate, severe).

Figure 14 gives an overview of the assessment of severity according to ICD 10.

Main symptoms =2 =2 =3

+ Depressed mood

« Loss of interest and lack of
enjoyment

« Lack of motivation, increased
tiredness + + +

=2 =3-4 24

Additional symptoms

« Reduced concentration and

attention span and and and
« Reduced self-esteem and

self-confidence
« Feelings of guilt and

worthlessness
« Negative and pessimistic
views of the future

« Suicidal thoughts / acts
» Disturbed sleep
« Diminished appetite

Degree of Severity mild moderate severe

Symptoms = 2 weeks

Figure 14: Diagnosis of depression according to ICD 10 (adapted figure from S3-Guideline/NDMG
“Unipolar Depression“ [210])

Depression is combined with an increased risk of suicide [210]. Depression is often
found in connection with a wish for euthanasia or hastened death [215-218]. The follow-
ing approach is recommended for the assessment and reduction of suicide risk:

1. Make time and space available (offer personal attention and support) [219];
2. Directly speak to patients with psychological problems about suicidal thoughts
or plans [215].

Helpful questions for this approach are [219]:

e “Have you recently thought that you do not want to live anymore?”

e “Often?”

e “Without wanting to, have you had suicidal thoughts or in other words have su-
icidal thoughts come upon you?”
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e “Could you brush these thoughts off?”

e “Do you have specific ideas of how you would do it?”

e ‘“Have you made preparations?”

e  “Or the other way around: Is there anything which is stopping you?”

e “Have you already spoken to someone about your suicidal thoughts?”

e “Have you ever attempted suicide?”

e “Has anyone in your family or among your friends or acquaintances committed

suicide?”
17.4. Treating Depression
17.4.1. The Principles of Treatment
No. Recommendations GoR LoE Sources
17.7. Patients with incurable cancer and depression shall receive both EC

effective palliative care symptom control and professional psycho-
social support.

17.8. Patients shall be an integral part of the decision-making process EC
with regard to treatment.

17.9. The therapy of patients with incurable cancer and depression shall EC
be adapted to the severity of the depressive symptoms.

[Modified 2019]

17.10. A psychiatrist/psychotherapist shall be involved in the following EC
cases:

e Uncertainty about the diagnosis and the treatment plan for
depression

e A complex psychiatric past medical history or symptomatol-
ogy

e Severe depressive symptoms with psychotic symptoms or de-
pressive stupor

e Acute suicidality

e Endangerment of others

e No response to antidepressant treatment

17.4.2. Treatment of Mild, Moderate or Severe Depression
No. Recommendations GoR LoE Sources
17.11. Antidepressants should not be used generally in the initial treat- EC [220]

ment of mild depressive episodes, but only after carefully weigh-
ing the benefit-risk ratio
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No.

17.12.

17.13.

17.14.

17.4.3.

No.

17.15.

17.16.

17.5.

No.

17.17.

17.18.

17.19.

Recommendations

For the treatment of acute mild to moderate depressive episodes
in patients with incurable cancer, psychotherapy or a psychother-
apeutic intervention should be offered, depending on the progno-
sis.

[Modified 2019]

For the treatment of acute moderate depressive episodes, pa-
tients shall be offered antidepressant treatment.

In acute severe depressive episodes, combination treatment with
drug therapy and, depending on the prognosis, psychotherapy or
psychotherapeutic interventions should be offered.

[Modified 2019]

Treatment of Patients with Short Prognosis

Recommendations

Depression in patients with incurable cancer shall also be treated
in cases of a short life prognosis of a few weeks.

In the dying phase’, treatment with antidepressants shall be
stopped.

Non-pharmacological Measures
Recommendations

Patients with incurable cancer and depression shall receive basic
psycho-social support.

In cases of non-pharmacological treatment of depression, behav-
ioural-therapy interventions (e.g. cognitive behavioural therapy
interventions or problem-solving approaches), interpersonal psy-
chotherapy interventions, mindfulness-based stress reduction or
acceptance and commitment therapy should be delivered.

[Modified 2019]
In cases of non-pharmacological treatment of depression, depth

psychology-oriented methods or expressive therapy can be
used.

' The “dying phase” refers to the final days of life (see chapter 19).

GoR

GoR

GoR

EC

EC

EC

152

LoE Sources

[220]

[220]

[220]

LoE Sources

EC

EC

LoE Sources

EC

1- [221]

EC
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Pharmacological Treatment

The psychopharmacotherapy of patients with incurable cancer

and depression shall be in accordance with the available S3-Guide-

In the pharmacological treatment of patients with incurable can-

cer and depression, there is no clear superior efficacy of one an-

The choice of antidepressive substance shall be in consideration

e Response to previous treatments, risk of overdose and the

For prevention of recurrence, antidepressants should be taken for

at least 4-9 months after remission following a depressive epi-

] 7I6l
17.6.1. Antidepressants
Nr. Recommendations
17.20.
line/NDMG Unipolar Depression.
17.21.
tidepressant over another.
17.22.
of the following criteria:
e Tolerability and side-effect profile
e Manageability
e Experience of the prescribing physician
patient’s preference
17.23.
sode.
17.24.

Antidepressants should be withdrawn gradually.

153

GoR LoE Sources
EC
ST 1- [222-
224]
EC
EC [220]
EC

For the pharmacological treatment of depression there are various substances available

(see ).

Table 38: Medication for the treatment of depression modelled on Benkert/Hippius (2013) [225];
S3-Guideline/NDMG “Unipolar Depression® [210]

Drug Half-life
Amitriptyline 10-28 hours
(TCA)

Citalopram 26-40 hours
(SSRI)

Mirtazapine 20-40 hours

(NaSSA)

Dosage form

Diverse dosages available, also

sustained release
(10 - 100 mg);

Oral solution (40 mg/ml);

Infusion solution (50 mg)

Tablets (10/20/40 mg);

Infusion solution (20 mg)

Tablets; orodispersible tablets

(15/30/45 mg);
Oral solution (15 mg/ml)

Initial dose

25 -50mg

10-20 mg

15 mg

Standard daily dose

75-150 mg/day (in
clinic up to max.
300 mg/day)

(Mainly evening admin-
istration)

20-40 mg/day (max.
40 mg/day) (morning
administration)

15-45 mg/day (evening
administration)
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Drug Half-life Dosage form Initial dose Standard daily dose
Sertraline 24-36 hours Tablets (50/100 mg) 50 mg 50-100 mg/day (max
(SSRI) 200 mg/day) (morning
administration)

Venlafaxine 5 hours, sus-  Tablets 37,5 mg; 37.5-75 mg 75-225 mg/day (max.
(SSNRI) tained re- . 375 mg/day)

lease 14-18 Sustained release capsules

[ (37.5/75/150/225 mg)

NaSSA: Noradrenergic and Specific Serotonergic Antidepressant; SSNRI: Selective Serotonin-Noradrenalin-
Reuptake-Inhibitor; SSRI: Selective Serotonin Reuptake Inhibitor; TCA: Tricyclic antidepressant.

offers criteria for the selection of antidepressants.

Table 39: Selection criteria for antidepressants (table modelled on S3-Guideline/NDMG “Unipolar

Depression“ [210])

Tolerability/side-effect
profile

Risk of overdose

Response in a previous
illness episode

Manageability

Experience of use

Possibilities in cases of
non-response

Patient’s preference

Different side-effect profile of SSRI in comparison to TCA, in particular in out-pa-
tients and in comparison to classical, older TCA;

In in-patient care, there are hardly any differences in tolerability between TCA and
SSRI;

Qualitative differences in side-effect profiles of TCA and SSRI (more serious com-
plications with TCA such as delirium, heart block/arrhythmias or urinary reten-
tion).

Taking a weekly ration of TCA can be lethal in suicidal patients; in out-patient
care only smaller sized packets are prescribed.

Effectiveness and compatibility of an earlier administration of antidepressants
should be taken into consideration in the case of re-indication.

TCA require more of an individual initial titration and control than the SSRI or new
antidepressants (gradual dosing, plasma level, ECG-controls).

Gradual dosing is also advisable with SSRI and new antidepressants like venlafax-
ine and mirtazapine.

The physician’s individual experience of use with specific antidepressants is very
important for the selection of the antidepressive substance.

With TCA an assessment of the serum level is advisable because for most TCA a
therapeutic serum level area is established. For TCA a high-dosage treatment is
effective because a dose-response relationship exists.

Patients have differing physical and psychological reactions with regard to the ef-
fect and side-effects of antidepressants, which is why the individual emphasis on
undesired effects plays a role in the choice of the antidepressive substance.

SSRI: Selective Serotonin Reuptake Inhibitor; TCA: Tricyclic antidepressant.

Tamoxifen in Cases of Breast Cancer

A specific treatment situation arises in patients with breast cancer who are being treated
with tamoxifen. The SSRI group displays significant differences with regard to interac-
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tions in the cytochrome P450 system. Potent CYP2D6 inhibitors prevent the transfor-
mation of tamoxifen into the biologically active endoxifen and thereby reduce the anti-
tumour efficacy [4]. For this reason, breast cancer patients being treated with tamoxifen
should not receive SSRIs or other drugs with strong or moderate inhibitory CYP2D6 ac-
tivity [464, 475, 476].

17.6.2. Other Drugs

No. Recommendation GoR LoE  Sources
17.25. In patients with incurable cancer and depression, psychostimu- B 1- [228,
lants* should not be administered for the treatment of depression. 229]

* Off-label use
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18.

18.1.

The Desire to Die

Working Group Leaders: Reinhard Lindner, Raymond Voltz

Introduction

The phenomenon of the desire to die is understood and described differently in practice
than in the literature. Desires to die have a complex relationship to suicidal tendencies,
which is to be defined in this guideline. The aim is to take into account the full spectrum
of this phenomenon.

Definition of "Desire to Die" in this guideline

The term "desire to die" in the context of this guideline describes a phenomenon in
people with a life-limiting progressive disease. This wish manifests itself in the desire to
die soon or the desire to be dead. The desire to die ranges from the acceptance of death
in the sense of satiety of life, the hope of an early start of the dying process - with or
without the wish to accelerate this process - to acute (consciously planned) suicidality
with increasing pressure to act, the more urgent and acute the desire for self-induced
dying is.

An international group of palliative care experts has defined the so called “wish to hasten
death (WTHD)” in the consensus as “a reaction to suffering, in the context of a life-threat-
ening condition, from which the patient can see no way out other than to accelerate his
or her death. This wish may be expressed spontaneously or after being asked about it,
but it must be distinguished from the acceptance of impending death or from a wish to
die naturally, although preferably soon. The WTHD may arise in response to one or more
factors, including physical symptoms (either present or foreseen), psychological distress
(e.g. depression, hopelessness, fears, etc.), existential suffering (e.g. loss of meaning in
life), or social aspects (e.g. feeling that one is a burden).” [479].

In this guideline, however, the dimension of the acceptance of death in the sense of
satiety of life, is listed under desires to die in addition to the wish to hasten dying. This
shows how multi-faceted the phenomenon of the desire to die is and that there are subtle
differences between the different forms of desires to die.

The prevalence of the desire to die is stated as being widespread among patients with
incurable cancer. This ranges from 8 to 22% [480-482]. According to a recent study of
377 participating cancer patients, 69.5% state that they have no desire to die, 18.3%
express occasional thoughts about it and 12.2% say they had a serious desire to die
[483].
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18.2. The Phenomenon of the Desire to Die
18.2.1. Differentiation: Forms of Desires to Die
No. Recommendations GoR LoE  Sources
18.1. The desire to die of patients with incurable cancer should be con- ST 3 [484]
sidered a complex phenomenon with individually different
causes, manifestations and consequences.
Patients express a desire to die in different ways. Examples: “I want to die”, “Please give
me something to end my life”, “l want to go to Switzerland to die”'. Although such state-
ments express a similar wish, they harbour a complex phenomenon whose causes, sig-
nificance and consequences have to be considered very differently.
presents research results that are described in the form of examples, which
are intended to contribute to a better explanation of the range of the various forms of
the desire to die and to formulating a conceptual understanding of a desire to die in
connection with suicidal pressure to act/suicidality.
Authors FORMS OF DESIRES TO DIE
1) Ohnsorge Acceptance of dying Wish to die as:
et al. [485,
486] 1) Looking 2) Hypotheti-  3) Current wish or action
forward to cally consid-
dying ering has-
tening death
2) Nissim et Letting go Despair Hypothetical exit plan
al. [487]
3) Balaguer et Wish to hasten death (WTHD)
al. [479]
4) Mod. ac- Satiety of Tiredness of Non-specific Suicidality (distanced -> latent -> acute)
cording to life life wishes for
Wolfersdorf peace and
[488-490] and quiet

Lindner [491]

Suicidal pressure to act

Figure 15: Forms of desires to die according to different authors

(4) The breakdown into distanced, latent and acute suicidal tendencies characterises the
continuum of increasing pressure to act with increasingly specific suicide plans - up to
the mental fixation on killing oneself [492]. The terms listed for this purpose are defined
as follows [491]:

! Refers to the Swiss organisations for assisted suicide, i.e. Dignitas.
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18.2.2.

18.2.3.
No.

18.2.

e Satiety of life - Satisfied with what you have experienced and achieved -
also dying without resentment: “C'est ici que j'attends la mort sans la desirer
ni la craindre” - It is here where | await death, without desire and without
fear (Francois Maynard, 1582-1646) [493].

e Tiredness of life - wish to die without one’s own actions: “Falling asleep in
the evening and not waking up again.”

e Distanced suicidal tendencies - ideas, fantasies and plans to end one's
own life through one's own actions or inactions - even without treatment of
the suicidal tendencies, no life-ending pressure to act is to be expected.

e Latent suicidal tendencies - ideas, fantasies and plans to end one's life
through one's own actions or inactions; without treatment, clear pressure
to act can be expected in the event of (renewed) stress.

e Acute suicidal tendencies - ideas, fantasies and plans to end one's life
through one's own actions or inactions - there is currently considerable
pressure to act.

e Suicide - taking one’s own life.

Relationship between Desire to Die and Suicidal Tendencies

From a psychiatric perspective, a suicidal tendency has been defined with different nu-
ances by various authors. According to Lindner, suicidality encompasses “all thoughts,
feelings and actions, whether conscious or unconscious (and therefore not primarily ac-
cessible to the subject in terms of their significance), which are aimed at self-destruction
through the self-induced termination of life” [491].

However, the special aspect of the phenomenon of the desire to die is that it can also
occur without the desire to end one’s life more quickly or bring about the end of life
[486]. In this respect it cannot be equated with suicidal tendencies - at least not with
their acute forms, which are guided by an increasing pressure to act, even if the desire
to die without any pressure to act and follow through can be an initial indication of
suicidal tendencies. If, when, why and in which patients with incurable cancer a "transi-
tion" occurs from a desire to die to suicidal thoughts, intentions or actions requires
further research [494]. To complicate this definition, it must be added that neither a
desire to die as the main category, nor suicidal tendencies as a sub-category of the desire
to die are stable phenomena. Their presence can vary greatly and take on different
forms. For example, the desire to die can be associated with a (sub-)acute intention to
let one’s life come to an end, or may instead be of a hypothetical nature in the sense of
“taking precautions” for an anticipated future situation [486, 495].

Desire to Die and to Live, Dynamics and Progression

Recommendations GoR LoE Sources

Patients with incurable cancer and a desire to die may at the ST 3 [484]
same time have a desire for life within them.

Over time and in terms of intensity, the desire to die and the will
to live can change.
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18.2.4. Causes, Significance and Functions of Desires to Die

The following factors have been described as causes or risk factors for the development
of desires to die in patients with incurable cancer [484, 486, 496-499]:

e physical symptoms

¢ mental symptoms (depressiveness, anxiety, hopelessness)

e social problems (isolation/being alone)

e personality (desire for autonomy and control, loss of identity)

e quality of the patient's relationships with people who are important to
them

e existential, spiritual or ideological issues.

Meanings and Functions

The term “meanings of desires to die” refers to the subjective meanings that the patient
ascribes to their own desire to die [486]. Functions of a desire to die are defined by
Ohnsorge et al. as effects of the expressed desire to die on the social environment [486].

Even though the meanings and functions are not strictly separable from one another,
they are not identical. For example, meanings can include the following aspects:

e Accepting death as a natural occurrence

e Ending suffering, that can no longer be endured, by bringing about death

e Drawing conclusions, with the result of ending unnecessary suffering - with
death as the end point

e Not wanting to wait until death comes

e Preferring to maintain control than to give it up by dying.

Functions would be understood as follows:

e Manifestation of the desire to live

e Accelerated death is preferred in the dying process.

e The intolerability of the situation demands action without fail.

e Ways to escape from an intolerable situation

e Manifest final control

e Drawing attention to one's own individuality

e Gesture of altruism

e Attempt to manipulate the family, or

e Exclamation of despair, which is intended to illustrate the current distress.

18.3. Screening and Assessment
No. Recommendations GoR LoE Sources
18.3. Patients with incurable cancer should be actively asked about B 4 [427,
the presence of desires to die during the course of the disease. 500]
18.4. There is no evidence that addressing the subject of suicidal ST 1- [501-
thoughts results in their development or increase. 505]
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No.

18.5.

18.6.

18.4.

18.4.1.

18.4.2.

Recommendations GoR LoE Sources

When a desire to die is expressed by patients with incurable EC
cancer, questions shall be asked about the course, severity and

subjective causes, as well as possible suicidal thoughts, inten-

tions and plans.

Validated instruments can be used to record the desires to die 0 3 [506]
of patients with incurable cancer alongside the discussion.

If patients with incurable cancer express thoughts or indications that they want to end
their lives or that their lives should be ended, it is the duty of the health care providers
to detect these indications, reflect on them in a joint conversation and concretise them.

Possible opening questions:

e How do you see the coming weeks?

e Have you ever thought about simply giving up?

e How burdened are you by the situation surrounding your illness?

e Are you afraid of the dying process?

e Do you have thoughts of wanting to hurt yourself?

e Do you have thoughts of wanting to end your life prematurely?

e Are you worried about talking to me about the thought of ending your life
prematurely?

Caring for Patients with a Desire to Die

Terms

Professional attitudes comprise all the affects, feelings, thoughts and behaviours of the
health care provider with regard to the patient that become apparent in the treatment
situation and have an influence on the treatment process [507].

Professional strategies are based on the fundamental theoretical assumptions about
communication in helping relationships.

Professional techniques are theory-based (verbal or non-verbal) activities in various,
mostly critical situations of treatment.

Aims

As mentioned above, the desire to die is a differentiated phenomenon, so that the ques-
tion initially arises about which goals should be pursued in dealing with patients who
express a desire to die. A four-level objective is recommended:

e Detection and Recognition: The expression of a desire to die of patients
with incurable cancer is to be detected and recognised by the professional
companion.

e Understanding: This is associated with an understanding of the desire to
die against the background of the medical and psychological situation, the
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personality and life experience of the patient. This involves an empathetic
process on the part of the professional companions to find meaning in
conversation with the patient, also involving the family carers if necessary.
Competent Support: It is then the task of the professional companion to
accompany the patient with incurable cancer and a desire to die, which
does not necessarily mean taking direct action, but possibly “only” the ac-
tive enduring of the suffering, without being able to give an answer or
even judge the desire to die. In all situations where this is possible and de-

sirable, the suffering contained in the desire to die should be alleviated

through concrete strategies and techniques.

e Suicide prevention: The prevention of suicidality and suicide/attempted
suicide is a fourth goal in dealing with incurable cancer and a desire to

die.

18.4.3. Attitudes

No. Recommendations GoR LoE Sources

18.7. The discussion about desires to die shall be conducted with a EC
basic attitude of openness, interest and respect for the patient's
thoughts, experiences and actions. The attitude of respect does
not necessarily imply agreement with the active termination of
life.

18.4.4. Strategies and Techniques

No. Recommendations GoR LoE Sources

18.8. When patients with incurable cancer express a desire to die, the A 3 [484]
presence of helplessness, hopelessness, pointlessness, futility,
demoralisation and loss of faith, as well as depression and sui-
cidality, shall be recorded and treated or support shall be of-
fered.

Depression  In patients with incurable cancer, the 2-question screening 0 4 =

17.4. tool can be used to recognise depression:

1. During the past month, have you often been bothered
by feeling down, depressed or hopeless?

2. During the past month, have you often been bothered
by little interest or pleasure in doing things?

18.9. If a patient with incurable cancer has a desire to die, coping strat- B 3 [447,
egies should be developed with him/her on how to handle the 508-
situation. 511]

18.10. In the event of a desire to die combined with the experience of EC

(impending) loss of control, possibilities should be worked out
with a patient with incurable cancer as to how they can (again)
experience or regain control over their situation.
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No. Recommendations GoR LoE Sources

18.11. In the case of a patient with incurable cancer and a persistent EC
desire to die, the health care providers should bear this desire

and give the patient advice and support in an empathetic man-

ner.

18.12. In the discussions with the patient about their desire to die, the EC
goal of care and the resulting decisions about the beginning,

continuation and termination of life-sustaining medical

measures shall be addressed.

18.13. Particularly in patients with incurable cancer and a desire to die, A 3
inadequately controlled symptoms such as pain, breathlessness,

nausea, vomiting, anxiety, depression, etc. shall be controlled as

good as possible.

[484]

18.14. Alicensed psychiatrist/psychotherapist shall be consulted in the EC

following cases:

e uncertainty in the diagnosis of a psychiatric disorder and the
planning of its treatment

e in the case of a (per)acute suicidal tendency

e if there is a wish for advice on the part of the professional
companion, e.g. in difficult conversations about handling the
desire to die.

The following strategies and corresponding techniques are applied in dealing with pa-
tients with incurable cancer and a (potential) desire to die: see and ).
Table 40: Strategies and techniques for dealing with (potential) desires to die

Strategy Technique

Exploring the patient's psy-

chological and spiritual
condition

Assessing and clarifying
any indications of depres-

sion or another severe psy-

chiatric disorder that sus-
tainably restricts the pa-
tient’s judgement.

Recognising one's own feel-

ings in conversations with
the patient.

Helplessness, hopelessness, pointlessness, futility, demoralisation and loss of
faith, but also the permanence of and a lack of alternatives to the desire to die
are to be recorded and clarified [484]. In this way, possible solutions can be
considered and decided upon - taking the patient as the starting point if nec-
essary. It may initially be necessary to give space to the patient's experience,
not to become immediately active, but to adopt a wait-and-see approach (see
recommendation and point 7 below).

The current depression or another severe psychiatric disorder should be as-
sessed and its severity clarified. 2-question screening is available for the as-
sessment of the depressiveness (see the recommendation on depression ).

In cases of uncertainty as to whether the patient's decision-making ability is
severely impaired due to a mental disorder, a psychiatric examination is rec-
ommended.

One's own fear, distress, anger, sudden unforeseeable feelings, thoughts or
physical states (e.g. tiredness, confusion, absence or even the sudden wish that
the patient were dead) have to be recognised, defined and initially beared (see
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Strategy

If there are indications of a
desire to die (by the patient
or witnessed by health care
providers), these shall be
addressed pro-actively,
even if the patient does not
initiate this of their own ac-
cord.

Involving family members

Developing coping strate-
gies to help patients to han-
dle their situation

Exploring, promoting and
regaining the desire for
personal influence and con-
trol

Enduring or bearing the
suffering that cannot be
avoided

Changing the goal of care

and deciding on the begin-
ning, continuation and ter-
mination of life-sustaining
medical measures

10. Symptom control

163

Technique

above) in order to be able to think about their indicative character for the pa-
tient's situation (see the concept of transmission in the long version of the
Guideline, section 18.4.3., Attitudes, and chapter on Anxiety).

In this context, it can be meaningful to conduct a probing conversation (“Are
you thinking about giving up completely?” “... throwing everything away?” “Do
you wish you were dead?” “Are you thinking about putting an end to your life
yourself?” (addressing possible suicidal tendencies). If the patient withdraws in
this situation or the health care provider feels inhibited, the following questions
can be asked to investigate the situation in greater depth: “Did | understand
you correctly...?”, “Would you like to tell me in greater detail what you think
about your situation?” (see section ).

With the patient's agreement (caution: there may be intra-family conflicts) it
makes sense to discuss the existence of a desire to die with the family mem-
bers, to record their views and those of the patient and to take their position
seriously (see section ).

Coping positively with one's own (incurable) cancer can be a predictor of fewer
depressive symptoms and a higher quality of life [512, 513]. Examples of tech-
niques for coping with disease can be existential interventions such as mean-
ing- or dignity-oriented therapies, the efficacy of which has been tested in stud-
ies with regard to a desire to die. Their aim is to promote the spiritual well-
being of the patient at the end of life by addressing the subjective meaning of
life and/or his/her own dignity (see recommendation ).

Reflection on (the patient's) own opportunities for controlling the situation
(jointly). If necessary, concrete steps are to be initiated to improve the evalua-
tions and, in some circumstances, endure their inability to be fulfilled in the
discussion with the patient (see recommendation ; see also the chapter
on ).

Repeated discussions with the patient can lead to situations in which it is not
possible to remedy/relieve symptoms or conditions of suffering to a sufficient
extent. In this situation, it is important to make oneself available to the patient
(and one's own feelings) time and again, to endure them, discuss them and
look for solutions (see recommendation ).

If the desire to die persists, it is necessary to provide the opportunity to reflect
in the context of the helping relationship. In such situations it is staying the
course and - if desired and possible - talking that specifically constitute the
offer. This enduring is not to be equated with passive acceptance or ignoring.

A possible change to the goal of care and the resulting decision on the begin-
ning, continuation and termination of medical measures, as well as their con-
ditions, technical implementation and consequences are to be discussed care-
fully with the patient and decided jointly with them. For the patient, such a
conversation can in itself represent a form of addressing his/her desire to die
and the reasons for it (see recommendation ).

Inadequately controlled symptoms, such as pain, breathlessness, nausea, vom-
iting, anxiety and depression play an important role in the development of a
desire to die by interacting at the physical, psychosocial and existential levels
of the individual [484]. Here, the best possible symptom relief is part of the
care provided to patients with a desire to die (see recommendation ).
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Strategy Technique
11. Performing supervision and In pressure, conflict and dilemma situations, supervision or case discussions,

holding case discussions

12. Consulting other experts

e.g. an ethics consultation, are an effective means of finding new ideas and
options by consulting third parties (see the section on ).

For specific issues (more detailed psychiatric diagnostics, religious conflicts,
etc.), additional specialists (licensed psychiatrist/psychotherapist, social work-
ers, pastors, music therapists and other non-verbal therapists: dance, move-
ment, art and design therapists) should be consulted (see recommendation

)-

18.4.5. Special Measures

No. Recommendations GoR LoE Sources

18.15. In the case of peracute suicidal tendencies, i.e. when the suicidal EC
action is imminent and cannot be avoided by other measures,
the indication for committal to a psychiatric and psychothera-
peutic clinic shall be evaluated, with critical consideration of the
benefits and harm.

18.16. Palliative sedation can be offered for symptom control in pa- EC
tients with incurable cancer and insufficiently manageable
symptoms resulting in the desire to die.

Dying phase Palliative sedation shall be carried out by competent phy- EC
19.37. sicians and nurses experienced in palliative care.
18.17. Those involved in the treatment of a patient with incurable can- EC

cer shall be further trained in the (professional) legal framework
and the relevant concepts with regard to desires to die.

Table 41: Legal framework at the end of life in Germany

Form of euthanasia and
terminal care

Voluntary euthanasia

Assisted suicide [514]

Legal situation

Voluntary euthanasia (killing by request, “Totung auf Verlangen”) is a special form of
killing. It is illegal in Germany. The precondition is that the perpetrator is motivated
to commit this act of killing through the explicit and serious request of the patient
(who assumes full responsibility). The shortening of life is intended and the primary
goal of this intervention is terminating life. In this case, the so-called authority of
action (“Tatherrschaft”) does not lie with the patient: the perpetrator controls the
events and carries out the action leading to death. A typical example is the admin-
istration of a lethal injection to the patient. Killing by request is prohibited by law in
Germany according to Section 216 of the Penal Code (StGB) and can be punished by
imprisonment from 6 months up to 5 years.

According to the Federal Constitutional Court, the general right of personality in-
cludes a right to die in a self-determined manner - i.e. also a right to take one's own
life and to seek help to do so (judgement of 26.02.2020). This judgement declared
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Form of euthanasia and
terminal care

Therapies at the end of
life (formerly: indirect eu-
thanasia)

Allowing the patient to die
(formerly: passive eutha-
nasia)

Palliative sedation

165

Legal situation

Section 217 of the German Criminal Code (StGB), which has been in force since 2015,
to be unconstitutional. According to Section 217 StGB, assistance of suicide with
intent of repeated conduct was prohibited. A new regulation on suicide assistance is
still pending (as of 16.03.2020).

Depending on the individual circumstances, whoever supports an act of suicide that
is not an exercise of the patient’s own free will may be liable to prosecution for
failure to provide assistance (Section 323c of the Criminal Code (StGB)), killing by
omission (Sections 212, 13 StGB), and under certain circumstances also for negligent
or intentional killing (Section 222 or Section 212 StGB).

Physicians are also subject to the requirements of professional law: Talking to the
patient about the desire to die and the intention to commit suicide is the responsi-
bility of the physician, assisting suicide is not. Furthermore, some State Chambers
of Physicians have adopted a separate ban on medical suicide assistance in accord-
ance with the German Model Professional Code for Physicians (“Musterber-
ufsordnung”).

Therapies at the end of life - also palliative care measures - are carried out in the
last phase of life with the aim of alleviating suffering. Like all medical measures,
these are permitted if they are indicated, the patient consents after being carefully
informed and they are carried out properly. This also includes measures where there
is a possibility that the natural process of dying is shortened, be it through a high-
dose pain medication or strong sedation, without which the burdensome symptoms
cannot be controlled. If these measures serve to alleviate the symptoms, if they are
indicated with a view to this aim and if the patient who has been informed in detail
has consented to them, the side effect of the "shortening of life" may be accepted as
an unavoidable consequence. Under these conditions, such therapies at the end of
life are not prohibited, but may even be ethically and legally required.

Allowing the patient to die by not starting or by terminating life-prolonging or life-
sustaining measures is permitted and even ethically and legally required if these
measures are not or no longer indicated or if the patient does not or no longer con-
sents to them. These include, for example, artificial respiration or artificial nutrition,
which are either not started or discontinued. The obligation to provide (palliative)
medical care to the dying person naturally continues [515].

Defined as the use of medication with the aim of achieving diminished or suspended
consciousness (unconsciousness) in order to reduce the burden of therapy-refractory
symptoms in an ethically acceptable manner for patients, family carers and health
care providers [516]. The sedation can be used intermittently or permanently. The
target sedation depth can range from shallow sedation to the permanent loss of
consciousness.

18.5. Family Carers

No. Recommendations GoR LoE Sources

18.18. In the event of a desire to die, the family carers should be in- EC
cluded in the discussion with the patient.
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18.6. Health Care Team

No. Recommendations GoR LoE Sources

18.19. Suitable opportunities for reflection, such as case discussions, EC
pastoral care and supervision (e.g. for interactional problems
with the patient), as well as ethics consultation (e.g. on ethical
issues) and further training shall be offered for teams caring for
patients with a desire to die.
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19.

19.1.

19.2.

No.

19.1.

The Dying Phase

Introduction

925,200 people died in Germany in 2015 and 226,337 of those who died were suffering
from cancer. Cancer, with 25%, is the second most common cause of death in Germany
after cardiovascular related deaths [230]. Almost 40% of people who are diagnosed with
having cancer will die from the illness (the relative 5-year survival rates are currently
estimated to be 62% for men and 67% for women) [518].

The dying phase refers to the last days of life when, due to the illness, the physical and
psychological abilities of the dying person are increasingly limited. Based on interna-
tional expert recommendation and the available evidence, this guideline defines the dy-
ing phase as the last three to seven days of life [11, 12].

The dying phase of patients with terminal cancer is typically characterised by a dynamic
development with various challenges to the physical, psychological, social and/or spir-
itual care of the patient and their family. Various symptoms can be a burden for both
patients and their family carers. Increasing weakness and immobility, the loss of interest
in eating and drinking, restrictions in mental capacity with a reduction in the possibility
to communicate verbally as well as changes in breathing and existential uncertainty can
all occur in the final days of life [232].

Due to these various problems, comprehensive offers of support as well as open and
honest communication with the patient and their family are necessary. Often, treatment
decisions have to be made, which need consideration in light of the medical indication,
the (presumed) wish of the patient but also the appropriateness of the measures. When
caring for dying patients it is of utmost importance that dying is accepted as a natural
process by the health care providers. All measures should be oriented towards the goals
of ensuring both the best quality of life, even in the final stage of life, and dying with
dignity.

Diagnosing Dying

Recommendations GoR LoE Sources
To assess whether the dying phase in a patient with terminal can- 0 4 [11,12,
cer has begun, the following criteria can be considered, if acute 233]

reversible causes have been excluded:

Changes in breathing (e.g. Cheyne-Stokes breathing, death
rattle)

Changes in emotions and consciousness

Reduction of urine excretion under 100 ml/24 h
Pulselessness of the radial artery

Increased weakness and a worsening of the patient’s general
condition

Skin changes; confusion; loss of interest in food and fluid in-
take

Intuition of those involved in the treatment
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No.

19.2.

19.3.

No.

19.3.

19.4.

19.5.

19.6.

Recommendations GoR LoE Sources
The assessment of whether the dying phase has begun in a patient B 4 [11,12,
with terminal cancer should occur as part of an inter-professional 233]
discussion.

In order to avoid the use of distressing measures for patients in the final days of life,
but also in order to prepare the surrounding family for this phase and to adequately
support them, it is helpful for the day-to-day clinical practice to be better able to diag-
nose the onset of this phase. Although reliable predictors seem to be largely missing, in
cases of advanced, terminal cancer the occurrence of or an increase in changes in breath-
ing (e.g. pattern, rhythm or additional sounds like rattle), changes in emotion (e.g. in-
creased anxiety or agitation) or consciousness (e.g. somnolence), increased weakness
and deteriorated general condition, skin changes (e.g. marbled limbs), confusion, and
the loss of interest in food or fluid intake can be indirect indications for the dying phase.
This list of observable signs does not claim to be complete or lack ambiguity. In a Delphi
survey among international palliative care experts from various professional groups (e.g.
medicine, nursing, pastoral care), the changes in the following categories (which de-
scribe a variety of phenomena) were classified as being very relevant for diagnosing the
dying phase: breathing, general deterioration, consciousness, skin, intake of food and
fluids, emotional state and opinions expressed by health care providers [11]. According
to expert opinion, the intuition of those involved in the care of the patient (“gut feeling”)
was classified as clinically relevant [11].

Principles and Practical Issues of Care in the Dying

Phase
Recommendations GoR LoE  Sources
When a patient with terminal cancer is dying this shall be recog- EC

nised as a natural part of life by health care providers.
The dying process shall be neither hastened nor delayed.
The dying patient and their family carers shall be the focus of EC

care respecting the physical, psychological, social and spiritual
dimensions of dying.

Treatment decisions and measures in the dying phase shall be EC
in accordance with the needs of the dying patient and their fam-

ily carers, while preserving the patient’s dignity.

Treatment decisions and measures in the dying phase shall be EC
documented and continually reassessed.
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No.

19.7.

19.8.

19.9.

19.10.

19.11.

19.4.

19.4.1.

No.

19.12.

19.13.

Recommendations

The dying patient and his/her family carers shall be adequately
informed about the approaching death and the changes to be
expected in the dying phase.

Family carers of the dying patient shall have the opportunity to
participate in the care of the dying patient, taking into account
their wishes and resources and respecting the wishes of the dy-
ing patient.

They shall receive offers of support.

In dying patients who can no longer communicate verbally or
are impaired in their communicative capacity, facial expres-
sions, gestures, breathing, muscle tone, eye contact, movement
patterns, reactions and para-verbal sounds shall be carefully ob-
served by the health care providers and their meaning assessed.

The wish of a patient with terminal cancer concerning the place
of death should be honoured.

Involving competent volunteers in multi-professional care dur-
ing the dying phase of a patient with terminal cancer should be
part of palliative care.

GoR

LoE

EC

EC

EC

EC

EC

Treatment of the most Common Symptoms

For the symptom , see the corresponding chapter of this guideline.

Breathlessness in the Dying Phase
See additionally the chapter

Recommendations

In the dying phase of an incurable cancer patient who is no longer
able to self-assess his or her breathlessness, the assessment as
to the existence and intensity of breathlessness shall be carried
out by others (professional, family carers) on the basis of clinical
signs (sweating, cyanosis, quick, flat breaths, physical restless-
ness, facial expressions of discomfort and distress).

Patients with breathlessness who are in the dying phase and who
require pharmacological treatment for the relief of breathless-
ness shall be given opioids as the method of choice.

In cases of symptoms of anxiety, benzodiazepines can be given
in addition to opioids.

GoR

LoE

EC

EC

169

Sources

Sources
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19.4.2.
No.

19.14.

19.15.

19.16.

19.17.

* Off-label use

19.4.3.

No.

19.18.

19.19.

19.20.

19.21.

19.22.

* Off-label use

Delirium in the Dying Phase
Recommendations

The symptoms of delirium shall be detected as early as possi-
ble: i.e. sudden onset and fluctuating course, impaired con-
sciousness, disturbance in attention, thinking and sleep-wake
cycle.

The team should be trained in the early diagnosis of delirium in
dying patients and in how to deal with delirious patients in both
verbal and nonverbal ways.

Dying patients with delirium symptoms should be treated using
the following general measures: calm and reassuring setting
providing orientation, fall prevention, calm communication and
continuity in care.

In dying patients with delirium and the need for pharmacologi-
cal treatment, haloperidol* can be administered for the treat-
ment of delirium.

[Modified 2019]

Death Rattle

Recommendations

Artificial hydration should not be administered in the dying
phase when death rattle is present.

Family carers of dying patients shall be informed early of the
cause, the course and the consequence of death rattle.

The use of informational brochures can provide additional help
for family carers.

In dying patients with distressing death rattle, suitable position-
ing for the mobilisation and drainage of secretion can be used.

In dying patients with distressing death rattle, anticholinergic
drugs* can be administered to reduce the death rattle.

In dying patients with distressing death rattle (without tracheost-
omy or endotracheal tube), tracheal secretion should not be
sucked.

GoR

GoR

170

LoE Sources

EC

EC

1- [234-
240]

LoE Sources

EC
EC
4
1- [241-
243]
4
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19.4.4. Dry Mouth (Xerostomia)

No. Recommendations GoR LoE Sources

19.23. Dry mouth shall be regularly assessed, including the causes (e.g. EC
medication), the level of distress and whether the xerostomia re-
quires treatment.

19.24. In cases of distressing xerostomia, the oral mucosa and the lips B 4 -
should be regularly moistened, in accordance with the dying pa-
tient’s needs.

Suitable substances should be used which are in accordance with
the dying patient’s habits and preferences and which are aimed
at ensuring well-being.

[Modified 2019]

19.4.5. Anxiety and Agitation in the Dying Phase

(see also the chapter )
No. Recommendations GoR LoE Sources
19.25. The emergence of anxiety shall be regularly assessed in the dy- EC
ing phase.

In addition to verbal statements, clinical signs such as agitation,
sweating, facial expressions or defence reactions shall be ob-
served.

19.26. In cases of agitation during the dying phase, the main triggering EC
causes shall be determined, e.g. pain, constipation, urinary re-
tention, breathlessness, anxiety and/or delirium.

19.27. Dying patients with anxiety - with or without accompanying EC
symptoms of agitation - shall be supported with the use of gen-
eral measures: e.g. calm setting, trust-building communication
and continuity in care.

19.28. Benzodiazepines can be administered in the dying phase to re- EC
lieve anxiety, whether accompanying symptoms of agitation are

present or not.

19.29. In cases of agitation as part of delirium in the dying phase, the EC
delirium shall primarily be treated.
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19.5. Medication and Measures in the Dying Phase/With-
drawal of Medication and Measures in the Dying

Phase
No. Recommendations GoR LoE Sources
Principles The patient’s wishes are to be considered in every phase of ST (EC)
4.7. the treatment, including in the dying phase.

If the patient is not able to express himself/herself, the health
care proxy agent (by means of a written power of attorney for
personal welfare or a legal representative) determines the will
of the patient and discusses this with the physician. At the
same time, a written living will or other wishes expressed by
the dying patient (e.g. oral or written treatment wishes, other
expressed wishes) are to be taken into account.

19.30. All measures taken in the dying phase shall be in accordance EC
with the needs of the dying patient with regard to their frequency
and form.

At the same time, all dimensions of quality of life (physical, psy-
chological, social and spiritual), as well as cultural and religious
aspects shall be considered.

19.31.  Only drugs that aim to ensure the best possible quality of life in EC
the dying phase shall be started or continued. This particularly
includes the substances from the groups of opioids, antipsychot-
ics, benzodiazepines and anticholinergics.

19.32. Cancer-specific drugs and treatment measures shall be stopped EC
in the dying phase.

19.33.  All medical, nursing and physiotherapeutic treatment measures, EC
which do not support the goal of care of ensuring the best pos-
sible quality of life, shall not be introduced or, if they were intro-
duced previously, shall be stopped: e.g. ventilation, cardiopul-
monary resuscitation, dialysis/hemofiltration, therapy in the in-
tensive care unit, positioning for decubitus or pneumonia pre-
vention.

[Modified 2019]

19.34. Measuring and documenting blood pressure, pulse, respiration EC
rate, blood glucose level, oxygen saturation and body tempera-
ture shall be stopped when there is no benefit concerning symp-
tom relief.

19.35. If drugs for symptom relief can no longer be administered enter- EC
ally, an adjusted dose shall be given using a parenteral (subcu-
taneous, intravenous), transmucosal (nasal, buccal, sublingual)
or rectal route of administration.
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No.

19.36.

19.37.

19.6.

No.

19.38.

Recommendations GoR LoE Sources

A sufficiently effective transdermal treatment can also be con-
tinued in the dying phase.

In dying patients who have an implanted cardioverter-defibrilla- EC
tor (ICD), the defibrillation function (shock function) should be
deactivated in the dying phase.

[Modified 2019]

Palliative sedation shall be carried out by competent physicians EC
and nurses experienced in palliative care.

Certain types of drugs, which were necessary in other stages of the disease, can be
foregone in the dying phase. Drugs which fall under this category are e.g. antibiotics,
antidepressants, anticoagulants, chemotherapeutic drugs or other cancer-specific med-
ication, diuretics, insulin, cardiac medication, corticosteroids, laxatives, oxygen or blood
products.

In rare cases, it may not possible to relieve the patient's suffering in a satisfactory man-
ner by either causal or symptomatic treatment or by withdrawing measures. In such
cases, palliative sedation can be considered as a last resort. Palliative sedation includes
the monitored use of drugs for patients who are suffering from therapy-refractory symp-
toms. Palliative sedation can be indicated in the dying phase for symptoms such as agi-
tated confusion, breathlessness, pain, epileptic seizures, heavy bleeding or asphyxia as
well as non-physical symptoms such as depressive conditions which are unresponsive to
medication, fear or existential suffering [244, 245]. However, there is no consensus
across the board that palliative sedation is indicated for these non-physical symptoms
[245, 246].

The aim of sedation is the relief of suffering from symptoms in a way which is ethically
acceptable for the patient, the family carers and members of staff and not the premature
ending of life [244].

Artificial Nutrition and Hydration

Recommendation GoR LoE  Sources
Following a thorough investigation on an individual basis (e.g. B 2 [247-
satisfying hunger or thirst), artificial nutrition and hydration 249]

should not be continued or started for dying patients.

Caring for dying patients with artificial nutrition and hydration is common practice with
the motivation of, for example, relieving symptoms such as fatigue, somnolence, confu-
sion or nausea. However, artificial nutrition and/or hydration have potential side-effects
(e.g. peripheral oedema, pulmonary oedema, increased death rattle), require an invasive
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19.7.

No.

19.39.

19.40.

19.41.

19.8.

No.

19.42.

19.43.

route of application (i.v, subcutaneous, PEG) and lead to an increased medical and nurs-
ing involvement, which could be inappropriate or unwanted during the dying phase.

The main focus of attention when caring for dying people is comfort and optimal symp-
tom control [250]. Due to the fact that artificial hydration does not relieve xerostomia,
mouth care is advisable independent from rehydration (see also the section

) [251].

Due to the fact that dying patients and in particular their family carers often value artifi-
cial nutrition and hydration positively and - in contrast to palliative care experience and
evidence - connect it with the hope of a dignified death and an improvement of symp-
toms, it is necessary that communication on this matter is sensitive with sufficient ex-
planation and provision of information in the decision-making process when reaching a
decision [252, 253].

The Aftermath of Death: The Deceased and Grief

Recommendations GoR LoE Sources

The family carers of the deceased shall be informed of the death EC
in a sensitive and timely manner.

Following the death, the family carers shall be allowed to say EC
goodbye in accordance with their needs and resources, cultural
practices and religious duties.

The people, who were involved in the care of the patient with EC
terminal cancer, should be informed about the patient’s death in
an appropriate manner.

Dying and Death and the Health Care Team
Recommendations GoR LoE Sources

For the dignified care of dying people and their family carers, EC
supportive conditions shall be implemented in the team e.g. an

open culture of communication, joint definition of goals, defined

team roles and sufficient staff and time for individual care of

those affected.

In order to stabilise teamwork and to reduce distress, reliable EC
and transparent ways of decision-making shall be jointly agreed
upon and defined.

Decisions concerning treatment and care shall be adequately
communicated within the team.

Changes in goals of care and adjustments in treatment measures
shall be transparently documented for the whole team.
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No. Recommendations GoR LoE Sources

19.44. Mutual support, both emotionally and in practice, as the predom- EC
inant protective factor against stress in a team shall be main-
tained in an appropriate culture.

19.45. Rituals for saying goodbye can be introduced for support and EC
coping.

Such rituals should be jointly developed and agreed upon.

19.46. Suitable room for reflection such as case conferences, supervi- EC
sion, team days and further training shall be implemented for
teams that care for dying patients.
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20.

Quality Indicators (Qls)

176

Quality indicators are parameters, which are ascertained to assess the quality of the
underlying structures, processes and/or outcomes [541, 542]. Quality indicators are an
important tool of quality management. The aim of their use is the continuous improve-
ment of care by presenting the results of the care, critically reflecting on them and, if
necessary, improving them. The present selection of quality indicators has been com-
piled according to the methodology of the Guideline Programme for Oncology [543].

The numerator is always a subset of the denominator. Quality indicator 6 can be docu-
mented with the basic oncological data set of the cancer registries (as of: March 2019).

The QIs 1, 2, 3, 4 and 10 must be assessed with the screening instruments IPOS or
MIDOS/ESAS’). Another instrument must only be used for QI 8. The denominator of the
QIs addresses explicitly patients receiving generalist and specialist palliative care. This
reflects the idea that the QIs should be put into practice for both sectors of palliative

care provision.

Quality indicator

Reference recommendation

QI 1: Reduction of Breathlessness (since 2015)

Numerator:

Number of patients with re-
duction of breathlessness
within 48h

Denominator:

All patients with the diagnosis
“incurable cancer” (receiving
generalist or specialist pallia-
tive care) and with moder-
ate/severe breathlessness at
inpatient admission

8.3

A repeated assessment of
breathlessness before, during
and following a symptomatic
therapy shall be part of the
evaluation.

Objective of the guideline:
improvement of symptom con-
trol; to this end, the common
symptoms and problems shall
be treated according to current
scientific evidence and clinical
expertise (chapter Breathless-
ness, Cancer pain, Fatigue,
Sleep related disorders/Noctur-
nal Restlessness, Nausea and
Vomiting (not cancer therapy-
induced), Constipation, Malig-
nant Bowel Obstruction (MBO),
Malignant Wounds, Anxiety and
Depression)

QI 2: Reduction of Pain (since 2015)

' MIDOS is the German version of ESAS.

Evidence basis

EC

Quality objective:

As often as possible, reduction
in breathlessness within 48
hours of hospital admission in
the case of patients diagnosed
with "incurable cancer"

Screening instruments (open
list of validated instruments):

e Modified Borg Dyspnea Scale

e Visual Analog Scale

e Numeric Rating Scale

e MIDOS/ESAS, IPOS

e (HOPE/national palliative care
registry)
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20. Quality Indicators (Qls)

Quality indicator

Numerator:
Number of patients with re-
duction of pain within 48h

Denominator:

All patients with the diagnosis
“incurable cancer” (receiving
generalist or specialist pallia-
tive care) and with moder-
ate/severe pain at inpatient
admission

Reference recommendation

9.1

Pain history and a pain related
clinical examination shall be
part of every diagnosis of pain.

Objective of the guideline:
improvement of symptom con-
trol; to this end, the common
symptoms and problems shall
be treated according to current
scientific evidence and clinical
expertise (chapter Breathless-
ness, Cancer pain, Fatigue,
Sleep related disorders/Noctur-
nal Restlessness, Nausea and
Vomiting (not cancer therapy-
induced), Constipation, Malig-
nant Bowel Obstruction (MBO),
Malignant Wounds, Anxiety and
Depression)

QI 3: Opioids and Laxatives (since 2015)

Numerator:

Number of patients without
therapy with osmotic and/or
stimulant laxatives

Denominator:

All patients with the diagnosis
“incurable cancer” (receiving
generalist or specialist pallia-
tive care) on opioids outside
of the dying phase (= 7 days
before death)

9.25

Laxatives shall be routinely
prescribed for the management
or prophylaxis of opioid-in-
duced constipation.

13.6

Osmotic and/or stimulant lax-
atives shall be used for the
pharmacological mono- or
combination therapy of consti-
pation for patients with incura-
ble cancer.

Ql 4: Symptom Assessment in the Dying Phase (since 2015)

Numerator:

Number of patients with symp-
tom assessment by means of a
validated screening instru-
ment in the last 72h before
death

19.25

The emergence of anxiety shall
be regularly assessed in the dy-
ing phase.

In addition to verbal state-
ments, clinical signs such as

177

Evidence basis

EC

Quality objective:

As often as possible, reduction
of pain within 48 hours of hos-
pital admission in the case of
patients diagnosed with "incur-
able cancer"

Screening instruments (open
list of validated instruments):

e McGill Pain Questionnaire

e Verbal Rating Scale

e Numeric Rating Scale

e MIDOS/ESAS, IPOS

e (HOPE/ national palliative
care registry)

e in case of suspicion of neu-
ropathic pain, also painDE-
TECT or DN4

GoR A, LoE 1+

Quality objective:

As often as possible, admin-
istration of laxatives for pa-
tients diagnosed with “incura-
ble cancer” and opioid medica-
tion

EC

Quality objective:
As often as possible, symptom
assessment in the dying phase
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20. Quality Indicators (Qls)

Quality indicator

Denominator:

All deceased patients (receiv-
ing generalist or specialist
palliative care)

Reference recommendation

agitation, sweating, facial ex-
pressions or defence reactions
shall be observed.

QI 5: Assessment of Agitation in the Dying Phase (since 2015)

Numerator:

Number of patients with agita-
tion assessment in the last
72h before death

Denominator:

All deceased patients (receiv-
ing generalist or specialist
palliative care)

19.26

In cases of agitation during the
dying phase, the main trigger-

ing causes shall be determined,
e.g. pain, constipation, urinary
retention, breathlessness, anxi-
ety and/or delirium.

178

Evidence basis

Screening instruments (open
list of validated instruments):

e MIDOS/ESAS

e |POS

e HOPE/ national palliative
care registry

EC

Quality objective:

As often as possible, assess-
ment of restlessness in the dy-
ing phase

Screening instruments: Agita-
tion will be assessable with
IPOS and MIDOS/ESAS in the
future.

QI 6: Stopping Cancer-specific Measures in the Dying Phase (since 2015)

Numerator:

Number of patients receiving
cancer-specific measures (sys-
tematic therapies, radiother-
apy) within 14 days before
death

Denominator:

All deceased patients (receiv-
ing generalist or specialist
palliative care)

Ql 7: Oral Care (new)

Numerator:
Number of patients with oral
hygiene

Denominator:
All patients diagnosed with
"incurable cancer" (receiving

19.32

Cancer-specific drugs and
treatment measures shall be
stopped in the dying phase.

14.12

In order to relieve a dry mouth
in patients with incurable can-
cer and MBO, ice cubes to suck,
crushed ice, frozen fruit pieces,
sour sweets and/or chewing

GoR A, LoE 1+

Quality objective:

As often as possible, termina-
tion of tumour-specific
measures in the dying phase

EC

Quality objective:

As often as possible, oral hy-
giene for patients with incura-
ble cancer
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20. Quality Indicators (Qls)

Quality indicator

generalist or specialist pallia-
tive care) and dry mouth (ICD-
10-GM R 68.2)

Reference recommendation

gum should be offered.

Ql 8: Assessment of Malignant Wounds (new)

Numerator:

Number of patients assessed
for an exulcerating tumour
using a specific assessment
instrument according to the
guideline

Denominator:

All patients diagnosed with
“incurable cancer” (receiving
generalist or specialist pallia-
tive care) and exulcerating tu-
mour

15.2

A written assessment of the
malignant wound with a com-
plete analysis of the wound
shall be carried out with struc-
tured wound documentation
sheets at the beginning of the
treatment and for further moni-
toring regularly during the sub-
sequent course of the disease.

QI 9: Documentation of Goals of Care (new)

Numerator:

Number of patients with docu-
mented goals of care at the
time of the diagnosis of “in-
curable cancer”

Denominator:

All patients diagnosed with
“incurable cancer” (receiving
generalist or specialist pallia-
tive care)

QI 10: Screening by Means of MIDOS/ESAS' and IPOS (since 2015)?

7.7

Goals of care associated with
the treatment of patients with
incurable cancer shall be regu-
larly reviewed and adapted to
the current stage of the disease
and treatment situation and/or
to the changed wishes, values
and goals of the patient.

' MIDOS is the German version of ESAS.

179

Evidence basis

EC

Quality objective:

As often as possible, assess-
ment of malignant wounds in
patients with incurable cancer
and an exulcerating tumour

Specific assessment tools:

e HOPE

e FKB-20

e FLQA-wk

e Wound-QoL

e Pain assessment in patients
with chronic wounds

EC

Quality objective:
Documentation as frequently
as possible of the goals of care
in the case of patients with in-
curable cancer

2 DEGAM voted that the quality indicator 10 does not apply to general practitioners, since there is
no reliable evidence at this level of care of the benefits of such a procedure for patient-relevant

outcomes.
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20. Quality Indicators (Qls)

Quality indicator

Numerator:

Number of patients with
screening by means of
MIDOS/ESAS or IPOS

Denominator:

All patients with the diagnosis
“incurable cancer” (receiving
generalist or specialist pallia-
tive care)

Reference recommendation

5.5

In cases of incurable cancer,
the patient and family carers’
physical, psychological, social
and spiritual needs as well as
their sources of distress and
need for information shall be
assessed repeatedly and when
there is a change in the clinical
situation.

QI 11: Specialist Palliative Care (new)

Numerator:

Number of patients who have
received specialist palliative
care (inpatient: palliative care
unit, palliative care support
team, palliative day-care, in-
patient hospice; out-patient:
“SAPV” [specialist palliative
home care], specialist pallia-
tive out-patient clinic)

Denominator:
All patients who have died
from a cancer

International investigation ac-
cording to quality indicators:

QIl: Specialised palliative care

Numerator: number of people
who died with cancer who re-
ceived specialised palliative
care (hospital palliative unit OR
palliative day-care centre OR
multidisciplinary home care) in
the last 2 years prior to death

Denominator: number of peo-
ple who died with cancer
[254]

180

Evidence basis

EC

Quality objective:

Symptom assessment as fre-
quently as possible by means
of MIDOS/IPOS for patients
with incurable cancer

EC

Quality objective:

Evaluation of the care situation
of cancer patients with regard
to specialised palliative care
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