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Foreword

Palliative care has a unique balance of professional, emotional, and
existential issues. All are necessary to guide our patients through
the last stages of their lives, and poetry can be an excellent
reflection of this.

We introduce this new edition with the challenge of the poem
Don'’t Tell Me, written by a UK palliative care consultant under her
pseudonym, Jo Hansen.

Don’t tell me

Don’t tell me, ‘He was a good old age ... '—I know that.

Don't tell me, ‘it was great that you were all there ... '—I| know
that too.

Don’t tell me, ‘with time this will pass ... '—I didn’t ask if it would.

Words belittle the enormity,
The aching deepness of existence
And loss.
Don’t say anything at all
Please, just be there.
Jo Hansen 2017



Preface to the second edition

| am always willing to learn, however | do not always like to be taught.
Winston Churchill

The first edition of the Oxford Handbook of Palliative Care has been
warmly received. We have been encouraged by colleagues to
make the material presented here more relevant to non-medical
readers. We therefore welcome to our team, Jo Wells, who is a
nurse consultant in palliative care. We have added new sections on
antibiotics, increased emphasis on non-malignant disease, learning
disabilities, palliative care in developing countries and
communication. All the chapters of the first edition have been
reviewed and many have been completely rewritten.

We hope that the result will be a Handbook which that is useful to
the whole of the multiprofessional team and will achieve a better
balance than its predecessor. Although the Handbook is somewhat
larger than the first edition, we feel that this is a reflection of the
rapid changes and progress of this field of clinical practice in a
relatively short period.

The aim of the Handbook remains as originally stated. We would
like to provide a readily accessible source of help to all those who
care for people who cannot be cured. This will include generalists
and those whose specialty is not palliative care. We hope that the
Handbook may also be a useful ready reference for those engaged
in full-time palliative, hospice or end-of-life care. We remain proud
to be associated with the Oxford University Press Handbook series,
and are well aware of the heavy responsibility which this confers.
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Preface to the first edition

Most clinical professionals have been affected by caring for patients
with palliative care needs. Such patients may challenge us at both
a professional and at a personal level in areas where we feel our
confidence or competence is challenged.

| wanted to help her, but | just didn’t know what to do or say

As in every other branch of medicine, knowledge and training can
help us extend our comfort zone, so that we can better respond to
such patients in a caring and professional manner. However, in
picking up this Handbook and reading thus far you have already
demonstrated a motivation that is just as important as a thirst for
knowledge, the central desire to improve the care of your patients.

It was out of just such a motivation that the modern hospice
movement began 40 years ago, and it is that same motivation that
has fuelled the spread of the principles of palliative care—in fact the
principles of ALL good care—across the globe: respect for the
person, attention to detail, scrupulous honesty and integrity, holistic
care, team caring and con- summate communications (often more
about listening than telling and talking).

| knew we couldn’t cure him, but didn’t know when or how to start palliative
care

Increasingly it is being recognized that every person has the right
to receive high-quality palliative care whatever the illness, whatever
its stage, regardless of whether potentially curable or not. The
artificial distinction between curative and palliative treatments has
rightly been recognized as an unnecessary divide, with a
consequent loss of the border crossings that previously signified a
complete change in clinical emphasis and tempo.

Medical knowledge is developing rapidly, with ever more
opportunities for and emphasis on curative treatment, to the point
when any talk of palliative care can sometimes be interpreted as
‘defeatist’.

Today the principles of palliative care interventions may be
employed from the first when a patient’s iliness is diagnosed.
Conversely, a patient with predominantly palliative care needs, late
in their disease journey, may benefit from energetic treatments
more usually regarded as ‘curative’.

| just felt so helpless watching him die. Surely it could have been better?

Governments and professional bodies now recognize that every
nurse and doctor has a duty to provide palliative care and,
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increasingly, the public and the media have come to expect—as of
right—high-quality  palliative care from their healthcare
professionals irrespective of the clinical setting.

Many of these palliative care demands can best be met, as in the
past, by the healthcare professionals who already know their
patients and families well. This Handbook is aimed at such hospital-
or community-based professionals, and recognizes that the great
majority of patients with palliative needs are looked after by doctors
and nurses who have not been trained in specialist palliative care
but who are often specialist in the knowledge of their patients.

Even though | knew she had had every treatment possible, still, when she
died | really felt that we had failed her and let her family down.

Junior healthcare staff members throughout the world have used
the Oxford Handbook series as their own specialist pocket
companion through the lonely hours of on-call life. The format,
concise (topic-a-page), complete and sensible, teaches not just
clinical facts but a way of thinking. Yet for all the preoccupation with
cure, no healthcare professional will ever experience greater
satisfaction or confirmation of their choice of profession, than by
bringing comfort and dignity to someone at the end-of-life.

| had never seen anyone with that type of pain before and just wished |
could get advice from someone who knew what to do.

The demands on inexperienced and hard-pressed doctors or
nurses in looking after patients with palliative care needs can be
particularly stressful. It is our hope that this text, ideally
complemented by the support and teaching of specialist palliative
care teams, will reduce the often expressed sense of helplessness,
a sense of helplessness made all the more poignant by the
disproportionate gratitude expressed by patients and families for
any attempts at trying to listen, understand and care.

It was strange, but | felt he was helping me much more than | was helping
him.

While it is our hope that the Handbook will help the reader
access important information quickly and succinctly, we hope it will
not replace the main source of palliative care knowledge: the
bedside contact with the patient.

It is easier to learn from books than patients, yet what our
patients teach us is often of more abiding significance: empathy,
listening, caring, existential questions of our own belief systems
and the limitations of medicine. It is at the bedside that we learn to
be of practical help to people who are struggling to come to terms
with their own mortality and face our own mortality in the process.

Readers may notice some repetition of topics in the Handbook.
This is not due to weariness or oversight on the part of the editors,
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but is an attempt to keep relevant material grouped together—to
make it easier for those needing to look up information quickly.

It is inevitable that in a text of this size some will be disappointed
at the way we have left out, or skimped on, a favourite area of
palliative care interest. To these readers we offer our apologies and
an invitation to make any comments to
https://global.oup.com/academic/contactus/editorial/
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AAC alternative augmentative communication

ACE angiotensin-converting-enzyme (inhibitors)

ACh acetylcholine

AChEI acetylcholinesterase inhibitor

ACTH adrenocorticotropic hormone

ADL activity of daily living

ADT androgen deprivation therapy

AED anti-epileptic drug

AF atrial fibrillation

AHP allied health professional

AIDS acquired immune deficiency syndrome

AIE acute inflammatory episode

ALK anaplastic lymphoma kinase rearrangement

Amp. ampoule

APTT activated partial thromboplastin time

ARV antiretroviral

AVP arginine vasopressin

b.d./BD twice daily

BBB blood- brain barrier

BCG bacillus Calmette-Guérin

BEDS Brief Edinburgh Depression Scale

BiPAP bilevel positive air pressure

BIPP bismuth iodoform paraffin paste

BNF British National Formulary

BP blood pressure

BPH benign prostatic hypertrophy

BPSD behavioural and psychological symptoms of
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Bz benzodiazepine

CIT chemotherapy

CABG coronary artery bypass graft

CAG cytosine- adenine- guanine
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CAM complementary and alternative medicines

Caps capsules

CBCT cone beam CT

CBD cannabidiol

CBT cognitive behavioural therapy

CD controlled drug

CDR clinical dementia rating

CEA carcinoembryonic antigen

CHF congestive heart failure

CKD chronic kidney disease

CMV cytomegalovirus

CNS central nervous system

CO2 carbon dioxide

COMT catechol-O-methyl transferase

COPD chronic obstructive pulmonary disease
COX cyclo-oxygenase

CPAP continuous positive airway pressure
CSClI continuous subcutaneous infusion
CSPCT community specialist palliative care team
Ccsu catheter specimen of urine

CT computed tomography

CTLA-4 cytotoxic T-lymphocyte-associated protein 4
CTPA CT pulmonary angiogram

CTz chemoreceptor trigger zone

CVA cerebrovascular accident

CXR chest X-ray

DCIS ductal carcinoma in situ

DDI drug-drug interaction

ddl didanosine

DIC disseminated intravascular coagulation
DisDAT Disability Distress Assessment Tool
DLT decongestive lymphatic therapy

DN district nurse

DOAC direct oral anticoagulant

DVT deep vein thrombosis

EBV Epstein—Barr virus
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ECG electrocardiogram

ECOG Eastern Cooperative Oncology Group
EDDM equivalent daily dose of morphine
EFT enteral feeding tube

EGF epidermal growth factor

EGRF epidermal growth factor receptor

EORTC European Organization for the Research and
Treatment of Cancer

EOL end of life

ERCP endoscopic retrograde cholangio- pancreatography
ESA erythropoiesis- stimulating agent

ESRF end- stage renal failure

FASP Focused Abdominal Sonography in Palliative Care
FBC full blood count

FEV1 forced expiratory volume in one second
FFP fresh frozen plasma

FNA fine needle aspiration

g gram

GDS Global Deterioration Scale

GERD gastro-oesophageal reflux disease
GFR glomerular filtration rate

Gl gastrointestinal

GIST gastrointestinal stromal tumour

GIT gastrointestinal tract

GMC General Medical Council

GNRH gonadotrophin-releasing hormone
GORD gastro-oesophageal reflux/oesophagitis
GP general practitioner

GSF Gold Standard Framework

Gy Gray(s): a measure of radiation

h hour or hourly

HAART highly active antiretroviral therapy

HCP healthcare professional

HHM humoral hypercalcaemia of malignancy
HHV-8 human herpesvirus 8

HIV human immunodeficiency virus
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HNSCC

head and neck squamous-cell carcinoma

HPV human papillomavirus

HRQoL health-related quality of life

HSPCT hospital specialist palliative care team
HSV herpes simplex virus

HTLV-1 human T-lymphotropic virus 1

ilr immediate release

i intrathecal

IAPC Indian Association of Palliative Care
ICD implantable cardioverter defibrillator
ICP intracranial pressure

IGFs insulin-like growth factors

IDDM insulin-dependent diabetes mellitus
IGRT image-guided radiotherapy

M intramuscular

IMCA independent mental capacity advocate
IMT intensity-modulated radiotherapy
IMRT intensity-modulated radiotherapy
INCB International Narcotics Control Board
INI integrase inhibitor

Inj. injection

\% intravenous

IvC inferior vena cava

VDU intravenous drug use

VI intravenous infusion

VU intravenous urogram

JVP jugular venous pressure

KS Kaposi’'s sarcoma

kV kilovolt

L litre

L/A local anaesthetic

LCIS lobular carcinoma in situ

LEMS Lambert—Eaton myasthenic syndrome
LFT liver function test

LHRH luteinizing hormone-releasing hormone
LMWH low molecular weight heparin
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LPA lasting power of attorney

LVAD left ventricular assist device

LVF left ventricular failure

m/r modified release

m/w mouthwash

MA marketing authorization

MAC Mycobacterium avium complex

MAHA microangiopathic haemolytic anaemia

MAI mycobacterium avium intracellulare

MAOI monoamine oxidase inhibitor(s)

max maximum

MCA Mental Capacity Act 2005

MCCD Medical Certificate of Cause of Death

mcg microgram

MeV mega electronvolt

Ml myocardial infarction

MHRA Medicines and Healthcare Products Regulatory
Agency

MLD manual lymphatic drainage

MND motor neurone disease

MRI magnetic resonance imaging

MRN magnetic resonance neurography

MS multiple sclerosis

MSA multisystem atrophy

MSCC metastatic spinal cord compression

MSM men who have sex with men

MSU midstream specimen of urine

MUPS multiple unit pellet system

MV megavolt

NaSSA noradrenergic and specific serotoninergic
antidepressant

NCDs non-communicable diseases

NCPC National Council for Palliative Care

NCSE Non- convulsive status epilepticus

neb nebulizer

NG nasogastric

NHL non-Hodgkin’s lymphoma
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NICE

National Institute of Clinical Excellence

NIPPV non-invasive positive pressure ventilation
NMDA N-methyl-D-aspartate

NMP non-medical prescribing

NNRTI non- nucleoside reverse transcriptase inhibitor
NNT number needed to treat

NOAC novel oral anticoagulant

nocte/o.n.  at night

NP Il neurophysin Il

NPI neuropsychiatric inventory

NPPC National Program for Palliative Care
NRTI nucleoside reverse transcriptase inhibitor
NSAID non-steroidal anti-inflammatory drug
NSCLC non small-cell lung carcinoma
NYHA New York Heart Association

0.d./OD once daily

o.m. in the morning

OoMS opsoclonus-myoclonus syndrome
ONJ osteonecrosis of the jaw

oT occupational therapy

OTFC oral transmucosal fentanyl citrate
p.o./PO by mouth

p.r/PR per rectum/progesterone receptor
p.r.n. when required

p.v. per vagina

PACA Palliative Care ASsessment Tool
PaP The Palliative Prognostic score
PCA patient-controlled analgesia

PCF palliative care formulary

PCI percutaneous coronary intervention
PCP Pneumocystis carinii pneumonia,
PCT palliative care team

PD peritoneal dialysis

PD-1 programmed cell death 1

PDGF platelet-derived growth factor

PD-L1 programmed cell death ligand 1
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PE

pulmonary embolism

PEG percutaneous endoscopic gastrostomy
PEP post- exposure prophylaxis

PET positron emission tomography
PHCT primary healthcare team

Pl protease inhibitor

PIG Prognostic Indicator Guidance

PIL patient information leaflet

PLWH people living with HIV

POS Palliative Care Outcomes Score
PPCS Pain and Palliative Care Society
PPI proton pump inhibitor

PPM permanent pacemaker

PPV positive pressure ventilation

PrepP pre- exposure prophylaxis

PROs patient-reported outcomes

PSA prostate-specific antigen

PSP progressive supranuclear palsy
PT prothrombin time

PTH parathyroid hormone

PTHrP parathyroid hormone- related peptide
PTSD post-traumatic stress disorder
g.d.s. four times daily

QoL quality of life

RBL renal bone liver (investigations)
RCT randomized controlled trial

RIG radiologically inserted gastrostomy
RLS restless legs syndrome

RT radiotherapy

RVF right ventricular heart failure
S/Dor SD  syringe driver (CSCI)

or SP

SA-AG serum ascites-ascitic albumin gradient
SAA serum anticholinergic activity
SALT speech and language therapy

SC subcutaneous
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SCLC

small-cell lung carcinoma

SD syringe driver

SE side effects

SECPAL Spanish Society of Palliative Care

SERM selective oestrogen-receptor modulator

SF36 36-ltem Short Form Health Survey

SIAD syndrome of inappropriate antidiuresis

SIvV simian immunodeficiency virus

SL sublingual

SLD simple lymphatic drainage

SLT speach and language therapy

SNRI serotonin-noradrenaline reuptake inhibitor

soln solution

SN sensory neuropathy

SPC specialist palliative care/summary of product
characteristics

SPECT single photon emission computed tomography

SPICT Supportive & Palliative Care Indicators Tool

SR slow or modified release

SRS stereotactic radiosurgery

SSRI selective serotonin reuptake inhibitor

stat immediately

STN subthalamic nucleus

supps suppositories

susp. suspension

SvC superior vena cava

SVCO superior vena cava obstruction

t.d.s./TDS three times daily

tabs tablets

TAF tenofovir alafenamide

B tuberculosis

TBM tubercular meningitis

TCA tricyclic antidepressant

TCC transitional-cell carcinomas

TCM traditional Chinese medicine

TDF tenofovir disoproxil fumarate
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TENS

transcutaneous electrical nerve stimulation

TFT thyroid function test

THC tetrahydrocannabinol

TIA transient ischaemic attack

TKI tyrosine kinase inhibitor

TNM tumour/node/metastasis

TPN total parenteral nutrition

TSD therapeutic standard dose

TURP transurethral resection of the prostate
U&E urea and electrolytes

URTI upper respiratory tract infection
uss ultrasound scan

UTI urinary tract infection

uvB ultraviolet B

viQ ventilation/ perfusion

VEGF vascular endothelial growth factor
VTE venous thromboembolism

Vzv varicella-zoster virus

WHO World Health Organization
WHOCC WHO Collaborating Centre
WTHD wish to hasten death
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Introduction

Palliative care definitions

Palliative care is an approach that improves the quality of life of
patients and their families facing the problems associated with
life-threatening iliness, through the prevention and relief of
suffering by means of early identification and impeccable
assessment and treatment of pain and other problems, physical,

psychological and spiritual. ' 2

Palliative care

provides relief from pain and other distressing symptoms

affirms life and regards dying as a normal process

intends neither to hasten nor postpone death

integrates the psychological and spiritual aspects of patient care
offers a support system to help patients live as actively as
possible until death

offers a support system to help the family cope during the
patient’s iliness and in their own bereavement

uses a team approach to address the needs of patients and their
families, including bereavement counselling, if indicated

will enhance quality of life, and may also positively influence the
course of iliness

is applicable early in the course of illness, in conjunction with
other therapies that are intended to prolong life, such as
chemotherapy and radiation therapy, and includes those
investigations needed to better understand and manage
distressing clinical complications

Principles of palliative care
No single sphere of concern is adequate without considering the
relationship with the other two. This usually requires genuine

interdisciplinary collaboration.3 (See Fig I.1)
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Symptom control

Psychosocial care

Disease management

Fig 1.1 Spheres of concern in palliative care.

General palliative care is provided by the usual professional
carers of the patient and family with low-to-moderate complexity of
palliative care need. Palliative care is a vital and integral part of
their routine clinical practice, underpinned by the following
principles:
focus on quality of life, which includes good symptom control
whole-person approach, taking into account the person’s past life
experience and current situation
care, which encompasses both the person with life-threatening
illness and those who matter to the person
respect for patient autonomy and choice (e.g. over place of care,
treatment options)
emphasis on open and sensitive communication, which extends
to patients, informal carers, and professional colleagues

Specialist palliative care

These services are provided for patients and their families with
moderate-to-high complexity of palliative care need. The core
service components are provided by a range of NHS, voluntary,
and independent providers staffed by a multidisciplinary team
whose core work is palliative care.?

Supportive care for cancer is that which helps the patient and
their family to cope with the disease and its treatment—from pre-
diagnosis, through the process of diagnosis and treatment, to cure,
continuing illness or death, and into bereavement. It helps the
patient to maximize the benefits of treatment and to live as well as
possible with the effects of the disease. It is given equal priority
alongside diagnosis and treatment. This definition can be applied
equally to non-cancer diagnoses.

The principles that underpin supportive and palliative care are
broadly the same.
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Hospice and hospice care refer to a philosophy of care rather
than a specific building or service, and may encompass a
programme of care and array of skills deliverable in a wide range of
settings.

Terminal care or end-of-life care

This is an important part of palliative care and usually refers to the
management of patients during their last few days, weeks, or
months of life from a point at which it becomes clear that the patient
is in a progressive state of decline. However, end-of-life care may
require consideration much nearer the beginning of the illness
trajectory of many chronic, incurable non-cancer diseases.

Fig 1.2 shows aspects of palliative care through the patient's
iliness trajectory.
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Fig 1.2 Palliative care through the iliness trajectory.

History of palliative medicine as a specialty

The specialty of palliative medicine as a specific entity dates from
the mid-1980s. However, medical activity related to terminal care,
care of the dying, hospice care, and end-stage cancer is, of course,
as old as medical practice itself.# Palliative medicine is the medical
component of what has become known as palliative care.

The history of the hospice movement during the nineteenth and
twentieth centuries demonstrates the innovations of several
charismatic leaders. These practitioners were enthusiasts for their
own particular contribution to care of the dying, and they were also
the teachers of the next generation of palliative physicians.
Although they were products of their original background and
training, they all shared the vision of regarding patients who
happened to be dying as ‘whole people’. They naturally brought
their own approaches from specific disciplines of pharmacology,
oncology, surgery, anaesthetics, or general practice. This whole-
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person attitude has been labelled as ‘holistic care’. Comfort and
freedom from pain and distress were of equal importance to
diagnostic acumen and cure. However, rather than being a
completely new philosophy of care, palliative medicine can be
regarded more as a codification of existing practices from past
generations.

Histories of the development of palliative medicine illustrate the
thread of ideas from figures such as Snow, who developed the
Brompton Cocktail in the 1890s, to Barrett, who developed the
regular giving of oral morphine to the dying at St Luke’s, West
London, to Saunders, who expanded these ideas at St Joseph’s
and St Christopher’s hospices. Worcester, in Boston, was
promoting the multidisciplinary care of whole patients in lectures to
medical students at a time when intense disease specialization was
very much the fashion, as it was yielding great therapeutic
advances.® Winner and Amulree, in the UK in the 1960s, were
promoting whole-person care particularly for the elderly, first
challenging and then re-establishing the ethical basis for palliative
medicine.

The early hospice movement was primarily concerned with the
care of patients with cancer who had missed out on the surge of
post-war medical innovation.

This movement was responding to a need perceived across the
world, as evidenced by the exponential growth in palliative care
services throughout the UK and across the globe since the opening
of St Christopher’s Hospice in south-east London in 1967.

The expansion is set to increase further, as the point has now
been reached where patients, doctors, and governments alike are
calling for the same level of care to be made available to patients
suffering from non-malignant conditions as for those with cancer.

If this new challenge is to be met, healthcare professionals from
early in their training will need to be exposed to palliative care
learning, which can be applied across the range of medical
specialties.

The essence of such palliative medicine learning—both for
generalists and specialists—remains that of clinical apprenticeship.
Alfred Worcester, in the preface to his lectures, notes:

The younger members of the profession, although having enormously greater
knowledge of the science of medicine, have less acquaintance than many of
their elders with the art of medical practice. This like every other art can of
course be learned only by imitation, that is, by practice under masters of the

art. Primarily, it depends upon devotion to the patient rather than to his

disease.®

Hope

Hope is the physician of each misery.
Irish proverb

The ways in which hope is spoken about suggests that it is
understood to be a fragile but dynamic state. For example, hope:
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is intended—we hope in ... or for ... or of ... or to ... someone or
something

is associated with longing, as in ‘hopes and dreams’

is usually passive: hope is brought, given, revived, restored,
inspired, provided, maintained, offered, injected, developed,
pinned, or lost; it can be kept alive or it can be crushed

can be hoped against

can be false, mistaken for wishfulness, optimism, desire, or
expectation

can be new, fresh, big, strong

Hope is closely linked with wants and desires. The phrase ‘Freud
had hoped to revisit Paris’ says something about a future-oriented
desire Freud nurtured when he left Vienna en route to London. The
phrase implies an expectation that the desired thing might be
achieved. This expectation may itself be realistic or unrealistic, but
assessment of what might or might not be realistic depends on
one’s perception of reality.

Because hope is future orientated, the question posed by
terminal illness may become: ‘What hope can there be if death is
this patient’s only and impending future?’.

Hope has long been associated with belief.

Now faith is being sure of what we hope for and certain of what we do not
see.
The New Testament, Hebrews 11:1

Hope nurtures within it the belief that that which is hoped for has
the potential to be realized: a trip to Paris. The dilemma for
healthcare professionals is: How can | work with a terminally ill
patient in a way that avoids collusion and yet sustains hope?
Addressing this question locates healthcare professionals firmly on
the terrain of psychospiritual care.

Hope is a dynamic inner power that enables transcendence of the present
situation and fosters a positive new awareness of being.6

Reproduced from Herth K. (1993) Hope in the family caregiver of
terminally ill people. Journal of Advanced Nursing, 18: 538—48, with
permission from Wiley.

But part of the difficulty in answering this question is in
understanding
* what hope is
» how it differs from wishfulness, and
« why it can remain hope even when it sounds like despair

The development of hope: Rumbold’s three orders

Building on a psychiatric description of the defences deployed by
patients to shield themselves from the knowledge of imminent
death, Rumbold (1986) describes hope developing through ‘three
orders’ (see Fig 1.3).”
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Development of hope in terminal illness
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Fig 1.3 Development of hope in terminal illness. Based on Rumbold B. D.
(1986) Helplessness & Hope: Pastoral Care in Terminal lliness, pp. 59-75.

London: SCM Press.

First order: denial of symptoms—hope for recovery

Diagnosis of a terminal illness is often met with denial. Symptoms
are ignored or interpreted as something other than what they are
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said to be. Denial serves to protect the person from the reality of

their condition, but it also prevents them from accepting treatment.

However, as symptoms progress, the fantasy sustaining denial

breaks down, and acceptance generates hope that either recovery

may be possible, or that at least death may be long delayed.

Rumbold suggests hope may emerge

« from a straightforward transition from admitting the reality of their
iliness to affirming a hope for recovery; or

« from a period of despair following the breakdown of denial

(The transition is delicate, and admitting illness may actually plunge

patients into a despair and resignation from which they do not

emerge.)

Second order: denial of non-recovery—hope beyond recovery

Hope for recovery, paradoxically, supports a higher level of denial,
which is actively supported by medical staff and by family and
friends. Whereas denial of symptoms keeps the person from
becoming a patient, the denial of possibilities other than recovery
allows clinicians the freedom to focus on symptom management
without having to engage with the bigger issues and uncertainties
of disease progression or the worries connected with mortality.

Yet, for hope to continue developing and become hope beyond
mere insistence on recovery, patients need to face and explore the
possibilities for dying. The social support that once buoyed hope of
recovery now works against patients contemplating dying as part of
their hope. Lack of support at this point can mean that the
acceptance emerging in the patient as this denial breaks down
results in resignation and despair, for the withdrawal from
community can be, for many people, particularly destructive of
hope.

The breakdown of this denial of non-recovery is a critical
transition: ‘If all our hope has been invested in recovery, then that
hope may virtually be destroyed by the new perception of second-
order acceptance’.

Hope beyond recovery is a more varied hope than the single-
minded hope for recovery. The patient may simply hope
* to die with dignity
« for the continuing success of children
« that a partner will find the support they need
« that their life’s contribution will continue and be found useful

Most terminally-ill people do seem to reach this second stage where such
a hope becomes possible; but those who can find a meaningful hope
which they are allowed to affirm are distressingly few.

Bruce Rumbold, 1986

Third order: hope that faces existential extinction

Hope beyond recovery has the capacity for yet further

development:

 hope for recovery (which supported denial of the terminal reality
of their illness) develops into the higher-level hope beyond
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recovery

* hope beyond recovery (which realistically accepts death ‘rather
than crave life at any price’) may develop into a higher level yet:
hope that accepts the existential possibility of extinction at death,
but nevertheless finds a sense of ultimate meaning in the life that
has been lived
Such hope may hold to a belief in a life after death, but

recognizes this belief as a contingency of faith.

Prior to her first hospice admission, Elaine had been very angry about her
illness (second-order denial). Her realization that she didn’t want to die
angry broke down her denial, opening new possibilities to her.

Elaine: | was angry ... very angry—angry at the world; and that's not me.
I'm not like that. I'm usually very calm. That's not the way | want to be. |
think that's a quite natural reaction, but | don’t want to be angry; | don’t
want to die angry ... actually, | feel as if I'm moving on from that now. | feel
as if I'm moving into trying to make sense of what is ahead.

By allowing her to say and think what she needed to, those

around Elaine supported her to explore the possibilities for her
dying. When she returned for terminal care, she was in a different
place spiritually.
Elaine: It's that the anger has gone. I've worked through a lot of stuff while
| was at home. We talked about a lot of things. This is the way it is going to
be and there’s no use fighting it. We'd rather things were going to be
different, but they’re not. There’s no point in being angry; it takes up so
much energy. | know I’'m going to be on a gradual, slow decline now, so |
have to get on with it. My body is getting weaker, but | feel emotionally
stronger. | hope | will.

Hope and the psychospiritual value of denial

When healthcare professionals deny the legitimacy of patients’
hopes, they are likely to be expressing their own fears about death
and dying.

Healthcare professionals need to validate patients’ exploration to
allow patients the possibilities of acknowledging their dying.
Patients should not be pressured to confront their denying—
denial should be respected as a legitimate psychological defence
strategy.

Healthcarers should not think that challenging denial will help
patients to explore their dying—only the patient can determine
the right time to be open to their dying.

To attempt to steal ‘denial’ from another is an act of righteousness
and separatism.8

Dignity

‘Dignity’ as defined by the Oxford English Dictionary is ‘the state of
being worthy of honour or respect’ or ‘high regard or estimation’.
The 1984 Universal Declaration of Human Rights and Article 1 of
the Charter of Fundamental Rights of the European Union
recognize dignity as a human right. The Department of Health in
England launched a policy in 2007 to ‘create a zero tolerance of
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lack of dignity in the care of older people in any setting’. Upholding
the dignity of patients within a palliative care setting is essential not
only for the patients themselves but also for the family, particularly
in their bereavement.

Patients approaching the end of life fluctuate in their will to live, a
situation closely associated with dignity. The meaning and
experience of human dignity relate to the following:
presence of symptoms
loss of independence
fear of becoming a burden
not being involved in decision-making
lack of access to care
lack of adequate communication between patients, families, and
professionals
some attitudes of staff
spiritual matters, especially when people feel vulnerable
Patients with a terminal illness become vulnerable to a loss of
dignity if they begin to feel that they are no longer respected as the
person that they once were. As they become increasingly
dependent, patients often feel that professionals no longer see
them as an individual, which can compound a sense of loss of self.
Patients may suffer the ultimate indignity of feeling that their life has
no worth, meaning, or purpose.

A core framework of dignity-conserving care has been developed
by Chochinov® with the aim of reminding practitioners about the
importance of caring for, as well as caring about, their patients. The
mnemonic ABCD stands for attitude, behaviour, compassion, and
dialogue.

Attitude

Professionals need to be respectful in their attitudes towards
patients, acknowledging the patient as an individual with
cognisance of many issues including culture and ethics.
Professionals unwittingly make incorrect assumptions; e.g. seeing a
patient who has difficulty in communicating does not mean that they
are not competent to have an opinion about their care. The attitude
of the professionals to a patient plays a large part in determining
the patient's ongoing sense of worth, a factor which is often
underestimated.

Behaviour

An awareness of one’s attitude may lead to a more positive
behaviour towards patients. Small acts of kindness and respect
boost a patient’s sense of worth. Taking a little time to explain to
patients what is happening dispels fear. Practising open and honest
communication and giving patients full attention allows them to
develop trust, thereby enabling more personal and appropriate
care.

Compassion

Compassion refers to a deep awareness of the suffering of another
coupled with the wish to relieve it. Compassion is felt beyond
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simply intellectual appreciation. Compassion may be inherent in the
healthcare provider and hopefully develops over time with both
professional and life experience. Demonstrating compassion does
not need to take time and can be both verbal and non-verbal.

Dialogue
Healthcare professionals speak to patients about their iliness but
may fail to touch on the issues that are most important to the
patient, such as the emotional impact of the illness and the
importance of being recognized as an individual and not another
sick person. Healthcare decisions need to be taken considering not
only the medical facts but also the life context of the patient.
Psychotherapeutic approaches, such as life review or
reminiscence, can be used to support patients to regain or retain a
sense of meaning, purpose, and dignity.

These four facets compromise a framework for upholding,
protecting, and restoring dignity, which embraces the very essence
of medicine.

Further reading
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Resilience

Hercules himself must yield.
Henry VI Part Ill, Scene |

Strengths exist in everyone. Any strength is a pathway to resilience.
Even people facing the end of their lives or bereavement can be
resilient. The concept of resilience is an approach, philosophy, or
mindset which is consistent with the holistic model in palliative care.

Resilience is the ability to thrive in the face of adversity and
stress: ‘the capacity to withstand exceptional stress and demands
without developing stress-related problems’.10 People demonstrate
resilience when they cope with, adjust to, or overcome adversities
in ways that promote their functioning. It is a process that allows for
some kind of psychological, social, cultural, and spiritual
development despite demanding circumstances. It is, therefore,
important that those involved in delivering palliative care appreciate
the nature of resilience and how to enhance it. We should promote
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methods of enhancing and supporting coping mechanisms with the
same vigour applied to assessing risk and defining problems.

Resilience has been described as a ‘universal capacity which
allows a person, group or community to prevent, minimize or
overcome damaging effects of adversity‘.11 It is not just about re-
forming but about the possibility of growth. The concept of
resilience is important to the future delivery of end-of-life care and
the significant challenges it faces. It offers a unifying concept to
both retain and sustain some of the most significant understandings
of the last four decades of palliative care and to incorporate more
effective investment in a community approach and a public health
focus, in addition to the direct care of patients and families. This
integration is vital if we are to resolve the ever-increasing tension
between the rhetoric of choice and equity coupled with the
demands of rising healthcare expectations in ageing populations,
and the inevitably limited availability of informal and professional
carers and financial resources. '?

Resilience has been defined as ‘the capacity of an individual
person or a social system to grow or to develop in the face of very
difficult circumstances’.'® Resilience can be promoted at different
levels in
* individuals
« families and carers
* groups
« communities
- staff, teams, and organizations
Each of these components has strengths and resources that can be
encouraged and reinforced. It is important to remember that
resilience is a dynamic process, not a static state or a quality that
people do or do not possess—it can change over time. Resilience
is a combination of internal and external characteristics in the
individual and their social, cultural, and physical environment.

Everyone needs opportunities to develop coping skills, and it is
important that individuals are not excessively sheltered from the
situations that provide such challenges. Some of the characteristics
of resilience that health professionals can recognize and use to
encourage it are the following:
secure attachments
self-esteem
belief in one’s own self-efficacy

realistic hope, whether or not mediated by faith 14

use of ‘healthy’ defence mechanisms, including humour and
denial

capacity to recognize achievements in the present

ability to find positive meaning in stressors

good memories

community support

one supportive person

Even the existence of just one of these features can promote
resilience and growth.
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Various interventions and tools can promote the process of
resilience in clinical practice (see Table I.1).

Table 1.1 Interventions to promote resilience

Intervention Resilience and growth
Accurate and timely knowledge is power and can
information promote control

Use of stories and assists the integration and

narratives, e.g. life review surmounting of difficult events

Brief, short-term, focused = maximize opportunities for change

interventions and boost confidence
Cognitive restructuring, develops coping and self-
e.g. cognitive behavioural confidence

therapy

Creative activities provide opportunities for

expression of thoughts and
emotions, affirmation, and
opportunities to learn new skills

Family systems’ approach harnesses the potential of those
involved to find their own solutions

User involvement invites users and carers to give
back and to leave a legacy of better
services

Self-help groups promote mutual exchange and peer
support, reducing isolation

Public education and share some of the lessons with

social marketing users, carers, and the public,

including children, remembering
that the values and attitudes of

society affect the ways in which
people cope with loss

Empowered communities engage with communities to
minimize harm and maximize care,
potentiating social capital so that
communities themselves respond
sensitively and supportively to the
dying and bereaved

Robust provide structure for empowered
management/organizations staff to achieve objectives

Prognostication in end-of-life care

The natural history of disease has been documented over many
years. This has become increasingly less relevant as successful
therapies have developed. In present-day palliative care, prognosis
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frequently relates to chronic progressive disease in patients with
multiple co-morbidities, and not to the recovery prediction of a
young adult with an acute illness, as was more common in the
nineteenth century.

The reasons for making an attempt at predicting how long a
patient with incurable disease might live include the following:
providing information about the future to patients and families so
that they can set goals, priorities, and expectations of care
helping patients develop insight into their dying
assisting clinicians in decision-making
comparing like patients with regard to outcomes
establishing the patient’s eligibility for care programmes (e.g.
hospice) and for recruitment to research trials
policy-making regarding appropriate use and allocation of
resources and support services
providing a common language for healthcare professionals
involved in end-of-life care

Prognostic factors in cancer

There is a good literature on the probability of cure for the different

cancers. Although individual cancers behave differently, as a

generalization, predictions relate to tumour size, grade, and stage.

Other factors include

+ hormonal status (for hormone-dependent tumours such as cancer
of the breast and prostate)

- age

* biochemical or other tumour markers

+ length of time taken for the disease to recur

In palliative care, such prognostic indices may not be so relevant.

Factors such as physical dependency (due to, for example,
weakness or low blood pressure), cognitive dysfunction,
paraneoplastic phenomena (e.g. anorexia—cachexia, cytokine
production), certain symptoms (weight loss, anorexia, dysphagia,
breathlessness), lymphopenia, poor quality of life, and existential
factors (either ‘giving up’ or ‘hanging on’ for symbolically important
times) may be more important.

Some patients may survive for a long time (months and years)
with a seemingly high tumour load, while others succumb within a
short time (days) for no obviously identifiable reasons.

Several scores have been developed to aid prediction of survival.
The Palliative Prognostic (PaP) score is predictive of short-term
survival and summarizes scores for dyspnoea, anorexia, Karnovsky
performance status, the clinician’s estimate of survival (in weeks),
total white count, and percentage of lymphocytes.

Oncologists rely on prognostic assessments in order to predict
which patients are likely to benefit from oncological interventions.
Many of their decisions are based on the patient’s functional status.

Patients with an ECOG score greater than two are usually
deemed unsuitable for most chemotherapy interventions (Table 1.2).
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Table 1.2 Eastern Co-operative Oncology Group (ECOG) scores

ECOG Grade
Fully active; able to carry on all activities without 0
restriction

Restricted in physically strenuous activity but 1

ambulatory and able to carry out work of a light or
sedentary nature

Ambulatory and capable of all self-care but unable to 2
carry out any work activities. Up and about more than
50% of walking hours

Capable of only limited self-care; confined to bed or 3
chair 50% or more of waking hours

Completely disabled; cannot carry out any self-care; 4
totally confined to bed or chair

Dead 5

Reproduced from Oken MM et al (1982) Toxicity and response criteria of
the Eastern Co-operative Oncology Group. Am J Clin Oncol 5: 649-655

Copyright © 1982, © Lippincott-Raven Publishers, with permission from

Wolters Kluwer

Prognostic factors in non-malignant disease

Predicting prognosis in patients with a non-cancer diagnosis is very
difficult. These patients often remain relatively stable, albeit at a low
level, only to deteriorate acutely and unpredictably. They are
usually then treated acutely in hospital, and the disease course
may consist of acute exacerbations from which recovery may take
place.

One study showed that even during the last 2-3 days of life,
patients with congestive heart failure (CHF) or COPD were given
an 80% and 50% chance, respectively, of living 6 months.

There are, however, general and specific indicators of the
terminal stage approaching.

General predictors

Those predicting poorer prognosis include reduced performance
status, impaired nutritional status (greater than 10% weight loss
over 6 months), and a low albumin.

Specific predictors

Congestive heart failure (CHF)

* more than 64 years old

« left ventricular ejection fraction less than 20%
« dilated cardiomyopathy

* uncontrolled arrhythmias

« systolic hypotension

+ CXR signs of left heart failure
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« a prognosis of less than 6 months is associated with NYHA Class
IV (chest pain and/or breathless at rest/minimal exertion) and
already optimally treated with diuretics and vasodilators

Chronic obstructive pulmonary disease (COPD)

advanced age

FEV, less than 30% of predicted

pulmonary hypertension with cor pulmonale/right heart failure

short of breath at rest

on 24-hour home O, with pO, less than 50mmHg (6.7kPa) and/or

pCO, more than 55mmHg (7.3kPa) and documented evidence of

cor pulmonale

Cortical dementias (Alzheimer’s disease)

« functional status—the onset of being unable to walk unaided

* unable to swallow

« unable to hold a meaningful conversation

+ increasing frequency of medical complications, e.g. aspiration
pneumonia, urinary tract infections, decubitus ulcers

Stroke

impaired consciousness

lack of improvement within 3 months of onset
- age

incontinence

cognitive impairment

dense paralysis

Communicating prognosis

Prognostication is a notoriously difficult task to perform accurately.
The world abounds with stories of patients who have been told by
their physicians that they have only a matter of months to live who,
20 years later, can recount in vivid detail the day they were given
the news.

One of the reasons that prognostication is so difficult is that it is
fraught with uncertainty and also with opportunities for
misunderstandings between doctors and patients, who often have
very different agendas as to what they want to get out of the
interview.

Mr Jones listened carefully as the consultant went into great detail about
the nature and the extensive spread of his metastatic prostate tumour. The
explanations were detailed and scientific and long. Eventually the
consultant stopped. ‘Now Mr Jones, do you have any more questions?’

‘Well, | didn’t like to interrupt you but | was only asking how long |
had before | needed to go down to get my X-ray’.

Over the past 20 years there has been a huge shift in attitudes
regarding disclosure of information to patients, and a culture of
complete disclosure has now become the norm. Yet prognostication
does not just involve passing on clinical details and predictions of
disease progression; it also involves assessing the following:
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What does the patient actually want to know? (Giving too much
information to a patient who does not want to have the exact
details spelt out is as unprofessional as the patronizing attitude of
‘best not to trouble the patient’.)

How is the patient dealing with the information that is being
given?

How can the patient be helped to deal with the implications of the
news?

To pass on facts without regard for the implications of those facts is
to increase the risk of dysfunctional communication taking place (

see Chapter 2).
Risk and chance

While doctors are used to describing risk in terms of percentages,
when such percentages are measuring out your own longevity it is
hard to translate the mathematical chances into personal
experience.

Doctors may feel that they have provided the patient with the
clear facts when they state that in 100 patients with the particular
malignancy, 36 will be alive after 5 years following treatment. Such
sentences can be easily misunderstood, and the patient may hear
something very different from what the doctor is saying.

Professional discomfort

Doctors are also particularly vulnerable to miscommunication at the
time of passing on prognostic information:

Western society is now death-denying, and if the prognosis is
poor it can be uncomfortable for the doctor to pass on the
information and confront the patient with their imminent death.
There is increasing fear of litigation, particularly if disease is not
responsive to treatment, and any admission of failure may come
across as an admission of guilt.

Doctors may feel uncomfortable in dealing with the emotional
impact that their news may have on the patient, and develop
techniques to protect themselves from this discomfort.

Prognostic information can be extremely important to patients as it
allows them to focus on tasks and goals which they want to achieve
before their disease takes over. Communicating such information
effectively is a skill which all healthcare professionals should covet.

Further reading

Gold Standards Framework/RCGP 6th edn (2016) Prognostic Indicator
Guidance.
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Chapter 1

Ethical issues and the person in the patient

Clinical decision-making

Scenario 1: ‘My father is not drinking adequately. Why are you not
giving him extra fluids?’

Scenario 2: ‘How long have | got left?’

Scenario 3: ‘Don’t tell my mother the diagnosis. | know her better
than you’.

Scenario 4: ‘| want full resuscitation if my heart or lungs fail’.

Competence, capacity, and consent

Euthanasia

The person in the patient

Case history—two scenarios

Clinical decision-making

Clinical decision-making in the palliative care setting can present
numerous challenges on a daily basis for all involved. Healthcare
professionals will regularly be faced with a variety of complex
ethical issues including the following: withholding or withdrawing
treatments (e.g. cardiopulmonary resuscitation); capacity;
autonomy; confidentiality; consent; truth-telling and hope; rationing
of services; and sedation, nutrition, and hydration at the end of life.
The decision-making around such ethical dilemmas and paralleling
communication with patients and their families can be daunting,
requiring a degree of skill, time, and, where possible, the
collaboration of a wider multiprofessional team (MPT).

The management of the more explicit ethical issues faced by
‘actively dying’ patients is integral to the work of palliative care
professionals. Though the underpinning good practice is common
across all healthcare, it may only be when facing the reality of
impending death that patients, their families, and their clinicians
begin to fully consider the most difficult questions around the
meaning and quality of their life, provoking a reassessment of the
goals of treatment. Differences of opinion and conflicts of interest
can emerge, creating increasingly difficult scenarios. Though not
easily answered, many ethical issues can be adequately addressed
with sensitive, well-informed, honest communication, without even
becoming a dilemma. Misunderstandings can be unraveled; fears
and uncertainties dispelled. Thereby, skilled discussions can
promote a trusting patient-professional relationship, leading to
consensus; many patients will feel some sense of relief, even when
facing great adversity.

A life-threatening illness will often be inherently daunting,
particularly if someone has never experienced the death of a loved
one. Simple explanations of what to expect, can, for some,
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significantly calm their fears of the unknown. For example, if a
patient suggests that they cannot face living any more, there may
be misplaced fears of untreatable symptoms, areas of ‘unfinished
business’, guilt, or other issues that need to be explored and
hopefully addressed, at least in part.

The ‘clinical world’ has become increasingly complex. As society
evolves and medicine continues to advance, there are more
healthcare technologies, inputting MPTs, patients living longer with
multiple co-morbidities, and spiralling health and social costs.
Decision-making has shifted: historical paternalism has tended to
be replaced in Western healthcare models by a more patient-led—
or at least patient-involved—approach. The parallel information
revolution means that the insight as well as the expectations of our
patients and the wider public have grown, with some patients being
more ‘expert’ in their own disease than their professionals, feeding
more defensive and more consumer-led medical practices.
Similarly, public and political interest in medical ethics continues to
grow, with increased media attention on important topics such as
end-of-life care, resuscitation, and euthanasia.

Consequently, the ethical issues around ceilings of care at the
end of life are increasingly discussed. Although well meaning, the
care of dying patients may inadvertently become over-medicalized,
in a blinkered attempt to prolong life without any realistic chance of
meaningful benefit. This can happen easily, with ever more life-
prolonging treatment options and multiple clinicians split across
different settings and organizations—where no one is willing or able
to make the ‘right’ or the more ‘difficult’ decisions. Conversely, the
‘right’ or the more ‘difficult’ decision may be to offer active medical
management, despite a known poor prognosis, in order to best
manage potentially reversible pathology, to optimize quality of life
and quantity of life benefits.

Consequently, we have entered a new era for medical ethics,
facing relatively uncharted clinical dilemmas in an emerging group
of patients. Complex ethical decisions are best taken with the
support of MPT colleagues, keeping patients’ and families’ wishes
at the centre. This may not be straightforward: there may be clinical
complexities (with unfamiliar or conflicting information); continuity of
senior medical care may be limited; patients are likely to be unwell
and vulnerable; and similarly their family, who may have limited
contact with the patient or each other up to this point, will also be
under great strain. Thus, while predictably well meaning, the most
vocal contributors to a decision may not be the best informed or
well placed.

Though decisions on current treatments and expected levels of
intervention must always be individualized to the patient’s disease
and wishes, equally they remain clinical decisions that must be
based on up-to-date medical evidence and robust ethical
reasoning. Engaged clinical ethics is a best-practice framework that
provides a reminder of the common pitfalls to avoid in everyday
practice, thereby enhancing decision-making and reducing the
stresses experienced by stakeholders.
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Engaged clinical ethics

.

timeliness: well-timed discussions and decisions, with the right
people, to prevent breakdowns in communication

holistic care: valuing compassion and empathy, towards
patients, families, colleagues, and ourselves

values diversity: non-judgemental acceptance and
appreciation of the different approaches from other
stakeholders

contextual openness: allowing for shifts in plans as situations
change, to be comfortable with inconsistencies in
views/choices

consensual understanding: developing mutual negotiation,
until agreement is found or, if not, constructively agreeing not to
agree

Different ethical approaches

There are several different ethical approaches that can be recruited

to consider whether our clinical care is appropriate; however, these

will potentially lead to different ‘answers’ and/or questions:
duty-based ethics: the focus is on following the rules, whatever
the outcome

consequentialism: the priority is to get the desired result,

whatever it takes

virtue ethics: the key requirement is to match the approach of

someone of good character, being ‘worthy’

In Western healthcare, arguably the most influential ethical

framework is the ‘duty-based’ ethics approach of principlism, which

describes four key principles (or ‘rules’) that must be considered
and adhered to as far as is possible:

« autonomy: deliberated, self-determination (i.e. self-governing);
patients have the right to be fully informed and make decisions
regarding their care according to their own values

 beneficence: to do good

* non-maleficence: to not do harm

« justice: fairness in allocation of resources; treating patients justly
and balancing the needs of individuals with those of society
When faced with making complex clinical decisions, the priority is

to apply each of the four principles to help evaluate each potential
course of action. However, subjective balancing of the principles is
then needed to find the ‘best’ solution, whereby no one principle
should outweigh the others. The most ethically commendable
action will be the one that causes the least infringement of all four
of these principles, while remembering that professional and legal
constraints may well have a disproportional impact!

At the bedside, the four principles can be condensed into three
questions and considered in the following order, halting the process
if ‘No’ is ever the answer. This approach can provide greater clarity
and consistency to treatment decisions, reducing potential discord:
« Will this treatment potentially help? The presence of net gain

(the product of beneficence and non-maleficence): in your
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judgement of the medical evidence base, as applied to this
individual, will the treatment be of overall benefit?

Do we have this treatment? The availability of an intervention
(justice): are we able to give it, from the resources that we
currently have?

Does the patient want this treatment? That is, a considered
choice from what is on offer (autonomy): exercising free will,
informed and uncoerced.

Three ‘Yeses’ are needed to pursue a treatment. Despite its prime
importance, consent must be asked last; it's a mistake to ask
whether a treatment is wanted only to later find out that it would be
harmful or is unavailable—so never actually on offer.

Four quadrants approach

In particularly difficult ethical scenarios, the ‘four quadrants’
approach can further assist clinical decision-making in applying the
four principles, balancing conflicting opinions, or helping to reveal
what ‘good moral character’ may look like. The quadrants approach
consists of four broad topics:

medical indications: What is the impact of the
treatment/decision? What are the best-case/worst-casellikely-
case outcomes?

patient preferences: explore the range and strength of wishes;
complete a ‘best interests checklist’ if lacking capacity

quality of life: What is the patient’s current quality of life? What
impact will the proposed treatment/decision have?

contextual features: additional factors (e.g. legal, family,
resources, religion)

Completing each quadrant provides confidence that all the key
elements have been examined, enhances communication, and
builds consensus. In doing so, the ‘best way forward often
becomes clear.

Scenario 1: ‘My father is not drinking adequately.
Why are you not giving him extra fluids?’
Ethical issues

beneficence: what will be the benefits of clinically assisted
hydration (CAH) in this patient?

non-maleficence: what will be the harms of CAH in this patient?
« justice: are the necessary resources already in place (e.g.
trained staff, time, drugs, equipment, space), to deliver CAH as
an explicit part of the service we provide?

autonomy: what is the patient’s informed, deliberated, competent
opinion on the current appropriateness of CAH?

The provision of food and fluids to loved ones is a natural human
instinct. As patients approach the end of their life, typically they
have a naturally reduced oral intake as their activity and then level
of consciousness decreases. It is common for families to become
anxious regarding a perceived lack of adequate fluids. There are
many clinical situations in palliative care when CAH might be
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needed (e.g. hypercalcaemia, oropharyngeal obstruction, or
profuse diarrhoea or vomiting). The accompanying dehydration
may be reversible, allowing patients to return to their recent best
level of functioning, albeit on a background of predictably
deteriorating overall health. However, when someone is considered
to be dying in hours or short days at most, without an obvious
indication for CAH, routinely administering CAH is unlikely to be in
the patient’s best interests.

Clinically assisted hydration (CAH)

* A blanket policy to always or never give CAH is ethically
indefensible.

« If dehydration is potentially the cause of a clinical deterioration
or symptoms, the need for a trial of CAH should be considered
and always offered if of overall benefit.

» The ongoing appropriateness of CAH should be weighed in
terms of benefits and harms on a day-to-day basis for each
patient.

* CAH decisions need to be made along with other ceiling-of-
care decisions, e.g. the plans for clinically assisted nutrition.

Background: CAH at the very end of life

There is limited research addressing the issue of CAH at the very
end of life. At present there is no definitive evidence that either
giving or withholding of fluids interferes with the length of remaining
life when patients are dying. However, though some fluid may help,
maintaining a strict fluid balance is rarely appropriate in patients’
final hours or days.

There is some evidence that sedation and myoclonus can be
helped by CAH, but with an apparent risk of worsening ascites,
pleural effusions, and peripheral oedema. This highlights the
need for individualized decision-making; considering trials of CAH
with regular reviews.

There is no conclusive evidence that thirst or dry mouth (in
particular) will improve with CAH.

Starting CAH can become a diversion from quality time with a
patient, if families spend time worrying about infusions running
out or plastic cannulae being displaced and causing discomfort.
The simple measure of keeping patients’ lips moist with wet
sponges offers families the opportunity to care for their relatives
and focuses care on maintaining patient comfort.

The need to withhold or withdraw CAH is inevitably an emotive
issue, signifying finally and clearly for all involved, perhaps for the
first time, that the patient is now dying. In practice, many patients
are able to take small amounts of fluids until shortly before death.
This may suffice; it can be explained that as the body is gradually
shutting down, it is unable to handle extra fluid. Patients and
families should be reassured that everything will be done to prevent
pain or other distressing symptoms, with explanations given of the
measures that will be taken. These will include medication including
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CAH where necessary and, most importantly, meticulous mouth
care to address the common symptom of dry mouth.

Palliative care is about living remaining life to the fullest; it
includes all active as well as conservative management options:
‘to cure sometimes, to relieve often, to comfort always’.

Conservative management does not automatically lead to
shortening of life—patients can live longer when spared toxic
interventions.

Active management is not automatically inappropriate in end-
stage disease; it can be the best means to provide meaningful
improvements to quality of life, without the fear of ‘prolonging
dying’.

Occasionally, families cannot bring themselves to accept the
inevitability of death, and insist on CAH at the very end of life.
Although healthcare professionals must act only in the best
interests of the patient, it would be unwise to ignore the views of the
family, who know the patient better and have to go on surviving with
vivid memories of the dying phase. On occasion, as the evidence is
unclear, a careful trial of CAH can legitimately be tried. It can be
particularly helpful to make a contract with the family, to try a
relatively small volume of fluid subcutaneously or intravenously for
a defined, short period to look for benefit, on the understanding that
it would have to be discontinued if at any time it was thought to be
causing distress.

1 Good P, et al. (2014) Medically assisted hydration for adult palliative care
patients, Cochrane Database of Systematic Reviews.

Key considerations for end-of-life discussions on clinically
assisted hydration

Fully assess the individual clinical need and potential indications
for CAH. Use the ‘three-question sequence’: Will CAH help? Is
CAH available? Is CAH wanted?

Explore, acknowledge, and validate any concerns of the patient,
family, or colleagues about CAH.

Discuss the potential benefits and risks of CAH that have to be
carefully considered when making the final clinical decision.
Reassure the patient and family that CAH will be provided if of
overall benefit and that this individualized decision will regularly
be reviewed.

Reassure the family that the patient will be looked after optimally,
with all appropriate measures, whether receiving CAH or not.
Remember to emphasize that good mouth care is always
essential and is arguably the priority ahead of CAH.

Scenario 2: ‘How long have | got left?’

Ethical issues
« beneficence: what will be the benefits of telling this patient their
prognosis?
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* non-maleficence: what will be the harms of telling this patient
their prognosis?

« justice: are the necessary resources already in place (e.g.
trained staff, time, space, administrative support), to tell this
patient their prognosis, as an explicit part of the service we
provide?

« autonomy: what is the patient’s informed, deliberated, competent
opinion on the current appropriateness of being told their
prognosis?

Prognosis is a very common question asked by palliative care

patients and their families. In responding, healthcare professionals

must recruit all the skills of breaking bad news (e.g. right time, right
place, right people, right language, right pace, right amount).

It is essential to first make sure that the question has been

understood; entering into a conversation about how long a patient
has to live when all they wanted to know is when they will be
leaving hospital can cause unnecessary distress. Once it is clear
that the patient is talking about prognosis, it is then important to find
out what they already know, why they are asking now, and how
much they really want to know. Patients may require gentle
encouragement to sensitively explore their previous conversations
with healthcare professionals. To check their understanding,
consider the following questions:
‘What have the doctors told you so far?’
‘What has made you ask this question now?’
‘How do you see your situation?’
‘Would now be an okay time to talk through any concerns that
you may have relating to how long you may have left?’
‘Would you prefer me to be blunt?’ ‘Are you the kind of person
who likes knowing everything, even the ‘bad’ bits?’
Patients may say they have not been told anything. Though this
may be true, alternatively, subconscious denial mechanisms may
have allowed them to ‘forget’ the bad news. Some patients may
also deny knowledge in an attempt to find out more or check
information. Before addressing prognosis directly, it is important to
be fully aware of the patient’s medical history and the pace of their
clinical deterioration. Comments such as ‘I believe you have not
been feeling at all well recently’ or ‘It sounds like your life has
become much more difficult over the past few weeks’, or a question
like ‘If I'd seen you a couple of months ago, how different would you
have looked then?’ can open up these issues, giving you and the
patient a chance to estimate prognosis. However, meaningful
prognostication is difficult; studies show that health professionals
tend to overestimate prognosis, particularly when they have known
the patient for a long time.

Despite the uncertainty, it is important to be clear and to best
answer a patient’s or family’s questions on prognosis. Equally, it is
important to be honest about the inherent uncertainty, clarifying that
we cannot predict the exact number of days, weeks, or months that
a patient may expect to live. It is more helpful to talk in terms of
open-ended, short or long days, weeks, months, or years, rather
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than give a precise number. This will reduce situations where
patients are counting down the time to a presumed date, which
often only adds to the anxiety of a poor prognosis. It is also
important to say that even within these broad terms, we will still be
inaccurate. Discussing the pace of deterioration can help,
highlighting that the illness trajectory may worsen, improve, or
stabilize. In order to manage the inherent uncertainty, it is important
to arm patients and families with coping strategies, e.g. rolling
horizons (where the time frame and expectations continually move
forward, and concertina up and down as the trajectory changes),
and to hope for the best, while planning for the worst.

Times have changed: truth telling and prognosis

Conceal most things from the patient ... revealing nothing of the patient’s
future or present condition. For many patients ... have taken a turn for the
worst ... by forecast of what is to come.
Hippocrates
When you do it [break bad news] badly, they'll never forgive you—and
when you do it well, they'll never forget you.
Dr Rob Buckman

Historically, paternalistic attitudes within medicine and society
meant that bad news may have been withheld from patients,
seemingly for their ‘own good’. Shifts in societal views (towards
individualism) mean such well-meaning but misplaced
overprotectiveness has been superseded in Western medicine by
the prioritization of patient autonomy. Healthcare professionals are
now required to share information openly and honestly with
patients. This offers patients the best opportunity to engage with
and lead clinical decisions, and to plan their own future.

Full disclosure allows patients to set realistic, relevant, and
achievable ambitions; to focus on important life goals; and to
address unfinished business (e.g. writing a will, seeing religious
advisers, spending quality time with family, having key
conversations).

While some patients may not want to be told everything, most
patients and families do want to be fully informed of any information
relating to their care (e.g. treatment options, prognosis). Some
patients may want to write an advance decision to refuse treatment
(ADRT), which provides a clear, formal record of their wishes to
allow informed decision-making should they lose capacity. Patients
may not find it easy to discuss these issues, even with close family
members, and may need some help to do so.

Background

Epidemiological literature on prognosis is available, especially in
cancer populations. For a patient presenting with a defined cancer
type, stage, grade, and histology, median five-year survival rates
are available and often quoted to patients. However, a median is of
little help to an individual (as half the patients will do better, the
other half worse!). Many other factors have been studied in an
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attempt to categorize patients into prognostic groups, and this can
be helpful in broad terms. However, in practice it is not possible to
accurately predict the prognosis of an individual, because in
addition to biomedical variability, there are many other factors,
including psychosocial, emotional, and existential issues, all of
which defy quantitative measurement.

Sadly, it is still relatively common for a precise-sounding
prognosis—e.g. ‘six months’ or ‘won’t make Christmas'—to be
given, and despite the implicit inaccuracy, patients and families can
understandably take this literally. If the patient dies before the given
time frame, the family can feel cheated of time that they would
otherwise have spent differently had they known that time was so
short. If the patient survives longer, both patient and family may
take some comfort that they have defeated the odds. However, the
‘burden’ on patients of living on borrowed time is high, and if the
family have altered their lifestyles—e.g. giving up work, and salary,
to look after a patient who has not deteriorated as told—tensions
inevitably build up alongside all the normal feelings of guilt and
anger.

Key considerations for questions on prognosis

Approach this question as you would any breaking-bad-news
scenario.

Before addressing prognosis, confirm what actually is being
asked.

Explore the patient’s knowledge, understanding, and the amount
of information that they want to know.

Be prepared; be familiar with the typical course of the patient's
iliness and know their specific rate of deterioration.

Be honest about the difficulties in predicting prognosis.

Talk in terms of days/weeks, weeks/months, months/years; avoid
any precise dates or numbers.

Offer strategies to deal with uncertainties; rolling horizons and
hope for best/plan for worst, while reassuring that all necessary
care and support will be available.

Scenario 3: ‘Don’t tell my mother the diagnosis. |
know her better than you’.

Ethical issues

beneficence: what will be the benefits of not telling this patient
their diagnosis or prognosis in favour of collusion with the family?
non-maleficence: what will be the harms of not telling this
patient their diagnosis or prognosis in favour of collusion with the
family?

« justice: are the necessary resources already in place (e.g.
trained staff, time, space, administrative support), to not tell this
patient their diagnosis or prognosis in favour of collusion with the
family, as an explicit part of the service we provide (and
adequately manage any ‘fallout’)?
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« autonomy: what is the patient’s informed, deliberated, competent
opinion on the current appropriateness of not being told their
diagnosis or prognosis in favour of collusion with the family?

Historically, it was not unusual for family members to be told a
relative’s diagnosis and prognosis instead of the patient. As
Western healthcare moved from a paternalistic, restricted truth-
telling culture to fully sharing information with patients, a parallel
reduction in collusion with families has followed. The once-common
scenario of being stopped in the hospital corridor by anxious
relatives, who have been told that their relative has cancer, insisting
that this information is not given to the patient, is now less common.
As patient confidentiality requires that clinical information can only
be shared with the patient’s explicit consent, a situation of collusion
with the family should seldom arise. Once a patient with capacity
has been told all the information they want, they can then consent
to the sharing of none, some, all, or more of the details with family
members.

However, if you encounter a relative who has been told or
suspects the diagnosis before the patient is aware, and demands
non-disclosure to the patient, the negotiation on sharing such
information is more complex. Some families may feel, particularly if
no treatments are being offered, that it would be kinder to withhold
the diagnosis, to save the patient the distress of unhelpful bad
news. It is important to acknowledge the value of family concerns
(knowing their relative best) with a willingness to take this into
account, confirming the need for sensitivity and individualized
content in all discussions. Equally, it is important to refuse to
collude with family members, as there’s an obligation to at least
offer the patient a chance to consider the clinical information that is
directly relevant to their decision-making and autonomy.

Timeliness in information sharing is central. To maximize
understanding and minimize distress for all stakeholders, it may be
appropriate to delay discussions or release information in stages.
However, when treatment decisions are needed, if patients appear
distressed as possibly feeling ‘shut out’, or if the patient asks direct
questions, as professionals we must be honest. Similarly, the family
should be advised not to lie. Families tend to be reassured that
before we disclose the diagnosis with the patient, we will try to find
out what the patient understands of their illness and whether or not
they would really like more information (i.e. the bad news as well as
the good news). Having a family member present at these
discussions can be very useful for all concerned. The family can
also be reassured that family tensions generally reduce
considerably following open discussions about a diagnosis, in
contrast to the counterproductive impact generated by maintaining
deceit, which typically outweighs any well-meaning perceived
benefits of non-disclosure.

Key considerations in truth-telling
« Patient confidentiality requires that healthcare professionals are
only able to share clinical information with family or friends with
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the patient’s consent.

If families request non-disclosure of bad news to patients, fully
acknowledge their concerns as well meaning and helpful, while
reassuring them of the benefits of well-timed, sensitive but frank
discussions and the need to avoid lies and false reassurances.
Patients need to be fully informed in order to make autonomous
decisions regarding their care. They may have important things to
say or do (e.g. visit people or places, or make financial
arrangements such as wills and gifts) or choices to make (both
medical and after-death decisions) that may be missed if they are
not adequately informed.

Patients may be comforted by a label for their illness or
deteriorating condition—even if ‘cancer—because it explains why
they have been feeling so unwell.

Patients are not always frightened of death itself, but may be
most concerned by the uncertainties leading to it, over which they
will have greater awareness and control if fully informed.

Many patients will have already worked out their diagnosis,
picking up non-verbal clues from professionals (and relatives),
and are not unduly surprised when it is confirmed.

Patients often want to protect the family by denying that they
know anything. At the same time, the family may be trying to
protect the patient from the same information that they all already
know.

Families need to know that concealing the truth from a patient is
impractical; it becomes more difficult over time, with more
professionals, family members, and friends being required to
keep the secret. With increasing opportunities, the truth can slip
out; the patient can then lose all trust and confidence in their
family and professionals and predictably be angry that they were
lied to.

It is important for professionals and family not to lie; however, an
insensitive, poorly timed truth may be no better. Even if a patient
starts to ask direct questions, it is important to check what is
actually meant and how much truth is wanted at that time, and
then provide the right amount of detail, in the right way and with
the right support.

Scenario 4: ‘| want full resuscitation if my heart or

lungs fail’.

Ethical issues

« beneficence: what will be the benefits of cardiopulmonary
resuscitation (CPR) in this patient?

* non-maleficence: what will be the harms of CPR in this patient?

« justice: are the necessary resources already in place (e.g.
trained staff, time, drugs, equipment, hospital care, ambulance) to
provide CPR to this patient as an explicit part of the service we
provide?

« autonomy: what is the patient’s informed, deliberated, competent
opinion on the current appropriateness of CPR?
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Background

There is heightened public and patient awareness of the issues
surrounding CPR decisions. This follows increasingly explicit
discussions in advance care planning and when admitted to
hospital as well as media scrutiny of a high-profile legal case that
detailed the use of ‘do not attempt cardiopulmonary resuscitation’
(DNACPR) orders (see Box 1.1).

Box 1.1 Communicating CPR decisions

The Royal Courts of Justice judgement relating to Janet Tracey
(The Royal Courts of Justice, 2014) has reinforced GMC advice
that doctors cannot be required to start a treatment, in this case
CPR, if sufficiently viewed to be futile/no prospect of success,
irrespective of any patient or family demands, though they do
need to be able to professionally defend such decisions. Equally,
the case highlighted the need for wider communication; the
patient is entitled to know whether a clinical decision not to
attempt CPR has been taken, even if CPR is futile and the
discussion could be distressing. Senior staff need to discuss
CPR decisions with the patient and, where appropriate, their
family; it is only acceptable not to if it is felt that the conversation
will cause the patient genuine ‘harm’ (and not just ‘distress’). This
need for openness in ceiling-of-care decisions emphasizes the
importance of highly skilled communication that should be
standard medical practice within all clinical decision-making.

Despite increased awareness, there remains confusion regarding
the ethical, legal, and clinical decision-making processes for CPR
among the public, in the media, and among many healthcare
professionals. Increasing public expectations around exercising
autonomy in healthcare decisions can mislead. It is a common
misconception that patients, relatives, and some professionals
believe the decision regarding CPR lies with the patient or family. It
is very important to remember that patients, families, and
professionals are on the same side: if CPR would work, it will be on
offer—if not able to help, then nothing is being ‘withheld’. While
patients and families have the right to ask for whatever treatment
they want, equally, medical and nursing staff are professionally
obliged not to initiate a treatment that meets any of the following
criteria:

» They believe it would not be of overall benefit to the patient (i.e. it
would cause more harm than good, or no net gain).

« It doesn’t have the resources available sufficient to offer that
treatment at that time (i.e. it is not considered cost-effective).

« It has an informed refusal of that treatment by the patient, which
is valid and applicable.

The process of discussing and documenting the resuscitation

status of patients can be stressful, particularly when the patient or

family remain in disagreement with their healthcare team, or each

other, about the resuscitation status. The fear of litigation is ever-
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present in healthcare, and this can cause an unnecessary strain on
staff when trying to make the right decision. Good practice would
dictate that such matters are best addressed by the whole MPT,
although the most senior professional available, often the patient’s
consultant, has the ultimate responsibility for the decision.2

2 Willard C (2000) Cardiopulmonary resuscitation for palliative care patients:
a discussion of ethical issues. Palliative Medicine,14: 308-12.

Decisions relating to Cardiopulmonary Resuscitation. Guidance from the

BMA, Resuscitation Council (UK), and the Royal College of Nursing. 3rd edn
(2016).

Factors complicating CPR discussions

Patient and family expectations of the likely success following
CPR are much greater than the reality.

Patients and families often lack a full understanding of what CPR
entails, including the potential complications if successful.

Many professionals have surprisingly patchy knowledge of the
likely outcomes following CPR across different scenarios (see
Table 1.1), leading to misleading and mixed messages, which do
not always reflect the evidence base.

Professionals usually have a biomedical approach to judging
‘success’ from CPR—i.e. ‘survival to discharge’, despite the more
realistic chances of broader benefit in terms of initial recovery and
peace of mind (before and after death).

Successful CPR, in contrast to unsuccessful CPR, can be
particularly resource heavy, and thus requires complex and
uncomfortable cost-benefit analyses in a rationed health service.
Futile CPR is a most distressing and demoralizing intervention for
healthcare professionals to ‘impose’.

Patients and families often fear that you will ‘give up’ on them if
you are not offering CPR, and that all other active treatments will
be withheld too.

Patients and families may lack the understanding or be unable to
accept the natural process of dying, so fail to see the incongruity
of CPR under these circumstances.

CPR conversations need to be approached with honesty, taking
the time to explain the underpinning decision-making. It is a
mistake to frame CPR conversations as if it is a decision for the
patient or family to make (‘Would you want CPR?’). This will
cause problems, particularly when the decision may need to be
taken that CPR cannot be offered (as no net gain or inadequate
resources).

DNACPR decisions and forms are not legally binding, but they do
provide an invaluable guide, if valid and applicable, should the
‘right’ clinical action be unclear at the time of an arrest.

DNACPR forms are binary (a limited, blanket ‘yes/no’) and do not
allow for contextual and clinical complexities, e.g. ‘Yes now’, if |
have a witnessed, reversible event, but ‘No later’ should | slip
gradually into multi-organ failure and die.
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Table 1.1 CPR chances of survival

Approximate chances of survival to discharge following
CPR according to staging/performance status in cancer
patients in hospital

Unselected cases 6.2%
Localized disease 9.5%
ECOG score = 0-2 17.5%
ECOG score = 34 2.3%

Approximate chances of survival to discharge following
CPR in different settings for all patients

In hospital 15%
In community 5%
In hospice 1%

The diversity of patients seen by specialist palliative care teams
has changed, with an increased ratio of non-malignant conditions
and more patients at earlier stages of their cancer. Even in
advanced cancer patients, increasingly, many have ongoing or
potential oncological treatment options. Patients receiving
aggressive active treatment may understandably and appropriately
feel that they would want CPR in the event of a sudden cardiac or
respiratory collapse. A parallel cultural shift in the acceptability of
CPR within palliative care means the role of basic CPR with
emergency transfer to hospital is considered for hospice inpatients.
This should reassure all concerned; only clinically appropriate and
explicitly desired CPR should be performed. By contrast, the
presumptive, blanket ‘no resuscitation’ previously seen in most UK
hospices more than 20 years ago is now not defendable,
particularly given the statistical uncertainties (even though the odds
are never ‘good’), the heterogeneous inpatient population, and the
diverse understandings of ‘benefit’ and patients’ and families’
potentially legitimate demands. Moreover, the clinical picture is
more complex than is often acknowledged—the nature and setting
of an arrest carries a significant influence on any chance of
success. To appreciate the variability of arrests, consider an acute
reversible event, leading to a witnessed arrest, with a shockable
rhythm in hospital—and then compare that to an unwitnessed
arrest, with a non-shockable rhythm, in a patient with multi-organ
failure as part of a progressive global deterioration/dying at home.

Key considerations behind CPR decisions and discussions

* The clinical decision on CPR must be case by case—
individualized to that patient, in that setting, at that time.
Following patient assessment and involvement, it should be
made and owned by the MPT and evidence-based. Use the
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‘three-question’ sequence: Will CPR help? Is CPR available? Is
CPR wanted?

If CPR is of overall benefit and available, it must be offered to
patients. Conversely, if CPR is not of overall benefit, it cannot be
offered. However, clinical uncertainties and differing perceptions
of ‘benefit’ can leave differences of opinion.

The ultimate responsibility for a DNACPR decision rests with the
most senior professional responsible for that patient that is
available. This decision needs to be reviewed for ongoing
applicability at appropriate intervals.

Patients’ or relatives’ wishes do not entitle them to receive any
treatment, including CPR, which has been deemed not to provide
overall benefit.

Merely being a ‘palliative care patient’ does not automatically
mean CPR is inappropriate.

Patients are legally entitled to know when a clinical decision on
DNACPR has been taken.

Good communication with patients and their relatives about the
reasons behind a DNACPR decision is essential.

When explaining a DNACPR decision, it should not be framed as
a decision that the patient or family must make, but instead
approached as a conversation to impart clinical information,
explaining why, unfortunately, CPR is no longer an option, as not
now of benefit. It's not a choice for patients, families, or even
professionals, but simply a consequence of the patient’s disease
that dictates whether CPR could offer meaningful benefit (within
available resources).

Competence, capacity, and consent

Although ethical frameworks can add value to many complex or
contentious clinical decisions, they are particularly useful when
making decisions on behalf of patients who lack capacity.

If a patient has sufficient capacity to make an informed decision
(e.g. consent to treatment), they are deemed to be competent to
make that decision. Despite some differences (i.e. a clinical
spectrum vs a legal all-or-none test), the terms capacity and
competence are frequently used interchangeably in clinical
practice. The guidance for assessing capacity in England and
Wales is set out in the 2005 Mental Capacity Act (MCA 2005) and
accompanying professional literature.®> The MCA 2005 stresses a
presumption of capacity, the need to support individuals to make
their own decisions, their right to make seemingly unwise or
eccentric decisions, and a requirement to act in patients’ best
interests and to pursue the least restrictive option. The MCA 2005
helpfully identified the four steps needed to confirm someone’s
capacity:

1. understand the information they are given

2. retain this information long enough to make a decision
3. weigh up the consequences of their particular choices
4. communicate their wishes
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Capacity judgements can only relate to a single decision at that
particular time. Consequently, a patient may be competent to make
certain choices, such as deciding what clothes to wear, but not able
to make more complex decisions (e.g. deciding between moderate-
risk or high-risk cytotoxic chemotherapy). Additionally, capacity may
fluctuate: a patient may not be competent to consent initially, but if
the decision is delayed, they could make a competent choice later.

The MCA applies in England and Wales; the Adults with
Incapacity (Scotland) Act 2000 governs decision-making in
Scotland. In Northern Ireland, there is no legislation currently in
place. Common law governs decision-making for patients without
capacity, requiring decisions to be made in a patient's best
interests.

Importantly, across the UK, it is presumed that all patients have
capacity unless proven otherwise. Someone cannot be deemed to
lack capacity without first providing all necessary support to
maximize their capacity. This includes making sure hearing aids are
working, optimizing medication, treating reversible causes of
confusion, and reassessing capacity at different times of day.

If you have presumed or determined that your patient has
capacity (understands the information, retained it to make a
decision, having weighed the consequences, and then
communicated it), then you must accept the decision they make
(even if you do not think it appears to be the ‘best’ option).

A medical decision for a patient lacking capacity should be taken
in their ‘best interests’. The MCA 2005 sets out best practice. Even
when a patient lacks capacity, they still need to be involved in
discussions regarding their medical care as far as possible.
Similarly, all stakeholders must be involved in ‘best-interests’
discussions, as far as is practical; typically this means at least the
wider MPT and any key contactable family. Family should be
consulted to help find out any views the patient had expressed on
such matters. Asking ‘What do you think your mother would say,
given this situation?” may focus the minds of a distressed family.
However, family members cannot make decisions for incompetent
patients in the absence of appropriate legal documentation; even
as a registered lasting power of attorney (LPA) for health and
welfare, they still have to act in the patient’s ‘best interests’.

3 Brazier M, Cave E (2011) Medicine, Patients and the Law, 5th edn, UK:
Penguin, pp.145-6.

Specific situations

Not uncommonly, palliative medicine doctors are asked to assess a
patient’'s capacity in order that they may complete legal paperwork
(e.g. a will, an LPA, or an ADRT).

Making a will

When it is feared that a patient writing or changing a will could have
their capacity later called into question, a solicitor may ask for
formal confirmation of their client's testamentary capacity.
Importantly, whenever a doctor agrees even ‘just’ to witness a will,
establishing the specific capacity for that will is a professional
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prerequisite. The testator must demonstrate understanding of the
nature and effect of making a will; the extent of their estate; and the
claims of those who might expect to benefit from the will (both
those included and those excluded). There must also be no
influence from a psychiatric disorder. Because this assessment can
feel overly complex and ‘intrusive’, and as only occasionally
necessary, a number of hospice policies advise that, wherever
possible, clinical staff should not agree to witness the signing of a
will. If clinical involvement is required, testamentary capacity should
be assessed and documented by the most well-placed staff
member, probably a medical consultant.

Lasting power of attorney and advance decisions to refuse
treatment

Similarly, doctors witnessing the signing of LPAs and ADRTs should
ensure and document that the patient has the required capacity to

make these decisions (3 see Chapter 34).

Key considerations in assessing capacity

You must presume that your patient has capacity until proven
otherwise.

You must provide all measures to enhance capacity by managing
the environment: e.g. optimize the senses (glasses or hearing
aids), ensure a comfortable familiar environment (good lighting
and heating), bring an advocate to the meeting, provide writing
materials, and, if required, bring an interpreter, etc.

Patients with capacity are entitled to make seemingly unwise
treatment decisions.

Patients may have capacity even if they have advanced mental
illness, dementia, or other end-stage disease—never make
assumptions.

Patients lacking capacity may have lucid intervals during which it
is important to reassess capacity to then allow appropriate,
competent, patient-led decisions.

Euthanasia

I will give no deadly medicine to any one if asked, nor suggest any such
counsel.
The Hippocratic Oath

Euthanasia is an emotive topic that typically generates a polarized
debate, with well-meaning, strongly held views on both sides. Some
clinicians may see euthanasia as a potentially beneficial
intervention, empathizing with and respecting the requests of
distressed, dying patients—i.e. a ‘mercy killing'—while others see
killing patients as the antithesis of good care that cannot be ‘safely’
legalized (risking acceptance of ‘death on demand’), and even if
legalized, should never involve clinicians.
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As with any contentious ethical dilemma, the use of emotive
language can easily cloud the arguments on both sides of the
debate. It is therefore important to be able to distinguish between
the various forms of euthanasia and bring clarity to the discussion.
The term euthanasia derives from the Greek words ‘eu’, meaning
good, and ‘thanatos’, meaning death, thus a ‘good death’. However,
this literal meaning is not helpful. Confusion follows, because
euthanasia is a broad term, which spans both controversial and
uncontroversial practices. Moreover, the debate misleadingly shifts
from a philosophical moral debate (could it ever be ‘right'?), to a
technical legal debate (can meaningful and safe legislation be
drafted?), to a clinical debate (are clinicians required or best
excluded?).

In the UK, euthanasia is regarded legally as manslaughter or
murder, with a maximum punishment of up to life imprisonment.
Similarly, assisted suicide is also illegal, with punishment of up to
14 years’ imprisonment, though in 2010 guidance on non-
prosecution was drafted.

Proponents of euthanasia argue that there is a moral distinction
between murder and euthanasia; in contrast to murder, euthanasia
involves hastening death for a perceived benefit as voiced by the
individual asking to be killed.

‘Euthanasia’ within healthcare is most helpfully defined by the
World Health Organization as ‘a doctor intentionally killing a person
by the administration of drugs, at that person’s voluntary and
competent request’. However, this definition is not universally or
even commonly adhered to by either the lay or medical press.
Misunderstanding is common, as the overarching euthanasia can
be divided into two contrasting categories, ‘active’ and ‘passive’,
that are ethically distinct:

Active euthanasia describes bringing about the death of a
person through a direct action, such as giving a lethal injection.
Importantly, the medical cause of death is the act of euthanasia, not
any underlying disease.

Passive euthanasia describes not attempting to prolong the life
of a person, by the withholding or withdrawing of seemingly life-
prolonging medication. Importantly, in passive euthanasia the
medical cause of death is the underlying disease, e.g. an infection
or a cancer, not the omission of medication, e.g. antibiotics or
chemotherapy. Indeed, there may be no impact on an individual’'s
prognosis, following a patient's request for conservative
management (an understandable but potentially incorrect
presumption). In patients with end-stage disease, life-prolonging
treatments may no longer be able to offer any meaningful benefit.
Moreover, when nature is allowed to take its course, a number of
hospice patients will live longer without (toxic) treatments. This is
obviously reliant on the patient's dependency on that treatment and
realizing that not all life-threatening scenarios will subsequently
prove to be fatal.

In parallel, there is a further complexity linked to consent, with
classification into ‘voluntary’, ‘non-voluntary’, and ‘involuntary
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euthanasia’. Again, each is ethically distinct:

voluntary euthanasia: the person requests to be killed and gives
their fully informed consent

involuntary euthanasia: the person has not requested to be
killed, has not been consulted, or both

non-voluntary euthanasia: the person cannot request to be
killed, as they lack capacity and are thus not competent to
consent

physician-assisted suicide (PAS) has to be included in any
ethical consideration of euthanasia. In PAS, a person has
independently and willingly used lethal means to directly cause
their own death, having needed explicit support from a doctor to
access the necessary drugs or the information on doses needed.
PAS provides an illusion of ‘personal’ comfort for doctors, with an
apparent shift of responsibility to the patient. However, in terms of
professional responsibility and accountability, PAS is inseparable
from euthanasia, and only supporting PAS (but not euthanasia) is
clinically irrational, as many of those ‘most in need’, and when the
ethical ‘risks’ may be less, will be too unwell to pursue PAS when
desired. Consequently, there is the inevitable consequence, in
jurisdictions where only PAS is legal (e.g. Oregon), that staff
perform euthanasia (administering medication for patients who
are too frail).

Background

Public support for euthanasia and PAS is reportedly as high as 70—
80% in a number of UK polls. However, the strength of conviction
within this support and the degree of clarity behind the responses—
realizing the bewildering spectrum that is covered within euthanasia
and PAS—are far from clear.

The moral question ‘Are euthanasia and PAS right or wrong?’ is
unanswerable. Instead, there are more vexing legal questions
being asked of society: ‘Are euthanasia and PAS healthcare
priorities?’ ‘Would society be safe if it was a doctor’s role to kill
vulnerable, distressed patients on request?’

Patient support appears paradoxically less than public support,
and uptake is lower still: where euthanasia and PAS are legal, only
1-3% of people actually choose it, yet all patients and doctors are
exposed to the potential risks.

Following a ballot in 2014, the Association for Palliative Medicine
of Great Britain and Ireland remained opposed to any change in the
law concerning PAS. A majority (82%) of members were against a
change in the law to allow PAS. The same proportion thought that if
assisted suicide were legalized, it should be wholly outside the
province of medicine, perhaps within family courts. Only 4% were
prepared to be involved personally in assisting suicide.

Euthanasia and PAS remain illegal across the majority of the
world’s jurisdictions, though there has been a notable increase in
legalization over the last 20 years. Euthanasia is currently legal in
the Netherlands, Belgium, Colombia, Canada, and Luxembourg.
PAS is legal in Albania, Germany, Japan, Switzerland, and in the
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American states of Washington, Oregon, California, Vermont, and
part of New Mexico, while it is supported by case law in Montana.

Clinical arguments in favour of legalizing euthanasia

To respect patients’ right to autonomy over their own life and
follow their decision-making regarding the time and place of their
death.

It is an act of compassion, preventing the prolongation of ill health
and predictable reductions in quality of life for patients.

Currently, patients wanting legal euthanasia must travel abroad to
countries where it has been legalized.

The emotional as well as the financial cost of care for patients
who would prefer to be dead appears a misuse of ‘precious’
healthcare resources.

Clinical arguments against legalizing euthanasia

The medical priority is a duty of care; though not always enough
and possibly not wanted, there are always health and social care
options that could help, at least to make a scenario less bad, if
unable to make it ‘good’.

Palliative care aims to manage physical, psychosocial, and
spiritual distress in order to help patients, families, and carers feel
better, do more, and cope with death and dying in order that life
may feel more bearable at that time.

Patient autonomy is not absolute; both individually and as a
profession, doctors cannot be expected to end the life of patients
just because it has been requested. The right to life as declared
in the universal declaration of human rights does not confer a
right to die at the hands of doctors.

Though a person is able to judge that their own life is no longer
worth living, a doctor should never judge another person’s life as
not worth living, even if they are able to identify and empathize
with a fellow human'’s suffering.

Safe medical boundaries are impossible; doctors all too
frequently encounter patients unable to face living across various
clinical settings; a meaningful distinction cannot be drawn
between competent requests to be killed on the basis of
diagnosis; prognosis; duration/permanency of request; perceived
degree, nature, or irreversibility of suffering, etc.

When dealing with patients contemplating suicide or asking to be
killed, it is vital to consistently provide optimal medical and social
care, and attempt to redress the desperate situations that can
lead someone to want to end their life.

Ending patients’ lives does not require medical training.

The irreversibility of euthanasia and PAS in inherently vulnerable
patients risks hasty or inappropriate action; this generates
concerns where patients could be misdiagnosed or given an
inaccurate prognosis, or present with transient requests, but then
inappropriately pursue euthanasia or PAS.

Once doctors are ‘expected’ to kill patients as part of good care,
this ‘irreversibly’ introduces the risk of well-meaning misuse or
even abuse. This slippery-slope argument proposes that once
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voluntary active euthanasia is legalized, it will open the door to
involuntary or non-voluntary euthanasia, as has already been
demonstrated in the Netherlands.

Patients already have the legal means to exercise autonomy and
shorten their lives; they can refuse to start or to stop any medical
treatment for any reason, by a competent refusal or an ADRT,
including refusal of life-sustaining treatments and the voluntary
refusal of food and fluids. Though legal, these pose similar ethical
issues to euthanasia and PAS for professionals, needing to be
handled sensitively, but ultimately respected (i.e. professionally
agree to disagree even if personally might agree). The current UK
legal options do not appear adequate or palatable for the pro-
euthanasia lobby.

Euthanasia and PAS are not necessarily pleasant; clinically, the
mechanism of death is far from straightforward, with serious
complications and notable failure rates. Deliberately inducing
respiratory arrest incurs acute, hypoxic brain damage (in effect,
‘suffocation’).

Responding to requests for euthanasia

Questions about euthanasia and PAS, although rare, can be
daunting and difficult to handle. It is important to first clarify what
has prompted your patient’s request. If it relates to uncontrolled
physical, psychological, social, or spiritual issues, then it is your
duty to seek to address these and aim to improve on the patient’s
quality of life. In parallel, you can still show respect for patients’
and families’ right to hold personal views on euthanasia and PAS,
reassuring that you will always provide care without judgement in
a non-discriminatory way. You can acknowledge that individuals
are best placed to judge what is best for their own health and
well-being, and only they can determine what is truly in their own
best interests. However, it is important to remind your patients of
your ongoing duty of care, stressing what you can do, rather than
what cannot be done as a clinician. However, sometimes
reflecting on the illegal consequences of euthanasia and PAS in
the UK may remove any confusion or unrealistic expectations
some patients with persisting requests for euthanasia and PAS
may have.

The doctrine of double effect

The doctrine of double effect (DDE) is used when arguing the

acceptability of actions that may have both good and bad effects. It

states that if a morally good action is carried out with intended good

effect, even though it has foreseen negative or harmful effects, the

good effect can morally outweigh the bad effect provided certain

provisions are met:

« Every effort to minimize the bad effect is made.

+ The good result must be achieved independently of the bad one.

* The bad side effect must not be intended, even if predictably it
could happen.
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» The action taken must be applicable and proportionate to the
medical issue—e.g. if treating pain, it must be an appropriate
analgesic at an appropriate dose.

As a result of historical, but still common, misunderstandings, the

DDE has inappropriately been used to justify the acceptability of

administering the potentially high doses of opioids that may be

needed to relieve pain in a dying patient, incorrectly believing such
doses will, as a secondary effect, reduce respiratory drive to
potentially hasten death (barring any historical excessive opioid
use, well meaning or not). Crucially, there are no circumstances in
which the correct dose of opioid necessary to control suffering
could be lethal, and thus there is no need to invoke the DDE in
opioid prescribing.

The DDE has limited applicability, if any, to modern, safe

palliative care, given the following:
Palliative care experience and research has shown that it is
possible to control pain, distress, and other end-of-life symptoms
safely.
Opioids can be used safely, titrating as needed for each patient
without hastening death*
Sedative use at the end of life has been seen to require the DDE.
However, the convention to label symptom-control drugs that
have sedation as a side effect as ‘sedatives’ in patients’ final days
is illogical and misleading. When used appropriately, titrating to
the lowest effective dose, such ‘sedatives’ will not hasten death
and not even cause detectable sedation. Thus, despite the
common label ‘sedation’, the appropriate use of symptom-control
drugs with sedative side effects is morally and clinically distinct
from the practice of deep, ongoing ‘palliative sedation’ described
in the literature from countries outside of the UK and Ireland.
If patients do experience side effects from symptom-control
medication (e.g. sedation or respiratory depression), actions must
be taken to alleviate these (e.g. antidotes, dose reductions, or
switching to other, hopefully safer, drugs, followed by an even
more careful titration).
Paradoxically, though the DDE would apply should a palliative
care patient die from neutropenic sepsis or an NSAID-related
haemorrhage, the doctrine is rarely, if ever, evoked in these
circumstances.
A flawed argument, based on the misapplication of the DDE,
suggests that as doctors currently hasten death when relieving
suffering, this equates to euthanasia. All the evidence and
experience show this to be incorrect. Of note, nearly every
person who dies in a hospice will have had a final dose of one
symptom-control drug or another, but it is clearly misguided to
blame that for their death.

4 Anderson S (1998) The double effect of pain medication: separating myth

from reality. Journal of Palliative Medicine, 1(4): 315-28.

Key considerations regarding euthanasia and PAS
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« Euthanasia and PAS are highly emotive topics, which are gaining
increasing public, professional, and media attention.

Euthanasia and PAS are beyond a simple ‘right/wrong’ distinction,
with multiple conflicting moral, legal, social, and clinical aspects.
Confusion hampers discussion, with ethically distinct divisions of
active and passive euthanasia and the further complexity of
divisions into voluntary, involuntary, and non-voluntary
euthanasia.

Though PAS can appear morally distinct from euthanasia,
professionally they share the same clinical responsibilities and
accountabilities, so need to be considered together ethically.

The medical duty of care remains the constant priority in all
patients who say they would rather be dead; despite inevitable
limitations, healthcare must attempt to redress the desperate
situations that can lead someone to want to end their life.

It is important to explore the reasons behind patients’ requests for
euthanasia, as these will often be due to unmet physical,
psychological, social, or spiritual needs.

The majority (82%) of Association for Palliative Medicine
members were against a change in the law to allow PAS in 2014.

Further reading

Borasio GD, Jox R Gamondi C (2019) Regulation of assisted suicide limits
the number of assisted deaths. Lancet https://doi.org/10.1016/S0140-
6736(18)32554-6.

The person in the patient

Dying patients derive self-respect from a sense that others value them for
what they have done and who they are. Bodies do not suffer. People do.
Dr Eric J Cassell

Person-centred care

Many would assume that medicine, and certainly palliative care, is
person-centred. However, in reality, much care is now organ-
centred or organization-centred! Somewhere between the organ
and the organization, the person and their suffering and concerns
can be lost.

As medicine has become more specialized, there are experts in
every organ and disease, and yet many people in the West in the
twenty-first century are dying slowly of multiple illnesses often
affecting several organs. Single-site, disease-centred care leads to
multiple silos with expert teams rarely coordinating or
communicating with each other in a meaningful way. Medication
gets added by each team, leading to polypharmacy with multiple
exhausting clinic appointments. Important conversations are often
omitted or left to another team. What we need are co-morbidity
clinics where a person is seen, for example, by a diabetic nurse, a
heart failure doctor, a physiotherapist, a pharmacist, and a palliative
care nurse.

A patient-centred clinic model
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Organizations are designed around resources, rather than what
might suit patients — e.g. services that can’t admit patients after 4
p.m., have no available parking, can’t give advice overnight, or
insist on monthly visits when intermittent phone calls might be
enough.

If the patient agenda, the organizational agenda, and the medical
agenda overlapped, then we would achieve high value medicine at
lower cost.

So what is person-centred care?

There are numerous definitions of person-centred care, but by its
nature it looks different for each person, and is therefore difficult to
define. Essentially, it is about redressing the power balance
between the person and the health system, ensuring that the
person is an equal player in their care, not a passive recipient.
There are some underpinning principles defined by the Health
Foundation:®

personalization: focusing on the person’s goals and values
enablement: promoting the ability to self-manage and be as
independent as possible

shared decision-making: explaining all options, in a non-coercive
way

coordination of care: harnessing multiple teams to communicate
with each other, keeping the person at the heart of planning

5 Health Foundation: Person Centred Care o
http://www.health.org.uk/theme/person-centred-care

Why does person-centred care matter?

Discovering what matters to people, sharing decisions, and setting
achievable goals is likely to lead to greater satisfaction, probably
less time in hospital, and more meaningful, less costly care.
Person-centred care is about new conversations, and putting the
person at the heart of decisions and discussions.

It is hard to know why we have lost the ability to ask authentic
questions. It is interesting, however, that trust in the medical
profession has been dropping since the latter part of the twentieth
century. Perhaps it is not a coincidence that medicine has become
less relational and more technical over the same time period.

A more relational way of working requires a different stance from
the doctor—a stance that sits more easily with person-centred care.

Michael Balint said, ‘You are the medicine’!

We know from research that patients trust doctors who share
something of themselves, who connect with humour and
authenticity.6 How can we do this in the chaotic and busy systems
in which we work?

Quacks are the greatest liars in the world except their patients.
Attributed Benjamin Franklin (1706—90)

6 Wright EB, Holcombe C, Salmon P (2004). Doctors’
communication of trust, care, and respect in breast cancer:
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qualitative study. BMJ, 328(7444): 864.

Seeing the person in the patient

To understand the person, it is necessary to get to know them. How
can we get to know someone quickly in the context of overbooked
clinics and ward rounds?

Biographical questions, such as simply knowing the job someone
does, start to bring the person into focus. Use cues at the bedside,
such as asking about the photos brought into the hospital, the
books they are reading. This so-called small talk builds rapport, and
starts to build a picture of the person. In turn, self-esteem can rise
and dignity be restored.

Dr Kieran Sweeney had a dreadful time during his mesothelioma
illness. As a physician, he became acutely aware that person-
centredness was missing from his care, in terms of decision-making
and communication. His BMJ article makes salutary reading.7

The relational aspects of care lacked strong leadership and at key
moments were characterized by a hesitation to be brave.
Dr Kieran Sweeney, K. Mesothelioma, BMJ 2009;339:b2862

7 Sweeney, K.K (2009). Mesothelioma. BMJ, 339: b2862.

What matters to you?

‘What matters to you?’ seems such an obvious question, but it is
rarely asked, and often too late. The US surgeon and writer Atul
Gawande exposed this line of questioning as pivotal in his
narratives published in his famous book Being Mortal. Discovering
people’s hopes and goals leads to a change in direction of care. A
system of questioning has been developed by his research team
(see Fig 1.1): the Serious lliness Conversation Guide, which is now

being evaluated in the UK.®
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Serious lliness Conversation Guide

CLINICIAN STEPS CONVERSATION GUIDE
O Set up Understanding What is your understanding
* Thinking in advance now of where you are with your
* |s this okay? illness?
* Combined approach . )
+ Benefit to patient/ Information How much information about

preferences what is likely to be ahead with

family : !
+ No decisions your illness would you like from
today me!
: FOR EXAMPLE:
0O Guide (right column) Some patients like to know about
ume, others like to know what to
O Summarize and expect, others like to know both,
confirm
Prognosis Share prognosis, tailored to
0 Act information preferences
+ Affirm commitment
* Make Goals If your health situation worsens,
recommendations what are your most important
to patient goals!
* Document
conversation
* Provide patient Fears/ What are your biggest fears
with Family Worries and worries about the future
Communication with your health?
Guide

Function What abilities are so critical to
your life that you can't imagine
living without them?

Trade-offs If you become sicker, how
much are you willing to go
through for the possibility of
gaining more time?

Family How much does your family
know about your priorities and
wishes?

(Suggest bringing family and/or
health care agent to next visit to
discuss together)

Fig 1.1 Serious iliness conversation guide.

Reproduced from Bernacki R, Gawande A, Block S et al. Development of the
Serious lliness Care Program: a randomised controlled trial of a palliative
care communication intervention. BMJ Open. 2015; 5:10
http://bmjopen.bmj.com/content/5/10/e009032 with permission from the BMJ
Publishing group.

The question to ask is not ‘What’s the matter?’, but ‘What matters to you?’
Maureen Bisognano, Institute for Healthcare Improvement Boston
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8 Bernacki R, Gawande A, Block S, et al. (2015) Development of
the Serious lliness Care Program: a randomised controlled trial of a

palliative care communication intervention. BMJ Open, 5: 10 -{a\:\;
http://bmjopen.bmj.com/content/5/10/e009032

Who matters to you?

Palliative care, perhaps more than other specialties, allows for
more time for the consultation, and it is therefore imperative that we
don’t spend the whole time seeking answers to the biological, when
the psychological and social are at the forefront of people’s
concerns. The skills that are paramount are close listening,
contemplation, asking new questions, and noting cues.

Many hospices have long traditions of drawing family trees—an
amazing collaborative and often therapeutic tool—to discover not
just what matters to people, but who. This could be modernized to
construct a ‘social map’—who in your world will support you as your
illness progresses? This might be the neighbour, the drinking
partner, or the work colleague as well as various family members
and friends. Understanding everyone’s role and potential tasks will
make planning for the future that much easier.

People want us to connect their social world and professional
world, and it is within palliative care that this becomes obligatory
rather than optional. These two circles of support are often very
separate, but there will be greater synergy if they overlap.

Several smartphone apps (e.g. Jointly and Rally Round) allow
friends and carers to connect and communicate, keeping the
person they are all supporting in touch and informed. Much of
palliative care is family-centred or even network-centred care rather
than person-centred, and, increasingly, digital connection can
promote this.

Person-centred tools

There are many aids to support person-centred care. Excellent
tools to discover what matters to people have been developed by
Helen Sanderson Associates.® These include one-page profiles—
simple templates to record the following:

» what is important to them

» what people appreciate about them

* how best to support them

This is really useful, for instance, in a care-home setting.

Tools to support self-management, including goal-setting, have
been developed by the Health Foundation.® These strategies are
suited to long-term conditions—but also when time is short. Shifting
the locus of control back to the person and those close to them—
e.g. by coaching the family in moving and handling techniques,
ensuring the family know who to call in a crisis, and what to do
while they are waiting—uwill instil confidence.

9 Helen Sanderson Associates ﬁf\) http://helensandersonassociates.co.uk

10 A practical guide to self-management support. Health Foundation. jzf\ﬁ
http://www.health.org.uk/publication/practical-guide-self-management-support
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Person-centred questions

Questions need to be asked in an atmosphere of authentic
engagement, not detached concern. It needs to be recognized that
people have a past, a present, and a future—however short that
future may be. Doctors need to be truth-hearers as well as truth-
tellers!

The following questions are examples to try:

What would a good day look like?

What lifts your spirit?

What do | need to know about you to support you?

If | asked your son, what would he say? (an example of a useful
circular question)

If time is short, what would you like to focus on?

Who are all the people who can play a role in helping you to stay
at home?

How much suffering in this world comes about by leaving
things unsaid?

The barriers to asking person-centred questions need to be
overcome.

Barriers include the following:

« fear of attachment

« fear of intrusion

« lack of confidence

* too little time

« professionalism: ‘it's not my role’

Histories

Histories is a novella of hospital life, exploring relationships of
care with poetic clarity, humour, and poignancy.

‘Everyone knows she’s dying, vacillating across the grey line of
it, but still they won't stop all this. It's like they can't’.

‘As long as her words were unspoken, the possibilities they held

remained undisturbed and locked safely away’.11
Dr Sam Guglani

11 Guglani S. Histories (2017). London: Quercus Press.

Case history—two scenarios

Who is the person?
A 74-year-old widowed clergyman, Rev G, with bladder cancer and
deteriorating renal failure. He lives with his cat, and his closest
family is his niece 70 miles away. He has an amazing supportive
church community.

Following progression of his cancer through several
chemotherapies, he is now being offered a trial of immunotherapy
with a 5% chance of complete response and 30% chance of partial
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response, but with a 50% chance of significant side effects. He is
feeling weak and has pain on walking.

His goals and values

Percentages are difficult to understand, but what Rev G was clear
about was that he was at peace with his future, was not frightened
of dying, wanted to be pain-free, and see particular people before
he died. He wanted no more heroic treatment for infections,
hypercalcaemia, or advancing renal failure. He also expressed a
horror of needing intimate personal care. These expressed values
and preferences should have made his care very easy.

Scenario 1: a disease-centred approach

Rev G was persuaded to go on the immunotherapy trial, as the
30% chance of response sounded appealing in the way it was
presented. It was suggested that his pain would deteriorate if he
didn’t have more treatment—the option of palliation alone was not
discussed. He was not asked what mattered to him, and the
decision-making did not present all options equally. He was not
asked about his goals of care or what mattered to him, his cat, and
his niece.

He developed severe autoimmune colitis after the second
immunotherapy course, with incapacitating diarrhoea, this led to
several episodes of faecal incontinence and the need for personal
care at home, which he dreaded. Demoralization set in.

Eventually, with high-dose steroids, the colitis and diarrhoea
settled, but the steroids caused severe muscle wasting, insomnia,
and restlessness.

Following a fall, Rev G went back into hospital—the hospice
option was not discussed with him. The renal failure continued to
progress, and, as the pattern had been for active treatment, he was
admitted to the intensive care unit to manage his failing kidneys. He
died four days later with seven tubes in various bodily orifices to
support his kidneys, his heart, and his lungs, all to no avail.

He died alone. This was not the death he wanted.

Scenario 2: a person-centred approach

The oncologists explored his wishes, stopped the oral
chemotherapy, which was worsening the fatigue, and respected his
wish to decline immunotherapy.

The palliative care team in the community started to visit more
often to control his bone pain. His church community did the
shopping, cooked for him, and kept him entertained with stories and
gossip.

He was admitted to hospital with a crisis of pain following further
spinal collapse. Despite escalation of opioids, the only thing that
helped was an NSAID, which of course was not good for his
kidneys. Doses of opioids and NSAIDs were negotiated with Rev G
as the goal was to achieve pain-free consciousness, even if the
analgesia upset his kidneys. In hospital, he was able to continue
seeing his visitors and conclude several important conversations.
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His renal failure worsened (it would have done even without an
NSAID), and at his request, he was transferred to his local hospice,
where he already knew several of the staff. A neighbour brought in
his cat! He died five days later, with his nausea and pain well
controlled, conscious till 24 hours before he died—a death in
accordance with his wishes and goals.

The right person-centred conversations at the right time can change the
direction of care and promote a very different outcome
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Chapter 2

Communication in palliative care

Introduction

Barriers to effective communication
Specific communication issues
Handling difficult questions
Collusion

Dealing with anger

Exploration of feelings (e.g. anxiety)
Patients who do not want to talk
Handling denial

Unrealistic expectations

Working with ethnically diverse patients

Introduction

Effective communication is essential in all clinical interactions.
Although some clinicians have innate communication skills, most of
us can improve our ability to give and receive information. There is
good evidence that unlike many clinical skills that improve with
experience, communication ability does not reliably improve unless
specific educational effort is made.

Effective symptom control is impossible without effective communication.

Buckman, 2001
Reproduced from Buckman, R. (2001) Communication skills in palliative
care: a practical guide. Neurologic Clinics 19(4):989-1004, with
permission from Elsevier.

Communication is fundamental to good palliative care, but
difficulties can arise that need to be understood and addressed. It is
always a two-way activity, requiring sensitivity, empathy, and ‘active
listening’.

Society's attitudes towards death and dying can hinder open
communication. Health professionals may be uneasy with issues of
death and dying: they may wish to protect themselves and others,
or feel a sense of discomfort with strong emotions.

It is easy for the busy health professional to use a variety of
blocking tactics which inhibit communication, such as hiding behind
task-focused practice. An additional hazard may arise if the setting
is not conducive to privacy with space and time to listen.

Information-giving can take the place of hearing the underlying
feelings and emotions. The essence of good communication is not
what we say, but how we listen. The quality of listening
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empathically to patients should not be underestimated if patients
are to feel understood and cared for.

Communication in palliative care is necessary to achieve an
accurate assessment of patients’ physical, emotional, and
psychosocial needs. If we are to be able to find ways of supporting
patients and families facing change and uncertainty, we as health
professionals need to find out about the patients’ expectations and
goals. Effective communication and shared decision-making are
highly valued by patients and families.

Enabling people to make informed choices and to make future
plans involves careful listening and sensitive responses. Attending
to cultural and language issues and helping people face some of
the strong emotions aroused by their situation—such as anger,
denial, depression, and fear—are essential in providing holistic
palliative care.

« Communication is not just ‘being nice’, but produces a more
effective consultation for both patient and healthcare
professional (HCP).

« Effective communication significantly improves:

« accuracy, efficiency, and supportiveness
* health outcomes for patients

« satisfaction for both patient and HCP

« the therapeutic relationship.

« Communication bridges the gap between evidence-based
medicine and working with individual patients.

Adapted from Silverman J et al. (2013) Skills for Communicating with
Patients (3rd edn). Oxford: Radcliffe Press.

It is intellectual and communication skills which will become the most

crucial competency in health care.

R J Lifford Professor of Public Health, Birmingham (Journal Royal Society
of Medicine 94:560 2001)

1 Virdun, C, Luckett, T, Davidson, PM, Phillips, J. Dying in the
hospital setting: a systematic review of quantitative studies
identifying the elements of end-of-life care that patients and their
families rank as being most important. Palliat Med. 2015 Oct; 29(9):
774-96.

Barriers to effective communication

There are various barriers which prevent or inhibit communication.
Healthcare professional-led barriers

Four factors are known to impact on communication behaviour:
fears, beliefs, inadequate skills, and lack of support.

Fears

+ of unleashing strong emotions
« of upsetting the patient
« of causing more harm than good
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of being asked unanswerable and difficult questions (e.g. Why
me?)

of saying the wrong thing and getting into trouble with the HCP
hierarchy

of taking up too much time

of dealing with patients’ emotional reactions

Beliefs

that emotional problems are inevitable in patients with serious
disease and that nothing can be done about them

that it is not my role to discuss certain things—they should be
discussed with senior team members

that there is no point talking about fears when we have no
answers

that talking about concerns that cannot be resolved falsely raises
expectations

Inadequate skills

not knowing how to assess knowledge and perceptions

not being able to integrate medical, psychological, social, and
spiritual agendas

not knowing how to move both into and out of feelings safely
being uncertain how to handle specific communication situations
such as breaking bad news, difficult questions, collusion, handling
anger, and denial

Lack of support

« feeling that there was no support for the patient if problems were
identified

« feeling that no support would be available for the HCP

« conflict within the team

Patient-led barriers
There is evidence that patients disclose as few as 40% of their
concerns,2 and that those who are most anxious or most distressed
disclose least.

Reasons for non-disclosure by patients are similar to the
professional-led barriers: fears, beliefs, and other difficulties.
2 Heaven C., Maguire P. (2008) Communication issues. In Psychosocial
Issues in Palliative Care (ed. M. Lloyd Williams), Oxford: Oxford University
Press.

Fears

of admitting inability to cope

of breaking down/losing control in front of strangers
of stigmatization by admitting psychological problems
of having their worst fears confirmed

of trying to protect staff from their distress

Beliefs

- that healthcare professionals are too busy
« that the HCP is only concerned with certain aspects of care, e.g.
nurses with physical care, doctors with disease and treatment-
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related worries

« that talking about concerns will increase the burden for the HCP

« that life depends on treatment and complaining about treatment
will lead to its withdrawal: ‘I mustn’t alienate or upset the doctor’

« that their worries are insignificant

Other difficulties

unable to express how they feel; they may be overawed by the
consultation and might forget to mention their foremost concern
unable to find the right words; they may be unfamiliar with both
the technical language and the concepts of disease evolution and
spread

when they have tried to express their concerns to healthcare
professionals, cues are met with distancing

do not have a good enough command of the language and no
independent or any interpreter is available to help

the relevant questions are not asked by the professional

Specific communication issues

Here are various examples of communication issues which
frequently require careful thought and handling.

| have received two wonderful graces. First, | have been given
time to prepare for a new future. Secondly, | find myself—
uncharacteristically—calm and at peace.

Cardinal Basil Hume, breaking the news of his imminent death from

cancer to the priests of the Westminster diocese, 16 April 1999
Reprinted from the Oxford Dictionary of Modern Quotations (3rd edition)
Ed: Elizabeth Knowles (2008), with permission from Oxford University
Press.

Breaking bad news

Breaking bad news is such a fundamental aspect of communication
in palliative care because it requires an understanding of so many
other aspects of the healthcare professional/patient relationship. It
is unusual for patients not to voice difficult or awkward questions,
and strong emotions are likely to be elicited. The steps required for
the successful breaking of bad news can act as a template for most
other communication problems encountered.

Patients and relatives need time to absorb information and to
adapt to bad news. Breaking bad news takes time, and issues often
need to be discussed further and clarified as more information is
imparted.

There is increasing evidence that most patients want to know
about their illness. Many patients who have been denied this
knowledge have difficulty in understanding why they are becoming
weaker and are then relieved and grateful to be told the truth. They
may be angry with the family, who have known about the illness all
along and have not thought it right to tell them.

Professionals often become involved unwittingly in a potential
conspiracy of silence when the family demand information before
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the patient has been apprised of the situation. The family might say,
‘Do not tell him the diagnosis/prognosis because he will not be able
to cope with it. We know him better than you do’. The family need
to know that their concerns of not wanting to cause any more hurt
to the patient have been heard. They also need to be aware that
the bad news may be more painful for them than for the patient.
The family need to know that it would be unwise for clinical staff to
be untruthful if the patient appeared to want to know the truth and
was asking direct questions, because of the inevitable breakdown
in trust that this could cause.

Advising patients and families with regard to prognosis is
important since they may want (and often need) to organize their
affairs and plan for the time that is left. However, it is not possible to
be accurate with prognosis. Overestimating or underestimating the
time that someone has to live can cause untold anguish. It is
therefore more sensible to talk in terms of days/weeks,
weeks/months, and months/years, as appropriate.

There is a balance to be made between fully informing the patient
about their disease and prognosis, completely overwhelming
them with facts and figures, or providing only minimal and
inadequate information.

While it is important to avoid being patronizing, it is also
important not to cause distress by information overload.

It is important to be aware that people have divergent attitudes to
receiving bad news, and that this needs sensitive handling. Patients
and families respond badly to being told bad news in a hurried,
brusque, and unsympathetic manner with no time to collect their
thoughts and ask questions. However sensitively bad news is
imparted, patients and families are naturally devastated, and the
impact of the news can obliterate a great deal of the communication
that took place. Patients may either not remember or misinterpret
what has been said, particularly if they use denial as a coping
technique.

A strategy for breaking bad news

Nothing is more terrible than to see ignorance in action.
Goethe: Maxims and reflections (1748—1832)

Outlining a strategy for breaking bad news is difficult because it
turns a process which should be natural and unforced into
something which seems constrained and awkward. The following
advice encompasses the techniques that health professionals have
found, through trial and error, to be helpful. It can be used as a
guide to develop an individual’'s personal confidence and skills in
breaking bad news.

The goals of breaking bad news
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The process of breaking bad news needs to be specifically tailored
to the needs of the individual concerned, for every human being will
have a different history and collection of fears and concerns. The
goal of breaking bad news is to do so in a way that facilitates
acceptance and understanding, and reduces the risk of destructive
responses.

The ability to break bad news well involves skills which need to
be coveted and trained for, audited, and kept up to date with as
much objective determination as that shown by a surgeon in
acquiring and maintaining surgical skills. The consequences of
performing the process badly may have immediate and long-term
damaging effects for all involved, every bit as catastrophic as
surgery going wrong. For example, patients and families may lose
trust. Having awareness of strategies to complete the process well
is vital, but breaking bad news must never become so routine that
patients or their families detect little individual caring compassion.

If we do it (break bad news) badly, the patients or family members may
never forgive us; if we do it well, they will never forget us.

Prepare to tell bad news

Acquire all the information possible about the patient and their
family. (A genogram is particularly useful in quickly assimilating the
important people in the patient’s life, and the web of relationships
within the family.)

Read the patient’s notes

For the following information:

diagnosis

test results

an understanding of the patient’s clinical history

the support system for the individual

background knowledge of the patient's life—making basic
mistakes will undermine the patient’s confidence

the patient’s understanding of spoken language, e.g. English (if
not, arrange for an interpreter to be present)

Discuss with other members of the team, and then select the most
appropriate team member to break the bad news. Decide which
other member of the team should be present during the interview.
Ensure there is an interpreter or advocate present for those with
special needs or language difficulties.

Check

That you have the following:

« a place of privacy where there will be no interruptions; unplug the
telephone and switch off the mobile phone, etc.

« tissues, a jug of water, and drinking glasses

« time to carry out the process

« your own emotional energy to do so—this job is better done
earlier in the day than late
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« pressing tasks are completed so that there will be minimal
interruptions

Plan

Prepare a rough plan in your mind of what you want to achieve in
the communication, and what you want to avoid communicating.
Having a rough goal will bring structure to the communication,
though it is important to avoid imposing your agenda on that of the
patient.

Set the context

Invite the patient to the place of privacy.

Introduce yourself clearly.

Let the patient know that they have your attention and how long
you have.

Ensure that the patient is comfortable and not distracted by pain,
a full bladder, etc.

Give a ‘warning-shot’ indication that this is not a social or routine
encounter.

Sit at the same eye level as each other and within easy reach.

A warning shot is concerned with preparing a patient that bad news is
coming. This allows them to be more receptive than if it comes ‘out of the
blue’. An example would be, ‘I'm sorry to say that the results were not as
good as we had hoped'.

Assess

* how much the patient knows already

* how much the patient wants to know

* how the patient expresses themself and what words and ways
they use to understand the situation

‘Are you the sort of person that likes to know everything?’

Acquire empathy with the patient

What would it be like to be the patient?

How is the patient feeling?

Is there anything that is concerning the patient which they are not
verbalizing?

What mechanisms has the patient used in the past to deal with
bad news?

Does the patient have a particular outlook on life or cultural
understanding which underpins their approach to dealing with the
situation?

Who are the important people in the patient’s life?

Respond to non-verbal as well as verbal clues

* Encourage the patient to speak by listening carefully and
responding appropriately.

Share information
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« Having spent time listening, use the patient’'s words to recap the
story of the journey so far, checking regularly with the patient that
you have heard the story correctly.

‘Would you mind if | repeated back to you what | have heard you tell me to
make sure | have understood things correctly?’

Slowly and gradually draw out the information from the patient
while regularly checking that they are not misunderstanding what
you are saying.

Use the warning-shot technique to preface bad news to help the
patient prepare themselves.

Use diagrams to help understanding and retention of information
if appropriate and acceptable to the patient.

Avoid jargon and acronyms which are easily misunderstood.

Do not bluff: it is acceptable to say ‘I do not know, and | will try to
get an answer for you for our next meeting’.

Remember

« Does the patient understand the implications of what you are
saying?

« Is the patient in control of the speed at which information is being
imparted?

Does the patient see that you are being empathic to their
emotional response? It can be very appropriate to say something
like, ‘Being told something like this can seem overwhelming’.
Have you addressed the patient’s real concerns, which may be
very different from what you expected them to be?

Have you offered a record of the consultation (e.g. a tape
recording or short written notes) if appropriate?

Response

* Respond to the patient’s feelings and response to the news.

« Acknowledge the patient’s feelings.

* Be prepared to work through the patient's emotional response to
the bad news with them.

It can be very distressing to get bad news, and it is not unusual to
feel very angry, or lonely, or sad on hearing such news.
Let the patient speak first.

Use open questions

+ How are you feeling today?
« Can you tell me how this all came about?
* How do you see things going from here?

Make concrete plans for the next step

Your appointment to see Dr Brown the oncologist is provisionally booked
for next Thursday at 2 o’clock. How would that fit in with your other
arrangements?
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Immediate plans

* What are you doing now?

* How are you getting home?

* Who will you tell?

* How will you tell them?

» What will you say?

* How will they cope?

Such questions can help the patient to start formulating the
answers that they will need for their family or friends.

Summarize

- for the patient: try to get the patient to repeat the key points to
ensure they have understood

« for other healthcare professionals

« clearly record details of the conversation in the patient’s notes

« convey information quickly to those who need to know—most
importantly, the patient's GP

Deception is not as creative as truth. We do best in life if we look at it with
clear eyes, and | think that applies to coming up to death as well.
Cicely Saunders, in Time 5 September 1988

Deal with questions
 Are there any questions which you would like me to deal with at
this point?

Contract for the future

| know the news today was not what you were hoping for, but you are not
going to go through this on your own. We are there for you, your family is
there for you, and we are going to go through this together. Dr Brown will
be seeing you next Thursday and Il see you back here on Monday
morning.

If the patient did not have a support person with them, invite them
to bring such a person with them to the next appointment if they
wish.

Closing remarks should identify support networks, including
contact telephone numbers and times of easy access.

Be fairly concrete about the next meeting but also allow the
patient the option to postpone if they do not feel able to attend.

Handling difficult questions

‘Is it cancer?’; ‘Am | dying?’; ‘What is going to happen to me?’

Key points

 Find out the patient’s perceptions as to what makes them ask the
question: ‘What makes you feel it may be cancer or you are
dying?'.

 After obtaining a response, repeat the question if necessary by
asking if there are any other reasons for the patient feeling this
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way.
If the patient gives no other reason or changes the subject

You might say, ‘You asked about the diagnosis—is that something
you would like to talk about?’ If the patient says, ‘No—leave it
there’, they are probably not ready to have the truth confirmed.

If the patient gives other reasons

Confirm the patient’s thoughts if they are correct. You should invite
the patient to express their emotions and provide support if
appropriate. Pause to see whether the patient spontaneously raises
any concerns. If not, invite the patient to voice their concerns. It is
sensible to address only the concerns that the patient raises.
However, you should answer realistically and avoid rushing in with
premature or false reassurances.

Invite further questions.

Offer to provide information (written or verbal) that may be
relevant. Drawings are sometimes helpful if conceptualization is
difficult. Just the name of the disease or complication written
legibly is useful for patients to take away with them. They are
likely to consult friends and the Internet.

Assure continuity of care. This will include the offer of further
access for discussion, as when breaking bad news. It may also
include a contingency plan for the near future.

Collusion

This may occur when a healthcare professional is approached and
pressured by, for example, a relative to withhold medical
information from the patient. The HCP is being invited to collude
with the relative in constructing or maintaining a conspiracy of
either silence or falsehood concerning the seriousness of the
patient’s illness. The stated rationale is often that the relative knows
the patient extremely well and that ‘they would just turn their face to
the wall’. Alternatively, they would be unable to cope with the truth
about the situation, and that there is no reason, in the view of the
relative, for the patient to be bothered or alarmed by unpleasant
news.

Key points

Focus on:

the relative’s feelings

the relative’s reasons for not wanting to be truthful

acknowledging the relative’s motives, e.g. protecting the patient
from distress

the strain placed on the relative/patient relationship by not being
truthful with someone who they are usually very close to
emotionally

the relative’s perception of the patient's understanding—seek to
identify any evidence that the patient might already suspect the
truth

Then:

- offer to assess the patient’s understanding of their iliness directly
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« reassure the relative that information will not be forced on the

patient if such information is not explicitly requested or wanted
Such a strategy often results in the patient disclosing to the HCP
that they are fully or partially aware of the true nature of the
situation. In the majority of instances, this information will be seen
as a great relief to both the relative and the patient. Communication
is thereby considerably enhanced by resisting the initial pressure to
withhold the truth. There are occasions, however, when a relative
has invested so much energy over a long period in fostering a false
picture of the true nature of the patient’s diagnosis and prognosis
that they are quite unable to contemplate dismantling the barrier
created by the collusion. In this case, the HCP must think very
carefully about what action on their part is in the best interests of
the patient, or, alternatively, how the patient’s confidence and trust
in their relative and the HCP might be compromised by
unrequested and unexpected disclosure.

Dealing with anger

Key points

The following strategies help to diffuse anger:

Acknowledge the anger: ‘You seem to be very angry’, which may
have the effect of increasing the person’s anger temporarily; this
is especially the case if their anger is displaced onto you—
however, the anger will not subside if there has been no chance
to articulate it.

Invite the patient/relative to explain the cause of the anger: ‘Can
you help me understand what is making you so angry?’.

Listen to their story to get as much information as possible.

Try not to be defensive, even if the anger seems to be
misdirected; once anger has been expressed, the angry person
often realizes that displacement was unjust.

Focus on the individual’s stress/feelings.

Apologize if appropriate, but there is no point in apologizing for
something which is clearly not your fault or responsibility.

Clarify the situation if appropriate, e.g. ‘It must be very difficult for
you to see your husband in pain’.

If possible, negotiate a mutually acceptable solution; this may
include agreement that a particular situation is quite unacceptable
and helping the person to look to the correct place to register a
complaint.

Exploration of feelings (e.g. anxiety)

Key points
See Table 2.1.
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Table 2.1 Key points in exploring feelings such as anxiety

Recognition Non-verbal/verbal evidence

Acknowledgement ‘I can see you are anxious’

Permission ‘It's OK to be anxious’

Understanding ‘| want to find out what is making you
anxious’

Empathic ‘You are anxious because ...’

acceptance

Assessment Severity and effects of anxiety

Alteration (if Removal of stress, cognitive challenge,

appropriate) boosting coping strategies, medication

The foregoing steps will usually need to be taken before the most
appropriate intervention can be suggested. The shortcut of
prescribing sedative medication is likely to fail to relieve the anxiety
unless there has been some understanding and insight on the part
of the patient. Medication is nearly always going to be an adjunct to
discussion and alteration in coping strategies with the stress of a
difficult set of problems.

Patients who do not want to talk

The key task is to assess what is making the patient reluctant to
talk:

+ denial—of the facts or of unacceptable feelings

* ignorance—low IQ/incorrect information

* depression

« dementia

« disengagement

« talking to someone else

« previously dealt with—'wanting to forget’

Handling denial

Denial occurs when a patient maintains a positive outlook on their
illness or prognosis in spite of medical information given to the
contrary. Denial is a coping mechanism: its function is to protect
oneself against distress that could be intolerable and lead to
psychological disorganization. Health professionals may explore
the denial to determine whether it is an absolute barrier to
understanding, but forcing through it could lead to severe
psychological problems.

Key points in exploring denial

Look for any evidence that denial is not absolute (a window), e.g.:

* Now: ‘How do you feel things are going at the moment?’

» Past: ‘Has there ever been a moment when you thought things
weren’t going to work out?’
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* Future: ‘How do you see your illness affecting your future?’

If there is no evidence of awareness, leave the situation as it is.
However, you should ensure regular follow-up to reassess the
denial. It may well become much less absolute, especially in light of
the changing clinical situation and increasingly unpleasant
symptoms.

Unrealistic expectations

When patients or relatives appear to be unrealistic in their beliefs
about the possible outcomes of the illness or treatment, or length of
prognosis, there may be several reasons why this is the case:

They have never been properly informed.

They have misunderstood the meaning of the information they
have been given. Explanations may have been overly technical or
incomprehensible because of jargon. There may have been
ambiguous or conflicting information given resulting from an
uncertain clinical situation.

Clarification may not have been sought because no real
opportunities were offered.

They are clinging to false hope, which may have been the result
of false reassurance at the time of breaking bad news.

They are in true denial. As mentioned earlier, this is usually an
effective defence mechanism.

The key to dealing with unrealistic expectations is to establish why
patients believe what they do.

Key points

Use the patient's cues to explore their perception of their
situation: ‘You say you have had quite a bit more pain recently.
What do you think is causing the problem?’.

Using negotiation, test out whether they really believe what they
are saying, or whether they are simply trying to cling onto false
hope.

Gently challenge unrealistic beliefs about outcomes by
confronting any inconsistencies in the story.

Look for windows of worry by asking whether the patient ever
worries about the possible outcomes. Worry usually indicates that
denial is not absolute and that the patient has allowed themself to
look at realistic scenarios on occasions.

Establish whether the patient is ill-informed and needs to be told
bad news, or is in absolute denial.

It is important that all healthcare professionals work to accurately
elicit patients’ problems and concerns, but at the same time are
able to recognize their professional limitations. They need to be
able to identify when patients or carers have needs that are best
met by other people (e.g. counsellors or mental health
professionals with specialist skills in ‘speaking to children’,
psychologists, psychiatrists). In such instances, healthcare
professionals need to be aware of the specialists and services that
exist locally, and how they can refer to these services.
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Working with ethnically diverse patients
Useful strategies

Greeting

Check with the patient that you are pronouncing his or her name
properly. Our names are very important to our sense of self.
Welcome the patient in a friendly manner, in terms of verbal and
non-verbal communication. If patients are unwell and worried
about understanding you and unsure they can make themselves
understood, they will already feel under pressure, and anything
which makes them feel more relaxed can only help the
interaction.

Language style

Speak in short, clear, grammatical sentences.

Deal with one point at a time.

Do not ask more than one question before waiting for an answer.
Avoid clinical terms unless you are going to explain them (some
explanation of key terms can be empowering for patients).
Beware of using idioms—words and phrases that can be puzzling
to a non-native speaker (e.g. ‘Have you been feeling down in the
dumps?’).

Try not to use euphemisms (e.g. ‘passing away’ for dying).

Do not use local dialect terms unless you know the patient
understands them.

Break down instructions into short, clear steps.

Summarize important points at the end of the interaction.

Paralinguistic features (tone, pitch, etc.)

+ Speak loudly enough, but don’t shout. Non-native speakers often
find that people shout as if it was their hearing that was a
problem.

« Speak in an unhurried way, but not so slowly that it interferes with
the flow.

« Emphasize important words and phrases.

* Look at the patient when you are talking.

Understanding the patient

« Give adequate time for answers. These may take longer to
formulate if English is not the patient’s first language.

 Ask the patient to explain any words or phrases of which they are
unsure.

* Double-check with the patient that you have understood them
correctly.

Checking the patient understands you

« Check understanding at regular intervals throughout the
interaction.

* For important points, ask the patient to tell you what they
understand about what you have said.

» Do not assume that a nod or a ‘yes’ indicates understanding—
these gestures are sometimes just to show politeness or
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deference. Some Asian cultures use shaking of the head to mean
‘yes’, whereas this would indicate the opposite to a native English
speaker.

If understanding seems poor, ask whether they would prefer an
interpreter to be present and explain how you can organize this
(otherwise they might think they have to both organize and pay
for one).

Backing up

 Use pictures or diagrams where they will clarify meaning.

« Write down important points for the patient to take away with
them. Even if their English reading ability is limited, someone else
in the family might be able to help.

* In some cases where there is important information to transmit,
an audio recording can be made and given to the patient.

Strategies for working with an interpreter

Check that the interpreter and the patient speak the same
language and the same dialect.

Allow time for pre-interview discussion with the interpreter in
order to talk about the contents of the interview and the way in
which you will work together.

Ask the interpreter to teach you how to pronounce the patient’s
name correctly.

Allow time for the interpreter to introduce themself to the patient
and explain their role.

Explain that the interview will be kept confidential.

Check whether the interpreter is acceptable to the patient.
Introduce yourself and your role to the patient.

Encourage the interpreter to interrupt and intervene during the
consultation as necessary.

Use straightforward language and avoid jargon.

Actively listen to the interpreter and the patient.

Allow enough time for the consultation (perhaps double the time
used for an English-speaking patient).

At the end of the interview, check that the patient has understood
everything or whether they want to ask anything else.

Have a post-interview discussion with the interpreter.

Things to remember

* The pressure is on the interpreter.
* The responsibility for the interview is yours as the health
professional.
« It is your responsibility as a healthcare professional
« to show patience and compassion in a demanding situation
* to be aware of your own attitudes towards those who are
different from you, including awareness of racism
» to be aware of your own shortcomings, for example not being
able to speak the patient’s language
« to show respect for the interpreter and their skills.

Points to check if things seem to be going wrong in the
consultation
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Does the interpreter speak English and the patient’s language
fluently?

Is the interpreter acceptable to the patient (e.g. same sex and
similar age)?

Is the patient prevented from telling you things because of their
relationship to the interpreter? An interpreter who is a family
member, especially if they are a child of the patient, is likely to act
as a barrier to effective communication.

Are you creating as good a relationship as possible with your
patient?

Is the interpreter translating exactly what you and your patient are
saying or are they advancing their own views and opinions?

Does the interpreter understand the purpose of the interview and
their role?

Have you given the interpreter time to meet the patient and
explain what is going on?

Does the interpreter feel free to interrupt you as necessary to
indicate problems or seek clarification?

Are you using simple, jargon-free English?

Is the interpreter ashamed or embarrassed by the patient or the
subject of the consultation?

Are you allowing the interpreter enough time?

Are you maintaining as good a relationship as you can with the
interpreter? (e.g. by showing respect for their skills and
maintaining an awareness that the interpreter is probably under
pressure).

Adapted from PROCEED: Professionals responding to ethnic
diversity and cancer (ed. J. Kai): Cancer Research UK, 2005.
Copyright © University of Nottingham.
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Chapter 3

Research in palliative care

Introduction

Methodological difficulties

Ethical difficulties

Practical difficulties

Differentiating audit, service evaluation, and research

Introduction

The principal method and goal of investigations is recognition of truth.
Theodore Billroth (1829-94) Professor of Surgery, Vienna

The origins of palliative care research in the modern UK hospice
movement date from the founding of St Christopher’s Hospice in
1967. Dame Cicely Saunders advocated scientific observation and
systematic research as an essential component of the specialty.

To ensure that patients are managed in the most appropriate
way, a solid body of knowledge must be developed. However, this
can only be done on the basis of good research, which some would
say is an absolute moral imperative.

In the palliative care setting, the effectiveness of many
treatments has not yet been proven through rigorous clinical trials.
The use of treatments is often based on evidence from less robust
evidence with different patient populations, anecdotal evidence,
and doctor preference. For instance, nebulized morphine was in
vogue for many years within the palliative care setting, but it has
since been shown to be only as effective as normal saline in
helping with breathlessness. However, it is not practicable or ethical
to remove all treatments from use in clinical practice because they
have yet to be tested in clinical trials. The practice of many other
specialties would be equally decimated by the application of such
an approach.

In recent times, research has been expanding in the area of
palliative medicine with good quality, well-designed trials being
carried out and published. This is a huge step forward for the field.
It will ultimately improve patient care in the future through the use of
evidence-based practice being integrated into day-to-day clinical
work.

The overarching ethical dilemma is in balancing the needs of the
individual patient you are treating, who may be approaching the
end of life, with those of future populations for whom we should
endeavour to improve our evidence base to optimize their care.
Without striving to develop a body of evidence for the treatments
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we are using in clinical practice, we risk doing our future patients a
disservice.

The Declaration of Helsinki was drawn up by the World Medical
Association in 1964 in response to the need for a code of ethics on
human experimentation. This is particularly pertinent in the field of
palliative care where the core practice is looking after the dying and
there is a clear need for guidance for the physician caught in the
conflict between patients’ best interests and the necessity to
advance knowledge for society as a whole.

Some people feel that palliative care research in dying patients is
not appropriate—an affront to dignity and an expression of
disrespect for the emotional and physical state of people who are
terminally ill. Others feel that precious time—which is limited by
disease and growing physical incapacity—should not be taken from
patients or their families by conducting ‘research’, particularly when
patients may be emotionally vulnerable and may feel easily coerced
into studies in order to maintain the level of care that they need
from staff.

Research has shown, however, that patients are often keen to
participate even when it is clear that such research will have no
immediate benefit for them." They may not share the concerns of
others about the difficulties and hazards of research. However, if
they are not given the opportunity to decide for themselves about
whether they wish to participate in research because of the
concerns of well-meaning others, an important opportunity for both
patient autonomy and research will be lost.

Patient-identified reasons for being involved in research:

* altruism

« enhancement of a sense of personal value

* autonomy

« supporting the commitment of doctors in optimizing care

Thus the methodological, ethical, and practical difficulties
encountered in conducting palliative care studies need to be looked
at clearly, and strategies devised which are sensitive both to the
needs of this particular group of patients as well as to the needs of
similar patients in the future in terms of having access to improved
care.

1 White C, Hardy J (2008) Gatekeeping from palliative care research trials.
Progress in Palliative Care, 16(4): 167-71.

Methodological difficulties

Evidence-supported clinical decision-making
Evidence-supported practice is graded according to a system that
attributes high evidence to the ‘gold standard’ research method of
the randomized controlled trial (RCT) and lower evidence to studies
of a more descriptive nature (Table 3.1). However, it is worth noting
that RCTs cannot be used to answer all research questions, and
therefore are not always the correct methodology to use.
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Evidence-based practice is the conscientious, explicit and judicious use of
current best evidence in making decisions about the care of individual

patients.
Reprinted from Sackett D. L., et al. (1996) Evidence based medicine: what
itis and what it isn’t. British Medical Journal, 312(7023): 71-2 with
permission from the BMJ

Table 3.1 Five strengths of research evidence

Type Strength of evidence

| Strong evidence from at least one systematic review of
multiple well-designed RCTs

1l Strong evidence from at least one properly designed RCT
of appropriate size

11 Evidence for well-designed trials without randomization,
single group pre-post, cohort, time series, or matched
case-control studies

IV Evidence from well-designed non-experimental studies
from more than one centre or research group

V Opinions of respected authorities, based on clinical
evidence, descriptive studies, or reports of expert
committees

Reproduced from Watson et. al. (2016) Palliative Adult Network Guidelines
Fourth Edition with permission from Max Watson

RCTs have not traditionally been used a great deal within the
field of palliative care, although they are becoming more
commonplace. There are different possible explanations for this,
but the nature of palliative care itself may sometimes fit more
readily with research methodologies such as qualitative and
descriptive studies. Although tools are available to investigate
issues such as quality of life and emotional distress as part of
quantitative trials, qualitative research may better assess patient
experience (Table 3.2).
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Table 3.2 Differences between quantitative and qualitative research

Quantitative research Qualitative research
Tests theories Develops theories
Rigid methods Flexible methods
Experiments In-depth interviews
Surveys Observation

Large samples Small samples
Numbers Words

Statistics Meaning

Qualitative research

Qualitative research techniques incorporate the subjective
experience that cannot be measured so easily within a
mathematical framework. Evidence from qualitative research
studies has not been bestowed with the weight of evidence
attributed to quantitative research. If a qualitative study is well
designed and carried out, it can glean as much useful, but different,
information as that of an equally well-designed quantitative study.
Specific aims (generic goals) and objectives (ends or outcomes),
precision, and clarity are important whether the methodology, data
collection, and analysis are qualitative or quantitative.

Qualitative research takes account of ways in which the research
subject makes sense of his/her individual experience. Ideas and
concepts develop as the research progresses, which may then be
redirected back to further inform the research findings. Words are
used as opposed to numerical data. Although hotly challenged by
enthusiasts of quantitative methodology, qualitative research—
which often uses the imaginative expression of language—may
have the power to disrupt existing assumptions and to challenge
what has been considered as reliable, factual material.

Qualitative and quantitative research methods can be combined
to bring a different perspective and to enhance knowledge in a
more holistic way.

A range of techniques, guided by set principles, exists.
Techniques include the following:

Observation: Researchers are involved in a fieldwork setting
within, for instance, a ward, recording conversations, encounters,
non-verbal communication, spatial arrangements, and physical
environment. Aspects such as the quality of care of patients can
be explored in this way.

Participant observation: Researchers become an active subject
within the study group. For instance, they may join in with
practical tasks in a ward or day hospice setting with the sole
purpose of observing and not influencing.

Interviews: This is the most widely adopted method within
qualitative research. Interviews may be interactive, with
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opportunities to develop or deepen the discussion according to
the subject in question. Bereavement research may usefully be
conducted in this way.

Focus groups: Group interviews have the capacity to generate
large amounts of data. Tape-recorded transcripts may be
analysed. A number of computer packages exist to sort and code
items for analysis, which facilitates the handling of large volumes
of data. The researcher acts as the facilitator, usually for a group
of about eight people. Ideas and experiences can be explored.
For instance, a multidisciplinary group of healthcare professionals
might explore issues surrounding attitudes to such issues as
organ donation at the end of life.

Difficulties in defining study populations

Palliative care covers a very wide range of patients with different
morbidities. Such patients may include patients with slow-growing
metastatic cancer, who may have many months or even years to
live, to others with end-stage heart failure and only a few days to
live.

For research to be clinically applicable, it is important that the
research is carried out in relevant patient groups rather than
extrapolated from studies, which, although superficially similar, may
include patients with widely varying characteristics.

Further, many patients with palliative care needs will have
significant co-morbidities in addition to their primary illness, which
can make defining a uniform palliative study population very
difficult.

Levels of morbidity

A significant proportion of patients with palliative care needs will be
unable to adequately report their symptoms or complete
questionnaires, either because they are too ill or too fatigued, or
have cognitive impairment. This raises issues of the validity of
consent to participate in research. Setting appropriate eligibility
criteria is crucial, and trial design needs to take account of these
issues at the outset.

End points and outcomes

Setting appropriate end points in palliative care studies can be very
difficult. If these end points are not specific enough, then outcomes
will be hard to evaluate. If the end points are too specific, then the
trial will be at risk of irrelevance to the complexity of the clinical
situation encountered by patients at the end of life. It is very difficult
to isolate a single variable and monitor its change over time,
particularly in the palliative care population, which is commonly frail
and elderly. Furthermore, patients are often receiving multiple
interventions for several co-morbid conditions and facing the
emotional and spiritual demands of confronting mortality. A more
complex approach is necessary to take account of these different
factors and to view interventions in the context of the patient’s
overall disease journey.

Recruitment, attrition, and compliance
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Recruiting patients to trials is difficult for many reasons. They are
often ‘protected’ by their families and also by clinical staff, who see
them as being vulnerable and in need of protection against
unnecessary burdens. There may be only limited opportunities to
approach such patients to discuss trial involvement since rapidly
changing clinical and emotional situations may make recruitment
inappropriate. The recruitment to trials is therefore often much
slower than anticipated.

Once patients are enrolled into studies, sample attrition rates up
to 60% have been recorded on account of rapidly changing
physical and emotional conditions, and sometimes death, during
the course of the study.

Compliance can become a particular issue as the disease
progresses, in terms of completing questionnaires or taking oral
medication, for instance. In designing trials that extend into the last
weeks of life, this needs to be anticipated, and other simpler
methods of evaluation built into the study from the outset.

Research, audit, or service evaluation
There is often much confusion as to the differences between
research, audit, and service evaluation (Table 3.3), and in particular
whether ethical approval is required.

For example, if palliative care patients are interviewed as part of
a service evaluation, questions are often raised as to whether
ethical approval is required.
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Table 3.3 Differentiating audit, service evaluation, and research

Research

Clinical audit

Service
evaluation

The attempt to derive
generalizable new
knowledge, including
studies that aim to
generate hypotheses,

Designed and
conducted to
produce
information to
inform delivery of

Designed and
conducted solely
to define or judge
current care

as well as studies that best care

aim to test them

Quantitative research  Designed to Designed to
—designed to test a answer the answer the

hypothesis Qualitative
research—
identifies/explores
themes following
established
methodology

question, ‘Does
this service reach
a predetermined
standard?’

question, ‘What
standard does this
service achieve?’

Addresses clearly

Measures against

Measures current

defined questions, a standard service without

aims, and objectives reference to a
standard

Quantitative research  Involves an Involves an

—may involve
evaluating or
comparing
interventions,
particularly new ones
Qualitative research—
usually involves
studying how
interventions and
relationships are
experienced

intervention in use
only (the choice of
treatment is that of
the clinician and
patient according
to guidance,
professional
standards, and/or
patient
preference)

intervention in use
only (the choice of
treatment is that of
the clinician and
patient according
to guidance,
professional
standards, and/or
patient preference)

Usually involves
collecting data that are
additional to those for
routine care, but may
include data collected
routinely May involve
treatments, samples,
or investigations
additional to routine
care.

Usually involves
analysis of
existing data, but
may include
administration of a
simple interview or
questionnaire

Usually involves
analysis of existing
data, but may
include
administration of a
simple interview or
questionnaire

Quantitative research
—study design may
involve allocating

No allocation to
intervention
groups: the
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patients to intervention healthcare healthcare

groups Qualitative professional and  professional and
research uses a clearly patient have patient have
defined sampling chosen chosen
framework intervention before intervention before
underpinned by clinical audit service evaluation

conceptual or
theoretical justifications

May involve No randomization No randomization
randomization

Although any of these three may raise ethical issues, under
current guidance:

Research requires Audit does not Service
REC review require REC evaluation does
review not require REC
review

If in doubt, it is worth consulting your local ethics committee to ensure that
your project does not need ethical approval.

Many clinicians will often approach an ethics committee for
clarification.

Ethical difficulties

The need for equipoise in studies

Palliative care patients are considered a vulnerable group; they
include those with dementia and learning difficulties, as well as
children. Their vulnerability makes it difficult to allocate such
patients to any form of care that could be deemed in any way less
optimal than another.

Thus, randomized trials, which are understood by many to offer
the best opportunity to minimize bias, should only involve patients
with palliative care needs if there is a high degree of demonstrable
equipoise between the interventions being studied. There should
not knowingly be disadvantage or morbidity associated with trial
participation. However, the commonest intention of clinical research
is to determine the most effective intervention or treatment, and the
only way to discover this is through trials.

European Trials Directive

The European Trials Directive, introduced in 2004, brought with it
increased protection for vulnerable patient groups. It has brought
increased scrutiny from ethical and sponsorship committees.

With the implementation of the directive, the length of time
required to bring a trial through the process has increased
considerably, adversely affecting cost and the practical
administrative process. This difficulty has been addressed, in part,
with the setting up of two national palliative care support
collaboratives, SuPaC and COMPASS, and through organizations
like the National Cancer Research Institute and other supportive

101



and palliative care initiatives, which promote appropriately funded
and supported multicentre studies.

Funding for palliative care research is limited, especially in
comparison with many other specialties (e.g. oncology). The
infrastructure necessary to conduct palliative care research and to
gather the teams of people together who have the requisite skills
and knowledge is therefore difficult.

Consent

As previously discussed, matters of competence and consent are
particularly important issues in relation to running studies on
patients with palliative care needs, especially when their condition
is deteriorating. Researchers are currently devising methods of
facilitating consent from patients to enable recruitment into a
specific study in the future should the patient become incompetent
before that time.

Practical difficulties

Finance

In the UK, government funding for hospice services is still less than
50% of the total running costs. Given a choice between a research
programme and clinical services, most hospice directors will be
obliged to maintain the latter. There are, however, many examples
of small, unfunded studies taking place in hospices. Larger, more
comprehensive and time-consuming studies need funding either
from industry (e.g. pharmaceutical), or other sources, such as
research charities.

The need for sponsorship and trial insurance is a major issue for
palliative care units in the UK, two-thirds of which are charities
without access to NHS research governance.

Lack of research centres

Most of those involved in palliative care research are heavily
involved in clinical work without specific time dedicated to research,
although internationally this is changing. The need to collaborate
with other research teams, with logistical and administrative
support, therefore becomes very important.

The difficulties in conducting palliative care research are many,
but this does not reduce its importance or its potential to make a
real difference to the lives of the growing number of patients who
will need palliative care in the years to come. Collaboration,
finance, new methodologies, new research tools, and new ways of
studying clinically complex patients will make future palliative care
research more robust.

The models of research inherited from oncology may not all be
appropriate, and as the specialty becomes more involved with
patients who do not have cancer, new and distinctive ways of
conducting clinical trials amongst the palliative care population are
needed. Studies must be of the highest standard and yet practical,
with the promise to produce significant outcomes. Examples
include N of 1 studies, which are trials in which patients are
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repeatedly treated with the same treatment in order to compare
their usefulness on an individual basis.

Differentiating audit, service evaluation, and
research

It is important to differentiate between research, audit, and service
evaluation (Table 3.3) as the methodologies are different. They
assess different parameters, and the ethical approval requirements
also differ. It is important that the correct method is selected based
on the aim of the project.

Further reading
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Webb P. (2005) Ethical Issues in Palliative Care. Oxford: Radcliffe Publishing.
Cherny N. (2015) Oxford Textbook of Palliative Medicine (5th edn). Oxford:
Oxford University Press.
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for. Palliative Medicine, 11(5): 415-18.

Higginson |.J. (2016). Research challenges in palliative and end of life care.
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Medicine, 24(3): 259-60.
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Chapter 4

Quality of life

Quality of life assessment in healthcare
HRQoL measures

Quality of life and palliative care

Quality of life measures in palliative care
Individualized measures of quality of life

Quality of life assessment in healthcare

The highest quality of life attainable for any normal person is the
achievement of optimal function, resulting in using all of the assets that
each person has.

Frederick Kottke (b. 1920) Professor of Physical Medicine and
Rehabilitation

Pressure to improve the cost-effectiveness of care, as well as an
epidemiological shift from dealing with predominantly acute to
predominantly chronic conditions, has highlighted the need to
supplement traditional outcomes such as morbidity and mortality
with subjective measures that focus on patients’ experiences. A
further factor has been the emergence of a post-modern society in
which the values of equality, empowerment, and autonomy have
challenged the traditional paternalism of professions.

Researchers and clinicians have developed and tested hundreds
of measures of patient experiences across a wide variety of
conditions. These measures are known variously as ‘health status
measures’, ‘health-related quality of life (HRQoL) measures’, or
simply ‘quality of life measures’. Increasingly, the term ‘patient-
reported outcomes’ (PROs) is used to refer to all subjective
measures generated from patients. These measures occupy a
continuum from highly standardized econometric methods, such as
time-trade off and standard gamble, to individualized global
measures. Each has its supporters, each involves different
assumptions about the nature and interpretation of HRQoL, and
each has advantages and disadvantages. The research literature is
now so vast and the available measures so numerous that it can be
very confusing for anyone new to the field.

HRQoL measures

The development of HRQoL measures has been influenced by the
World Health Organization’s (WHO) definition of health as ‘a state
of complete physical, mental and social well-being and not merely
the absence of disease or infirmity’. Most researchers (but not all)
accept that there is a subcomponent of quality of life that is
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influenced by health, and it is this we should concern ourselves with
in healthcare. One widely used definition is that of Patrick and
Erickson, who defined HRQoL as ‘the value assigned to the
duration of life as modified by the social opportunities, perceptions,
functional states, and impairments that are influenced by disease,
injuries, treatments, or policy’.

Most HRQoL measures are multidimensional and usually assess
symptoms, physical functioning, psychological well-being, and
social functioning (Table 4.1). The most common elements include:
+ physical symptoms such as nausea, vomiting, fatigue, and pain
« functional ability
+ sexuality, intimacy, and bodily perception
« emotional symptoms such as worry, anxiety, and depression
+ social functioning
+ work life
« family situation
* hope for the future, future planning
« general life satisfaction

Table 4.1 Uses of HRQoL assessments in oncology

1 To measure the impact of specific cancers and to describe
the nature and extent of functional and psychosocial
problems at various stages of the disease trajectory

2 To establish norms for psychological and social
complications in specific patient populations

3 To screen individual patients for possible behavioural and/or
pharmacological interventions

4 To monitor the quality of care in order to improve delivery

5 To evaluate the efficacy of competing medical, surgical, and
psychological interventions

Rigorously designed questionnaires such as the EORTC
measure or the SF36 are available and meet the requirements of
reliability, validity, sensitivity, and applicability. The aim is to collect
standardized information, often for use in clinical trials or
epidemiological studies. However, the routine use of such scales in
clinical practice, especially in palliative care, presents a number of
problems. Much of the confusion in the HRQoL literature arises
from the failure to distinguish between levels of care. The micro
level is concerned with individual patients in clinical situations; the
meso level is concerned with groups of patients as, for example, in
a clinical trial or an institutional policy; and the macro level is the
level of decision-making that affects large communities. Selecting
an appropriate measure of HRQoL depends on the level of
analysis.

Quality of life and palliative care
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It

is widely accepted that the essence of palliative care is

maintaining and improving the quality of life of patients and their
families. The WHO defines palliative care precisely in these terms.
Therefore, the best strategy for dealing with patients in palliative
care settings is simply to measure their quality of life and make
sure that they receive integrated care to maximize it. However, that
is easier said than done. Much of the research on quality of life in
healthcare has been driven by experts in measurement and scale
construction, and many of the studies have had an epidemiological
or clinical-trials focus rather than a focus on day-to-day clinical
applications.

Challenges in measuring quality of life in palliative care

What is the definition of quality of life, and how does it differ
from health-related quality of life or health status?

How should informed consent be obtained?

To what extent is it acceptable to burden the patient and the
family?

Given the need for research in palliative medicine, how should
a doctor balance being overly protective (paternalistic) with
being overly demanding?

Given  multisystem  problems, limited survival, and
polypharmacy, what outcome measures, timing, and study
design should be used, and how can compliance be
maximized?

How can studies deal with patient attrition?

How can measures be designed to cope with ‘floor’ and ‘ceiling’
effects?

What is the clinical significance of changes in the measures?

Quality of life measures in palliative care

There are many good measures now available for measuring
health-related quality of life in cancer patients (see Box 4.1), but
most of these have been developed for assessing the impact of the
disease and its treatment in the ‘pre-palliative’ phases of the illness.

Box 4.1 Health-related quality-of-life scales commonly used
in oncology and palliative care research

Instrument

Generic health status measures

Short Form Health Survey (SF36)
Sickness Impact Profile
Spitzer Quality of Life Index (QLI)
Visual analogue scales

Cancer-specific measures

EORTC—QLQ-C30
EORTC—Site-specific modules
Functional Assessment of Cancer Therapy (FACT-G)
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» Cancer Rehabilitation Evaluation System (CARES)
» Functional Living Index Cancer (FLIC)
 Quality of Life Index-Cancer

Palliative measures

+ EORTC QLQ-C15-PAL

» McGill Quality of Life Questionnaire (MQOL)
» Missoula-VITAS Quality of Life Index

» Edmonton Symptom Assessment Schedule
» Hospice Quality of Life Index (HQLI)

A number of measures have been designed specifically for
palliative care settings, some of which are discussed below.

EORTC QLQ-C15-PAL

The EORTC QLQ-C30 was developed by the European
Organization for Research and Treatment of Cancer Quality of Life
for assessing HRQoL in clinical trials. It consists of 30 questions
organized into five scales measuring function, one global
health/overall quality of life scale, three scales measuring
symptoms (fatigue, nausea and vomiting, pain), and six single
questions on symptoms and financial difficulties. A shortened
version of the measure, the EORTC QLQ-C15-PAL, has recently
been developed for use in palliative care.! Derived from interviews
with 41 patients and 66 healthcare professionals in palliative care,
the measure consists of scales measuring pain, physical function,
emotional function, fatigue, global health status/quality of life,
nausea/vomiting, appetite, dyspnoea, constipation, and sleep.

1 Groenvold M. et al. for the EORTC Quality of Life Group (2006) The
development of the EORTC QLQ-C15-PAL: a shortened questionnaire for
cancer patients in palliative care. European Journal of Cancer 42: 55-64.

The McGill Quality of Life Questionnaire (MQOL)

This scale was developed at McGill University specifically for use in
all phases of the disease trajectory for people with a life-threatening
iliness. The questionnaire differs from most others in three ways:
the existential domain is measured; the physical domain is
important but not predominant; positive contributions to quality of
life are measured. The scale generates scores on four subscales:
physical symptoms, psychological symptoms, outlook on life, and
meaningful existence.

Missoula-VITAS Quality of Life Index

This is a 25-item scale for seriously ill patients aimed at measuring
adaptation to and integration of their physical decline, as well as
attainment of life tasks and life closure. The measure addresses
five quality of life domains that are relevant to end-of-life care:
symptom control, function, interpersonal issues, well-being, and
transcendence.

Individualized measures of quality of life
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Questionnaire approaches to the measurement of quality of life
provide important information. However, such measures have one
particularly important limitation: they impose a predetermined
external value system on the respondent. Someone other than the
respondent has decided which questions to ask, which areas of life
to explore, and what weights to assign to the respondent’s answers
to obtain a summary score. The weights are standardized and fixed
and are generally derived from grouped data. Although these
measures may be reliable, they may not be relevant to an
individual's present life situation. Apparently similar behaviours do
not have the same relevance or importance for all individuals.
Furthermore, the relevance or importance of particular behaviours
or events is unlikely to remain static for a given individual with the
passage of time or over the course of an illness.

In assessing quality of life in a clinical situation, one needs to
know, at a given time, what particular issues are of most concern to
the patient. Individuals, even when seriously ill, are active agents,
engaged in an unfolding life cycle, involved in a continuous search
for meaning, and constantly striving towards the goal of self-
actualization. Only individuals can judge their own experiences, and
they do so in the context of their own expectations, hopes, fears,
values, and beliefs. To quote the psychotherapist Carl Rogers, ‘The
best vantage point for understanding behaviour is from the internal
frame of reference of the individual himself. In order to obtain a
valid measurement of quality of life, as opposed to health status, a
measure is needed that evaluates each individual on the basis of
the areas of life that they consider to be most important, that
quantifies current functioning in each of these personally nominated
life areas, and that weights their relative importance for that
individual at that particular time. A life area that is going badly for
an individual but is of little importance to them clearly has less
implication for that individual’s quality of life than a life area that is
going badly but is of great importance. HRQoL measures can be
supplemented by individualized QoL measures. Much is to be
gained in the clinical situation from finding out what areas of life are
important to the patient, the relative importance of each, and the
level of functioning or satisfaction with each.

Individualized measures of QoL

Schedule for Evaluation of Individual Quality of Life
(SEIQoL)

The SEIQoL was developed based on the argument that quality
of life can be defined only by the individual whose life is being
assessed. In a semi-structured interview, respondents are asked
to nominate the five areas (cues) of their lives most important to
their overall quality of life. They then rate their level of satisfaction
with each on a 100 mm visual analogue scale. Finally, they are
asked to judge the overall quality of life they would associate with
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30 scenarios incorporating their own cues. This provides a
measure of the relative importance or weight of each cue.

SEIQoL-DW

The elicitation of cues and levels of satisfaction is the same as
that used in the full SEIQoL. The direct weighting (DW)
instrument is a simple apparatus consisting of five interlocking,
coloured circular discs that can be rotated around a central point
to form a type of pie chart. The discs are mounted on a larger
backing disc, which displays a scale from 0 to 100, and from
which the relative size of each coloured segment can be read.
Each segment is labelled with one cue, and the respondent
adjusts the discs until the size of each coloured segment
corresponds to the relative importance of the cue represented by
that segment.

Patient Generated Index (PGI)

The PGI presents patients with either a list of quality of life areas
(ingredients) that are most frequently mentioned by patients with
the particular disease, or asks them to generate the ingredients
themselves. After selecting the five most important areas,
patients are asked to rate how badly affected by their condition
each is. Patients are then asked to prioritize, using a fixed
number of hypothetical points, the areas they would most like to
improve.

Anamnestic Comparative Self-Assessment (ACSA)

This is a single scale in which the respondents rate their overall
well-being on a scale ranging from +5 to —5. The anchors are
defined by respondents’ memories of the best and the worst
period in their lives.

Proxy ratings of HRQoL

Early attempts to measure HRQoL in patients with advanced
incurable disease relied heavily on proxy ratings, the underlying
assumption being that those patients would not be able to make
such assessments themselves. It is now well established that
HRQoL is subjective, and the ratings provided by healthcare
personnel and even by close family often do not tally with the
ratings of patients. The consensus, based on research findings, is
as follows:

Health professionals and significant others underestimate
patients’ quality of life to a significant and comparable degree.
Healthcare providers tend to underestimate pain intensity.

Proxy ratings appear to be more accurate when the information
sought is concrete and observable.

While the ratings of significant others tend to be more accurate
when they live in close proximity to the patients, ratings can be
biased by the caregiving function of the rater.

These findings are hardly surprising. Health professionals
evaluate patients using their own particular paradigm, and this is
different from that used by the patient who is experiencing the
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condition. Even carers who know the patient very well may be
applying a particular paradigm that, again, does not tally with that of
the patient. Furthermore, patients are not passive in the face of
their changing circumstances but use a wide range of coping
processes. Findings such as those listed earlier highlight the
importance of maintaining ongoing and excellent communication
between patients, carers, and health professionals.

Adaptation and response shift
The Greek philosopher Heraclitus famously said, “You cannot step
in the same river twice ... all is flux ... all is becoming ... both you
and the river are changed'. There is now considerable interest in
HRQoL research in exploring the psychological mechanisms by
which patients adapt to their illness. Patients’ judgements of their
health may stay relatively stable despite large changes in objective
measures of health, or their judgement of health may change in a
situation where there is litle or no objective change. This
phenomenon, which is increasingly known as ‘response shift’, is
due to the fact that patients may change the criteria they use to
make their judgements. For example, a patient’s judgement of their
health might remain stable despite objective evidence of worsening
cancer because, in the course of treatment, they may have seen
others who are far worse off. Response shift can help to explain
apparently paradoxical findings in the health literature, such as the
following:
« Patients with chronic diseases often rate their quality of life at a
level similar to that of non-patients.
+ Patients tend to rate their quality of life higher than do health
professionals or carers.
* There are usually marked discrepancies between objective
measures of health and self-rated health or quality of life.

The important thing to remember is that patients are actively
engaged in trying to cope with their condition; they will use a variety
of coping mechanisms to make their journey more meaningful and
more bearable. Health professionals who have the motivation and
the communication skills to share the patient's world view by
focusing not only on the objective indicators of disease, but also on
the quality of life of the individual patient, can have the privilege of
walking part of that journey with the patient. In Kierkegaard’s words,
they will have discovered the ‘secret of caring’.

Further reading
Book

Fayers P., Hays R. (eds) (2005) Assessing Quality of Life in Clinical Trials.
Oxford: Oxford University Press.

Articles

Albers G. et al. (2010) Evaluation of quality-of-life measures for use in
palliative care: a systematic review. Palliative Medicine, 24(1): 17-37.

Cohen S.R. et al. (1995) The McGill Quality of Life Questionnaire: a measure
of quality of life appropriate for people with advanced disease. A
preliminary study of validity and acceptability. Palliative Medicine, 9: 207—
19.
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Introduction

Some drugs have been appropriately called ‘wonder-drugs’ inasmuch as one wonders what they will do next.
Samuel Stumpf (1918-1988) Philosopher

Drugs are not the total answer for the relief of pain and other symptoms.’ For many symptoms, the
concurrent use of non-drug measures is equally important, and sometimes more so. Further, drugs
must always be used within the context of a systematic approach to symptom management, namely:

- evaluation of the impact of the illness on the patient and family, and of the causes of the patient's
symptoms (often multifactorial)

explanation to the patient before starting treatment about what is going on and what is the most
appropriate course of action

management: correct the correctable; non-drug treatment; drug treatment

monitoring: frequent review of the impact of treatment; optimizing the doses of symptom-relief drugs
to maximize benefit and minimize undesirable effects

attention to detail: do not make unwarranted assumptions; listen actively to the patient, responding to
non-verbal and verbal cues

In palliative care, the axiom ‘diagnosis before treatment’ still holds true. A particular symptom may
have different causes; for example, in lung cancer, vomiting may be caused by hypercalcaemia or by
raised intracranial pressure. The treatment indicated will vary according to the cause. Attention to
detail includes precision in taking a drug history. It is important to ascertain, as precisely as possible,
the drug being taken, the dose, and the dose frequency, and to confirm that the drug alleviates the
symptom. It is good practice and strongly recommended that a patient’s drug history is taken from a
minimum of two sources, such as the GP record, repeat prescription, recent hospital discharge letter,
the patient's own prescribed drugs, the patient's carer, a family member, or the patient's chemist.
Asking specifically about the use of eye, ear, or nasal drops, sprays, patches, inhalers, injections,
creams, ointments, and herbal supplements will minimize the risk of something being missed. The use
of illicit substances should also be considered.

It should not be assumed that a patient is taking their medicines as intended by the prescriber.
Medication non-concordance occurs as a result of numerous factors, including misunderstanding of the
indication, misinterpretation of instructions, side effects, and tablet burden. As the patient becomes
weaker and less well, they may become less able to swallow large numbers of tablets; this will also
lead to less than optimal symptom control.

Attention to detail also means providing clear written instructions for drug regimens. The medication
regimen should be written out in full for the patient and their family to work from. This should be in an
ordered and logical way, e.g. analgesics, anti-emetics, laxatives, followed by other drugs. The drug
name, times to be taken, reason for use (‘for pain’, ‘for bowels’, etc.), and dose (x mg, y tablets) should
all be stated. It is important that the patient and their family understand the process of obtaining further
prescriptions from their GP and chemist.

1 General guidance about the use of drugs in palliative care (www.palliativedrugs.com).

Medication optimization

The use of medicines should always be evidence-based and cost-effective, ensuring that the right
patient gets the right medication for their symptom at the right time. When prescribing a drug, consider
the following:

* What is the treatment goal?

+ What are the likely side effects?

* How can it be monitored?

+ What is the risk of drug interactions?

« Is it possible to stop any of the current medications?

+ Will the drug be readily available via the usual supply chain?

Safe prescribing is a skill crucial to success in symptom management. The use of decimal points in
prescription should be avoided where possible, as decimal points are often a source of drug errors. In
some cases, however, it makes practical sense to include a decimal point.
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For example, levomepromazine injection is a 25mg/mL ampoule, therefore 12.5mg equates to
0.5mL, a dose easily drawn up into a syringe. When prescribing opioids, it is good practice to always
avoid decimal points and annotate the dose in words beside the prescribed figure to avoid ambiguity.

Consideration should be given to the size, shape, and taste of tablets and solutions. Where clinically
appropriate, avoid awkward doses which result in the following:

« patients taking more tablets than necessary if doses were ‘rounded up’ to a more convenient tablet
size; for example, it may be better to prescribe m/r morphine 60mg (a single tablet) rather than 55mg
(3 tablets: 30mg + 15mg + 10mg)

« nurses spending more time than necessary refilling a continuous subcutaneous infusion (csci); for
example, in the UK, it might be appropriate to prescribe diamorphine 100mg (a single 100mg
ampoule) instead of 95mg (3 x 30mg ampoule + 5mg ampoule)

Many drugs used for symptom control require cautious dose titration supervised by the palliative care

specialist. On discharge from hospital or hospice, arrangements for clinical review and adjustment of

drugs within the community setting must be made.

The drugs mentioned in this text are listed alphabetically in the Formulary and are based on
evidence as robust as is currently available. Many of these drugs are used outside their current
marketing authorization (see the following).

Use of drugs outside marketing authorization (MA)

By law in the UK, a medication must be given a MA (formerly, a product licence) by the Medicines and
Healthcare Products Regulatory Agency (MHRA). The MA specifies the indication, dose, route, and
patient populations for which the drug can be marketed. Drugs can be used legally in clinical situations
that fall outside the remit of the MA, referred to as ‘off-label’ (e.g. a different indication, dose, route, or
method of administration than that specified in the MA). The off-label use of drugs in palliative care is
routine, with the responsibility for prescribing under such circumstances lying with the prescriber. The
prescriber must be fully informed about the actions and uses of the medicinal product and should
provide information on the benefits and risks of off-licence prescribing to the patient (or their proxy) to
facilitate an informed decision regarding treatment options. Note the drug’s patient information leaflet
(PIL) and summary of product characteristics (SPC) will not contain information relevant to off-label
use.

Drug interactions in palliative care

It may seem a strange principle to enunciate as the very first requirement in a hospital that it should do the sick no
arm.

Florence Nightingale, Notes on Hospitals, 1863

Owing to polypharmacy, the potential for drug interactions is high in palliative care. However, many
drug interactions are harmless, and many that are potentially harmful only occur in a small proportion
of people. Drugs with a narrow therapeutic ratio and those requiring careful control of dosage are often
involved.

Resources for checking drug interactions
« The British National Formulary (BNF) Appendix 1 contains an alphabetical list of drugs and their
interactions. The + symbol denotes a potentially serious interaction, where the concomitant

administration of the drugs should be avoided. Available in text and via
http://www.medicinescomplete.com.
« Stockley’s Drug Interactions is an international reference of drug interactions, their mechanisms,

clinical  importance, and  management.  Available in text and via
http://lwww.medicinescomplete.com.
« The SPC for a drug contains a description of its properties and conditions attached to its use, and

lists known interactions. Available via ﬁf\) http://www.medicines.org.uk.

+ University of Liverpool HIV drug interaction checker. Available online via JQ?S http:/Awww.hiv-
druginteractions.org/.

Cytochrome P450 isoenzyme
Metabolism of drugs in the liver principally involves oxidation or conjugation. There are several types of
oxidation reactions, each catalysed by a group of enzymes called cytochrome P450. The most
important isoenzymes are CYP3A4 and CYP2D6. Most drugs that are metabolized by the liver are
metabolized via several pathways, usually including the cytochrome P450 isoenzyme 3A4. Some
drugs such as erythromycin and clarithromycin, some SSRIs, cimetidine, grapefruit juice, high-strength
fluconazole, amiodarone, and itraconazole inhibit CYP3A4, and therefore slow down the metabolism of
any other drugs that are metabolized by CYP3A4, which can increase the effects of these other drugs.
Drugs metabolized by CYP3A4 include methadone, domperidone, alfentanil, fentanyl, oxycodone, and
amitriptyline.

The following are some selected drug interactions which are pertinent to palliative care prescribing.
Anticonvulsants

The management of patients with cerebral tumours on anticonvulsants should be closely monitored, as

anticonvulsants interact with a number of different drugs indicated for symptom control in palliative

care. The potential for drug interactions should always be checked prior to prescribing a new drug to a

patient taking an anticonvulsant.

Antifungal drugs

 Fluconazole increases phenytoin levels.

+ Fluconazole increases the effect of sulfonylureas, e.g. gliclazide, glibenclamide (risk of
hypoglycaemia).
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* Fluconazole inhibits the metabolism of alfentanil and methadone.
« Itraconazole and fluconazole increase sedation with midazolam.
« Fluconazole and itraconazole enhance the anticoagulation effect of warfarin.

Proton pump inhibitors (PPls)

+ Omeprazole may increase blood diazepam levels (increase in sedation).
+ Omeprazole may enhance the anticoagulation effect of warfarin.

Metronidazole

« disulfiram-like reaction with alcohol

« enhances anticoagulation with warfarin

« increases phenytoin blood levels (toxicity)

SSRI antidepressants

« antagonize anticonvulsant effects of common antiepileptics and lower seizure threshold
care with drugs that can stimulate the CNS, e.g. tramadol

interact with cytochrome P450 enzymes

serious reaction with MAOIs, e.g. selegiline (serotonin syndrome)

increased serotonergic effects with St John’s wort (avoid)

St John’s wort

increased serotonergic effects with SSRIs (avoid)

reduced plasma concentration of amitriptyline

« reduced anticoagulant effect of warfarin

« reduced plasma levels of carbamazepine, phenytoin, phenobarbital (seizure risk)
« reduced plasma levels of digoxin

Torsades de pointes

Drugs commonly prescribed within palliative care with a known risk of causing a prolonged QT interval

and torsades de pointes (a serious ventricular tachycardia) include clarithromycin, domperidone,

erythromycin, fluconazole, haloperidol, levomepromazine, erythromycin, methadone, ondansetron,

quinolones, and SSRIs. An awareness of this phenomenon is especially important when considering

treatment options for patients with cardiac disease. A register of drugs that cause QT prolongation is

available via ﬁ?ﬁ http://www.crediblemeds.org.

Points to consider

« Where possible, avoid concurrent use of more than one QT-prolonging drug.

« Use the lowest effective dose of the QT-prolonging drug.

« Consider torsades de pointes as a possible cause of palpitations.

« Explain the risks involved and rationale for using the drug in question to both the patient and family.

+ ECG monitoring is recommended if prescribing methadone in a patient who has additional risk
factors for QT prolongation (see SPC for methadone).

 Avoid, where possible, QT-prolonging drugs in patients with cardiac disease.

Polypharmacy and the high prevalence of metabolic disturbance within palliative care patients can

potentially place them at a higher risk of a prolonged QT interval. A pragmatic approach, however,

should prevail when the benefit of certain drugs used in the last days of life is likely to far outweigh any

risk.

Cannabinoids

There has been a reported increase in the number of patients taking commercial cannabinoid

preparations for symptom control. These come in a variety of forms, including cannabis oil capsules,

vapours, and drops, and hemp oil, and are often sourced over the internet. The cannabis plant

contains about 60 cannabinoids, of which the main active constituent is A%-tetrahydrocannabinol (A°%-

THC), responsible for the psychoactive effects, and cannabidiol (CBD), the main non-psychoactive

component. These cannabinoids are thought to play a role in therapies for pain and inflammation, and

clinical trials are ongoing into their effects for a number of indications, including epilepsy. The legality of

these products depends on the concentration of THC present, with < 0.2% being classified as legal.

The unregulated nature of these products means that the content of the active constituent cannot be

guaranteed, and there is potential for variation between products. There is also potential for interaction

with other drugs. Cannabinoids inhibit numerous CYP450 enzymes, and caution is advised.

Practitioners should consider enquiring whether patients are taking cannabinoid substances prior to

prescribing, as careful monitoring and adjustment of prescribed drugs may be needed.

Corticosteroids
Corticosteroids have been shown to be effective for a variety of uses in the palliative care setting.
Traditionally they have been used to reduce oedema and to promote appetite and well-being. They are
also used in specific disease processes, and in emergency situations such as spinal cord
compression, where their use can buy time until a more definitive treatment can be instituted.
Corticosteroids are produced by the adrenal gland, and have a number of physiological roles,
including catabolic effects on protein, carbohydrate, and fat metabolism, as well as anti-inflammatory
effects. They influence water and electrolyte balance and suppress immunity. Dexamethasone is the
corticosteroid of choice in palliative care (Table 5.1).
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Table 5.1 Indications and daily doses of dexamethasone

Indication for use Daily dose of dexamethasone
Anorexia 2-4mg
Weakness

General well-being/ improved mood

Neuropathic pain/liver pain/ bone pain 4-8mg

Nausea

Dyspnoea

Post-radiation inflammation

Raised intracranial pressure (brain primary or metastases) 12-16mg

Superior vena cava obstruction/ Gl obstruction

Carcinomatosa lymphangitis

Spinal cord compression

Side effects of corticosteroids

* increase in blood sugar (in both diabetic and non-diabetic patients)

« increased susceptibility to infection (including oral thrush)

weight gain

thinning of the skin and bruising

« cushingoid features

proximal myopathy (consider switching to prednisolone)

increased risk of osteoporosis and fractures (risk rapidly escalated within first three months of
treatment—consider calcium and vitamin D supplements)

Approxi qui anti-i y doses of steroids

See Table 5.2.
Table 5.2 q anti-i y doses of steroids
Prednisolone 5mg
Hydrocortisone 20mg
Methylprednisolone 4mg
Dexamethasone 750micrograms
Cortisone acetate 25mg
Betamethasone 750micrograms
Triamcinolone 4mg

Points to consider

« Corticosteroids can be given as a single daily dose in the morning.

Tablet burden: dexamethasone comes in a 2mg and 500microgram tablet.

Parenteral doses are given subcutaneously (sc) rather than by intravenously/intramuscularly.

 P.o. to scfiv ratio of 1:1 (see UK dexamethasone formulations following).

Practitioners traditionally avoid doses after 2 pm to reduce the risk of corticosteroid-induced insomnia

(unless given in an emergency situation).

« Prophylactic gastric mucosal protection.

« Switch from dexamethasone to prednisolone if myopathy develops.

« The possibility that steroids may be masking the clinical signs of perforation of an abdominal viscus
or sepsis.

« Carefully weigh the burden/benefit of continuing steroids subcutaneously should the patient become
unable to swallow.

« Check blood glucose before initiating steroids and at regular intervals during treatment.

Always:

« Keep the maintenance dose as low as possible to minimize risk of side effects.

« Review treatment regularly, stopping within 5-7 days if no benefit; ensure any co-prescribed
medicines are also stopped at this point.

Reduce the dose slowly every few days if the patient has taken steroids for longer than 3 weeks or
has been taking an equivalent dose of >6mg dexamethasone daily.

Counsel all patients about their steroid treatment and side effects.

« Issue a steroid card to patients who are likely to be taking steroids for >3 weeks.

In the terminal care situation, the patient’s inability to swallow oral medication is often the provoking
factor which leads to stopping steroids. Continuation of steroids by injection (usually sc) should be
considered on an individual basis.

Withdrawing systemic corticosteroid therapy

Abrupt withdrawal

Systemic corticosteroids may be stopped abruptly in those whose disease or symptoms are unlikely to
relapse and are not in the groups that follow.
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Gradual withdrawal

Advisable in patients who have

« received >3 weeks’ treatment

« received dexamethasone >6mg/24 hours or equivalent

« taken doses in the evening

« received repeated courses

taken a short course within a year of stopping long-term treatment
« other possible causes of adrenal suppression

Reduction recommendation

Corticosteroid therapy may be reduced rapidly (halving the dose daily) to a physiological dose
(dexamethasone 71mg or equivalent). Thereafter, the dose should be cautiously weaned as tolerated
by the patient.

Corticosteroids in the last days of life

Unless achieving good symptom control, it is appropriate to discontinue corticosteroids in the dying
phase.

UK dexamethasone formulations

Dexamethasone comes in the form of both a sodium phosphate and a base, with dosing advice and
prescribing always expressed in the latter. Recent changes to the labelling of dexamethasone injection
have resulted in confusion about parenteral dosing. In the UK, dexamethasone injection is
manufactured in a 3.3mg/mL (Hospira and Hameln) and a 3.8mg/mL (Aspen) amp. These injectable
formulations are formulated as the sodium phosphate but labelled as the base. Oral tablets and
solution are formulated and labelled as the base. A pragmatic approach is recommended when
converting between p.o. and sc/iv routes such that 3.3mg/3.8mg of dexamethasone base injection can
be considered approximately equivalent to dexamethasone 4mg base orally.

Liver disease

The liver is the site of metabolism for many drugs, which makes prescribing for patients with liver
disease particularly difficult. Unlike renal impairment, there is not one parameter which indicates the
extent to which drug clearance will be affected by hepatic impairment. In palliative care, liver
metastases, chronic liver disease, alcohol, and drugs are responsible for most instances of hepatic
impairment. At the end of life, the potential analgesic benefit of prescribing drugs may outweigh the
potential risk, and so a pragmatic approach should be adopted. General prescribing guidance is to
start at low dose, with extended dosing interval, and titrate cautiously.

Analgesics (non-opioid)

Paracetamol (oral) must be dose-reduced to 1g t.d.s. in patients <50kg or those with severe liver
failure. Dose intervals should be extended in acute liver failure. iv paracetamol should be avoided.
NSAIDs increase the risk of Gl bleeding and should therefore be avoided.

Analgesics (opioid)

Codeine and tramadol are both activated by hepatic metabolism and should therefore be avoided in
liver impairment.

phine is the first-line strong opioid

+ oxycodone is the second-line strong opioid, but should be avoided in severe hepatic impairment

« fentanyl is considered to be the first-line injectable/transdermal strong opioid in severe liver
impairment, though the transdermal route should only be used for stable pain; volume in csci may
limit its use for higher dose

« preparation: fentanyl 50 micrograms/mL solution for injection (2mL and 10mL amp)

« alfentanil half-life is increased in severe hepatic impairment and should be avoided

« buprenorphine should be avoided in severe impairment

« hydromorphone is contraindicated in hepatic impairment (SPC)

lj (slow ti

Gabapentin and pregabalin are not affected by liver impairment.

Sedatives (when prescribing, reduce dose and increase interval)

« clonazepam should be avoided; may have a use in terminal care for neuropathic pain/seizure control

« diazepam should be avoided owing to increased half-life; consider p.r.n. if necessary

« lorazepam is the first-line recommended sedative drug, with midazolam second-line

+ temazepam considered generally safe; no change in dose required

« zopiclone should be used with caution; note its half-life is increased in severe impairment

Anti-emetics (all used with caution)

« cyclizine; no dose change required; however, should be avoided in severe liver disease

+ domperidone dose should be reduced by 50% to maximum of 10mg t.d.s.; avoid prolonged use

« metoclopramide dose should be reduced in severe hepatic impairment/cirrhosis to maximum of
10mg b.d.

« ondansetron recommended maximum daily dose is 8mg in moderate-to-severe impairment

Antipsychotics (also used for anti-emetic effects)

Haloperidol and levomepromazine should both be prescribed at a reduced dose with increased

interval, titrating cautiously.

Antidepressants (start at low dose and cautiously titrate)

« amitriptyline: half-life unchanged, but use with caution
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« citalopram: increased half-life; maximum dose of 20mg daily; increased bleeding risk; avoid if
possible, although may be preferable to sertraline

« sertraline: increased half-life; avoid in severe cases; use with caution in mild/moderate liver failure

* mirtazapine: use with caution; max dose 30mg daily

Anti-pruritic agents

« chlorphenamine: avoid in severe liver failure

« loratadine: use with caution in severe liver failure and consider alternate-day dosing
« rifampicin: use with caution

Renal disease

9 see Chapter 18.

Further reading

Peng J-K et al (2019) Symptom and prevalence and quality of life of patients with end-stage liver disease: a
systematic review and meta-analysis. Palliative Medicine: London 33(1):24036.

Syringe drivers (or syringe pumps)

A syringe driver is an ambulatory battery-powered infusion device used to administer drugs by

continuous subcutaneous infusion (csci) usually over 24 hours. It is suitable for patient use both in

hospital and at home. The administration of drugs by csci is common in palliative care in the UK. It is

vital to fully discuss the option of using a syringe driver with both the patient and their family prior to

initiating. Many people associate syringe drivers with imminent death, so it is important to alleviate this

misconception and gain patient consent. For some patients, there may be an option to revert back to

oral medication once symptom control has been achieved.

Indications for use

« intractable nausea and vomiting

« dysphagia

« patient too weak to swallow oral drugs

« bowel obstruction

« reduced consciousness (last days of life)

« malabsorption

« poor patient concordance with oral medication

- refractory symptoms, where a trial switch to the subcutaneous route may result in a better clinical
response

Compatibility of drugs in a syringe driver

Drug combinations may be compatible at certain concentrations but not at others; thus the

concentration of each drug in the solution should be compared, not the drug itself. The following

factors affect stability and compatibility: brand, formulation, strength of drug used, temperature, light

exposure, order of mixing, and delivery system. Thus regular close monitoring of all csci drug

combinations is essential. All combinations must be checked prior to mixing. Resources include the

following:

« Syringe Driver Survey Database from PCF available via ﬁ’B https://www.palliativedrugs.com

« The Syringe Driver: Continuous Subcutaneous Infusions in Palliative Care Dickman et al. (4th
edition), November 2016

Drugs that may be mixed with morphine or diamorphine

« cyclizine

« haloperidol

« hyoscine hydrobromide

+ metoclopramide

octreotide

granisetron

glycopyrronium

hyoscine butylbromide

* levomepromazine

+ midazolam

« ondansetron

Drugs not suitable for subcutaneous usage
« diazepam

« chlorpromazine

« prochlorperazine

Use a separate syringe driver for

« dexamethasone in doses >1mg

« phenobarbital

« diclofenac

« levetiracetam

« ketorolac

« parecoxib

Conversion of oral morphine (or oral morphine equivalent) to parenteral morphine
See Fig 5.1.
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morphine 10mg p.o. = morphine 5mg sc

Method: add the total daily oral dose of morphine (or oral morphine equivalent)
and divide by two. Take into account the number of PRN doses the patient has
been taking within the previous 24 hours.

e.g. morphine 10mg p.o. 4h
or = morphine 60mg p.o. 24h
MST® 30mg b.d.

morphine 60mg p.o. 24h = morphine 30mg sc 24h

Local conversion guidelines should always be referred to.
Fig 5.1 Conversions of oral to parenteral morphine.

Morphine conversion
Diamorphine can be administered subcutaneously in a smaller volume than the equivalent dose of
morphine. In countries where diamorphine is available, it is the preparation of first choice for parenteral
use.

When converting from opioids other than morphine, calculate the equivalent dose of oral morphine
over 24h and continue as per Fig 5.1.
General principles
+ Combining two or more licensed drugs in a syringe results in a new unlicensed product. Doctors and
independent prescribers can mix and direct others to mix drugs for administration to a particular
patient.
In the UK, it is common to administer two to three different drugs in the same infusion device. No
more than four drugs should be prescribed for infusion in one syringe.
If the combinations of drugs required are not compatible in one driver, a second, and in some
instances a third, syringe driver can be prescribed.
Water for injection or sodium chloride 0.9% are the two options used as a diluent. Care must be
taken to ensure that the drug is compatible with the diluent. For example, cyclizine will crystallize with
sodium chloride, so should always be diluted with water for injection.

Infusion devices

In the UK, the CME McKinley T34 is the most frequently used syringe driver (see Fig 5.2). Following
safety concerns, the older Graseby MS16A and MS26 syringe driver devices were removed from UK

practice in 2015.
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Fig 5.2 The CME McKinley T34 syringe pump.
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Setting up the syringe driver (SD) pump

Refer to the manufacturer’s instruction manual for full instructions and local protocols for monitoring
information. Syringe drivers should only be used by those who have received the appropriate training.
Practice points

« Fill a Luer lock syringe with the prescribed drugs and dilute the contents to the maximum fill volume
(see Table 5.3), using a suitable diluent.

Ensure adequate mixing has occurred and the solution is clear and free from discolouration/crystals,
and precipitate.

Label the syringe, taking care not to completely obscure the solution. The label should contain the
patient’s details, the name and dose of each drug, and the diluent.

Insert a battery into the syringe driver.

Attach the syringe to an infusion line and prime manually (this uses 70.3mL) and note the remaining
volume.

« Take the syringe driver and primed line with the attached syringe to the specific patient.
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+ Choose an appropriate needle site for SD infusion (9 see pp. 87-88).

« Insert infusion cannula subcutaneously and secure with a dressing.

« Turn pump on and engage syringe on the pump.

« Follow instructions on SD screen.

« Ensure keypad is locked and secured in a locked box if appropriate (e.g. if patient is confused).
« Check the SD 30 minutes following initial loading of pump and 4 hourly thereafter.

Table 5.3 Syringe sizes and fill volumes

Size of syringe Maximum fill volume
20mL 17mL
30mL 23mL

Skin sites for CSCI

Skin areas to avoid

« oedematous areas

« skinfolds

* breast

broken, inflamed, or infected skin
recently irradiated sites
cutaneous tumour sites

bony prominences

near a joint

anterior chest wall in cachectic patients
scarring

Preferred sites

- anterior chest wall

« anterolateral aspects of upper arms

Alternative sites

« anterior abdominal wall

« anterior surface of the thighs

Problems

For problems that can occur with the SD, see Table 5.4.

Table 5.4 Problems that can occur with the SD and possible reasons

Site reaction Cyclizine and levomepromazine cause site reactions most commonly. Firmness or
swelling is not necessarily a problem, but the needle site should be changed if there
is pain or obvious inflammation. Ensure patient is not allergic to the dressing.
Dexamethasone 0.5mg—1mg can be added to the drug mixture for site issues.

Precipitation Check compatibility of drugs. Check solution regularly for precipitation and
discolouration and discard if it occurs. Cyclizine may precipitate at high doses,
particularly in combination with high doses of diamorphine. Other combinations may
also cause cloudiness in the syringe.

Light Light will flash to show pump is infusing.
flashing
Alarm This always sounds when the battery is inserted. The alarm also sounds for 15sec

when the syringe driver stops. It can be silenced by pressing the Start/Test button.
Check for empty syringe, kinked tube, blocked needle/tubing, jammed plunger.

Further reading
Book

Dickman A., Schneider J., Varga J. (2016) The Syringe Driver: Continuous Subcutaneous Infusions in Palliative Care,
4th edn. Oxford: Oxford University Press.
Articles

Pickard J. (2008) Syringe driver site reactions: a review of the literature. European Journal of Palliative Care, 15(3):

25-31.

Scottish Intercollegiate Guidelines Network, (2000) Control of Pain in Patients with Cancer: A National Clinical
Guideline. Edinburgh: SIGN.

Dickman A et al. (2017) ification of drug i by continuous subcutaneous infusion that
require analysis for compatibility and stability. BMC Pa!//anvs Care. 16: 22.

Antibiotics in palliative care

The decision to initiate antibiotics in a palliative patient is often complex and dependent on a number of
factors, including ceiling of care, impact of symptoms, and stage of disease. Decisions need to be
made on an individual basis considering the best interests of the patient by weighing up the benefits of
treatment against the risk of prolonging dying. The increased level of antimicrobial resistance in recent
years necessitates that the principles of prudent prescribing and antimicrobial stewardship should be
adhered to at all times. Antibiotic choice should be guided by local guidelines and based on cultures
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and sensitivities where possible. Microbiology advice should be sought when there is any doubt or if
there is no improvement 24-48 hours after commencing initial regimen.

The BNF contains extensive antimicrobial information for both prophylactic and therapeutic
regimens, and should be consulted for dosing guidance. It is imperative to always check allergy status
before prescribing.

General considerations

« Infections are common in palliative care patients who may have been immunosuppressed by either
the disease or treatment.

« Chest and urinary infections are the most common in the palliative setting.

« Antibacterials often need to be dose-reduced in renal impairment.

« Corticosteroids may need to be boosted during an infection.

« Antibiotic therapy comes with added tablet burden, side effects, and potential interactions.

Aim of antibiotic therapy within the hospice

« life prolongation without prolonging dying

« symptom control (pyrexia, pain, bleeding, delirium, dyspnoea, odour reduction)

Infection-related pain

Infection around things like a skin metastasis or oral tumour can cause severe pain which is

unresponsive to titration of strong opioids, and it may be associated with fever and malaise, and

complicated by delirium. Antibacterial therapy can be very useful; treatment options include

piperacillin/tazobactam 4.5g iv t.d.s. For penicillin-allergic patients, consult a medical microbiologist.

Respiratory tract infection

Death rattle in the imminently dying is occasionally associated with profuse sputum from a chest

infection. In this case, the broad spectrum antibiotic ceftriaxone is indicated to reduce the copious

purulent malodorous discharge from the mouth. Ceftriaxone has a long duration of action allowing for

single dose of 1-2g administered via the sc, iv, or im route. Administration via daily injection is an

option. A decision to continue with treatment (or not) should be taken as appropriate to the individual

clinical situation.

Fungating tumours

Metronidazole, to cover anaerobic infections, is indicated for malodour caused by fungating cancers,

and can be administered via oral, intravenous, and topical routes of application. Complete control of

malodour is reported in 50% of patients, with improvement generally seen within 2 days, but can take

up to 1 month.

« Systemic treatment: metronidazole (p.0.) 200-400mg t.d.s. for 2 weeks, re-treating for a further 2

weeks if malodour recurs. If deemed necessary to continue treatment indefinitely, the recommended

dose is 200mg BD; metronidazole (iv) 500mg t.d.s.

Topical treatment: metronidazole 0.75% gel is an option when the fungating cancer is relatively small

or poorly vascularized, or systemic treatment is not an option. The wound should be cleansed and

the gel applied liberally, and covered with a non-adherent and then an absorbent dressing. Topical

application is usually OD to BD. Consider timely administration of analgesia before dressing change.

Conversations with patients and their relatives regarding the futility of treatment in the terminal

phase, or regarding the decision to stop antibacterial treatment, may prove emotive and challenging.

Considered explanations will often be required from the healthcare professional.

Cultures

« If antibiotic treatment is deemed necessary, then the use of cultures can help direct therapy.

However, in the palliative context, the opportunity to culture may not be available. Directed antibiotic

therapy gives better outcomes, with fewer adverse effects.

There is no point in taking samples for microbiological culture and leaving them sitting at room

temperature overnight for a morning collection. This will increase the chance of having false-positive

and false-negative results.

« Swabs and urine samples can be stored overnight at 4°C.

Blood cultures must be kept at body temperature.

Bacteriuria is common, so samples are unnecessary unless the patient is symptomatic.

« The context in which antibiotics are considered in the palliative setting is of major importance, and
will determine the antibiotic choice, route of administration, and goals of treatment.

Other important considerations

« ltis important to know whether the patient has a history of drug allergies.

« If the infection is severe, then the first 24 hours of antibiotics should be given intravenously (iv).

« Parenteral antibiotics iv or occasionally im may need to be used for a prolonged course if the patient
cannot swallow tablets or absorb them from the gastrointestinal tract. In this case, the reason should
be clearly documented in the medical notes.

« Cross-reaction occurs in 15-20% of people between penicillin and the cephalosporins,
carbapenems, and monobactam.

Deprescribing in palliative care

As a result of the increased tablet burden required for symptom control, polypharmacy is high in the
palliative care setting when compared to the non-palliative setting. Deprescribing is the tapering or
ceasing of inappropriate medicines. Several tools exist to guide deprescribing, including
STOPP/START and Beers criteria; these however are not specific to palliative care. Deprescribing
should therefore be based on clinical judgement and shared decision-making, taking into account the
stage of the patient’s iliness. Careful consideration should be given to stopping long-term prophylactic
medication such as statins, antihypertensives, anticoagulants, and oral hypoglycaemics.
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Medication at the end of life

As patients approach death, swallowing often becomes increasingly difficult. It is important to ensure
that the necessary drugs are prescribed by alternative routes. In the UK, when the oral route is
unavailable, the sc route is the preferred method of drug administration. The marketing authorization
for many of the injectable drugs used in palliative care does not cover sc administration, but this route
is supported by clinical experience.

Anticipatory prescribing

See also Chapter 30, The terminal phase.

Anticipatory medications should be prescribed p.r.n. or ‘when required’ to ensure adequate symptom
control for common symptoms at the end of life. Pre-emptive prescribing should include specific drugs
for the following symptoms:

* nausea and vomiting

« pain

« agitation

« breathlessness

* respiratory secretions

The dose and recommended frequency of each drug will vary depending on the patient’s background
medication and care setting. In the inpatient setting, it is common to prescribe a range of permitted
doses, allowing nurses to increase the amount given on their own initiative. If the patient is requiring
the dose at the top end of the range at intervals of the maximum frequency stated, this should prompt
a clinical review, as alternative background medication may need to be considered.

Pharmacological toxicity

Opioid toxicity

There is wide individual variation in the dose of opioid that causes symptoms of toxicity. Signs and
symptoms include the following:

« drowsiness

« respiratory depression

« muscle twitching/myoclonic jerks

« vivid dreams or hallucinations

« pinpoint pupils

Common scenarios that lead to toxicity include:

« rapid dose titration of opioid

« switching from other opioids

« infection

« renal/hepatic impairment

« dehydration

Management of opioid toxicity for patients on long-term opioids

Management will depend on whether opioid toxicity is mild, moderate, or severe. The opioid antagonist
naloxone (400micrograms/mL injection) is indicated for the reversal of severe opioid-induced
respiratory depression indicated by the following:

«+ alow respiratory rate <8 respirations/minute

« oxygen saturation <85%

« patient cyanosed

If less severe toxicity:

+ omit next regular dose of opioid

« review current analgesia

« monitor the patient closely; maintain hydration and oxygenation

NHS England recently highlighted the risk associated with inappropriate use of naloxone for patients
receiving opioids for analgesia. A careful dose titration using lower doses of naloxone (e.g. 20—
100micrograms) is recommended for these patients to avoid precipitating a severe acute withdrawal
syndrome, severe pain, and hyperalgesia.

dose and inistration
There is a wide range in the initial bolus of naloxone recommended in the literature. Local guidelines
should be consulted where possible. Scottish palliative care guidelines suggest the following:
« Dilute 400micrograms to 10mL with sodium chloride 0.9%.
« Administer 80micrograms (2mL diluted naloxone) as a slow iv bolus every two minutes until the
patient’s respiratory status is satisfactory.
« The cannula should be flushed with sodium chloride 0.8% between naloxone doses.
« Patients usually respond after 80micrograms (2mL) to 160micrograms (4mL) of diluted naloxone.
If repeat doses of naloxone are required, a continuous infusion may be necessary. Expert advice
should be sought.

Benzodiazepine overdose
Fatal iatrogenic overdoses of midazolam have occurred, and it is therefore recommended that
flumazenil is available for emergency use wherever midazolam is available clinically. For dosing

guidance, the flumazenil SPC or the BNF should be consulted. The SPC is available via ﬁ’h
http://www.medicines.org.uk

Specialist drugs in palliative care

Cocaine 2% mouthwash
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Cocaine mouthwash has an important role to play in the management of oral pain in the palliative
setting. There is no evidence to support the use of cocaine mouthwash for radiation-induced oral
mucositis, and it should never be used in the management of acute radiation-induced mucositis in
head and neck patients. The analgesic dose used is 5-10mL g.d.s., swirled around the mouth, and
spat out. This provides localized pain relief for up to 30 minutes. User experience varies: some patients
report great benefit whilst others do not find it to be effective or find that it stings too much. There is
potential for systemic absorption, and patients should be monitored for subsequent systemic side
effects.

Preparation

« cocaine 2% mouthwash 200mL

« available from Guy’s and St Thomas’ (T) 020 71884992
« 6-month shelf life

Ketamine

Ketamine is a short-acting anaesthetic with analgesic properties at low doses. It is used particularly for
neuropathic pain, ischaemic limb pain, and refractory cancer pain, and as an adjunct to opioid therapy.
Ketamine for these indications is unlicensed and should only be initiated by a palliative medicine
specialist, who should then transfer care to the patient's GP, per a local shared-care agreement.
Ketamine can be given orally by sc injection p.r.n. and via csci.

Preparations

- oral ketamine (50mg/5mL) is the standard strength that must be used

« available from local wholesalers and Rosemont Pharmaceuticals (0800 919312) and Martindale
Pharmaceuticals (0800 137627)

- ketamine injection (Ketalar®) 50mg/mL (10mL vial) and 10mg/mL (20mL vial) available from Pfizer
(0845 6088866) and local wholesalers

Levetiracetam

Levetiracetam has been administered off-label via csci for palliative patients at the end of life requiring

seizure control when the oral route is no longer feasible and iv administration is not an option. An

oral:parenteral ratio of 1:1 has been used; however, the maximum dose feasible will be limited by the

volume that can fit into the syringe driver. There is currently no compatibility data for it in a driver with

other drugs. Sodium chloride 0.9% should be used as the diluent.

Preparation

« available from local wholesalers

« Keppra® injection (500mg/5mL vial)

Methadone

Methadone is a strong opioid used in palliative care for pain refractory to other opioids. Methadone has
a long half-life and wide person-to-person variability in its pharmacokinetics; as such, it should only be
initiated under specialist palliative supervision. Methadone can be prescribed as the single opioid used,
or used as an adjuvant alongside other opioids. Methadone is metabolized by the CYP enzyme
system, and therefore caution must be taken when initiating or stopping other drugs metabolized by
this route. Information on the use of methadone and monitoring requirements should be transferred
from the palliative specialist to the patient's GP.

Preparations

« available from local wholesalers

« tablet: 5mg

« oral solution: Tmg/mL

* injection: 10mg/mL, 25mg/mL, 50mg/mL

Octreotide

Octreotide is an analogue of the natural hypothalamic release-inhibiting hormone somatostatin. Its use
in palliative medicine is frequently off-label. Indications include the following:

+ malignant bowel obstruction/high volume vomiting

« severe discharge from rectal carcinoma

* intractable non-infective diarrhoea

« high output Gl fistula

+ malignant ascites

Octreotide is administered via csci using sodium chloride 0.9% as the diluent. Dose varies according to
indication and clinical response.

Preparations

« available from local wholesalers

« Note: store in fridge at 2-8°C

+ 50micrograms/mL

+ 100micrograms/mL.

+ 200micrograms/mL.

+ 500micrograms/mL.

Parecoxib

Parecoxib is a COX2 inhibitor used in palliative care off-label for bone or musculoskeletal pain.
Parecoxib can be given as subcutaneous injection 10-40mg p.r.n. or via csci over 24 hours. Maximum
recommended dose of 80mg/24 hours, but occasionally higher doses up to 120mg/24 hours, have
been used under close clinical supervision. Doses should be halved in the elderly and in those with low
body weight. As with all NSAIDs, caution is required, as there is an increased risk of cardiovascular

122



and thrombotic events. Renal function should be closely monitored, and consideration given to gastric
protection with a PPI. Administer in a separate syringe driver diluted with sodium chloride 0.9%.
Ranitidine

Ranitidine is administered via csci at a dose of 200mg/24 hours to reduce the volume of gastric
secretions in bowel obstruction; it has been shown to be more effective than PPIs for this indication.
Furthermore, it is compatible for mixing with other drugs, making administration via csci more
convenient.

Preparation

« available from local wholesalers
« ranitidine 50mg/2mL injection

Drugs and driving

Every nectar is poison if taken to excess.
Hindu Proverb

Patients should be advised that taking prescription drugs such as strong opioids and benzodiazepines
may impair their ability to drive. It is an offence to drive if your driving has been impaired by drugs,
whether prescribed or illicit. It is good practice for patients to inform their insurance company if they are
taking prescribed medication and intending to continue driving. For further information, see
https://www.gov.uk/drug-driving-law.

Travelling abroad with controlled drugs
Note: may change depending on the result of a no-deal Brexit—check regulations before confirming
Consider the regulations for both UK Customs and any countries being visited. If travelling for less
than 3 months, patients can carry a supply of controlled drugs through UK Customs without the need
for a specific Home Office licence. This is regardless of the controlled drug or the amount being
carried.
« This applies for Schedule 2 medicines, e.g. diamorphine, ketamine; Schedule 3, e.g. buprenorphine,
midazolam, temazepam; Schedule 4, e.g. diazepam, lorazepam; and Schedule 5, e.g. Oramorph
10mg/5mg oral solution.
The controlled drugs should be carried in their original labelled packaging, i.e. not in unmarked multi-
compartment boxes or unlabelled bottles.
They should be in the passenger’s hand luggage (100mL restriction on liquid medicines applies—
contact the airline if greater quantities are required).
« Each patient should carry an up-to-date letter issued by the prescribing doctor containing:
« the patient's name, address, and date of birth
« the outward and return dates of travel and countries being visited
« the names, forms, strengths, dosages, and total amounts of the controlled drugs being carried
Check whether any restrictions apply in the countries to be visited (including stopovers/transit). A
letter from the prescribing doctors may only be valid for passage through UK customs. A list of
embassies and contact details is available here: https://www.gov.uk/travelling-controlled-drugs
+ Some medicines available in the UK are illegal in other countries, e.g. diamorphine, or even over-the-
counter medicines such as co-codamol.Patients wishing to travel with controlled drugs for a period
greater than 3 months will need to apply for Home Office personal export licence. A personal
licence has no legal standing outside the UK and is intended to assist travellers passing through UK
Customs. Application can be downloaded at: https://www.gov.uk/travelling-controlled-drugs

Further reading

UK Civil Aviation Authority
British Airways Guidelines

Swallowing difficulties and feeding tubes

Swallowing difficulties

Liquids are the preferred formulation for patients with swallowing difficulties. Where possible, a
licensed liquid preparation should be obtained. Liquid medications must be drawn up and given using
an enteral syringe. Unlicensed ‘special’ liquids are occasionally available to order; cost, however,
should be considered, especially for long-term treatment, as they are often expensive. Crushing
standard tablets to aid administration is almost always outside the market authorization and may be
unpalatable. Furthermore, the crushed tablet may have an anaesthetic effect on the oral mucosa,
putting the patient at risk of burns. Film-coated tablets are usually suitable for crushing, but may have
an unpleasant taste.

The following preparations must not be crushed: buccal and sublingual, cytotoxic, enteric-

coated, and modified release.

Some capsules can be opened and the contents mixed with water for administration, including
Palladone SR® (hydromorphone).
Enteral feeding tubes (EFTs)
Speech and language therapists should be consulted to understand the degree of swallowing
impairment and to perform a risk assessment. Depending on the placement of the tube, the drug’s
pharmacokinetics could be altered. Pharmacists can give advice on changing formulations and giving
drugs via enteral feeding tubes, and should be consulted when possible.
General information on EFT drug administration
« Bulk-forming laxatives should not be administered via EFT, owing to risk of blockage.
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+ Drugs should never be added to enteral feeds.

Malnutrition may alter the drug pharmacokinetics.

Where possible, rationalize the drug regimen to once or twice daily.

« Select an appropriate formulation (see NEWT guidelines).

« Ensure effective flushing of the tube before and after drug administration.

« In the inpatient setting, ensure the route of administration is correctly annotated on Kardex as

RIG/ING, etc.

Strong opioids—MST® suspension, hydromorphone capsules—can be opened (off-label) and mixed

with sterile water prior to administration.

+ Note modified-release oxycodone currently does not come in a formulation suitable for administration
via EFT.

Further resources
The NEWT Guidelines: A Comprehensive Database on Administration of Medication to Patients with Enteral Feeding

Tubes or ing Difficulties. via <% http:/Awww.r ideli com

Handbook of Drug Administration via Enteral Feeding Tubes. Accessed via ﬁ’B http://www.medicinescomplete.com
Pl i ialize in icati for patients with swallowing difficulties; (T) 0800

919312,

Non-medical prescribing

Non-medical prescribing (NMP) is the prescribing of medicines by suitably trained healthcare
professionals other than doctors to improve patient care across a range of healthcare settings,
including palliative care. There have been extensive changes in NMP over the years; of note is the
legislative change in 2012 allowing non-medical professionals to prescribe controlled drugs such as
morphine. This legislative change gave non-medical prescribers in palliative care access to the
majority of medications required to support them to manage patients’ symptoms. Evaluations of NMP
have been favourable, with patients and doctors being generally positive about the t:oncept.2 The
majority of nurse prescribers feel strongly that prescribing has had a positive impact on quality of
patient care and improved access to medicines. Nurses have also reported that the training to be a
non-medical prescriber has enhanced their knowledge about medication and increased their
confidence to engage in prescribing decisions.? With end-of-life care and choice of place of care being
key principles of palliative care, NMP continues to play an important role.

2 Latter S. et al. (2005) An ion of Formulary Nurse i Final Report. London:
Department of Health.

3 Bradley E., Nolan P. (2007) Impact of nurse prescribing: a qualitative study. Journal of Advanced Nursing, 59(2):
120-8.

Formulary
Drugs in bold can be given in a syringe driver. 9 See Table 5.3, p. 87. The dose regimens of

medication used in palliative care are constantly changing, and are subject to review. The responsibility
for prescribing decisions must rest ultimately with the prescribing clinician.
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Drug

Route

Dose

effects

(SE)/Remarks

Alfentanil

csci

Titrate

24h

Synthetic opioid working on
similar opioid receptors to
fentanyl. Alternative opioid f
patients unable to tolerate
morphine, e.g. in renal failul
Half-life is short; only provid
analgesia for about 30 min :
single injection. If a longer
action is required, consider
oxycodone.

Alfentanil spray 5mg/5mL is
available as an ‘unlicensed
special’ for nasal or buccal 1
See opioid equivalence tab
(p. 284).

Amitriptyline

10-150mg

Nocte

Neuropathic pain. Start at 1
25mg. Faster effect at lower
doses than for depression.
Sialorrhoea (e.g. in MND),
bladder spasms, and noctur
enuresis. SE: blurred vision
mouth, hypotension, sedatic
bladder spasms, and noctur
enuresis. Reduce dose in
renal/hepatic impairment.
Caution if cardiac disease, f
elderly, or history of urinary
retention.

Artificial saliva

Spray, gel,
pastilles

As required

Many available products cor
mucin, an animal product nc
suitable for some religions.
Exceptions include Glandos
Saliveze, SST, Xerotin.

Baclofen

5-10mg max
100mg/day

tds.

Spasticity, i.e. in MND, MS.
Increase dose slowly SE:
sedation, nausea, ataxia.

Benzydamine

0.15% oral
mouthwash/spray

15mL (4-8
sprays)

1.5-3h

Local analgesic. Dilute with
water if stings.

Bethanechol

p.o.

25mg

tds.

Dry mouth. Give dose 30mil
before meals.

Bicalutamide

p.o.

150mg

oD

Anti-androgen for prostate
cancer. 50mg p.o. OD with
combination therapy. With
gonadorelin therapy, start 3
beforehand. SE: nausea,
vomiting, depression, loss ¢
libido, hot flushes.

Bisacodyl

p.o.
PR

5-20mg
10-20mg

Nocte
oD

Stimulant laxative.

5mg tabs: action 6-12h.
10mg supps: action 20-60n
Avoid in intestinal obstructic

Bupivacaine

Neb.

5mL 0.25%

6h

Useful for persistent dry cot
not breathlessness. Beware
reflex bronchospasm. (Pretr
with nebulized salbutamol.)
food for 1h after treatment
because of pharyngeal
anaesthesia.

(Injection is the only availab
preparation.)

Buprenorphine

Transdermal
matrix patch

35, 52.5, 70
micrograms/hr

96h

Maximum dose:
140micrograms/hr.

Buprenorphine (e.g.

Butec)

Transdermal
Matrix patch

5,10, 20
micrograms/hr

Every 7 days

5micrograms/hr patch is
approximately equivalent to
12mg/24h p.o. morphine.

Buscopan® see Hyoscine butylbromide

Capsaicin

Topical

0.075%
cream

125

t.d.s—QDS

Neuropathic pain/post-herp¢
neuralgia. Initially painful on



0.025%
cream

application: patient counsell
needed.

Wear gloves to administer.
Avoid contact with eyes anc
broken skin.

Carbamazepine

p.o.

PR

100-600mg
125-250mg

OD-BD
OD-QDS

Generalized tonic-clonic
seizures; neuropathic pain (
1st-line).

Build up dose slowly. Can
measure serum levels. Watr
drug interactions.
Tabs/chewtabl/liquid/supps.
ataxia and blood, hepatic, a
skin disorders.

Carbocisteine

p.o.

750mg

tds.

Reduce to BD when satisfac
reduction in cough and sput
production. Reduces sputur
viscosity and increases
expectoration. SE: gastric
irritant. Avoid if peptic ulcer:

Celecoxib

100-200mg

OD-BD

NSAID Cox-2 inhibitor.

Increased risk of myocardia
infarction/stroke. Lower risk
serious upper Gl side effect
than with non-selective NS/

Chlorpromazine

p.o.

PR

25-50mg
100mg

OD-td.s.
t.d.s-QDS

Alternative to levomeproma
in countries where this is nc
available. Consider low dos
tenesmus or hiccups.
Significant interaction profile
SE: sedative/hypotensive. F
dose in elderly.

100mg PR = 20-25mg. im =
50mg p.o.

Citalopram

p.o.

10-40mg
(max 20mg in
elderly)

oD

SSRI for depression, panic
disorder.

Caution in epilepsy, cardiac
disease, and Gl bleeding.
10mg tab = 8mg oral drops.
Avoid with drugs known to
prolong QT interval.

Clonazepam

p.o.

csci

0.5-2mg
1-4mg

Nocte or BD
24h

Anticonvulsant, neuropathic
pain, terminal agitation. For
use non-PVC tubing (e.g. IV
or give as bolus. Injection
available by special order. £
sedation. Max 8mg/24h for
terminal agitation.

Co-codamol

1-2 tabs

4-6h
Max 8 in 24h

Codeine phosphate 8mg, 1¢
or 30mg + paracetamol 500
Soluble preparations availal
There is no evidence that ‘w
co-codamol is any more
efficacious in pain control th
paracetamol alone.

Co-danthramer

5-10mL

OD-BD

Stimulant (dantron) + soften
(poloxamer). Useful for drug
induced constipation. Capst
discontinued 2015. Liquid h
cost. SE: may colour urine r
Do not use if incontinent, as
associated with burning of
perineal skin and excoriatiol
Not licensed for patients wit
non-malignant disease, as
dantron is a potential
carcinogen.

Co-danthrusate

p.o.

5-15mL
1-3 caps

Nocte
Nocte

Stimulant (dantron) + soften
(docusate).
See co-danthramer.

Co-dydramol

1-2
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4-6h Max 8 in
24h

Dihydrocodeine 10mg +
paracetamol 500mg. There



also combined preparations
containing dihydrocodeine 2
and 30mg.

Cyproterone acetate  p.o.

200-
300mg/24h

Divided doses

Anti-androgen. Long-term
palliative treatment of prost:
cancer when orchidectomy
gonadorelin therapy are
contraindicated.

Covers flare of initial
gonadorelin therapy. Watch
hepatotoxicity.

Cyclizine p.o.
sc esci

50mg
50mg 100—
150mg

BD-td.s.
t.d.s. 24h

Antihistamine. Useful for
vomiting of Gl cause, or rais
intracranial pressure. sc rou
may cause skin reaction. Us
max dose of 200mg p.o. 24/
and csci. Avoid in severe Cl
Use water as csci diluent.

Dexamethasone p.o.

Up to 16mg

24h

2-4mg OD. for
appetite 8—
16mg daily for
raised
intracranial
pressure,
SVCO, bowel
obstruction,
spinal cord
compression.

im/sc

Up to 16mg

24h

2-6mg for
prevention of
chemotherapy
emesis. Give
a.m. to avoid
excitation.
Review
regularly and
reduce dose
ASAP to
minimum
effective dose.
Watch glucose
and proximal
myopathy.
Consider PPI
prophylaxis in
patients at risk
of peptic
ulceration.

Up to 16mg

24h

0.5-1mg csci to
reduce skin site
reactions.
Separate
syringe pump
for doses >1mg

csci

Up to 16mg

24h

Note. Different
strengths of
dexamethasone
injection are
available. To
avoid confusion
use local
guidelines and
agreed injection
formulation.

Diamorphine sc
csci
Topical

Titrated
Titrated
10mg
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4h
24h

Strong opioid analgesic. Hi¢
solubility than morphine allc
for larger doses in a syringe
pump. sc diamorphine is thre
times as potent as oral
morphine. Modify dose in el
patients and in patients with
renal failure. SE: see Chap
8, Pain management.



Can be mixed in Intrasite ge
(unlicensed).

Diazepam

p.o.
PR

2-10mg
5-10mg

OD-td.s.
p.r.n. (supps or
soln)

Anxiety; agitation; night
sedation; convulsions.
Alternative is sc midazolam,
which is shorter-acting. Cau
in chronic respiratory diseas
SE: drowsiness, confusion,
paradoxical increase in
agitation.

Diclofenac

p.o.
p.o.
im

PR

csci

25-50mg
75mg (m/r)
75mg

50mg

up to 150mg

tds.

BD

Stat
OD-td.s.
24h

Bone pain and other
inflammatory conditions if
paracetamol and weak opio
found to be ineffective.

May enhance the anticoagu
effect of warfarin. Caution
required in patients with ast
Increased risk of thrombotic
events.

If ineffective, try another NS
Contraindicated with active
peptic ulcer, Gl bleeding, or
renal failure. Consider PPI
prophylaxis in patients at ris
peptic ulceration. Use sepai
syringe pump.

SE: local irritation.

Dihydrocodeine

p.o.
p.o. (m/r)

30-60mg
60-120mg

4-6h
BD

Moderate pain. Similar effici
to codeine orally—one-tentt
potent as morphine. Increas
risk of toxicity in renal failure
requires dose reduction to €
Anticipate constipation.

Disodium
pamidronate

30-90mg

Minimum 60mg
per

250mL sodium
chloride 0.9%

Hypercalcaemia. Rehydrate
first. Max rate: 1mg/min or
20mg/h if renal impairment.
Repeat after one week gap
poor initial response. Bone |
(especially breast cancer ar
multiple myeloma). Takes 7
days to produce maximal ef
which lasts for 2-3 weeks. (
60-90mg every 3-4 weeks
monitor efficacy. Risk of
osteonecrosis of jaw. Denta
checkup before start of non-
emergency treatment.

Docusate sodium

p.o.

100-200mg

OD-td.s.

Softens stool. Weak stimula
May help constipation in
presence of partial bowel
obstruction. Acts in 12-72h.

Domperidone

p.o.
PR

10mg
30mg

8-12h
8-12h

Anti-emetic, bowel motility
stimulant. Beware intestinal
obstruction as may cause c
BD dosing may be adequatt
30mg PR = 10mg p.o., less
extrapyramidal problems th:
with metoclopramide. Avoid
other risk factors for QT inte
prolongation.

Duloxetine

30-120mg

oD

Depression/ diabetic
neuropathy. Multiple drug
interactions. Avoid in
hypertension, renal/hepatic
impairment. SE: nausea.

Etamsylate

p.o.

500mg

QDs

Useful for capillary bleeding
presence of normal platelet
numbers. Discontinued in U
but unlicensed product is
available.

Fentanyl

Transdermal

12, 25, 37.5,
50, 75, 100
micrograms/h
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72h

Strong opioid for severe pai
Owing to slow onset of actic
patients may need extra



analgesia for up to 24h afte
fentanyl patch is started.
Laxatives may be reduced,
causes less constipation the
other opioids. On removal o
patch, it may take 17h or m¢
for plasma levels to drop by
50%. Unsuitable for unstabl
pain owing to slow onset of
action

éq ivalent Fentany‘i"
Conversion: patch mg
Daily oral micrograi

120-149 50
150-179 62.5
180-239 75
240-299 100

Caution: when changing fro
transdermal fentanyl to
morphine, use lower equiva
than calculated morphine dc
To avoid confusion between
available products, it may b
safer to prescribe using brai
name.

Some evidence that patient:
anticonvulsants may need
increased doses.

Fentanyl

Oral
transmucosal

50-1600
micrograms

For
breakthrough
pain (max
QDs)

There are several transmuc
fast-acting fentanyl products
See pp. 269-275.

Products are not
interchangeable-—prescrib¢
brand. Breakthrough doses
not related to background
analgesia doses. Should on
initiated when patient is on ¢
least 60mg oral morphine ol
other strong opioid equivale

Fluconazole

p.o.

50mg

oD

Oral candidiasis. Give 7-14
course. Multiple drug

interactions. Higher doses il
immunocompromised. 150n
stat for vaginal candidiasis.

Fluoxetine

p.o.

20-60mg

Mane

SSRI antidepressant. Long
life. SE: anxiety. Gl symptor
usually settle within a few d:
Check drug interactions.

Gabapentin

p.o.

Starting
dose100—
300mg

Max 1.2g p.o.
tds.

Initially nocte,
then t.d.s.

Neuropathic pain.
Anticonvulsant. First-line ch
for neuropathic pain. Use lo
dosing in elderly and if rena
failure present. Avoid in
psychotic illness. Slow titrat
over several weeks is advis
in debilitated, elderly patient
and those with renal impairr
or receiving CNS depressar
drugs. Avoid abrupt withdra'
(Withdraw over 1 week.) SE
drowsiness, fatigue, ataxia.
Used off-label for uraemic it
sweats, and hiccups.

Gliclazide

p.o. (ilr)
p.o. (m/r)

40-80mg
30mg
(equivalent to
80mg ilr)

oD
oD
max120mg/24h

Sulfonylurea.
SE: weight gain, hypoglyca¢
Gl upset.

Glycopyrronium

p.o.

0.2-2mg
0.6-1.2mg
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tds.
24h td.s.

Reduces secretions in termi
phase and sialorrhoea, e.g.



sc

200-400

MND. Also used for

micrograms antispasmodic, e.g. in
inoperable bowel obstructio
Probably less central and/ol
cardiac side effects than
atropine or hyoscine
hydrobromide.

Granisetron p.o. 1-2mg oD Serotonin (5HT3) antagonis

transdermal 3.1mg/24hr Up to 7 days Nausea/vomiting especially
RT or C/T.
SE: constipation.
Haloperidol p.o. 0.5-5mg Nocte-BD Anti-emetic. Small doses (e
sc csci 1-2.5mg 1.5- p.rn.upto 1.5mg-3mg nocte) for naus
10mg td.s. particularly drug- or metabo
24h induced. csci concentration
dependent on compatibility
0.9% NaCl. Higher doses in
psychosis and agitation. Thi
management of delirium or
psychosis should be
distinguished from the long-
treatment of behavioural
disturbance in dementia for
which antipsychotics should
regarded as the last resort.
Beware extrapyramidal side
effects and avoid in Parkins
disease.

Hydromorphone iir ~ p.o. Titrated 4h Alternative strong opioid. C:
ilr 1.3, 2.6mg x 7.5 potency
morphine

Hydromorphone m/r  p.o. Titrated BD Capsmir2,4,8
hydromorphone
(mg)

13 10

2 15

4 30

8 60

16 120
Hydromorphone csci Titrated 24h 10mg in 1mL, 20mg in 1mL

sc 4h 50mg/1mL amps.

Available only as ‘unlicense

special’.

When converting

hydromorphone from p.o. tc

use half the p.o. dose.

Hyoscine csci 60-180mg 24h Antimuscarinic, anticholiner

butylbromide csci (intestinal 24h Less sedating than hyoscin¢

sc obstruction) 4h p.r.n. hydrobromide as does not ¢
p.o. 20-120mg QDs blood-brain barrier.
(noisy Uses: intestinal colic, reduc:
respiratory Gl and bronchial secretions
secretions) Very short half-life. **Poor o
20mg bioavailability**
10-20mg
Hyoscine sc 200-400 4-8h Antimuscarinic, anticholiner
hydrobromide csci micrograms 24h Anti-emetic for refractory
SL 1.2-2.4mg 6h p.r.n. nausea. Dries respiratory ar
patch 300 Change secretions.
micrograms every 72h SE: sedation, confusion,
1 patch paradoxical agitation.
behind ear
(1mg)
Ibandronic acid p.o. 50mg oD Reduction of bone damage
iv 6mg 3-4 weekly bone metastases.
iv 2-4mg Stat Hypercalcaemia. Only
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bisphosphonate authorized
use in severe renal impairm
Dental checkup before start
treatment. Monitor for
osteonecrosis of jaw with al
bisphosphonates.



SE: oesophagitis with tablet
swallow whole with plenty o
water 30min before food or
other meds.

Ibuprofen

p.o.

200-800mg

td.s.

First-line NSAID. Lower risk
side effects than with other
commonly used NSAIDs.
Topical preparations availak
See diclofenac for
contraindications.

Ipratropium bromide

Neb

250-500
micrograms

t.d.s.—QDS

Reversible airways obstruct
particularly if COPD present
Drying effect on secretions.
Mouthpiece preferable to
minimize nebulized solution
affecting eyes.

Ketamine

p.o.

10-100mg

t.d.s-QDS

Under specialist supervisior
only. Neuropathic pain; builc
dose slowly. May need
prophylactic oral haloperido
benzodiazepine to cover
psychotomimetic side effect
Oral solution available as ar
‘unlicensed special’.

csci

75-300mg
(higher
doses have
been
reported)

24h

Opioid sparing. May need tc
reduce opioids by 50%. Dilu
sc with 0.9% sodium chlorid
reduce skin irritation.
Caution: epilepsy, raised Bl
heart disease.

Potential for urinary tract,
hepatobiliary, and
neuropsychiatric toxicity.

Ketorolac

p.o. sc

10mg 10—
30mg

4-6h (elderly
6-8h) t.d.s.

Bone pain and other
inflammatory conditions. Mz
40mg p.o. daily. Max 90mg
daily. See diclofenac warnin
and cautions. Beware gastri
bleeding. Use separate syril
pump.

csci

60-90mg

24h

High risk of gastric side effe
use gastric protection (PPI).

Lactulose

p.o.

15-30mL

BD

Osmotic laxative. May caus
abdominal bloating and win:
Requires a good fluid intake
May take 48h for full effect.

Lansoprazole

p.o.

15-30mg

Proton pump inhibitor. Gasti
and duodenal ulcer and

oesophagitis Prophylaxis wi
NSAIDs and corticosteroids
Orodispersible tablet availal

Levomepromazine

6-25mg

OD-BD

Nausea and vomiting.
Broad-spectrum anti-emetic
25mg tabs; 6mg tablets
available (unlicensed).

SE: sedation.

sc

5-12.5mg

4-8h
(max
25mg/24h)

csci

5-25mg

24h

sc route may cause skin
reaction. Dilute with sodium
chloride 0.9%.

Levomepromazine

25-200mg
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oD

Psychosis or severe agitatic
Can use for terminal sedatic
SE: May cause anticholiner
side effects, hypotension, ai
extrapyramidal symptoms. /
in dementia or use lowest

effective dose if necessary.
lower seizure threshold. Avc



Parkinson’s disease.sc 5-2!
48h

csci

5-150mg 24h

sc route may cause skin
reaction. With long half-life,
be given as intermittent sc
injections 1-3 times/24h. Di
with sodium chloride 0.9%.

Lidocaine (lignocaine) Topical

5% ointment
5% plaster

Topical analgesia. Neuropal
pain. Apply 1-3 patches for
on-off basis. Avoid
brokenl/irritated skin. Can ct
patch to desired size.

Loperamide p.o. 2-4mg p.r.n. after Useful for diarrhoea and the
max each loose pain of bowel colic. Max of
16mg/24h stoolorupto  64mg/day for stoma output

QDS-t.d.s. reduction. No CNS effects.
Ensure diarrhoea not secon
to faecal impaction.

Lorazepam p.o./sl 0.5-2mg 4mg BD Anxiety/panic attacks. Short

iv 1-2mg Stat (slowly) duration of action than

sc 6h-8h diazepam. Useful sublingua
acute anxiety and
breathlessness. Acute treati
of seizures. Terminal agitati
Generally used with an
antipsychotic.

Macrogols p.o. Dissolve 1-3 Osmotic laxative. Effect see

(polyethylene glycols) sachet sachets/day within 1-3 days.

(e.g. Movicol) in125mL upto8 Requires 5-10 times more ¢
water sachets/day for fluid volume than lactulose,

faecal which may be unacceptable

impaction many seriously ill patients.
Licensed for faecal impactic
Check taste/volume accept:
to patients.

Medroxyprogesterone p.o. 400mg OD-BD Appetite stimulation in anor

acetate p.o. 5-20mg BD-QDS Increase in body mass likely

to fluid retention and increa:
body fat. Effect enhanced w
concurrent NSAID. Takes 2-
weeks to produce maximal
effect. Hot flushes after sur¢
or chemical castration. SE:
weight gain, thromboemboli
events, male impotence.

Megestrol acetate p.o. 40-160mg oM See medroxyprogesterone

acetate.

Methadone p.o. Titrated BD-t.d.s. Alternative strong opioid

sc csci Titrated BD-t.d.s. analgesic for patients who f:
Titrated 24h respond to/tolerate morphin

Nociceptive and neuropathi
pain.

Specialist use only: widely
variable half-life, multiple
interactions, and complicate
dose titration. Avoid concun
use with drugs that prolong
interval.

Subcutaneously, use 50-70
oral dose. Can be used in r¢
failure. Prescribed differentl
from morphine, see Chapte
Pain management. SE: Lon
half-life can lead to overdos

Methotrimeprazine, see levomepromazine

Methylnaltrexone sc

8-12mg
depending on
weight

Peripheral opioid antagonist
reversal of constipation. Boy
action 30-60min after dose.
Alternate days or stat.

SE: abdominal discomfort.
Avoid in mechanical Gl
obstruction.
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Methylphenidate

p.o.

2.5mg-10mg OD-BD

Similar to dexamfetamine br
less potent and shorter half-
Uses: cancer-related fatigue
depression in terminal illnes
Monitor BP. Last dose no la
than 2 p.m.

SE: restlessness, confusion
sleep disturbance.

Metoclopramide

p.o.

sc csci

10mg td.s.
10mg 30— t.d.s. 24h
100mg

Anti-emetic. Increases gut
motility and gastric emptyin¢
Use cautiously in Gl obstruc
Stop if makes Gl cramps or
diarrhoea worse.

SE: extrapyramidal (reversil
with procyclidine).

Metronidazole

p.o.
Topical iv PR

400mg td.s.
0.75% gel td.s.
500mg td.s.
1g td.s.

Antibiotic for anaerobic
infections. Topically useful fi
fungating, odorous wounds.
Reduce dose in elderly/hep:
impairment.

SE: nausea. Avoid alcohol.

Midazolam

sc/ buccal
csci

2-10mg p.r.n.
10-60mg 24h

Benzodiazepine. Shorter
duration of action than
diazepam. Buccal liquid
available. Single doses use!
for quick, uncomfortable
procedures, anxiety, and
agitation. Used in the
management of terminal
agitation. A dose of 20—
30mg/24h needed to replac
oral anticonvulsants. im/iv fc
crisis dose, e.g. in terminal
bleeds, may be needed.

Mirtazapine

p.o.

15-45mg Nocte
titrate

Noradrenergic and specific
serotoninergic antidepressa
(NaSSA). Some evidence o
faster onset of action and
promotion of appetite and sl
than other newer
antidepressants (lower dose
more sedating than higher,
enervating doses).

Morphine (i/r)

p.o.
PR

Titrated 4h
Titrated 4h

Pain/breathlessness.
Morphine is first-line strong
opioid of choice. Oramorph
10mg/5mL, 100mg/5mL.
Sevredol tabs: 10mg, 20mg
50mg.

Supps: 10, 15, 20, 30mg
Topical gel can be made up
SE: constipation, N&V,
drowsiness, myoclonic jerks
etc.

Morphine (m/r)

p.o.

Titrated 12h

Various preparations availal
including tablets (MST®,

Morphgesir:@, Filnarine® SR
sachets containing m/r gran
(MST® sachets), and capsu
containing m/r granules

(Zomorph®). Where possibl
keep individual patients on 1
same m/r brand to minimize
confusion and improve safe

Morphine (m/r)
Morphine inj

p.o.
sc
esci

Titrated 24h
Titrated 4h 24h
Titrated

MXL® 30, 60, 90, 120, 150,
200mg (OD). Capsules
containing m/r granules
10mg, 15mg, 20mg, 30mg/r
1mL and 2mL amps.
Conversion: p.o. to sc 2:1.

Nabilone

0.25mg-1mg BD
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Cannabinoid for nausea,
spasticity, and refractory pa



SE: sedation/dysphoria may
occur with higher doses.

Unsuitable in atrial fibrillatio
heart failure, and psychosis

Naloxegol

25mg oD
Pre-breakfast

Treatment of opioid-inducec
constipation in adults whose
constipation has not adequ:
responded to laxatives. Avo
risk of Gl perforation.
Contraindicated in underlyir
malignancies of gastrointest
tract or peritoneum, recurrel
advanced ovarian cancer

Naloxone

im/sc

20 Every 2 min

micrograms—  or according to

response

micrograms
(Dilute 1mL
amp of 400
micrograms
naloxone to
10mL with

NaCl 0.9%)

Reversal of respiratory
depression caused by medi
use of opioids. Titrate small
doses based on respiratory
Use caution: larger than
recommended naloxone do:
can reverse analgesia, lead
to intense pain/distress. The
may result in hypertension,
arrhythmias, pulmonary
oedema, and cardiac arrest
Follow local/BNF guidance.
Be aware that treating opioi
induced respiratory depress
may require repeated dosin
and close monitoring for se\
hours.

NB: These doses are lower
referenced doses for acute
opioid overdose (0.4mg-2n

Naproxen

p.o.

250-500mg  BD

Bone pain and other
inflammatory conditions. If
ineffective, try another NSA
Beware with warfarin and in
patients who are asthmatic.
Contraindicated with active
peptic ulcer or Gl bleeding.
See diclofenac for warnings
cautions. No increase in
thrombotic events comparer
with other commonly used
NSAIDs.

Nifedipine

p.o.
p.o.
sl

5-10mg td.s.
10-20mg m/r BD
5mg tds.

Smooth muscle relaxant; us
for hiccups, oesophageal
spasm, and tenesmus.

SE: hypotension, peripheral
oedema, headache. Patient
with angina should not bite i
or use a normal release
capsule.

Nystatin

p.o.

1-5mL QDbs
100,000 u/mL.

Oral candidiasis.
Swirl round mouth and teett
1 min and then swallow.

Octreotide
Sandostatin LAR
Lanreotide
Somatuline autogel

sC

csci
Depot im
Depot im
Depot sc

50-200 td.s.
micrograms ~ 24h
100-600
micrograms
30mg/month
30mg/2

weeks

60-120mg/4

weeks

Use on specialist advice onl
Somatostatin analogue.
Uses: hormone-secreting
tumours, intestinal obstructi
intractable diarrhoea, ascite
Dose varies according to
indication. Expensive; use v
other treatments have failec
Use with caution if patient h
diabetes mellitus.

**Higher doses may be
recommended by specialist:

Olanzapine

p.o.

2.5-10mg Nocte
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New-generation antipsychot
Moderate-to-severe mania ¢
nausea (off-label). Starting ¢
for nausea 2.5mg.

SE: drowsiness, weight gair



Less movement-related
disorders than older
antipsychotics. Caution:
Parkinson'’s disease,
hyperglycaemia. Avoid if an
cerebrovascular risk.

Omeprazole p.o.
iv

10-40mg oD
40mg oD

Proton pump inhibitor (PPI).
Gastric/duodenal ulcers, ref
oesophagitis, and NSAID-
associated peptic ulcer dise
Dispersible tabs available.

Ondansetron p.o./scliv
PR csci

8mg BD-t.d.s.
16mg 8- OD 24h
24mg

Serotonin (5HT3) antagonis
Uses: vomiting caused by R
CIT, intestinal obstruction,
hepatic cholestatic itch.
Max 8mg daily in severe he
failure.

SE: constipation, headache
Can prolong QT interval. Av
high iv doses in patients ag¢
over 65 yrs.

Melt forms and syrup availa

Oxycodone m/r p.o.

Titrated 12h

Modified release tabs 5mg,
10mg, 20mg, 40mg, 80mg,
120mg 12h.

Available in combination wit
naloxone (Targinact). May b
benefit if upward titration of
laxatives is ineffective.

See SPC for details.

Oxycodone i/r p.o.
PR

Titrated 4-6h
Titrated 8h

Moderate-to-severe pain.
5mg, 10mg, 20mg caps.
Liquid 5mg/5mL,
10mg/mL.20mg

Oral morphine equivalent to
10mg oxycodone. Oxycodoi
30mg supps available (long
acting than morphine supps

Oxycodone inj sc
csci

1.25-10mg 4h
Titrated 24h

10mg/mL, 1mL/2mL amps,
50mg/mL high-strength 1ml
amp (may be useful where |
doses cause volume difficul
for csci).

Twice as potent as oral
oxycodone; e.g. 20mg of or:
oxycodone is equivalent to
10mg of injectable oxycodoi

Pamidronate (see Disodium pamidronate)

Pancreatin p.o. Dose titrated Steatorrhoea caused by bili:
with meals and/or pancreatic obstructic
Several products available;
Creon® 10,000 units, 1-2
capsules with meals.
Preparations containing hig!
doses of lipase and amylast
available.
Paracetamol p.o. PRiv 0.5-1g 4-6h Analgesic. Antipyretic. Max
0.5-1g 4-6h 24h.
1g (if weight ~ 4-6h Available as tabs, caps, cap
<50kg reduce susp, dispersible, supposito
dose to and iv.
15mg/kg) Reduce dose in renal/hepat
impairment.
Parecoxib scliv 40mg initially 12 h Cox-2 inhibitor NSAID. Less

csci

then 20-40mg 24h
40-80mg

irritation than non-selective
NSAIDs.

Max 80mg/day. Half dose in
elderly or low body weight.
Use cautiously as increasec
of cardiovascular and throm
events. Use separate syring
pump.
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Paroxetine p.o.

10-40mg

oD

SSRI antidepressant/anxioly
Short half-life. Used for itch
sweating. Withdraw slowly.
SE: Beware serotonin
syndrome. Multiple drug
interactions.

Phenobarbital p.o.
im esci

60-180mg
50-200mg
100-600mg

Nocte
BD 24h

Anticonvulsant. Specialist u
only when used as replacer
for oral anticonvulsant and i
terminal agitation.

Use separate syringe pump
Avoid abrupt withdrawal.
Max 1600mg daily (extreme
terminal agitation).

Avoid sc stat doses—risk of
local necrosis.

Pilocarpine p.o.

5mg

t.d.s. with
meals

Parasympathomimetic. Can
use eye drops orally; 3 drop
4% = 6mg.

Sialagogue for dry mouth.

Pregabalin p.o.

75mg
Max 300mg

BD
BD

Neuropathic pain. Similar m
of action to gabapentin. Rec
dose in renal impairment. S
with 25mg in elderly or
debilitated patients.
Common side effects are
sedation, dizziness, and
headaches.

Potentiated by alcohol and
oxycodone.

Prochlorperazine p.o.
im
buccal

5-10mg
12.5mg
3-6mg

tds.
tds.
BD

Neuroleptic anti-emetic.
May be useful for
metabolic/drug-induced nau
Too irritant to be given
subcutaneously.

Procyclidine

p.o. imfiv

2.5-5mg
5-10mg

tds.
p.r.n.

For management of

extrapyramidal side effects
neuroleptic drugs or dopam
antagonists. Max 30mg dail

Ranitidine p.o.
p.o.

iviim/sc

csci

300mg
150mg
50mg
150-300mg

Nocte
BD
6-8h
24h

Prophylaxis and treatment ¢
gastric or duodenal ulceratic
and gastric reflux. Less
evidence of protection agair
NSAID-induced gastric
ulceration than PPls.

Risperidone p.o.

0.25-2mg

BD

‘Atypical’ antipsychotic usef
psychoses in which both
positive and negative symp!
are prominent. Extrapyramic
symptoms are less commor
than with traditional
antipsychotics. Also license
aggression in Alzheimer's
dementia, although use
cautiously as increased risk
CVA in dementia patients.
Caution in presence of
cardiovascular disease or
epilepsy. In elderly, start at :
or 500 micrograms.

Salbutamol Neb

2.5-5mg

2-4h p.r.n.

B, agonist for bronchospasi
Can be used p.r.n. SE:
tachycardia, tremor and
hypokalaemia. Multiple dos¢
can lead to agitation and
anxiety.

Saline Neb

2.5mL

p.r.n. or QDS

May be helpful to loosen
tenacious sputum.

Senna p.o.

15-30mg

Nocte

Stimulant laxative. Acts in 8
12h. May cause bowel colic
Avoid in bowel obstruction.

Max dose of 30mg QDS.
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Sertraline

p.o.

50-200mg oD

SSRI antidepressant.

Considered a first-line optio
depression. Caution in epile
as reduces seizure threshol

SE: Gl upset (avoid if gastri
bleeding).

As effective as amitriptyline
treating depression with an)
Benefit in cholestatic pruritu

Sodium picosulphate

p.o.

Start 5mg od.

Stimulant laxative. Can be L
as a single agent and titrate
as necessary. Do not use in
intestinal obstruction.

Sodium valproate

p.o.

100mg BD
(initial dose)

Anticonvulsant. Some evide
for use as a neuropathic ag
Titrate every 3 days up to m
of 2.5g/24h.

Use equivalent dose for iv i
Tabs, m/r tabs, iv. Suppositc
available by special order.
SE: nausea, blood dyscrasi:
liver dysfunction, pancreatiti

Spironolactone

p.o. p.o.

100-400mg  OD OD
(ascites)

12.5-50mg

(severe CHF)

Potassium-sparing diuretic.
Potentiates thiazide or loop
diuretics.

Ind: oedema, and ascites in
cirrhosis of the liver, malign:
ascites, CCF. (Ascites dose
regimens vary considerably.
Trial with furosemide for few
days. Avoid with ACE inhibi
potassium supplements, an
potassium-sparing diuretics
could cause hyperkalaemia
SE: gynaecomastia, Gl
disturbance.

Sucralphate

p.o.
p.o.

29 BD
1g abs

Protects mucosa from acid-
pepsin attack in gastric and
duodenal ulcers (suspensio
Can make topical suspensic
for mouth or rectal surface
bleeding.

SE: constipation, bezoar
formation with enteral feeds
Reduces absorption of seve
drugs.

Tinzaparin

sc

175u/kg oD
(units)

Low molecular weight hepai
(LMWH). Treatment dose
DVT/PE.

Tizanidine

p.o.

2mg titrate, 3- OD
day intervals,

2mg steps,

max

36mg/day

Muscle relaxant for spasticil
associated with multiple
sclerosis or spinal cord dise
Regular LFT monitoring for
4 months. Higher doses givi
BD-QDS. SE: drowsiness.
Avoid abrupt withdrawal.

Tramadol

p.o. (i/r) p.o. (m/r)

50-100mg QDS BD
50-200mg

(max

400mg/24h)

WHO Step 2 analgesic. Ma)
useful for nociceptive and
neuropathic pain. See p. 2¢
for opioid conversion factors
Less constipating than code
but more vomiting and
dizziness.

Tranexamic acid

p.o. iv

1-1.5g BD-QDS QDS
15mg/kg
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Inhibits fibrinolysis. Useful fc
capillary bleeding, e.g. surfe
bleeding from ulcerated
tumours. iv amps (undiluted
50mg/5ml) can be used as
topical solution or oral rinse
local bleeding. Caution if
haematuria, as may encour:
clot formation and ureteric
obstruction. Contraindicatec



history of thromboembolism

DIC.
Venlafaxine p.o. Initially BD Serotonin and noradrenalin
37.5mg reuptake inhibitor (SNRI).

Antidepressant: useful in
anxiety/panic. Depression n
dose = 375mg daily,
anxiety/panic max dose =
225mg daily. Used also for |
flushes and neuropathic pai
Avoid abrupt withdrawal. Ce
prolong QT interval.

Zoledronic acid iv 15 minutes 4mg Stat or every 3— Bisphosphonate used to tre
4 weeks bone pain, hypercalcaemia,
in the prevention of skeletal
related events associated w
osteolytic bone metastases.
with caution in renal impairn
Monitor calcium levels if use
bone pain, as may require v
and calcium. SE: flu-like
syndrome and osteonecrosi
jaw. Dental checkup before
of treatment.
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Introduction

Cancer is a word not a sentence.
John Diamond (1950-2001)
Clinical observations, classifications, and theories of cancer extend to the dawn of
medical history.
Michael Shimkin (b. 1926)

Cancer is an important cause of morbidity and mortality, particularly in
industrialized countries. Currently in the UK, one person in two will be
diagnosed with some form of cancer during their lifetime and one in four will
die of the disease.

Cancer incidence increases exponentially with age; with increasing life
expectancy, cancer will become an even more common problem in the
future.

Cancers may develop in all body tissues. The cells that form cancers can
be differentiated from cells in normal tissues in a number of ways:

« cell division that has escaped the control of normal homeostasis

= abnormalities of cell differentiation—in general, cancer cells tend to be less
well differentiated than their non-malignant counterparts

« resistance to programmed cell death

- the potential for cancerous cells to invade local tissues and metastasize
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The development of cancer is associated with the accumulation of defects
or ‘mutations’ in a number of critical genes within the cell. Many cancers are
associated with mutations leading to overactivity of growth-promoting genes,
commonly known as ‘oncogenes’. Conversely, cancers may also be
associated with mutations leading to underactivity of genes which normally
act to suppress growth.

Although our understanding of the genetic abnormalities underlying cancer
has grown exponentially over the last decade, the factors that cause these
changes are not clear for most cancers. There is evidence that exogenous
carcinogens may be closely linked to some cancers. Smoking, for example,
is a causative factor in lung, cervix, and bladder cancer.

In other cancers, there is an inherited susceptibility to particular types of
malignancy. In the majority of common cancers, however, the cause remains
elusive. It is likely that for many of these cancers, both environmental and
genetic factors are implicated.

Organization of cancer care

Optimal care of the patient with cancer requires input from a number of
medical disciplines. Typically a provisional diagnosis of cancer is made by a
surgeon or physician and confirmed by a pathologist following biopsy or fine-
needle aspiration. After staging the cancer, a surgeon or an oncologist may
then undertake definitive treatment. Support of the patient through treatment
may well involve input from a wide range of surgical, medical, allied medical
health, and laboratory disciplines.

Several factors facilitate this care:
» good organization of cancer services
- site specialization for doctors treating cancer
» multidisciplinary team working
« well-established links with laboratory and clinical cancer research

The disease journey

A close working relationship between oncology and palliative care
professionals is important. Increasingly, the goals are shared, and closer
working relationships forged at different points along the patient’s disease
journey (Fig 6.1).
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Fig 6.1 The disease journey.
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At the time of original diagnosis

Oncological services, and specialist and generalist palliative care services,
including the GP and community health team, need to share information
quickly so, at this point, when the patient and their family feel particularly
vulnerable, informed support can be maximized."

Traditionally, palliative care services were only ‘offered’ to patients when ‘there is
nothing more that can be done’. Increasingly, palliative care is involved from the point
of diagnosis, with increasing input as the oncology needs decrease, maximizing at
the time of death, and continuing on with bereavement support.

1 National Council for Hospice and Specialist Palliative Care Services.
(2002) Definitions of Supportive and Palliative Care. London: NCHSPCS
(Briefing Bulletin 11).

Through the period of staging and/or surgery
This can be a time of great uncertainty for patients, when communicating the
often complex prognostic and treatment information is so important. Many
find the issues very difficult to grasp, so vast are the associated life
implications. An understanding of these issues and of the likely treatments
by all those involved in the clinical and supportive care of patient and family
can help to consolidate information transfer. It is often only a few days after a
crucial oncology outpatient appointment that patients become receptive to
important information.

If other healthcare professionals are hesitant or contradictory in their
explanations of treatment options, patient anxiety will be increased.

‘When | was diagnosed with my bowel cancer | was simply devastated.
You see, | had watched my father dying from lung cancer and | was sure |
would go the same way. | could hardly get out of the hospital quickly
enough to get my farm and affairs sorted out. The doctor said something
about treatment, but | knew from watching others with cancer that
treatment was pointless, so | never went back for the cancer specialist
appointment.

‘It was only after my own doctor came out and we had a good chat that |
even thought that they could do anything for me. In the end | decided to go
and see what they were offering, still never believing that they could do
any good.

‘I honestly believe if my own doctor hadn’t taken the time to come and
explain that there really was something they could do to help, | would not
have been alive to enjoy these past six years’.

Through the period of treatment

While the majority of supportive care during this period tends to be linked
through the oncology services, specialist and generalist palliative care teams
need to be aware of the following:

« goals of treatment

« side effects of treatment

« follow-up plans

The goals of oncology treatment
Before commencing any treatment it is important that both patient and carers
are aware of the goals of treatment.

It is possible, particularly if the outlook is not good, that patients will ask
different members of the team, hoping to find a more optimistic prognosis.
Clearly it is not in the patient’s interest to hear conflicting opinions about their
prognosis, and this should be avoided.
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Openness regarding realistic treatment outcomes is also important in
maintaining staff morale. While the death of a patient is often difficult,
particularly for the nurses who are most closely involved in care, this is
especially so if unrealistic expectations of treatment are fostered.

Radical oncological treatment

Radical oncological interventions are curative in intent. They may involve
surgery, radiotherapy, immunotherapy, or chemotherapy (or a combination of
these modalities).

Because the potential benefits of treatment are great, a relatively high
incidence of side effects is more acceptable.

Providing patients with good symptom control and emotional support
through radical treatment is important. They need to be encouraged to
complete what is often a very demanding treatment course in order to
benefit maximally. Without such encouragement, patients may miss the only
opportunity they have of cure.

Increasingly, there is an appreciation that such treatments may be
associated with long-term toxicities or side effects (which may be especially
relevant for children). Clearly, in this potentially curative group, care must be
taken to minimize the potential for cumulative dose toxicities such as
cardiotoxicity caused by anthracyclines.

Adjuvant oncological treatment
Many patients suffer tumour relapse following apparently curative surgery for
their primary tumour. This is believed to be due to the presence of
micrometastatic disease that is not clinically apparent at the time of the
primary treatment. Anticancer treatment (usually chemotherapy) given at this
stage has been shown to improve long-term survival for some tumours. This
approach has proven successful even for tumours where chemotherapy is
not curative in the metastatic setting, and is presumably related to the
increased chemosensitivity associated with microscopic volumes of disease.

The absolute gains in survival from adjuvant chemotherapy are generally
small but real. At present, there are few predictive factors to identify those
patients most likely to benefit from adjuvant therapy. The decision to proceed
is often based on the statistical likelihood of relapse, with those at highest
risk benefiting most.

The fact remains that the majority of patients will not benefit from adjuvant
therapies. Such treatments should therefore have manageable acute
toxicities and a low incidence of long-term toxicities.

Palliative oncological treatment

Palliative treatment is indicated when curative treatment is not possible but
where treatments may have sufficient anticancer activity to improve cancer-
related symptoms. In many cases, improvement of symptoms is
accompanied by tumour shrinkage detectable clinically or by radiological
methods such as CT scan or MRI. It is increasingly recognized that there
may be a palliative benefit even in the absence of tumour shrinkage.

As the primary object of therapy is to improve quality of life, such
treatments should be well tolerated with a low incidence of acute side
effects. Long-term toxicities are generally not relevant.

In some cases the distinction between radical and palliative treatment may
not be absolutely clear-cut. Indeed, the aims of treatment may change as the
disease progresses.

Patients presenting with advanced ovarian cancer, for example, have
largely incurable disease. However, the tumour is often chemosensitive, and
lengthy remissions are often seen following primary chemotherapy. In such
patients a relatively high incidence of acute toxicity may be acceptable, with
efforts being focused on managing chemotherapy-related symptoms.
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Conversely, a patient presenting with relapsed ovarian cancer following first-
line chemotherapy has a low expectation of benefit from further
chemotherapy. Consequently, only a low incidence of acute toxicity is
acceptable with second-line chemotherapy, from which expectation of
benefit is very limited.

For patients and carers who have been through radical or adjuvant
therapy, the switch to palliative treatment can be difficult to accept.

In particular, the patient and carers have to be informed that the most
important element of assessing palliative treatments is their overall impact
on quality of life, and that emphasis will shift to a global assessment
balance between toxicity and antitumour benefit.

Managing patients receiving oncology treatments

Chemotherapy, radiotherapy, and immunotherapy are now given largely on
an outpatient basis. Surgical patients also spend less time in hospital than in
the past. This allows patients to spend more time at home, which inevitably
places an increased burden of care on those providing support in the
community, particularly where the cancer centre is a long distance from
home. Thus a general understanding of the particular side effects, and the
appropriate treatment for such complications, is needed by healthcare
professionals in the community and those providing on-call services.

It should not be assumed that a new symptom developing in a patient
undergoing treatment for cancer is related to the side effects of treatment or
to the cancer itself, although the high possibility of this must be considered.
(Chemotherapy does not prevent patients developing appendicitis!) Thus the
health professional needs to assess each new symptom independently, and
be aware of the side effects of commonly used oncological treatment

regimens. (3 See Chemotherapy, pp. 138-145, and Radiotherapy, pp.
151-153.)

Supportive teams need to know the significance and appropriate

responses for individual patients to such side effects, as with the following:

clinical anaemia

nausea and vomiting

* pain

pyrexia and possible infection

What are the risks of neutropenia for this patient?

increased drowsiness

confusion

= Could this patient be opioid toxic, hypercalcaemic, or developing renal
failure?

hair loss

altered sensation, back pain, incontinence

= Could this patient be developing spinal cord compression?

peripheral neurotoxicity

The appropriate response and management will differ according to what the patient

and family want, the disease process, and where the patient is on their disease

journey.

.

.

Treatment planning

It is important that treatment plans are communicated adequately to patients,

families, and professional carers to ensure that appropriate support is given.
A basic management plan should include:

« details of proposed diagnostic and staging investigations
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« proposed treatment plan for surgery, chemotherapy, and radiotherapy
where appropriate.

The plan should include details regarding the duration of treatment and
timing of interval investigations to assess response to therapy. (Patients
can be understandably anxious in the days preceding a scan aimed at
assessing response to treatment.)

« changes to treatment dosages or frequency, including reasons for change

« particular side effects of treatment and specific advice on what to do if
these problems develop

« clear instructions about how long treatments such as antibiotics or steroids
should be administered or tailed off

« treatment goals

« details of significant conversations with patients and their carers relating to
their understanding of their disease and their wishes for further treatment

« clear details of who to contact in case of treatment complications

No single set of healthcare professionals can manage the many needs that patients
have on their disease journey. Holistic, patient-centred care requires a
multiprofessional and multidisciplinary approach that places the patient and family at
the centre.

Many centres are now using patient-held records to facilitate
improvements in communication. The different professionals record their
findings and management plans, thus improving the continuity of care. With
the increasing demand for transparency in care from patient groups, and the
importance of ongoing care, such systems may well become commonplace
in the UK.

Clinical trials
Clinical research is necessary in order to improve outcomes for patients with
cancer. The link between the laboratory and the clinic is developing and
increasingly patients are being recruited into trials.

There are three main types of clinical trial:

Phase |

Aims

« to establish the human toxicity of a new drug through delivering carefully
selected increasing doses to patients

« to establish the safe dose at which to start further trials with the drug
« to evaluate the body’s handling of the drug by pharmacokinetic studies

Eligible patients

« patients who have progressive disease despite standard oncological
therapy or those for whom no standard therapy exists

 patients must be aware that the primary objective of the studies is to
assess toxicity—there is little expectation of benefit to themselves, with a
response rate of approximately 5%

« patients recruited to Phase | trials usually have a good performance status
and are highly motivated individuals, since involvement often requires
intensive monitoring as an inpatient

Phase Il

Aim

« to establish the antitumour activity of the drug for a particular tumour type
Eligible patients

« patients who have progressive disease despite standard chemotherapy or
for whom no standard therapy exists
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« patients usually have a good performance status and are highly motivated
« patients are closely monitored with toxicity and response assessments, but
not as intensively as those in Phase | studies

Phase Il
Aim
» to compare the new drug or drug combination with conventional therapy

Eligible patients
« patients for whom a standard therapy exists (new drugs may also be
compared with ‘best supportive care’ where no standard therapy exists)
Important and common end points include disease-free survival (in adjuvant
studies) and overall survival (in palliative studies). Increasingly, more
clinically relevant end points such as improvements in pain, performance
status, weight gain, and quality of life are being used in Phase Ill trials of
palliative agents.
Typically Phase Ill trials are much larger than Phase | and Phase |l trials,
and patients require less frequent monitoring.

Aims of clinical trials

+ Phase I: dose/schedule finding, typically 20-50 patients

» Phase II: disease finding, typically 50—100 patients

» Phase Ill: comparison of novel treatment/schedule to standard of care,
typically 500-1000 patients

Some studies include Phase iv trials. These studies continue after the drug

or treatment has been marketed to gather information on the drug’s effect in

various populations and to identify side effects associated with long-term

use.

Survivorship

Overall survival rates for cancer are increasing, but sometimes at a cost. It is
estimated that by 2020 there will be over 2 million people living in the UK
who have received cancer treatments. This may or may not have resulted in
clinical cure, but their health has nevertheless been affected. The majority
will be affected in a minor way, but some will have significant severe long-
term adverse effects. Cancer ‘survivors’ live with a significantly higher
incidence of chronic illness and debility than those without a cancer
diagnosis.

Traditionally, oncologists have concentrated on the management of acute
rather than more chronic side effects of cancer treatment. There is no
system to record severe long-term outcomes for those who have received
radiotherapy or chemotherapy in the past, making it impossible for national
trends to be studied or clusters of problems spotted early. This may become
an increasing problem as new equipment, surgical techniques, and drugs
are being introduced at an ever-increasing rate. High-profile clinical
situations include radiation-induced brachial plexopathy following treatment
for cancer of the breast, and pelvic morbidity following radical radiotherapy
for cancer of the cervix.

The concern is that many professionals will fail to make a connection
between a patient's new problem and previous cancer diagnosis and
treatment. Even when late effects are recognized, the investigation and
management of sometimes multiple problems require the help of a wider
multiprofessional team.

There is considerable potential for improvement in the aftercare that our
patients should receive. Macmillan Cancer Support has identified a number
of priorities:

« a national register of severe late consequences of cancer treatment
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support to ensure that patients recognize and understand changes in
health after cancer treatment, and have the information and support to
manage these effectively

increased understanding of cancer survivorship from a primary care team
point of view and provision of information and support

innovative ways to bring multidisciplinary specialist expertise to the
patients with rare, severe, treatment-related chronic illness (estimated as
5-10% of survivors)

Specialists involved in the palliative care needs of patients may be in a
position to help in the management of some of those patients with the
severest symptoms.

Further reading

Donaldson L. (2007) Reducing harm from radiotherapy. British Medical Journal, 334,
272.
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801-6.

Maher E.J., Makin W. (2007) Life after cancer treatment—a spectrum of chronic
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Menses K., Benz R. (2010) Quality of life in cancer survivorship: 20 years later.
Seminars in Oncology Nursing, 26(1): 36—46.
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radiotherapy patients. Health Care Risk Report, 12: 18-19.

Oncological surgery

Surgery remains the modality of treatment most likely to cure patients
diagnosed with solid tumours. It has most potential when the cancer is
localized, although results are improving for patients with certain types of
metastatic tumours.

Surgery has three main roles in cancer management:

« diagnosis and staging

« treatment with curative intent

« palliative treatment

Diagnosis and staging

In the past, many patients suspected of having cancer required surgery to
confirm the diagnosis. The development of cross-sectional radiology and the
ability to perform diagnostic biopsies using radiological guidance or
endoscopy often allow accurate diagnosis before surgery.

Patient morbidity has significantly reduced since some surgical
procedures are avoided. The number of ‘open-and-close’ laparotomies for
unresectable cancer, for example, has reduced to <5% in recent years,
largely due to these advances. The introduction of sentinel node biopsy for
patients with breast cancer has been effective in reducing the number of
axillary clearances with less morbidity, including pain and lymphoedema.

However, surgical staging remains important in a number of common
tumours:

« Axillary lymph node dissection for patients with breast cancer, for example,
allows assessment of these nodes for tumour involvement. Such
information is important in determining prognosis and guiding decisions
regarding adjuvant treatments.

Ovarian cancer spreads mainly via the transperitoneal route, leading to
tumour deposits in peritoneal surfaces and the omentum—sites poorly
visualized on conventional imaging. A laparotomy for patients with ovarian
cancer therefore allows a more accurate staging of disease than is
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currently possible with non-invasive means. Again, such information is vital
in determining prognosis and guiding further treatment.

Curative surgery
Localized disease

Surgery is most commonly curative in intent for localized cancers, and is
generally dependent on complete resection of the tumour with a margin of
normal tissue.

In some tumours with a propensity to spread to lymph nodes, resection of
the draining lymph nodes may improve local control (e.g. vulval tumours). In
other tumours, the value of lymphadenectomy is uncertain and is the subject
of ongoing clinical trials (e.g. endometrial cancer).

Unfortunately, surgery still fails to cure many patients. There are a number
of reasons for this:

« Development of metastatic disease—this is due to the presence of micro-
metastatic disease unidentifiable at the time of surgery. This is a common
reason for failure of surgery to cure breast and bowel tumours.
Development of local relapse—outcomes from surgery are often closely
linked to the margin of normal tissue excised in continuity with the tumour.
The amount of tissue that can be resected may be limited by patient-
related factors (e.g. only a partial lobectomy may be possible in patients
with lung cancer due to the patients’ underlying poor respiratory function)
or by tumour-related factors (e.g. tumour invasion of a vital structure such
as the aorta).

Metastatic disease

« Although much less common, surgery may be curative in certain tumours
in the metastatic setting. For those patients considered to have
‘oligometastatic’ disease (metastases are limited in number and organ
sites) and good performance state, potentially curative surgery can be
considered on a case-by-case basis. Metastasectomy can be considered
for pulmonary, hepatic, adrenal, splenic, and renal metastases, as well as
for isolated brain metastases, in special circumstances.

In each of these cases, best results are seen with careful patient selection

according to well-defined criteria. In general terms, the best long-term results

are seen in patients who relapse after a long period from initial tumour

diagnosis, and who have low volume disease and a good performance

status.

Palliative surgery

Surgery may provide very effective palliation in a number of situations. Given
the specific problems of oncology patients in the palliative situation (limited
life expectancy, poor performance status, rapid tumour progression), the
decision to proceed with surgery must involve a careful weighing up of the
risk/benefit of such procedures. These decisions are best made with a
multidisciplinary approach by surgeons specialized in oncology and
experienced in palliative management.

Bowel obstruction

Patients with colonic or ovarian cancer form the majority of patients with
bowel obstruction referred for surgery. Surgery to relieve the obstruction is
warranted even if the disease is incurable (e.g. due to liver metastases or
locally advanced disease) as such patients may live for many months.
Where possible, these patients should have the primary tumour excised and
a primary anastomosis performed.

Patients with ovarian cancer commonly present with obstructive bowel
symptoms. At initial presentation, debulking surgery provides excellent
palliation. Patients presenting with relapsed disease and obstructive
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symptoms often have multiple sites of obstruction due to widespread
intraperitoneal dissemination of their disease. In this instance, surgery is
much less likely to be useful.

Fistulae

Fistulae may arise as a result of pelvic tumours or as a complication of
radiotherapy. They are often associated with unpleasant symptoms.
Optimum preoperative assessment requires imaging to delineate exactly the
site of fistula formation and to guide surgical decisions. Surgery may provide
excellent palliation but may not be useful in those with multiple sites of
fistulae or rapidly advancing intra-abdominal disease where life expectancy
is limited.

Jaundice

Obstructive jaundice due to extrinsic pressure by lymph nodes on the biliary
system, or due to intrinsic lesions such as cholangiocarcinoma, is commonly
well palliated by placement of stents.

The complications of stents include infection and blockage, with
consequent need for replacement.

Surgical relief of obstructive jaundice (e.g. by choledocho-enterostomy)
avoids problems associated with stents, and may be indicated in a small
minority of patients with an excellent performance status and slow-growing
disease.

Pain
Surgical debulking of large slow-growing tumours can reduce pain and is

justified in patients where the expected morbidity of the procedure is low.
Neurosurgical approaches (e.g. cordotomy) are only infrequently considered.

Gastrointestinal bleeding

A wide range of endoscopic techniques has been developed to stop

bleeding from benign and malignant causes. This may avoid the need for

more major surgery in patients who have a limited life expectancy.
Techniques include the following:

« sclerotherapy

« laser coagulation

« radiological embolization

Bone metastases

Metastases to bones can cause major palliative problems. Specific problems
include pain and pathological fracture. Factors that identify patients most at
risk of pathological fracture:
- site—lesions in weight-bearing bones
« extent of destruction—destruction of >50% of the cortex
« symptoms—patients complaining of pain, particularly on weight-bearing
« type of lesion—Iytic lesions > blastic lesions
Such patients may benefit (both in terms of reduced pain and reduced risk of
fracture) from prophylactic fixation of a long bone. The type of internal
fixation used depends on the site of fracture and the patient’s performance
status. In all cases, internal fixation of the bone should be followed by
radiotherapy to control tumour growth and to promote healing.

Techniques such as vertebroplasty are available to manage pain in
vertebrae.

Further reading

Errani C et al. (2017) Treatment for long bone metastases based on a systematic
literature review. European Journal of Orthopaedic Surgery & Traumatology
27(2):205-11.

UICC TNM Classification of Malignant Tumours, 8th edn (2016) update 2018: Springer.
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Chemotherapy

| am dying from the treatment of too many physicians.
Alexander the Great

Identification of agents

Chemotherapy generally refers to a group of agents used in the systemic
management of cancer. Different groups are linked by having demonstrated
evidence of anticancer activity and a common range of side effects.

The anticancer activity of these agents has been identified in a number of
ways. For some, the discovery of antineoplastic activity was serendipitous.
Cisplatin was discovered while using platinum electrodes in an antibiotic
experiment.

For others, this activity was identified during screening of a wide range of
natural products (e.g. paclitaxel). Some of these agents have been
biochemically modified to reduce their toxicity while retaining their
antineoplastic activity (e.g. carboplatin).

Mechanism of action
Chemotherapy exerts its anticancer action by a wide variety of mechanisms
which are as yet incompletely understood.

For many, DNA is believed to be the most important cellular target, e.g.
irinotecan inhibits the topoisomerase | enzyme, thereby causing double-
strand breaks in DNA. For other agents, microtubules, particularly those
involved in mitotic spindle formation, appear to be the vital target, e.g.
paclitaxel promotes tubulin polymerization and so arrests cells in
metaphase.

A number of factors determine the likelihood of achieving a useful
response to chemotherapy. Some tumours are inherently more sensitive to
chemotherapy than others. In general terms, chemotherapy tends to be most
effective in tumours with fast cell turnover, such as acute leukaemia and
high-grade lymphoma. Seminoma, however—a tumour with a long natural
history—is also very chemosensitive. Clearly there are other factors, as yet
poorly understood, that determine a tumour’s chemosensitivity.

Patient-related factors are also important in determining likelihood of
response. Patients with poor performance status, for example, respond less
well than those with good performance status. The reasons for this are
poorly understood but are probably due, at least in part, to a reduced
tolerance to the acute toxicity of chemotherapy.

While chemotherapy may induce a partial or even complete response, the
tumour may regrow with disease that has become chemoresistant. There is
evidence in some cases that the tumour may have become more efficient at
actively pumping the drug out of the cell. Increasingly it is recognized that
the ability of cells either to repair or tolerate the damage inflicted by
chemotherapy may lead to chemoresistance. The causes of
chemoresistance and the development of agents to overcome such
mechanisms are active areas of research.

Adverse effects of chemotherapy

Although the specific side-effect profile varies between agents, there are a

number of side effects common to most agents.

» Alopecia is a common and often distressing side effect associated with
many agents. Patients can be reassured that hair will regrow. On regrowth
the hair may develop waves or curls and will revert towards its previous
character over many months.

+ Nausea and vomiting are common with many agents, although the
degree to which this is a problem varies both between agents and
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between patients (Table 6.3). The development of 5-HT5 antagonists (e.g.

tropisetron, granisetron, ondansetron) as well as the neurokinin receptor
antagonist aprepitant has greatly aided the management of this
troublesome side effect. The efficacy of 5-HT; antagonists can be
improved by the addition of steroids.

Myelosuppression is a significant cause of morbidity associated with
chemotherapy. The white cells (in particular, the neutrophils) are most
commonly affected between one and two weeks following chemotherapy.
Patients should be warned of the possibility of developing infection during
this time and the urgency with which they should seek help, as they will
require immediate treatment with broad-spectrum antibiotics. The
development of granulocyte colony-stimulating growth factors has reduced
this toxicity by shortening the duration of neutropenia. This has allowed
higher doses of chemotherapy to be given more safely in certain
situations.

Anxiety—the prospect of chemotherapy is a frightening concept for many
patients, not least due to the (often mistaken) view that the side effects will
be difficult. It is important that the patient and their carers are fully
educated about the type of side effects they are likely to encounter during
treatment and how best to deal with them. Most patients are extremely
anxious during this difficult time, and information may have to be repeated
a number of times. It is very useful to have written information to
supplement what has been said in consultations. It is also useful if a
relative or friend attends with the patient—they will often be able to help
the patient review the information at a later date.

Chemotherapy regimens

A wide range of chemotherapy regimens are used in the treatment of
patients with cancer. The usual rationale has been to combine drugs that
demonstrate antitumour activity as single agents but which do not share the
same side effects.

More sophisticated techniques to examine synergy and pharmacokinetic
interactions in a preclinical setting are now developing, and this will guide a
logical approach to the optimal combinations of agents.

Chemotherapy may be given in the following situations:

* curative
« adjuvant
* neoadjuvant
« palliative

Curative

A small number of solid malignancies are curable by chemotherapy alone—
for instance, germ-cell tumours, lymphomas, and certain childhood tumours.

Chemotherapy regimens used in the treatment of these diseases tend to
be intensive and associated with a high incidence of acute toxicity. It is
important that patients receive chemotherapy on schedule as there is
evidence that dose reductions and prolonging treatment times may
adversely affect outcome. Consequently, treatment can exact a high physical
and psychological toll on patients and their relatives.

Given that the long-term aim of treatment is cure, patients and their carers
need encouragement to persevere, which will be easier if physical symptoms
are optimally managed. The palliative care team can provide expert
assistance at this stage of the patient’'s management.

Increasingly it is becoming clear that patients who are cured following
chemotherapy are at risk of long-term toxicity from their treatment. Such
problems include secondary leukaemias and solid tumours, fatigue, infertility,
and cardiomyopathy. These problems have only become appreciated in
recent times. Undoubtedly, as more people become long-term survivors of
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cancer, more problems will emerge. For this reason it is important that long-
term survivors of cancer remain on long-term follow-up.

Adjuvant

Many patients presenting with apparently localized cancer are known to be
at high risk of developing metastatic disease. This is presumed to be due to
the presence of micrometastases not apparent by current imaging
modalities. Chemotherapy given following successful primary treatment for
apparently localized cancer may reduce the risk of developing clinical
metastatic disease.

Cancers where adjuvant chemotherapy is commonly used include breast
and colorectal cancer where large, multicentre, randomized controlled trials
and subsequent meta-analysis have confirmed the survival gain.

At an individual level, these gains are small, but at a population level, this
represents a large number of lives saved in diseases as common as breast
and bowel cancer.

Presently, surrogate markers such as tumour size, grade, and lymph node
involvement are commonly used to assess risk of disease relapse and
thereby identify those most likely to benefit from adjuvant therapy. Much
current research is directed at developing predictive markers to identify more
precisely those most likely to benefit.

Given that the majority of patients treated will not benefit from treatment
as their disease will relapse anyway, or because primary treatment has been
curative, adjuvant regimens must be well tolerated with a low incidence of
serious acute side effects and long-term side effects.

Again, as with treatment in the curative setting, positive outcomes from
treatment are closely linked to dose intensity and to avoiding delays in
chemotherapy. Where acute toxicities are a problem, involvement of the
palliative care team may improve symptom management and facilitate
delivery of treatment on schedule.

Neoadjuvant

Chemotherapy may be used ‘up front’ in non-metastatic tumours prior to
definitive treatment (usually surgery) for the tumour. This may be employed
for a large inoperable primary tumour to shrink the tumour and facilitate
surgery. Such an approach is standard practice in very large primary breast
tumours or those with skin involvement.

Increasingly, neoadjuvant therapy is being utilized for tumours that are
operable. Potential advantages of this approach include less extensive
surgery in a tumour that has been debulked. From a research point of view,
a neoadjuvant approach with biopsies before and after therapy may allow
molecular markers that predict chemosensitivity to be identified.

Conversely, there are a number of potential problems with neoadjuvant
chemotherapy. First, in a responding tumour there may be a loss of
potentially useful prognostic information from the subsequently resected
tumour specimen. There is also the risk that such an approach may allow
interim tumour progression in a lesion that does not respond to
chemotherapy. Finally, performing less radical surgery in a tumour that has
responded to chemotherapy may compromise local control.

This approach is being examined with particular interest in a number of
tumours including oesophageal, gastric, and breast tumours.

Palliative

The majority of solid cancers are not curable in the metastatic setting.
Chemotherapy, however, may have a valuable role to play in the palliative
treatment of such patients. Clinical trials now include end points such as
quality of life and toxicity, which are more clinically relevant in this setting
than assessing overall survival as a sole entity.
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Given that improvement or maintenance of quality of life is the aim of
palliative chemotherapy, acute toxicites must be easily managed and
tolerable.

Optimally, a patient is best managed when chemotherapy is administered
in conjunction with input from the palliative care team. Such input also
facilitates the gradual handing over of care to the palliative care team as the
patient’s disease progresses. Such a team-based approach reduces
problems of patients feeling neglected by their oncologist when
chemotherapy is no longer useful.

Indications for palliative chemotherapy

Treatment decisions need to be based on consideration of the balance between the
benefits expected and the toxicity and risks of chemotherapy which will differ for each
patient.

+ Maintaining or improving quality of life: the most important aim of palliative
chemotherapy. Chemotherapy may alleviate specific symptoms such as
dyspnoea or chest pain in a patient with lung cancer. It may also improve
or maintain general well-being with improvements in such factors as
appetite and energy. The development of quality-of-life assessment tools,
especially those with disease-specific elements, has greatly facilitated the
assessment of the effect of chemotherapy on quality of life.

= Improving survival: while a secondary objective in most cases, it is quite
clear that chemotherapy given with palliative intent frequently prolongs
survival. The extent to which it is expected that survival may be prolonged
varies between diseases. Chemotherapy in pancreatic cancer is
associated with an improvement in survival of only a few weeks or months,
whereas patients receiving chemotherapy for ovarian cancer may have
improved survival of many months or even years.

* In emergency situations: potentially life-threatening tumour-related
emergencies, such as spinal cord compression or superior vena cava
compression, may be treated with chemotherapy where the primary
tumour is chemosensitive. Such tumours include lymphoma and small-cell
lung cancer.

Chemotherapy within the palliative setting is increasingly common because of:
Earlier referral for palliative care services

Chemotherapeutic services and palliative care services can be enhanced
by a close working relationship with good lines of communication and
early referral. The journey from diagnosis to death, with different
interventions is governed not by the passage of time but by a patient's
particular needs. With an integrated service and earlier referral patterns,
there will be an ever-increasing number of patients in the palliative care
setting who have just had, are having, or are just about to have,
chemotherapy. In many cancer centres, patients will be introduced to the
palliative care team as part of their initial contact with ‘the cancer service’.
Increasing indications for chemotherapy

Over the last decade there has been a large increase in the number of
drugs available to treat cancer patients, and clinical trials have confirmed
that these agents may provide palliative benefit in those for whom no
treatment would have been available 20 years ago.

Patients undergoing clinical trials

Patients who have relapsed from their initial chemotherapy may well be
involved in clinical trials of other agents if their overall fitness and clinical
condition permit. As trials often involve treatments where conventional
regimens have failed, such patients may have advanced disease, and
need increasing palliative care input.
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When is chemotherapy offered in the palliative care setting?

The decision to use chemotherapy with palliative intent is often complex, and
a number of factors must be taken into consideration:
 Patient fitness: Generally patients with an ECOG performance status (

see Table 1.2, p. xxxiv) >2 tolerate chemotherapy very poorly—
chemotherapy is generally contraindicated in such patients. Possible
exceptions include those patients with very chemosensitive tumours who
may be expected to respond quickly, such as small-cell lung cancer and
lymphoma.

« Patient symptoms: Chemotherapy in the palliative setting is usually
delayed until the patient develops symptoms. The potential danger with
this approach is that the patient may rapidly develop symptoms which
render them unfit for chemotherapy. In some cases, therefore, oncologists
may choose to monitor disease and institute treatment when there is
evidence that disease, although asymptomatic, is progressing.

- Disease sites: Generally, large volume disease at life-threatening sites,
e.g. the liver, requires urgent chemotherapy even when disease-related
symptoms are absent, as patients are likely to become symptomatic very
quickly.

« Appropriateness: Close relationships may build up between doctors and
patients over many years. It may be difficult for doctors to withdraw toxic
oncological treatment from a patient who continues to demand it, even if it
has now become clearly inappropriate. Thus clear and open discussion
with patients and their families about the potential benefits and risks of
chemotherapy, the aims of treatment, and, in particular, agreed criteria for
stopping treatment, is important. The palliative care team can support the
oncology team in these discussions.

| would like to remind those responsible for the treatment of tuberculosis that Keats
wrote his best poems while dying of this disease. In my opinion he would never have
done so under the influence of modern chemotherapy.

Arthur Walker (1896—1955)

How will chemotherapy affect the patient and family?

Each individual patient and family will have their own particular response to
chemotherapy in the palliative care setting. Certain themes may be common
to many such individuals. The following are some of the scenarios
encountered in GP surgeries, oncology services, and palliative care units.

* ‘We’ve got to keep on trying’. Having endured the rigours of their
disease and its management, some patients reach the palliative setting
protesting their capacity as ‘fighters’. (There is now evidence that
psychological disposition has no bearing on disease outcome.) They have
coped with their disease by trusting in the system and in being ‘active’ in
fighting their cancer. It is very hard to wean such patients off
chemotherapy or to stop active treatment, as to do so seems, in their eyes,
to admit defeat. Such patients will ask to be put into trials, and see their
role as patients as being fulfilled only so long as they are participating in
active treatment.

‘It was not half as bad as | thought it was going to be’. Increasingly,
owing to improved symptom control measures and a more holistic
approach, patients may be pleasantly surprised by their tolerance of
chemotherapy. Most people have had a previous contact with someone
going through chemotherapy, and their expectations are often adversely
affected by this.
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* ‘He has suffered enough’. Other families come through their disease
journey with very ambivalent attitudes towards the system and to
chemotherapy. They arrive in the palliative care setting determined that
further suffering should be kept to a minimum. They can be reluctant to
consider any intervention at all, other than the administration of pain-
controlling medications. For such a family, the prospect of chemotherapy
entering into the palliative setting is anathema, and time may need to be
taken to explain the benefits in certain situations, if appropriate.

‘Her hair fell out, then she died’. Many patients and families come with
memories and histories of relatives who have received chemotherapy in
the past. Memories seldom show clearly the distinction between problems
caused by the illness itself and problems caused by side effects. The two
merge into a mess of suffering, leaving the patient and the family
convinced that there is only one thing worse than dying with cancer—and
that is dying from cancer with the side effects of chemotherapy. Doctors
and nurses are not immune from such emotional responses.

‘Whatever you say, doctor’. Another group of patients cope with their
disease by investing their trust in ‘the doctor’ looking after them. Such an
approach runs contrary to non-patronizing modern trends, but is still
present, particularly among older patients. To present such patients with a
meta-analysis of the benefits of one form of chemotherapy or another and
to ask the patient which one they want to choose would be inappropriate.
‘What about Mexican dog weed?’ Some patients and relatives may
come into the palliative care setting clutching reams of printouts from the
internet about treatments from clinics around the world. They will often be
very articulate and questioning of every intervention. Some will have an
alternative medicine approach and be very sceptical of Western medicine.
Honest communication needs to include how health professionals interpret
the clinical research literature and what they would be prepared to do in
terms of agreeing to provide a treatment that is controversial, unproven,
and unlicensed. Boundaries need to be set and unrealistic expectations
dispelled, alongside not removing hope that a reasonable quality of life can
still be achieved.

‘I've had a good life’. A section of patients come into the palliative setting
without iliness at the centre of their lives. Instead they are focused on their
living and their dying, with its important stages and goodbyes. Such
patients have accepted the inevitability of their death and have moved on
to preparing for it. They have things that they want to do. When it comes to
the possibility of chemotherapy for such people, their main concern is, ‘Will
it interfere with what | still have to do?’. They are strangely neutral about
chemotherapy; it is almost as if they are humouring the professionals by
agreeing to it, while they get on with the real business of living.

‘I just can’t face it’. Some patients have been so worn down by their
disease and treatment that the prospect of any more chemotherapy fills
them with fear and dread. Sometimes the fears are justified and
sometimes they are not. Sometimes their expression of fear about
chemotherapy is a way of verbalizing fears about other matters which
should be explored. They face the dilemma of risks and fears whether or
not they accept chemotherapy and will need a lot of support in reaching a
treatment decision.

.

.

Anticancer agents

9 see Tables 6.1-6.3.
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Table 6.1 Classification of anticancer agents

Class of agent Mode of Examples in
action common usage
Cytotoxics Alkylating Damage DNA Cyclophosphamide,
agents by addition of ifosfamide,
an alkyl group melphalan,
busulphan
Platinum Damage DNA Cisplatin,
agents by addition of carboplatin,
platinum oxaliplatin
adducts
Antimetabolites Inhibit Fluorouracil,
production of  methotrexate,

pyrimidine and

capecitabine,

purine mercaptopurine,
metabolites gemcitabine
Antitumour Variable Doxorubicin,
antibiotics epirubicin,
mitoxantrone,
bleomycin
Vinca alkaloids Bind to Vincristine,
tubulin- vinorelbine,
blocking vinblastine
microtubules
and therefore
spindle
formation at
metaphase
Taxanes Promote Paclitaxel,
tubulin docetaxel
polymerization
and arrest
cells at
metaphase
Topoisomerase Inhibit Irinotecan,
I inhibitors topoisomerase topotecan
1, leading to
DNA damage
Hormonal agents Selective Partial Tamoxifen,
oestrogen antagonists of fulvestrant
receptor the oestrogen
modulators receptor
(SERMSs)
Aromatase Inhibit Anastrozole,
inhibitors extragonadal letrozole,
oestrogen exemestane
production
Gonadorelin Inhibit gonadal Leuprorelin
analogues production of
oestrogen and
testosterone
Anti-androgens Testosterone  Cyproterone
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receptor
antagonists

acetate

Immunomodulatory Interferon

‘Novel’ agents Antibodies Opsonization, Rituximab,
interrupt trastuzumab
growth
stimulatory
pathways

Signal Interrupt Imatinib, erlotinib,

transduction growth gefitinib,

inhibitors stimulatory bortezomib,
pathways sunitinib, sorafenib,

lapatinib

Vascular Target ‘new’ Bevacizumab,

targeting vessels sunitinib, sorafenib,

agents associated with thalidomide

tumours—not
in use with a
clinical trial

Hormone therapy

Hormone therapy is a treatment that uses medicines to block or lower the
amount of hormones in the body to slow down or stop the growth of cancer.
Hormones are commonly used in cancers of the breast (e.g. aromatase
inhibitors) and cancers of the prostate (anti-androgens, e.g. bicalutamide).
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Table 6.2 Hormone and antihormone drugs

Drug Administration Side effects Comments
SERMs p.o.im Menopausal Used first-line in
Tamoxifen symptoms adjuvant treatment of
Fulvestrant Thromboembolic ER/PR +ve breast
event cancer Post-
Endometrial menopausal ER/PR
hyperplasia and +ve breast cancer
cancer
Anti- p.0. p.o. p.o. Hepatotoxicity =~ Used in prostatic
androgens Gynaecomastia cancer sometimes in
Bicalutamide combination with
Enzalutamide gonadorelin
Abiraterone analogues
Aromatase p.o. Menopausal Used in post-
inhibitors symptoms menopausal breast
Anastrozole Increased cancer
Letrozole fractures
Exemestane
GNRH sc and Gynaecomastia; Prostate cancer
analogues® intranasal impotence; Breast cancer
Buserelin Implant im nausea; fluid
Goserelin retention
Leuprorelin Menopausal
symptoms

* GnRH (gonadotrophin-releasing hormone): Beware initial flare-up of symptoms on
initial use in men with prostate cancer. This should be ‘covered’ with the concomitant
use of anti-androgens for the first few weeks of therapy.

Immunotherapy

Monoclonal antibodies

These biological response modifying agents can be added to chemotherapy
and have been shown to improve response rates and survival in a number of
malignancies.

Trastuzumab—a monoclonal antibody to human epidermal growth factor
receptor 2 (HER2)—a member of the epidermal growth-factor (EGF)
receptors overexpressed in approximately 25% of all breast cancers and
associated with a poor prognosis. Trastuzumab has demonstrated activity
in HER2 overexpressing breast tumours both alone and in combination
with chemotherapy in the adjuvant and palliative settings. It has also
shown improvements for HER2-positive gastric cancers.

Rituximab—a monoclonal antibody to CD-20, a protein expressed in
some lymphomas. Again, rituximab is active both alone and in combination
with chemotherapy.

Bevacizumab—inhibits angiogenesis by binding to circulating vascular
endothelial growth factor (VEGF). Bevacizumab increases the efficacy of
chemotherapy in patients with cancers such as colorectal and ovarian.
Cetuximab—attaches itself to the extracellular portion of the EGF
receptor, preventing the receptor from being activated. It has been
combined with chemotherapy and radiotherapy, and it is used in the
treatment of colorectal and head and neck cancers.

Small-molecule inhibitors of tyrosine kinases
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Small-molecule tyrosine kinase inhibitors, which include selective and
multikinase inhibitors, have demonstrated activity in a variety of
malignancies by targeting specific molecular pathways involved in
angiogenesis and in the proliferation of malignant cells. Examples include
the following:
Gefitinib and erlotinib—inhibit the tyrosine kinase activity of the
epidermal growth factor receptor (EGFR). Activity is demonstrated in non-
small-cell lung cancer. Common side effects include diarrhoea and skin
rashes.
Imatinib—inhibits the tyrosine kinase activity of the cKIT proteins found in
gastrointestinal stromal tumours and also of the Bcr/Abl fusion protein
found in chronic myeloid leukaemia.
Bortezomib—inhibits the proteosome, the mechanism by which cells
dispose of intracellular peptides. It causes a delay in tumour growth; it is
used in the treatment of multiple myeloma.
Sorafenib—a small-molecule inhibitor of Raf kinase, PDGF (platelet-
derived growth factor), VEGF receptor-2 and -3 kinases, and cKit. It is
used in the treatment of renal-cell cancer.
Sunitinib—a small-molecule, multitargeted receptor tyrosine kinase
inhibitor which is used in the treatment of renal-cell cancer and imatinib-
resistant gastrointestinal stromal tumour (GIST).
Lapatinib—EGFR and HER2 dual tyrosine kinase inhibitor, which is used
in the treatment of HER2 positive metastatic breast cancer in combination
with capecitabine.
In recent years, there have been significant developments in the area of
immunotherapy. Cancer immunotherapy aims to augment recognition of
cancer as foreign, stimulate immune responsiveness, and relieve inhibition
of the immune system that allows tolerance of tumour survival and growth.
The greatest advances have been in the development of immune
checkpoint inhibitors, specifically to PD-1 (programmed cell death 1), PD-L1
(programmed cell death ligand 1), and CTLA-4 (cytotoxic T-lymphocyte
associated protein 4).

.

.

Table 6.3 Emetic risk of common chemotherapy drugs

Cytotoxic agent Risk
Cisplatin* Cyclophosphamide >1000mg/m?* Ifosfamide* High
Melphalan*

Actinomycin Amsacrine Busulfan Carboplatin® Chlorambucil ~ Moderate
Cladribine Cyclophosphamide <1000mg/m2 Cytarabine

>150mg/m2 Dacarbazine Daunorubicin Daunorubicin

liposomal Doxorubicin Epirubicin Lomustine Methotrexate

>1g/m2 Mitoxantrone Procarbazine

Bleomycin Cyclophosphamide <300mg/m2 Cytarabine Low
<150mg/m2 Etoposide Fludarabine Mercaptopurine

Methotrexate <‘lg/m2 Tioguanine Thiotepa Vinblastine
Vincristine

* Delayed emesis risk.

PD-1 is an inhibitory molecule on immune cells that binds to PD-L1 on
tumour cells and effectively ‘puts the brakes’ on the immune response.
Nivolumab and pembrolizumab are two antibodies to PD-1 that are showing
promise in a number of malignancies.
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CTLA-4 is a negative regulator of T-cell activation and the anti-CTLA-4
antibody, ipilimumab, has become well established in the treatment of
melanoma.

Checkpoint inhibition is now a treatment modality in advanced melanoma
and non-small-cell lung cancer; clinical trials are ongoing to assess response
in other malignancies. It is likely there will be significant progress in this field
in the years to come.

Further reading

Beck J. et al. (2018) CIMT 2018: pushing frontiers in cancer immunotherapy—report on
the 16th annual meeting of the Association for Cancer Immunotherapy. Human
Vaccines & Immunotherapeutics, 14(12):2864—73.

Davis M.P., Panikkar R. (2019) Sarcopenia associated with chemotherapy and targeted
agents for cancer therapy. Annals of Palliative Medicine, 8(1):86-101.

Radiotherapy

Radiotherapy is the most important type of non-surgical treatment for patients with
common cancers. The proportion of these treated by radiotherapy at some time
during their illness has risen steadily and is now well over 50%.

Professor Jeffrey Tobias, UCL

Radiotherapy as a therapeutic modality developed shortly after the discovery
of X-rays in 1895. Clinical and technological advances subsequently have
made it one of the most successful modalities in the treatment of patients
with cancer, both in the curative and palliative settings.

Mechanism of action

Radiotherapy is the therapeutic use of ionizing radiation to destroy
cancerous cells. The critical cellular target is, in common with chemotherapy,
nuclear DNA. Double-stranded breaks in the DNA molecule are the key
lesion responsible for cell death. Not all double-stranded DNA breaks,
however, result in cell death; indeed, most are repaired by the cell’'s DNA
repair enzyme apparatus (Fig 6.2). The success or otherwise of the repair
process determines the fate of the cell. Malignant cells are less able to repair
double-stranded DNA breaks than normal tissues; therefore radiotherapy
preferentially targets malignant cells.
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Fig 6.2 The cell repair process after radiotherapy.

Response of normal tissues to radiation

Different types of normal tissue respond differently to radiation. Homeostatic
mechanisms control cell populations by balancing cell death with new cell
growth through the proliferation of stem cells. If a proportion of these stem
cells are destroyed by radiation, the rate of renewal of normal cells will be
reduced. The time of appearance of this tissue damage is determined by the
lifespan of the mature cells within that tissue. For certain tissues, such as
skin and mucosa, this lifespan is short, as cells are quickly lost by
desquamation, and hence tissue damage is manifest during the radiation
course. For other tissues, cell turnover is much slower, and radiation
damage will only become apparent many months or years after radiation
exposure. This gives rise to the distinction between the acute and late
effects of irradiation. In general, cells that are rapidly proliferating tend to
display acute response to irradiation, whilst cells that proliferate slowly tend
to display late responses to irradiation. The balance between the probability
of tumour control and the risk of normal tissue complications is a measure of
the therapy ratio. An improved therapeutic ratio represents a more
favourable trade-off between tumour control and toxicity.

Acute effects of radiation
Acute effects refer to the normal tissue reactions during a course of
radiotherapy. The mucosa and haemopoietic system—i.e. tissues with a fast
normal cellular turnover—display the effects of irradiation the earliest. For
example, patients receiving radiotherapy to the head and neck area may
develop severe oral mucositis, while those receiving radiotherapy to
significant volumes of bone marrow may develop bone marrow suppression.
Acute reactions are usually observed during the course of conventionally
fractionated radiotherapy (1.8—2Gy per fraction five times a week).

Late effects of radiation
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These occur predominantly in slowly proliferating tissues (lung fibrosis,
kidney, heart, liver, and CNS). By definition, late reactions occur more than
90 days after commencing a course of radiation.

In addition, some of the tissues which develop their effects early can also
demonstrate late effects, such as fibrosis or telangiectasia in the skin. This
reflects the differing populations of cells (fibroblasts, endothelium, etc.)
which exist within a single organ.

Normal tissue tolerance
Not only do different tissues respond at different rates to irradiation, they
also vary in their sensitivity. Certain tissues, e.g. the lens, exhibit damage at
very low doses, while other tissues demonstrate marked resistance to the
effects of radiation, e.g. uterine cervix. The situation is analogous among
cancers. Lymphomas and seminomas show sensitivity to radiation, while
renal-cell carcinomas and melanomas are radio-resistant.

A number of treatment and patient factors influence tissue tolerance to
radiation:
- total radiation dose given: higher doses are more toxic
« fraction size: late-responding tissues are more sensitive to large fractions
« overall longer treatment time: better tolerated by normal tissues
« treatment volume: larger volumes are generally more toxic
« quality of the radiation: neutrons are more damaging than photons or

electrons
= concomitant therapy: concurrent chemotherapy reduces tolerance
Patient factors adversely influencing tissue tolerance:
« older age
* haemoglobin level
* smoking
« diabetes mellitus
« connective tissue disorders
« genetic syndromes (e.g. ataxia-telangiectasia)
Tolerance doses for specific tissues
The following tissues suffer a 5% incidence of toxicity at 5 years when
conventional radiotherapy is given in dose sizes of 1.8-2Gy per fraction at
the doses stated for each tissue type (Tables 6.4 and 6.5).

Table 6.4 Normal tissue tolerance

Tissue Injury Tolerance

Brain Necrosis 60Gy

Spinal cord Myelopathy 45Gy (<1% incidence)
Lens* Cataract 10Gy

Small intestine Ulceration/perforation 45-50Gy

Kidney* Clinical nephritis 23Gy

Lung* Pneumonitis 18-20Gy

Heart* Pericarditis 40Gy

Ovary Sterilization 2Gy

Testis Sterilization 1Gy

* Whole organ
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Table 6.5 Radiation effects within specific tissues (following standard radical doses)

Skin

Acute reaction—erythema
begins week 3—4; dry or
moist desquamation later

Reaction settles within 2—
4 weeks of completion of
therapy

Late reaction—fibrosis,
atrophy, telangiectasia

Oral mucosa

Acute reaction—
erythema/oedema from
week 2—4

Reaction settles within 2—
4 weeks of completion of
therapy

Late reaction—patchy followed by confluent mucositis

Gastrointestinal
tract

Acute reaction—mucositis
causes hausea, anorexia,
cramps, and diarrhoea

Reaction settles within 2—
4 weeks of completion of
therapy; treat
symptomatically

Late reaction—ulceration
and fibrosis leading to
strictures, fistulae, and
malabsorption

Usually >6 months post
RT

Brain Acute reaction—lethargy
common; occasionally
cerebral oedema
Late reaction— Resolves spontaneously
somnolence syndrome at  with/without help of
1-3 months post RT; brain steroids; indistinguishable
necrosis at 6 months to 3  clinically from recurrent
years tumour

Spinal cord Late reaction—Lhermitte’s Resolves spontaneously.
syndrome 2—18 months Does not progress to
after RT; radiation myelopathy. Irreversible
myelopathy at 6-12
months

Lung Early/intermediate Classical straight-edged
reaction—pneumonitis at  appearance on chest X-
1-3 months; results in ray if opposed
pulmonary fibrosis radiotherapy fields used

Kidney Late reaction—proteinuria, May take up to 10 years
hypertension, renal failure to develop

Heart Late reaction— Most resolve

pericarditis/effusion; most
within 6 months of RT;
cardiomyopathy; coronary
artery disease

spontaneously; may
develop into a constrictive
process 10-20 years post
RT

NB Patients undergoing radiotherapy usually experience lethargy as a general side

effect.

Re-treatment

Traditional teaching precluded re-treating areas that had already received a
maximal radiation dose. Recent studies have shown some tissues and
organs have a greater capacity to recover from subclinical radiation injury
than was previously thought. For example, the large capacity of long-term
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regeneration of the CNS allows new possibilities for re-treating recurrent
neurological tumours with irradiation.

Types of radiation therapy

There are two main types of radiation therapy:
- external beam radiotherapy—delivered by radiotherapy machines
 brachytherapy— delivered by radiation sources within the body cavity in
one of two ways:
« sealed sources or implants (e.g. prostate brachytherapy seed implants)
» unsealed source or radioisotope therapy—given by mouth,
intravenously, or into tissue spaces (e.g. radioactive iodine treatment for
thyroid cancer)

External beam radiotherapy

External beam radiation consists of different energies, as shown in Table
6.6.

Table 6.6 External beam radiation

Type of radiation Energy Use
Superficial X-rays 80-150kV  Skin tumours
Orthovoltage X-rays 200—400kV Thick skin tumours Superficial
(DXT) tumours, e.g. ribs
Megavoltage X-rays
y-rays—cobalt 60 1.25MV Deep tumours
(mean)
X-rays—linear 4-25MV Deep tumours
accelerator
Electrons 4-20MeV  Skin tumours

Superficial tumours/skin or breast
treatments

Particle beam therapy  1-250MeV All tumour types (but currently CNS
Protons Carbon-ion 290-400 and paediatric) Largely
therapy MeV experimental

Superficial X-rays

Relatively low-energy X-ray photons in the range 80-150kV. These X-rays
are relatively non-penetrating, depositing the majority of their energy in the
most superficial few millimetres of skin. Therefore, they deliver a high dose
to the skin with rapid fall-off with increasing depth, and are thus appropriate
for the treatment of superficial skin lesions such as skin metastases.
Orthovoltage energy X-rays

Orthovoltage X-rays are slightly more penetrating, and deliver sufficient dose
at depth to treat adequately thicker skin or subcutaneous lesions, such as rib
metastases. (Both superficial and orthovoltage X-rays suffer the
disadvantage of delivering a higher absorbed dose to bone compared to soft
tissue, thus increasing the risk of osteoradionecrosis if a lesion is positioned
too close to underlying bony tissue.)

Megavoltage X-ray

Photons possess energies 50-200 times those of superficial X-rays (1—
20MV). In contrast to superficial and orthovoltage X-rays, megavoltage
photons are produced by the acceleration of electrons along a linear tube
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(wave guide) before striking a target. This is done within a machine called a
‘linear accelerator’. The interaction of these high-energy electrons with the
target material generates high-energy X-rays.

High-energy X-rays are very penetrating and give a much higher dose at a
given depth within a tissue than superficial X-rays.

Megavoltage X-rays possess the advantage of relative sparing of the
superficial skin tissues, as the maximum absorbed dose occurs up to several
centimetres below the skin surface. There is also no increased absorption of
dose in tissues containing elements of high atomic mass, such as bone.

Electron therapy

Electrons may be generated using a linear accelerator. In this situation the
accelerated electron beam exits the linear accelerator without striking the
target. Electron therapy is used to treat superficial tumours, most often of the
skin. It is their characteristic deposition of dose with depth which makes
electrons ideal for this purpose: >90% of the dose is deposited in the first
few centimetres of tissue with very rapid dose fall-off thereafter, thus sparing
underlying structures.

Particle beam therapy and protons

Particle beam therapy describes the use of accelerated atomic particles or
ions (instead of photons), delivered in a similar manner to megavoltage
radiotherapy to treat cancer. Proton therapy is the most widely available, and
this is available in a few specialized centres in the UK. Protons have a finite
range of penetration and sharper cut-off than X-rays. This enables a more
precise distribution of radiation dose to the tumour, sparing normal tissues
optimally. The therapeutic ratio is thus increased, leading to better tumour
control and fewer side effects. Clinical trials of proton therapy vs photon
therapy are awaited to see whether protons offer patients a distinct clinical
advantage.

Treatment planning for external beam radiation

This is the essential prerequisite step before treatment delivery. During the
process of treatment planning, questions such as ‘Where to treat?’, ‘What to
treat?’, ‘What not to treat?’, and ‘How to treat and how much to treat?’ are
addressed. It is essentially an iterative process with changes being made at
various stages to facilitate the design of an optimal treatment schedule.
There are several rungs in the planning ladder (Fig 6.3).
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Patient positioning Appropriate, comfortable, and
reproducible position makes
therapy more tolerable and
enables more reliable delivery

Immobilization Immobilizaton will vary with
the intent of treatment and the
— wmour site, e.g. Perspex shells
for head and neck cancers

Localization of the tumour This may be clinical or using
various imaging modalities,
e.g. fluoroscopy, CT scanning

Target definition The demonstrable tumour is
outlined with additional
— margins allowed for
microscopic extension and
patient/organ movement

Generation of optimal dose distribution Simple arrangement of X-ray

beams used for palliative

situations. Radical plans

require more complex multiple

beam configurations

Verification — Essential prior to treatment
delivery to ensure target
covered and critical normal
organs protected

Fig 6.3 Treatment planning ladder.

The complexity of treatment planning depends upon the tumour and the
intent of therapy. Radical plans are generally more complicated and time-
consuming than those with palliative intent.

Immobilization is relatively more important for tumours positioned close to
sensitive normal tissue structures and for radical, high-dose treatments.

The tumour is localized either by clinical examination, e.g. skin tumours,
or by imaging, most commonly fluoroscopy or CT scanning. Newer
technology permits the fusing of various imaging modalities, e.g. CT/MRI
images, PET/CT images.

Once the tumour is localized, the gross tumour volume is defined. This
encompasses all visible tumour on inspection or on available imaging. A
margin is added to allow for microscopic tumour extension—the so-called
clinical target volume. Additionally, a margin known as the planning target
volume is added in order to accommodate movements in the organ
containing the tumour, and to cover any uncertainties inherent in the
treatment delivery system.

After the target has been delineated, differing beam arrangements are
generated. The arrangement is chosen which best covers the target volume
(planning target volume) and most successfully spares the normal tissue
structures (also known as the organs at risk).

The final step in treatment planning is verification. This is an essential
step to ensure that a plan generated on a planning computer actually fits the
patient, i.e. the tumour is accurately targeted and critical structures such as
the spinal cord are adequately spared. The verification process continues
through treatment with dose measurements confirming appropriate dose
delivery.

Radiotherapy dose prescription
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Once the final treatment plan is decided upon, the radiation dose must be
prescribed. There are several constituents that together make up the
prescription:

- total dose

« number of fractions (fraction size)

« overall treatment time

Total dose/number of fractions

Rather than deliver the entire dose of radiation in a single treatment, the
dose is divided up into smaller quanta. This is the process of fractionation,
each treatment dose being known as a ‘fraction’. Fractionation is performed
to permit repair of normal tissue radiation damage. Fractionation will also
permit repair to occur within tumour tissue, although this is relatively less
efficient. In consequence, when a treatment course is fractionated, the total
dose of radiation must be increased. Early studies showed that changing
from a single dose to a 6-week fractionated course of therapy required an
increase in the total dose by a factor of three in order to achieve the same
biological effect.

The relationship between total dose and number of fractions is, however,
complex; mathematical models are used to help predict and compare the
biological effects.

Small numbers of fractions are convenient for the patient, as travelling is
kept to a minimum. However, the fraction size is in consequence larger; this
increases the biological effectiveness of each fraction, resulting in more
severe damage to late-responding tissues. The total dose in such
hypofractionated courses must be reduced to maintain an acceptable level
of late-tissue damage.

Hypofractionated treatment courses are often employed in the palliative
setting because of their convenience for patients and the relative
unimportance of adverse long-term radiation effects in patients with limited
life expectancy. Hypofractionated radiotherapy is increasingly being used in
high-precision, potentially curative treatments such as stereotactic
radiotherapy to the brain or lung. Hypofractionated external beam radiation
is being used in breast and prostate cancer with promising results.

Overall treatment time

Standard radical fractionation schedules involve treating once per day,
Monday to Friday, for 4-7 weeks. As treatment generally extends beyond 4
weeks, tumour cell repopulation may become a problem.

As the number of tumour stem cells and mature functional tumour cells
are depleted as a result of radiotherapy, the remaining stem cells sense this
loss and begin to replicate actively to counteract this deficit. This is known as
tumour repopulation. It appears that there is a lag period of approximately
3-4 weeks before this phenomenon occurs. Each fraction of radiotherapy
delivered after the onset of repopulation is therefore relatively less effective,
since part of the fraction must counteract this increase in the number of
tumour cells resulting from repopulation.

A means of circumventing this effect of tumour repopulation is to
accelerate the radiotherapy course so that the dose is delivered over a
shorter period, preferably less than the 3—4 weeks required for the onset of
repopulation.

Brachytherapy: led and un led source therapy
In brachytherapy, the radiation source is closely applied to the tumour
(literally, therapy at a short distance, from the Greek brachys, meaning
‘short’).

The underlying principle is the inverse square law, which states that the
intensity of radiation, R, at a given distance, D, from a radioactive source—
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and therefore the absorbed dose—is inversely proportional to the square of
that distance. Put simply, doubling the distance between the radiation source
and the tissue reduces the dose absorbed by the tissue by a factor of 4
(rather than a factor of 2, as might be expected if the relationship was
linear):

R o1/ D?

The beauty of brachytherapy lies in the ability to administer high doses of
radiation to the tumour with relative sparing of neighbouring normal tissue
because of rapid fall-off of absorbed dose with distance.

Sealed source therapy is so called because the radioactive substance
(often a metal), e.g. iridium-192, is usually encased or sealed within a metal
casing such that the radioactive substance does not actually physically touch
the tissue even when inserted directly into the tumour (see the following).

Sealed source brachytherapy takes three main forms:

« interstitial: the radioactive source is inserted directly into the tumour
tissue

« intracavitary: the radioactive source is inserted into a body cavity such as
the uterus or the vagina when treating endometrial or cervical cancer

« intraluminal: the radioactive source is positioned in the lumen of a hollow
viscus, e.g. bronchus, oesophagus

Brachytherapy, because it involves the placing of radioactive sources in

close proximity to the patient, must of necessity make staff vulnerable to the

risk of radiation exposure.

Decreasing the time during which exposure might occur, maximizing the
shielding between the source and staff, and, most importantly, increasing the
distance from source to personnel all help to diminish risk.

In practice, the oncologist places hollow tubes into the tumour, cavity, or
lumen, through which the source may subsequently be driven mechanically.
This remote afterloading allows the radioactive source to be brought into
very close proximity to the tumour without exposing staff to any significant
radiation exposure.

Unsealed source therapy involves administering radioactive substances

directly into the patient, either in the form of liquids for ingestion or solutions

for intravenous administration.

Unsealed source therapy may be used as a palliative manoeuvre, as an
adjuvant to curative surgery (e.g. 31| for thyroid cancer), as a curative
treatment alone (e.g. "'l for thyroid cancer), or in the treatment of benign
conditions such as thyrotoxicosis (131I) and polycythaemia vera (32P).

Radiation protection is important as patients emit radiation for a variable
period after administration of the radioisotope, depending on the half-life of
the isotope. They are carefully instructed regarding the precautions
necessary to prevent excess exposure to others, most notably family
members. Such precautions include double flushing of the toilet after
micturition, refraining from close contact with children, and avoiding places
of entertainment or work for a specified period post-treatment.

A number of radioisotopes are commonly used:

« Strontium-89 (Bgsr): used for the relief of bone pain due to metastatic
bone disease. A disadvantage is the relatively long half-life which poses
radiation protection problems, especially if the patient dies within a short
period after treatment. Some patients experience a flare-up in their bone
pain within a few days of treatment. This usually settles with appropriate
analgesia. As strontium is absorbed into bone tissue, bone marrow toxicity
may occasionally occur, and regular blood count monitoring after treatment
is advised.
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+ Samarium-153 (153Sm): used less commonly than 893y put indicated
likewise for the relief of pain from bony metastatic disease. It has the
advantages of a shorter half-life and the production of photons as part of
its decay pathway. These photons permit scintigraphy and thus bone scan
images may be obtained. The propensity to pain flare up and marrow
toxicity pertain as for strontium-89.
lodine-131 (*31l): Both normal thyroid and well-differentiated thyroid
cancer (papillary and follicular variants) selectively take up and
concentrate iodine. This can be exploited therapeutically using 131, Owing
to this concentrating effect within thyroid tissue, high doses can be
selectively delivered to the normal or malignant thyroid tissue, leading to
its destruction. In the case of normal thyroid tissue, hyperthyroid patients
may be rendered euthyroid with a relatively low dose of 131: in the case of
malignancy, 31| is used as an adjuvant treatment following surgery to
ablate the remaining normal thyroid tissue and any potential microscopic
residual tumour.

* Phosphorus-32 (32P): This has proved useful in the treatment of
polycythaemia vera, although, because it may increase the risk of
subsequent development of leukaemia, it is generally reserved for patients
over 70 years of age.

» Radium-223 (223Ra): is a mildly radioactive form of the metal radium, also
known as Alpharadin, which emits alpha particles. Radium-223 is used in
the treatment of bone metastases from prostatic carcinoma in a similar
manner to that in which strontium-89 and samarium-153 have been used.

Radiation therapy

Radiotherapy is used for about half of the 200,000 patients who develop cancer in
the UK each year. It has a curative [or adjuvant] role in two-thirds, and a palliative
role in the remainder.

Alan Horwich, Institute of Cancer Research, London

Radiotherapy may be administered in differing clinical situations and with
varying intents.
Treatment can be:
« radical—curative intent
« adjuvant—post-operative
« palliative—symptom control

Radical radiotherapy
Radiotherapy may be administered with the intent of cure either as the
preferred primary therapy (e.g. early-stage Hodgkin’s disease), or as an
alternative to surgery.

In the latter situation, it has the advantage of preserving normal anatomy
(e.g. anal canal cancer, bladder cancer). Additionally, acute morbidity is
often less severe. However, because no surgical specimen is obtained, there
can be no pathological data to permit accurate staging. Stage must therefore
be assessed by clinical or radiological methods. Late effects of radiation,
such as fibrosis, may also make subsequent assessment of the tumour site
for local recurrence difficult.

Radical radiation is reserved for tumours which can be encompassed
within a reasonable radiation treatment volume, i.e. localized, as opposed to
widely metastatic disease; this presupposes accurate staging investigations.

Treatment is often complex, with effort given to rigid immobilization and
the use of complicated beam arrangements to obtain a uniform dose
distribution confined to the tumour, with preservation of normal surrounding
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structures. A high dose of radiation is necessary for all but the most
radiosensitive of tumours, and treatment is delivered in conventional (small)
fraction sizes in order to reduce the late adverse effects of radiation.
Examples of radical radiotherapy include:

Head and neck tumours: Many squamous-cell tumours of the head and
neck region can be cured by radical radiotherapy (often combined with
synchronous chemotherapy), e.g. early-stage cancers of the larynx are
frequently cured with preservation of good-quality voice.

Anal canal cancer: A radical approach using concurrent chemo-
radiotherapy has been shown to be effective management for epidermoid
anal canal cancer. Additionally, 60-70% of patients retain a functioning
anal sphincter after treatment. A common alternative to such an approach
is primary abdominoperineal excision of the rectum and anal canal, which
results in a permanent colostomy.

Lung cancer: Radical radiotherapy can be employed as a second-best
option in the management of lung cancer. Although the patients selected
for such treatment may not be sufficiently fit to undergo radical surgery,
they may be fit for radiation treatment, with a cure rate of 15-20% for
standard dose radiation but with local control rates of 70-90% following
high-precision stereotactic radiation of Stage | lung cancer.

Adjuvant radiotherapy

Radiotherapy is administered as an adjunct to potentially curative treatment,
i.e. surgery or chemotherapy. The principle underpinning such treatment is
the hope that microscopic loco-regional residual disease, either within the
tumour bed, lymphatic channels, or regional lymph node drainage, ought to
be eradicated by the radiotherapy, thereby reducing the rate of local relapse
and improving overall survival.

Examples of adjuvant radiotherapy:

« Breast cancer: This is perhaps the best example and is certainly the most
common exemplar of adjuvant radiation. Up to 50% of the workload of
many UK radiotherapy centres is devoted to adjuvant breast irradiation.
Local relapse rates following partial mastectomy may reach 30%. Post-
operative breast irradiation can reduce this figure by three- to four-fold.
Local control rates then conform to those achieved after mastectomy, but
with a superior cosmetic outcome.

Head and neck cancer: Surgery for squamous tumours of the head and
neck is complex. Owing to the close proximity of tumours to important
structures, surgical margins may often be inadequate because
compromise must be made to retain acceptable functional and cosmetic
outcomes. Adjuvant irradiation is employed if margins are unsatisfactory,
or if radical neck surgery reveals multiple involved lymph nodes.
Classically, adjuvant radiotherapy is administered after surgery has been
performed.

However, in some situations, although surgery remains the mainstay of
treatment, radiotherapy may be delivered as a prelude to a surgical
procedure.

True neoadjuvant radiation is administered in order to reduce the risk of
relapse after surgery. However, induction radiation may be used to shrink
or downstage the tumour, thus facilitating subsequent surgery. In this case,
time must elapse between irradiation and surgery to allow tumour reduction.
An illustration of this technique is preoperative rectal radiotherapy for
tethered or fixed rectal adenocarcinoma. Treatment is delivered over 4-5
weeks, after which there is a gap of about 6 weeks during which tumour
shrinkage occurs. This facilitates radical surgery in patients who were initially
regarded as technically inoperable.

Short-course neoadjuvant preoperative rectal radiotherapy, by contrast, is
delivered over the week immediately prior to surgery. No time is permitted

.
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for tumour shrinkage. Trials have, however, confirmed a significant
improvement in local control and overall survival with this approach.
Adjuvant radiation treatment courses typically extend over 3-6 weeks.
The general principles applied to radical radiotherapy also hold for the
adjuvant setting, as treatment intent is curative: i.e. immobilization, careful
avoidance of critical organs at risk, and low dose per fraction. Total doses
tend to be slightly lower since the target is microscopic residual disease. It
must, however, be remembered that following surgery the vascular supply to
tissues is disrupted, resulting in areas of tissue hypoxia. Radiation is
relatively less effective in an environment that is poorly oxygenated.

Palliative radiotherapy

When radiotherapy is administered in the palliative setting, the aim is the

control of distressing symptoms. The disease is, by definition, incurable.

These factors impact upon treatment in a variety of ways:

» symptomatic sites of disease are targeted

« sites at high risk of producing symptoms may receive prophylactic
treatment

« fractionation regimens are kept short

» moderate doses of radiation are employed

« palliative benefit must outweigh treatment-related toxicity

Palliative radiotherapy may produce prolongation of survival, but this is not

its primary aim; rather, it is the quality of that survival which is the goal.

Palliative radiotherapy often produces significant symptomatic gain.

There are several clinical scenarios in which palliative radiotherapy

commonly proves useful.

Pain

Bone metastases and pain due to nerve compression or soft tissue
infiltration will usually respond to radiation treatment. They respond to a
single fraction of radiotherapy as effectively as more prolonged treatment
schedules.

A single fraction is more patient-friendly and may be repeated if
necessary. If pain is diffuse, affecting many different sites within the
skeleton, wide field—or hemibody—irradiation often produces relief. An
alternative is radioisotope therapy with 89gy, 153gm, or 22%Ra.

Osteolytic tumour deposits in weight-bearing bones are at risk of fracture
and are best fixed prophylactically by orthopaedic intervention. This is often
followed by post-operative irradiation, although good evidence of benefit is
lacking. Rarely, radiation is given without prophylactic surgical intervention.

Haemorrhage

Haemoptysis, haematuria, haematemesis, and rectal bleeding all respond to
radiation. A hypofractionated treatment course often produces prompt
sustained benefit (at least 70% in carcinoma of the bronchus).

Obstruction

Any hollow viscus may become obstructed caused by a malignant process.
Several organs may commonly be obstructed by cancer:
« superior vena cava (SVC)
* upper airways, i.e. trachea, bronchus
« oesophagus
Prompt, if not immediate, relief is frequently afforded by insertion of a stent
under the care of the interventional radiologists for SVC or oesophageal
obstruction. There is a role for palliative radiotherapy in some patients who
are unsuitable for such procedures, or in the case of stent overgrowth by
tumour.

Radiotherapy is most often used for bronchial obstruction due to lung
cancer; laser resection or stent insertion are less commonly employed
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alternatives.
Chemotherapy is also used for SVC obstruction caused by
chemosensitive tumours, e.g. small-cell lung cancer.

Neurological symptoms

« spinal cord compression

* brain metastases

« cranial or peripheral nerve compression

» malignant meningitis

« choroidal or orbital metastases

Radiotherapy is used in treating spinal cord compression. There are a
number of important indications for surgical as opposed to radiotherapeutic
intervention (e.g. uncertain pathology, unstable spine).

Radiotherapy often improves pain associated with the compression, but
neurological recovery is less predictable and mainly depends on the degree
of weakness prior to therapy and the particular histological tumour type.

Brain metastases are increasing in incidence; as many chemotherapy
agents cross the blood-brain barrier poorly, and as oncological management
improves, patients survive long enough to develop relapse within the brain.
Steroids can produce significant benefit if the effects are due to oedema or
compression rather than tissue destruction. However, their beneficial effects
tend to be short-lived. Prolongation of symptom control and a small gain in
survival (1-2 months) can additionally be obtained with cranial irradiation,
usually at the cost of alopecia and lethargy. A recent study in patients with
lung cancer showed no survival or symptomatic benefit following cranial
irradiation in patients with brain metastases.2 Thus, there is uncertainty
regarding the role of cranial irradiation for those with widespread brain
metastasis. It is suggested that those patients with good pretreatment
neurological function and sensitive tumours stand to gain the most from
cranial irradation.

Stereotactic radiosurgery (SRS) is increasingly being used to treat
patients with one to three brain oligo-metastases. SRS describes high-
precision radiotherapy delivered with the patient’s skull immobilized in a
stereotactic frame. Treatment is usually given in a single large-dose fraction
(21Gy); subsequent control rates at the site of treatment are good. For
patients with one to three brain metastases alone and no disease elsewhere,
SRS may lead to long-term control or ‘cure’.

Cranial or peripheral nerve compression most often occurs with breast or

prostate neoplasms. Pain is often improved, but nerve palsies seldom show
significant recovery.
2 Mulvenna, P., et al. (2016). Dexamethasone and supportive care with or without
whole brain radiotherapy in treating patients with non-small cell lung cancer with brain
metastases unsuitable for resection or stereotactic radiotherapy (QUARTZ): results
from a phase 3, non-inferiority, randomised trial. Lancet (London, England),
388(10055), 2004—14.

Fungating tumours

Locally advanced breast tumours, skin tumours, and metastatic skin or
lymph node deposits can all lead to fungation. If surgical intervention is not
possible or felt to be inappropriate, radiotherapy can reduce the tumour
mass and serous ooze or haemorrhage, and promote healing.

Managing the side effects of radiotherapy
Skin
General advice

« Skin reactions tend to be worse in the skin folds, i.e. inframammary fold,
axilla, groin, and perineum.
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« Aftershave lotions or astringent cosmetics should be avoided.

* Mild soaps are permitted, and washing should be gentle (no vigorous
rubbing) and the area patted dry.

» Care must be taken not to remove skin markings delineating the treatment
fields.

Mild reactions

= Skin pink or slightly red.
* Apply emollient cream frequently.

Moderate reactions

« Skin red, dry, and scaly; some pruritus/tingling.

« Apply emollient cream frequently and consider using an emollient
ointment.

« Ifitch is problematic, 1% hydrocortisone cream b.d. is useful.

Severe reactions

+ Skin is inflamed with patchy areas of moist desquamation.

« Epidermis may blister and slough, exposing the dermis, leading to pain
and serous ooze with an increased risk of infection.

» Hydrogel or alginate dressing can be applied to moist areas; apply
emollient ointment to the intact epidermis.

« Swab if there is evidence of infection.

Mouth and throat care

This is particularly important for patients receiving radiotherapy for head and
neck cancer.

General advice

» The patient needs a dental assessment and any dental treatment should
be carried out before radiotherapy begins.

« A good fluid and nutritional intake is very important and nutritional support
by NG feeding is indicated if >10% weight loss occurs.

« Cessation of smoking should be strongly encouraged.

« Alcohol and spicy foods should be avoided.

* The voice should be rested as the radiotherapy reaction becomes
established.

Treatment of mucositis

Normal saline or bicarbonate mouth washes often help.

Antiseptic mouthwashes, e.g. chlorhexidine, keep the mouth clean but can
cause pain owing to their alcohol content.

Oropharyngeal Candida infection should be actively sought and treated.
Local analgesics include:

« Aspirin (which may be gargled).

» Paracetamol (which may be gargled).

* benzydamine

* local anaesthetics

« topical steroids (hydrocortisone oromucosal tablets)

« coating agents (sucralfate, Gelclair®)

Dysphagia
Thoracic radiotherapy can lead to oesophagitis, which needs explanation
and symptomatic treatment. Smoking should be strongly discouraged; spirits
and spicy food should be avoided.

An antacid, soluble paracetamol, or aspirin may all help. An NSAID, either
orally or by suppository, may be used. The oesophagus can be coated with
some effect by sucralfate.

Nausea and vomiting
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Radiotherapy to the abdomen often causes nausea due to serotonin release.
All patients should thus be considered for prophylactic anti-emetic therapy,
e.g. 5-HT; antagonist.

Diarrhoea

This side effect frequently accompanies radiotherapy to the abdomen or
pelvis. Dietary modification, i.e. reduction in dietary roughage, may
sometimes relieve the diarrhoea. Antidiarrhoeal drugs (e.g. loperamide)
should be provided to all patients with clear instructions of when and how
they should be taken. Proctitis often accompanies rectal or prostatic
irradiation and should be treated with rectal steroids either by suppository or
enema.

Pneumonitis

Acute radiotherapy-induced pneumonitis can develop 1-3 months after
treatment and is associated with a fever, dry cough, and breathlessness.
The main differential diagnosis is pneumonia, and this should be excluded
where possible. The diagnosis can be confirmed by a CXR, which shows
lung infiltration confined within the treatment volume. Treatment is with a
reducing course of steroids, i.e. a starting dose of prednisolone 40mg.

Cerebral oedema

Cerebral oedema can occur during or after cranial irradiation, particularly if
no surgical decompression of the brain tumour or metastasis has been
undertaken. Oedema usually responds to an increase in the dose of oral
steroids (e.g. dexamethasone 4mg twice daily).

Somnolence syndrome

Somnolence syndrome occurs within a few weeks of the completion of brain
irradiation and may manifest itself with nausea, vomiting, anorexia,
dysarthria, ataxia, and profound lethargy. Recovery occurs spontaneously
but can be accelerated with steroids.

Further reading

Jain V., Berman A. (2018) Radiation pneumonitis: old problem, new tricks. Cancers,
10(7):222.

New developments

Radiotherapy has advanced markedly since the early days of the twentieth
century. Progress is still being made to improve the quality and effectiveness
of treatment for patients.

There are a number of areas of development.

Defining tumour volume

Improvements in imaging have enabled tumours to be targeted more
accurately. This reduces the risk of missing the tumour, and also allows the
treatment volume to encompass the tumour more closely. The dose of
radiation can therefore be higher (giving improved tumour control) without
risking additional toxicity to normal tissues.

Imaging

Refinements in CT scanning technology have led to the advent of the multi-
slice CT scanner, which provides multiple high-quality images rapidly, from
which tumour volumes may be defined not only in two but also in three and
four dimensions (tracking a tumour during respiratory motion).

Images can now be fused from different imaging modalities, e.g. MRI/CT
image fusion. The new development of co-registered CT/PET scanning
combines functional data (through PET scanning) and high-quality spatial
information (through CT scanning), providing opportunity for optimal target
volume definition.
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Conformal therapy

Imaging improvements provide the ability to identify the tumour target more
accurately. This reduces the risk of missing the tumour, but it also provides
the opportunity for conforming the treatment more closely to the tumour
volume and thereby lessening damage to surrounding normal tissues. Taken
further, conformal therapy may permit dose escalation with resulting
improved tumour control rates, but without increased toxicity. Multileaf
collimators within the treatment unit can automatically shape the treatment
field, conforming it to the desired target shape.

Intensity-modulated radiotherapy (IMRT) takes this a step further; it is
used widely and further improves the therapeutic ratio. With IMRT, the
intensity of the treatment beams are modified in such a way that almost any
three-dimensional volume may be generated. Even concave volumes may
be created, and so targets which envelop the spinal cord, e.g. thyroid, can
be treated much more satisfactorily than with conventional techniques.

During the verification stage of radiotherapy, image-guided radiotherapy
(IGRT) describes how cone beam CT (CBCT) imaging can be acquired
during the treatment process on the linear accelerator. This is used to
ensure both the patient and tumour have been accurately positioned during
radiotherapy treatment. Gross changes to the patient's anatomy (e.g. the
development of a pleural effusion) can also be detected.

Fractionation/combined modality treatment

Advances in the understanding of the principles of fractionation have led to
improved treatment outcomes for patients. Further research with
hypo/hyperfractionation and acceleration is aimed at improving the
therapeutic ratio.

Integration of chemotherapy with radiation treatment has provided benefit
in a number of tumour sites, e.g. cervical cancer. Research seeks to refine
this further and also to incorporate the newer molecular agents into radiation
therapy.

Individualization of therapy

Two patients with ostensibly similar tumours receiving identical treatments
may respond differently, one being cured and the other dying from cancer in
a short time. There are clearly factors inherent within tumours which predict
response to radiotherapy. If such variables were identified before treatment,
the chance of response could be defined. This would help clinicians decide
whether radiotherapy would be a good treatment option. Furthermore, it
might be possible, knowing the particular tumour characteristics, to adapt the
treatment course, perhaps by modifying the dose prescribed or the
fractionation schedule, to enhance the prospect of cure. Predictive assays
are being developed to realize this possibility. New microchip technology
may help elucidate the genes behind the differing responses to therapy, and
offer patients the possibility of treatment tailored to their individual needs.

Government funded screening (UK)

Currently in England, people are offered screening for breast, bowel, and
cervical cancer on the basis that early detection and treatment will lead to
improved survival. A large-scale UK study (SUMMIT) has recently been set
up to detect lung cancer in those at risk (smokers and ex-smokers aged 50—
77y). Breast screening to detect early disease is offered every 3 years for all
women registered with a GO who are aged 50-71y. Screening for bowel
cancer is offered every 2 years to men between the ages of 60y and 74y. An
additional one-off test (bowel scope screening) is being introduced at 55
years. Future screening will start at age 50. All women registered with a GP
are invited every 3 years (25-49y) or 5 years (50-64y) for cervical
screening. HPV primary screening is also being offered.
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Further reading

Brennan P. et al. (2017) Intensity-modulated radiotherapy in head and neck cancer—an
update for oral and maxillofacial surgeons. The British Journal of Oral and
Maxillofacial Surgery, 55(8):770-4.

Wegner R. et al. (2017) Trends in intensity-modulated radiation therapy use for rectal
cancer in neoadjuvant setting: a National Cancer Database analysis. Radiation
Oncology Journal, 36(4):276-84.

Common cancers

Incidence

Huge variations in cancer incidences exist across the globe, reflecting the
impact of environmental and genetic factors on the causes of cancer (Tables
6.7 and 6.8).

Table 6.7 The eight commonest cancer types affecting men and women worldwide

Cancer type Ratio, high:low rate High incidence Low incidence

Oesophagus  200:1 Kazakhstan Holland
Skin 200:1 Australia India
Liver 100:1 Mozambique UK
Nasopharynx 100:1 China Uganda
Lung 40:1 UK Nigeria
Stomach 30:1 Japan UK
Cervix 20:1 Hawaii Israel
Rectum 20:1 Denmark Nigeria

Reproduced from Souhami R.L., Tobias J.D. (2003) Cancer and its Management (4th
edn). Oxford: Blackwell Science with permission from Wiley.

Table 6.8 The eight commonest cancer types affecting men and women in the UK,
2014

Men Women

Prostate Breast

Lung Lung

Colorectal Colorectal

Head and neck Melanoma

Kidney Ovary

Melanoma Non-Hodgkin’s lymphoma
Non-Hodgkin’s lymphoma Brain/CNS

Bladder Pancreas

Data sourced from Cancer Research UK. http://www.cancerresearchuk.org/health-
professional/cancer-statistics/incidence/common-cancers-compared#heading-One.
Accessed April 2018.

In this handbook, it is not possible to outline oncological management of
all cancer types. The following cancers are the commonest, and those for
which the palliative care team has a particular role to play (Figure 6.4).
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Fig 6.4 Cancer Research UK statistics from 2016 for the 20 most common cancers by
sex.

Patients with lung cancer

Background

* most common cause of cancer deaths in men and women in the UK and
the US

» 80-90% due to smoking

» 80% are non-small-cell subtype (squamous, adenocarcinoma, or large-
cell)

» 20% are small-cell subtype

Symptoms at presentation

« cough

» haemoptysis

* chest pain

« recurrent chest infection
 hoarseness

Diagnosis and staging

Diagnosis

« CXR

+ sputum cytology

« bronchoscopy with biopsy

« bronchial brushings and washings

» CT-guided biopsy

Staging

* bronchoscopy

« CT scan of chest, liver, and adrenals
» PET scanning (if available)

» mediastinoscopy

« pleural aspiration, pleural biopsy

* bone and brain scan if symptomatic

Small-cell lung carcinoma
Small-cell lung carcinoma (SCLC) is generally believed to be a systemic
disease at diagnosis; thus surgery generally plays no part in the
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management of this disease.
Staging

« limited stage disease—disease confined to one hemithorax
- extensive stage disease—disease present beyond one hemithorax

Management

Because of chemoresponsiveness and frequent dissemination at
diagnosis, combined chemotherapy is the treatment of choice.

Many chemotherapeutic agents have demonstrated activity in this disease.
Etoposide plus cisplatin or carboplatin has been established as the best
first-line treatment. Cyclophosphamide/doxorubicin/vincristine, topotecan,
or taxanes can be effective second-line treatments.

For patients with limited stage disease, thoracic irradiation in addition to
chemotherapy improves local disease control and prolongs survival when
compared with chemotherapy alone. Prophylactic cranial irradiation
reduces the incidence of brain metastases and improves survival in
patients who have responded to chemotherapy.

Further radiotherapy may be a useful palliative treatment for patients
relapsing after or resistant to chemotherapy.

.

Prognosis
Approximately 80% of patients respond to chemotherapy, but the majority
relapse, and only approximately 10% of patients are alive 2 years after
diagnosis.
Non-small-cell lung carcinoma
Non-small-cell lung carcinoma (NSCLC) metastasizes later in its course than
small-cell lung cancer, and consequently surgery offers the best chance of
cure. All patients being considered for surgical treatment must be carefully
staged (refer to the latest TNM staging tables) to determine tumour
operability. The patient must also be carefully assessed preoperatively to
assess their fitness for surgery.

Perioperative mortality rate should be less than 5%.

See Table 6.9.

Table 6.9 Stage grouping
IA T1a-10 No Mo

1B T, Nog Mg
A T1a_2a Nq or Ty, Ng Mg

B T,y Nyqor T3 Ny M,

WA Ty, op Nyor T3 Ny or T, Ng.q My

B T4 Ny Mg; orany T N3 My
Y% Any M4, or My,

Management

Surgery

Surgical resection offers the best chance of cure in this disease. The aim of
surgery is to resect the primary tumour with clear lateral and bronchial
margins with draining peribronchial and hilar lymph nodes. Lobectomy is the
most commonly performed operation; however, a bilobectomy or
pneumonectomy may be performed for more extensive tumours.
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Conversely, in less fit patients with limited respiratory reserve, only a
partial lobectomy may be tolerated, although the results from this surgery in
terms of the risk of tumour recurrence may be inferior.

NSCLC radiation therapy Radical radiotherapy

Selected patients with Stage I-lll disease and who are technically unsuitable
or medically unfit for surgery may be suitable for radical radiotherapy. Five-
year survival rates of 15-20% have been reported in this highly selective
patient group.

The benefit of adjuvant radiotherapy following surgery for high-risk
disease is uncertain, but may reduce the risk of local disease relapse.

Palliative radiotherapy

Radiotherapy is a key component of symptomatic treatment for the following:
« haemoptysis

* chest pain

« dyspnoea due to bronchial occlusion

 pain from bone metastasis

» symptoms from brain metastasis

NSCLC-targeted treatments

Genetic alterations have been identified in NSCLC, with two of these—
epidermal growth factor receptor (EGFR) mutation and anaplastic lymphoma
kinase (ALK) rearrangement—determining specific targeted treatment
pathways. EGFR mutations are predictive for response to the EGFR TKils
erlotinib, gefitinib, and afatinib. Such treatments when used first-line give
better response rates, progression-free survival, tolerability, and quality of
life than platinum-based chemotherapy. ALK rearrangements predict for
response to the ALK TKis crizotinib and ceritinib.

NSCLC chemotherapy

NSCLC is much less chemosensitive than SCLC. Adjuvant platinum-based
chemotherapy following surgery confers a modest survival benefit.
Chemotherapy may also be used in the neoadjuvant setting to downstage a
tumour prior to consideration of surgery. Cisplatin- or carboplatin-based
therapy has been demonstrated to improve quality of life and survival in
patients with good performance status (ECOG performance scale 0—1) in the
palliative setting. Commonly used regimens include combinations of
carboplatin or cisplatin with paclitaxel, vinorelbine, or gemcitabine.

NSCLC immunotherapy

For those patients who progress on chemotherapy, immunotherapy using a
PD-1 or PD-L1 inhibitor can be considered.

General issues

Lung cancer, because of its link with smoking, both active and passive, may
be associated with emotional distress in the patient and their carers. Lung
cancers often occur on top of a background of pre-existing lung disease,
which may alter the patient’s perception of breathlessness and cough,
thereby leading to a delay in diagnosis.

Specific pain issues

Pleuritic pain may be associated with the tumour itself, metastases in the
ribs, or local inflammation. This type of pain responds well to NSAIDs. It
may also be helped by local nerve blockade.

Pancoast tumour at the lung apex can produce severe neuropathic pain
by invasion of the brachial plexus; it may only be partially opioid-
responsive and will need adjuvant analgesics. Early referral for specialist
help should be considered.
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+ Bone metastases may occur, putting the patient at risk of pathological
fractures and spinal cord compression. Management of consequent pain
may be difficult, and specialist advice should be sought.

Other complications

Breathlessness is common and can be very distressing for carers (g
see Chapter 10, Respiratory symptoms).Treat reversible causes, such as
anaemia and pleural effusion, where appropriate. Give clear explanations
of what is happening. Ensure that practical measures such as sitting
upright, opening windows, and using fans have been discussed with the
family. Regular doses of short-acting oral morphine every 2—4 hours may
decrease the sensation of breathlessness. Other more specialist
interventions such as palliative radiotherapy, endobronchial laser therapy,
and stenting may help some patients. Panic and anxiety are frequently
associated with breathlessness and may be helped by simple relaxation
techniques. A low dose of an anxiolytic such as diazepam may be helpful,
Haemoptysis is a frightening symptom. Palliative radiotherapy may be
effective if the patient is fit enough. Oral antifibrinolytics such as
tranexamic acid may help. Occasionally, frequent small episodes herald a
catastrophic haemoptysis. This is rare, but it is a difficult situation to
manage, and early involvement of specialists should be considered. The
risks of frightening a family with information about a possible risk of
catastrophic haemoptysis need to be balanced against the potential
distress that could be caused by leaving a patient and family unprepared.
Cough can exacerbate breathlessness and pain, and affect sleep and a
patient’s ability to eat. Its management will depend on the cause, but it is
often appropriate to try to suppress the cough pharmacologically using
codeine linctus or morphine. If not responding to simple measures, refer
for specialist assessment.

Hypercalcaemia may occur. It should be considered in any patient with
persistent nausea, thirst, altered mood, confusion (even if intermittent),
worsening pain, or constipation. It should be treated with iv hydration and
bisphosphonates, unless the patient is clearly dying, in which case
treatment is not appropriate.

Cerebral metastases are common. Decisions about investigation and
management may be complex and need to be made on an individual
basis. Altered behaviour and personality, as well as problems of
comprehension and communication, can be very distressing for relatives.
Persistent headache, worse in the mornings, and unexplained vomiting
may be early signs of this diagnosis. There is a risk of seizures;
prophylactic anticonvulsant medication may be appropriate.
Hyponatraemia and other biochemical imbalances are particularly
common in small-cell lung cancer. Management can be complex and
needs specialist input.

Altered taste and anorexia are common. Good oral hygiene and effective
treatment of oral candidiasis may help. Carers may find it helpful to talk
through different ways of encouraging the patient to eat, such as freezing
supplement drinks and making frequent small meals.

Superior vena cava obstruction (SVCO) can occur, particularly in
patients with right upper lobe lung cancers. Management includes
consideration of vascular stenting, radiotherapy, and high-dose oral
steroids.

.

.

Mesothelioma

General comments

Mesothelioma usually affects the pleura but can affect other mesothelial
linings, most commonly the peritoneum. It is associated with exposure to
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asbestos, although, unlike patients with asbestosis, the history may be
difficult to elicit, as the risk of mesothelioma appears unrelated to the length
of exposure to asbestos and may occur many years after such exposure. It
is a relentlessly progressive tumour.

It is important that the patient is aware that they may be entitled to
compensation and should consult a specialist lawyer about this.

All deaths due to mesothelioma should be discussed with the coroner, who will most
probably order a post-mortem, unless the disease was clearly not related to industry.
The patient, and family, to minimize distress at the time of death, should be made
aware that the coroner will be contacted (regardless of any compensation claims or
litigation).

Diagnosis

« CXR

» CT scan of chest

« pleural biopsy

« thoracoscopic biopsy

There is a high incidence of false-negative biopsies—in some cases these
may need to be repeated a number of times to make a diagnosis.

Treatment
Surgery
Radical surgery is of uncertain value, with a high mortality and few long-term

survivors reported. Palliative surgery with parietal pleurectomy and
decortication of the lung may offer excellent palliation with minimal morbidity.

Radiotherapy

The tumour may grow along the track of a biopsy or drainage needle to
produce a cutaneous lesion. These areas can become painful and ulcerated,
and can be difficult to manage. Hence, palliative radiotherapy is given
prophylactically following the biopsy. It may also be used locally for
established cutaneous spread.

Chemotherapy

Upfront chemotherapy with doublet combination of cisplatin and pemetrexed has
been shown to improve overall survival and time to progression. Carboplatin is an
acceptable alternative to cisplatin and may be better tolerated in the elderly
population. Immunotherapy with checkpoint inhibitors may offer promise for disease
control, but further clinical study is required.

Specific problems in the management of mesothelioma

* Pleural effusions are common and frequently blood-stained, and become
increasingly difficult to aspirate as the disease progresses. Surgical
intervention to prevent reaccumulation of fluid may be helpful if carried out
early enough.

» Breathlessness can be severe due to pleural disease limiting the capacity
and expansion of the lung as well as the occurrence of pleural effusions.
Give clear explanations of what is happening. Ensure that practical
measures, such as sitting the patient up, opening windows, and using fans
have been discussed with the family. Regular doses of short-acting oral
morphine every 2—4 hours may decrease the sensation of breathlessness.
Panic and anxiety are frequently associated with breathlessness and may
be helped by simple relaxation techniques. A low dose of an anxiolytic
such as diazepam may be helpful. Other treatment options are limited.

« Ascites occurs with peritoneal mesothelioma. The ascitic fluid is often
blood-stained and becomes increasingly difficult to aspirate as the disease
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progresses.
Specific pain complexes

Mesotheliomas can produce severe neuropathic pain which may only be
partially opioid-responsive, and may need adjuvant analgesics. Early referral

for specialist help should be considered. Local nerve blockades can help in
some cases.

Further reading

Sanganalmath P. et al. (2018) Continuous hyperfractionated accelerated radiotherapy
(CHART) for non-small cell lung cancer (NSCLC): 7 years’ experience from nine UK
centres. Clinical Oncology, 30(3):144-50.

Colorectal cancer

Background

« third-commonest cancer worldwide

« approximately 50% of tumours occur in the rectum or sigmoid colon

« dietary factors are thought to be important

« tumour often secretes carcinoembryonic antigen (CEA)

* 6-8% of cases are familial

« associated syndromes include familial adenomatous polyposis coli and
hereditary non-polyposis coli (Lynch syndrome)

Common presentations

« iron deficiency anaemia

« abdominal pain

« altered bowel habit

* PR bleeding

Staging and diagnosis

sigmoidoscopy

colonoscopy—all patients must have a full evaluation of the colon prior to
surgery

barium enema (less useful than colonoscopy)

CT scan of chest, abdomen, and pelvis

MRI/endorectal ultrasound may be useful to assess local extent of tumour
in the rectum

.

.

Management

Surgery for primary disease
Surgery is the mainstay of therapy for colorectal cancer.

For colonic tumours, a segment of colon with its blood supply and draining
nodes is excised. Depending on the site of the tumour, this may involve a
right or left hemicolectomy or a sigmoid colectomy.

Traditionally, surgery for rectal tumours has involved an abdomino-
perineal approach. In the absence of radiotherapy, local relapse rates of 25—
30% have been reported. Previously, radiotherapy has been used post-
operatively, but increasingly a short course of radiotherapy is being used to
‘sterilize’ the area prior to surgery. In more advanced disease, preoperative
chemoradiotherapy can downstage the disease to allow for less radical
surgery and can also reduce the risk of pelvic recurrence. Surgery now
typically involves the more meticulous procedure of total mesorectal excision
and an anterior resection preserving the anus and reducing local relapse
rates to less than 10%.

Surgery for hepatic metastases

The majority of patients develop liver metastases as the first site of disease
progression following definitive first-line treatment.
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A proportion of these patients may be suitable for metastasectomy. Up to
a 40% five-year survival has been reported for carefully selected patients.

Chemotherapy

Adjuvant chemotherapy of colorectal cancer

Several large, randomized controlled trials have demonstrated a clear
survival advantage to fluorouracil-based or capecitabine therapy following
surgery for patients with Stage Ill disease. The addition of oxaliplatin to
fluorouracil increases the benefit.

The value of adjuvant chemotherapy for patients with Stage |l disease is
less clear, but chemotherapy may be offered to patients with tumours that
exhibit adverse prognostic features, such as lympho-vascular invasion or
poorly differentiated tumour.

Chemotherapy for advanced colorectal cancer
In the last 10-15 years, there have been major advances in the treatment of
metastatic colorectal cancer. Previously, fluorouracil (FU) was the sole active
agent, and overall survival was approximately 11-12 months. Currently the
average median survival duration is approaching 3 years, and 5-year
survival rates as high as 20% are reported in some trials. These
improvements have occurred on account of the availability of new active
agents, which include conventional cytotoxic agents other than FU, and
biological agents targeting angiogenesis and the epidermal growth factor
receptor (EGFR). Doublet chemotherapy with the addition of oxaliplatin or
irinotecan to FU improves survival and response rates.

Capecitabine is an orally available pro-drug of fluorouracil, which is
equally effective but more convenient, and has a different side-effect profile.

Biological therapy

Bevacizumab is a monoclonal antibody that targets vascular endothelial
growth factor (VEGF) and is an angiogenesis inhibitor. When added to
chemotherapy regimens, time to progression and overall survival are
improved. The EGFR-targeted monoclonal antibodies cetuximab and
panitumumab can be added to chemotherapy regimens to improve response
and survival rates for those patients whose tumours do not express
activating RAS/BRAF mutations.

Immunotherapy

Immune checkpoint inhibitors are used for patients with mismatch repair-
deficient, microsatellite instability-high tumours.

General comments

Liver metastases often occur and may cause capsular pain. This usually
responds well to NSAIDs or steroids. Liver metastases may also lead to
hepatomegaly, causing squashed stomach syndrome with delayed gastric
emptying and a feeling of fullness. This may respond to a prokinetic agent
such as metoclopramide.

Perineal and pelvic pain may be caused by advancing disease or be
iatrogenic. There is nearly always a neuropathic element to the pain which
will only be partially opioid-sensitive. Tenesmus is a unique type of
neuropathic pain which requires specialist assessment.

Bowel obstruction, unless it can be palliated surgically, should be
managed medically using a syringe driver containing a mixture of
analgesics, anti-emetics, and antispasmodics. Bowel obstruction at
multiple levels, which is common in relapsed disease, may make surgery
inappropriate. Differentiating between a high blockage (where vomiting is a
feature) and blockage lower in the bowel can be useful in targeting
treatment strategies. Imaging techniques may also be helpful to delineate
the level of obstruction.
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Fistulae between the bowel and the skin or bladder may occur. These can
be very difficult to manage and require a multidisciplinary approach with
specialist input.

Rectal discharge and bleeding are unpleasant and difficult symptoms to
manage. Referral to a clinical oncologist is appropriate, as radiotherapy
may be of benefit.

Hypoproteinaemia is common owing to poor oral intake and poor
absorption from the bowel, and may lead to lower-limb oedema.

Poor appetite is not uncommon and can be helped with the use of
steroids.

Breast cancer

Background

Breast cancer is the commonest solid tumour occurring in women in Europe

and the US.

« lifetime risk for females in the UK is 1in 8

« factors which increase the risk of breast cancer include increasing age, a
family history of breast cancer, nulliparity, and the use of HRT or the
contraceptive pill

« incidence of breast cancer is increasing, although overall mortality has
decreased by 20% in the UK since 1985

« 5-year survival rate is 80%

» male breast cancer is rare—accounting for <1% of all breast cancers

Genetics of breast cancer

5-10% of breast cancers are believed to be hereditary. Many of these
cancers are due to germline mutations in the tumour-suppressor genes
BRCA1 or BRCA2. Prophylactic bilateral mastectomy will reduce the
incidence of breast cancer by 90% in patients with proven mutations in the
BRCA1 or BRCA2 gene.

Presentation

« breast lump (most common)

» mammographically detected lesion—increasingly common mode of
presentation

* nipple inversion or discharge

« occasionally rash at nipple (Paget's disease)

Pathology
See Box 6.1.

Box 6.1 Pathology

Preinvasive lesions
Lobular carcinoma in situ (LCIS)—significance uncertain

Ductal carcinoma in situ (DCIS)—usually detected mammographically;
may progress to invasive disease

Invasive lesions
Ductal carcinoma—not otherwise specified—accounts for approximately
80% of all tumours

Lobular carcinoma

Tubular carcinoma

Medullary carcinoma

Diagnosis and staging

Breast cancer is diagnosed by a ‘triple assessment':
« clinical examination
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imaging: bilateral mammography (or ultrasound/MRI)
biopsy: fine-needle aspiration cytology or core biopsy

This approach has >90% sensitivity and specificity.

All patients with proven invasive disease should have the axilla assessed

as part of staging. Traditionally, this includes axillary clearance, but
increasingly sentinel node biopsy is performed. Staging investigations (such
as liver or bone scans) in patients without systemic symptoms rarely detect
metastases and are recommended only in patients with four or more lymph
nodes involved by tumour.

Prognostic factors

axillary node involvement: most important prognostic criterion

tumour grade

oestrogen receptor (ER)/progesterone receptor (PR) status: more
favourable prognosis if ER/PR positive

HER?2 status: HER2 overexpression is associated with poor prognosis
patient age: <35years is an independent adverse prognostic factor

Common problems

Bone pain due to bone metastases, which may respond to radiotherapy,
bisphosphonates, or systemic therapy. Prophylactic surgery may be
indicated where there is a risk of fracture.

Pathological fractures may occur without obvious trauma.

Spinal cord compression requires prompt diagnosis, high-dose oral
steroids, and urgent referral to the orthopaedic- or neurosurgeon, or
oncologist. The steroids should be continued at a high dose until a
definitive plan has been made.

Neuropathic pain can be a problem, if there has been spread into the
axilla affecting the brachial plexus.

Liver metastases are common and may require steroids or NSAIDs to
reduce the pain of liver capsule distension.

Hypercalcaemia may occur. Treatment with iv hydration and iv
bisphosphonates should be considered.

Lymphoedema affecting the arm can develop at any point in the course of
the disease, following surgery and/or radiotherapy. Early referral to a
lymphoedema specialist provides the best chance of minimizing the
morbidity and distress caused. Preventive measures include good skin
care and avoiding additional trauma to the affected arm (such as taking of
blood tests and BP measurement). Treatment involves bandaging,
lymphatic massage, and fitting a compression sleeve.

Lung and pleural spread are common causes of breathlessness and
cough. These symptoms need to be investigated thoroughly. Drainage of a
pleural effusion may be a useful symptomatic procedure, and pleurodesis
should be considered. Systemic therapy (chemotherapy or hormone
therapy) is indicated in patients with good performance status.
Psychosocial problems: some of these patients will be mothers with
young children for whom the trauma of disease is worsened by fears for
their children. A multidisciplinary supportive approach at a pace dictated
by the patient can help to reduce some of the distress for the patient and
her family.

Management
See Table 6.10.
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Table 6.10 Management

Non-
invasive
breast
cancer DCIS

Simple mastectomy or partial mastectomy
(lumpectomy) +/- post-operative radiotherapy. Axillary
dissection not indicated.

Early breast
cancer
Example of
treatment

Surgery: either simple mastectomy or partial mastectomy
(lumpectomy) +/- axillary node dissection.

Loco-regional radiotherapy: indicated for all patients
with partial mastectomy and for mastectomy patients at
high risk of local relapse (e.g. patients with T3 or T,

tumours or positive lymph nodes).

Adjuvant endocrine therapy: should be commenced
after completion of chemotherapy. Tamoxifen is
indicated for all ER- or PR-positive tumours and achieves
approximately 30% relative reduction in mortality.
Aromatase inhibitors are preferred to tamoxifen in post-
menopausal women because of improved outcomes and
tolerability.

Adjuvant chemotherapy: Combination chemotherapy
reduces recurrence and improves overall survival.
Anthracycline-based regimens are more effective than
non-anthracycline-based regimens; incorporation of a
taxane further improves efficacy. Absolute 10-year survival
benefit: 7-12% <50 years; 2—6% >50 years.

Commonly used regimens include
fluorouracil/epirubicin/cyclophosphamide (FEC),
docetaxel/doxorubicin/cyclophosphamide (TAC),
doxorubicin/cyclophosphamide (AC),
cyclophosphamide/methotrexate/fluorouracil (CMF). The
benefit:risk ratio for chemotherapy must be assessed on
an individual patient basis.

Adjuvant trastuzumab: results of large clinical trials have
shown significant improvements in relapse-free and
overall survival with the addition of adjuvant trastuzumab
in patients with tumours that overexpress HER2.

Neoadjuvant therapy: has advantage in allowing more
patients to have breast-conserving surgery and is also an
option for patients with medical contraindications to
undergoing surgery at the time of diagnosis, such as
those women who develop breast cancer during
pregnancy.

Locally
advanced
breast
cancer
Presence of
infiltration of
the skin,
chest wall,
or fixed
axillary
nodes

The presence of infiltration of the skin, chest wall, or fixed
axillary nodes requires a neoadjuvant approach. Younger
patients and those with ER/PR-negative disease may
need chemotherapy. Elderly patients with ER- or PR-
positive disease may be treated with hormonal therapy
alone (aromatase inhibitors are superior to tamoxifen in
this setting).
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Metastatic Endocrine therapy: indicated in those patients with ER-

breast or PR-positive disease and slowly progressive disease.
cancer The Responses tend to be slower in onset (3—6 months) than
aim is with chemotherapy but also tend to be more durable.
palliation. Expected response rates of 40-60% to first-line hormonal

Usual sites of therapy in those with ER- and/or PR-positive tumours.
metastases: Disease that responds to endocrine therapy and then
lung, liver, progresses has a 25% response with second-line

bone, brain. treatment. Response to a third hormonal agent is 10—

Bone 15%. In recent years the kinase inhibitor everolimus given
metastases in combination with exemestane has been shown to

often improve progression-free survival.

respond to Chemotherapy: indicated in situations where a high
hormone

response rate and rapid time to response are required.
Anthracycline-based regimens are used in patients if they
have not already been used in the adjuvant setting. First-
line response rates are of the order of 40-60%. Taxanes
are used in patients who have had prior exposure to
anthracyclines with similar response rates. In patients with
HERZ2 overexpression, addition of trastuzumab plus
pertuzumab increases response rate and prolongs
survival. At progression, second-line HER2-directed
treatment with trastuzumab emtansine or lapatinib can be
offered. In patients unfit for chemotherapy, trastuzumab
may be used as a single agent. Other chemotherapy
agents with activity include capecitabine, carboplatin,
vinorelbine, eribulin, and liposomal doxorubicin.

manipulation;
such patients
may survive
for many
years.

Radiotherapy: useful for palliation of painful bone
metast brain m or soft-tissue metastases

causing pressure effects.

Osteoclast inhibition: for patients with bone metastases,
there are two main agents used: bisphosphonates and
denosumab. Such agents have been demonstrated to
reduce bone pain, skeletal events related to malignancy,
and the incidence of hypercalcaemia.

Further reading
Bhattacharya |.S. et al. (2019) Patient-reported outcomes over 5 years of whole- or

partial-breast radiotherapy. Journal of Clinical Oncology, 37(4):305-17.

Sardar P. et al. (2017) Long term cardiovascular mortality after radiotherapy for breast

cancer: a systematic review and meta-analysis. Clinical Cardiology 40(2):73-81.

Prostate cancer

Background

.

accounts for approximately 25% of all cancers in men in the UK

second to lung cancer as a cause of cancer deaths in men

increasing age is a major risk factor: 70% of men >80 years of age have
some evidence of prostatic cancer

associated with a 78% five-year survival

appears to be linked to androgen exposure: rare in men castrated before
40 years of age

incidence of prostate cancer is rising, owing, in part, to increased detection
of early disease by PSA (prostate-specific antigen) screening

many PSA-detected cancers are clinically unimportant; more research is
needed to distinguish patients with raised PSA levels who are at risk of
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developing metastatic disease

Presentation

« urinary outflow symptoms

» haematuria

« symptoms of metastatic disease, e.g. back pain

» asymptomatic elevation of PSA

Diagnosis and staging

» PSA assessment: PSA >4ng/mL: clinical suspicion, requires transurethral
ultrasound and needle biopsy

* PSA >50ng/mL: often distant metastases

« transurethral ultrasound and biopsy

* CT/MRI—may help to assess lymph node involvement

* isotope bone scan

« for staging, refer to the latest TNM staging tables

Management

Many prostate tumours are clinically insignificant and will not cause

symptoms in the patient’s lifetime. It is important, however, to recognize

those patients whose tumours are likely to become clinically apparent.
Prognostic factors in patients with cancer confined to the prostate:

« tumour grade: assessed by Gleason score

 tumour stage: assessed clinically and radiologically

- patient age: younger patients are more likely to develop advanced disease
than older patients

Cancer confined to prostate gland

If aged <70 and fit, consider radical localized therapy:

« prostatectomy

« radiotherapy-external beam or brachytherapy

There are currently no trials directly comparing these approaches.

In general terms, fitter patients tend to be treated with surgery rather than

radiotherapy.

Complications

« prostatectomy: 50% impotence; 8—15% long-term incontinence

« radiotherapy: 40% impotence; rectal stricture/bladder irritation but no
incontinence

If aged >70 years

- active surveillance policy: active process of examining patient regularly
and treating if evidence of disease progression

Locally extensive disease (Ty/T,) or Node N, disease
» Neoadjuvant anti-androgen therapy followed by radical radiotherapy

Metastatic disease

The natural history is highly variable, with a number of patients with

metastatic bone disease living for >5 years following diagnosis.

The majority of tumours are driven by androgens. Hormonal manipulation
or androgen deprivation therapy (ADT) aimed at reducing the effect of
androgens (mainly testosterone) at a cellular level will produce responses in
around 70% of men with bone metastases with a median response duration
of 12-18 months.

Commonly used hormonal treatments:

» Medical castration with luteinizing hormone-releasing hormone (LHRH)
agonists. (These can induce a flare-up of hormone-induced activity on
initiating therapy which needs to be suppressed with anti-androgens for
the initial 2 weeks.)
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« Anti-androgens (cyproterone acetate, flutamide, bicalutamide). These
may be used alone or in combination with LHRH agonists. The value of
the combination is, however, uncertain.

» Oestrogens, such as diethylstilbestrol (stilboestrol), may be used after
other hormones have failed. Diethylstilbestrol is used at lower doses than
previously to minimize thromboembolic side effects.

« Bilateral orchidectomy is less popular owing to the availability of medical
methods of castration.

The side effects of androgen suppression include the following:

loss of libido and potency

hot flushes

change in fat deposition

osteoporosis

poor concentration

decreased energy and drive

metabolic syndrome

For fit patients with high-volume metastatic hormone naive disease, the

addition of docetaxel chemotherapy to ADT has been shown to provide

improved progression-free and overall survival rates.

Local radiotherapy may be useful as an additional palliative measure
particularly for bone pain. Strontium-89 and samarium-153—bone-seeking
radioisotopes—have proved effective, though expensive, treatments for
reducing bone pain.

Hormone refractory prostate cancer

For patients whose disease has progressed through traditional anti-
androgen therapy, there are further hormone treatment options and
chemotherapy agents.

Therapeutic options at this stage include the following:

Anti-androgen withdrawal: this results in a response in a small number
of patients.

Glucocorticoids: low-dose glucocorticoids, such as dexamethasone 1mg
o.d., produce clinical benefit in some patients.

Enzalutamide, a non-steroidal anti-androgen, has shown improvements in
the time to disease progression and median survival rates as well as
patient-reported pain and quality of life scores.

Abiraterone is an androgen synthesis inhibitor used in combination with
low-dose prednisolone. It has been shown to improve time to progression
and overall survival. Pain palliation and PSA decline were also improved.
Chemotherapy: prostate cancer is relatively chemoresistant. Docetaxel
and prednisolone improve symptoms with a modest survival improvement
but are appropriate only for fitter patients. For patients who progress on
docetaxel and who remain fit enough for chemotherapy, cabazitaxel is
available second-line.

.

Common palliation issues

« Pathological fracture may occur without obvious trauma. Orthopaedic
intervention (pinning or joint replacement) and radiotherapy may be
needed. Prophylactic orthopaedic intervention may also be required for
bone lesions at high risk of fracture.

Spinal cord compression requires prompt diagnosis and treatment with
high-dose steroids and radiotherapy. A minority of cases may be suitable
for surgical intervention; such patients include those with a single site of
disease and those in whom there is uncertainty regarding the diagnosis.
These patients should be discussed with a neurosurgeon.

Neuropathic pain may be caused by local recurrence of tumour, pelvic
spread, or a collapsed vertebra. Such pain is partially opioid-sensitive, and
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adjuvant analgesics are usually required to supplement the effect of the
opioid.

Bone pain: specialist advice should be sought about the appropriate use
of radiotherapy and radioactive isotopes as well as nerve blockade. The
RANK ligand inhibitor denosumab and bisphosphonates such as
zoledronic acid help to reduce bone pain and also reduce the number of
cancer-associated skeletal events and incidence of hypercalcaemia.

Bone marrow failure may occur in patients with advanced disease.
Typically, the patient has symptomatic anaemia and thrombocytopenia.
Support with palliative blood transfusions may be appropriate initially, but
ongoing appropriateness should be discussed with the patient and their
family when symptomatic benefit is no longer being gained.

Retention of urine: problems with micturition, including haematuria
(forming blood clots), may lead to retention of urine. This may be acute
and painful, or chronic and painless. If the patient is unfit for transurethral
resection of the prostate (TURP), then consider a permanent indwelling
urinary catheter. Chronic urinary retention can lead to renal failure.
Lymphoedema of the lower limbs and occasionally the genital area is
usually due to advanced pelvic disease. It needs to be actively managed if
complications are to be avoided.

Altered body image and sexual dysfunction can result from the disease
or any of the treatment modalities. This may be exacerbated by apathy
and clinical depression. Specialist mental and psychological health
strategies may be required.

Further reading

Gulliford S. et al. (2017) Hypofractionation trials and radiobiology of prostate cancer.
Oncoscience, 4(3—4):27-28.

Zilli T. et al. (2016) Prognostic value of biochemical response to neoadjuvant androgen
deprivation before external beam radiotherapy for prostate cancer: a systematic
review of the literature. Cancer Treatment Reviews 46:35-41.

Gynaecological cancer
Ovarian carcinoma

Background

sixth-commonest cancer in women in the UK

median age at diagnosis 66 years

approximately 5% are familial

95% of tumours are epithelial in origin

risk is reduced by factors that reduce the number of ovulatory cycles, e.g.
pregnancy, use of oral contraceptive pill

.

Presentation
Ovarian cancer spreads intraperitoneally and may remain silent until late:
80% of patients present with disease which has spread beyond the pelvis.
Common presenting symptoms:
» abdominal distension
+ abdominal pain
« altered bowel habit
» weight loss
Diagnosis and staging
Preoperatively, a diagnosis of ovarian cancer may be suspected if the
marker CA-125 is raised (elevated in approximately 85% of patients with
advanced disease) and a CT scan shows the presence of a pelvic mass or
ascites.
Confirmation of the diagnosis requires histology. Adequate staging and
initial disease management require total abdominal hysterectomy, bilateral
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salpingo-oophorectomy, omentectomy, lymph node sampling, and multiple
peritoneal biopsies.

Management

Radical surgery has an important role in treatment, and retrospective studies
demonstrate significantly improved survival rates in patients whose disease
has been optimally debulked (i.e. no tumour remaining measuring >1cm in
diameter). Where optimal debulking is not possible initially, there may be a
benefit to survival from performing debulking surgery after three cycles of
chemotherapy—the so-called interval debulking.

First-line chemotherapy

After surgery, a platinum/taxane combination is considered by most
oncologists to be the optimum treatment for ovarian cancer, the most
commonly used combination being carboplatin and paclitaxel. Response
rates are about 70-80%, and median survival is 2-3 years with such
treatment.

Although the introduction of paclitaxel has improved the median survival in
this disease, the majority of patients develop progressive disease, and 5-
year survival is still less than 25%.

Bevacizumab in addition to chemotherapy can be considered for patients
with suboptimally debulked disease (residual disease >1cm).

Treatment at relapse

The vast majority of patients who relapse after first-line therapy are
incurable. Secondary surgical debulking may be useful in selected patients,
but its value is uncertain. The choice of further chemotherapy depends on
the interval between completion of previous chemotherapy and relapse.

Patients relapsing more than 6 months after the completion of platinum-
based therapy are considered to have platinum-sensitive disease and should
generally be rechallenged with a platinum agent. If rechallenge takes place
more than 2 years from previous chemotherapy, the response rate is 60%,
whereas rechallenge within 6 months rarely results in tumour response.

Patients relapsing less than 6 months after completion of platinum-based
chemotherapy are considered platinum-resistant and are unlikely to respond
to further platinum-based therapy. Paclitaxel, topotecan, liposomal
doxorubicin, and gemcitabine have been shown to have some activity, but
overall response rates remain low. Treatment of these patients should focus
on quality of life and control of symptoms.

Eventually, all patients who relapse following primary chemotherapy will
develop chemotherapy-resistant disease. The majority of these patients will
have symptoms related to intra-abdominal disease, including abdominal pain
and bowel obstruction. Management of these symptoms can be very
challenging and requires a multidisciplinary approach with involvement of
palliative physicians, surgeons, and oncologists.

Carcinoma of the cervix

Background

strongly associated with human papillomavirus (HPV)-16 (and also, but
less strongly, with HPV-18 and -31)

30-40% of patients with untreated cervical intraepithelial neoplasia
progress to invasive squamous-cell carcinoma with a latent period of 10—
20 years

commonest female cancer in South-East Asia, Africa, and South America
in the UK, incidence and mortality have fallen by approximately 40% since
the 1970s; likely to fall further following initiation of the HPV vaccination
programme

Presentation
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« unless detected at screening, it is often asymptomatic until the disease is
advanced

« postcoital bleeding

« intermenstrual bleeding

« pelvic pain

« dyspareunia

Staging

MRI plays an increasingly important role in the preoperative staging of these
tumours.

Management

Management depends largely on disease stage. Patients with very early
stage may be treated with simple hysterectomy or a conization procedure in
patients wishing to preserve fertility.

Radical hysterectomy or pelvic radiotherapy may be used in more
advanced disease; a combination of radical pelvic radiotherapy and
platinum-based chemotherapy gives good results. Chemoradiotherapy may
also be indicated, particularly with bulky tumours.

For patients with late stage disease, pelvic radiotherapy may be useful in
palliating troublesome pelvic symptoms. Cervical cancer is only moderately
chemosensitive, with responses to single agents of around 20-30%. Agents
with some activity in this disease include cisplatin, ifosfamide, and paclitaxel.
Palliative issues in gynaecological cancers
Primary treatment often affects sexual function, fertility, and body image,
which may impact on coping strategies and need specialist counselling.
Ovarian and vulval cancers often present late, and specialist palliative care
input from the point of diagnosis may be appropriate. Genetic counselling
should be considered for close female relatives of patients with ovarian
cancer, particularly if there is also a strong family history of breast cancer.
Perineal and pelvic pain is common in all three of the common
gynaecological malignancies—cervical, ovarian, and vulval carcinomas.
There is usually a neuropathic element to the pain which may be only
partially opioid-sensitive.

Lymphoedema affecting one or both limbs develops with uncontrolled
pelvic disease. It can develop at any time in a patient’s cancer journey and
frequently affects both lower limbs. This needs to be actively managed if
complications are to be avoided. Management includes good skin care,
avoiding additional trauma to the affected leg(s), and appropriately fitting
compression garments.

Ascites is common with ovarian cancer and can be difficult to manage.
Oral diuretics, particularly spironolactone in combination with a loop
diuretic such as furosemide, may provide a little help. Repeated
paracentesis may be needed. Consideration of a peritoneovenous shunt
may be appropriate in some cases where prognosis is thought to be longer
than 3 months.

Acute or subacute bowel obstruction is often not amenable to surgical
intervention and should be managed medically using sc medication via a
syringe driver. Nasogastric tubes are rarely needed, and hydration can
often be maintained orally if the nausea/vomiting are adequately
controlled.

Renal impairment due to bilateral ureteric obstruction can develop in any
patient with advanced pelvic disease. It may be a pre-terminal event.
Ureteric stenting may be appropriate, depending on the patient’s perceived
prognosis, the patient's wishes, and future treatment options. Renal
impairment increases the risk of a patient developing opioid toxicity as
renal excretion of opioid metabolites may be reduced.

.

.
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« Vaginal or vulval bleeding may respond to antifibrinolytic agents such as
tranexamic acid, radiotherapy, and/or surgery.

- Offensive vaginal or vulval discharge can cause considerable distress
to both patient and carers. Topical or systemic metronidazole may help, as
can barrier creams. Deodorizing machines may also help if the patient is
confined to one room.

Vesicocolic and rectovaginal fistulae need surgical assessment. These
can be very difficult to manage and require a multidisciplinary approach
with specialist input.

Upper gastrointestinal tract cancer
Stomach cancer

Background

« fifth-most common cancer worldwide—high incidence in Japan, Korea,
South America, and Eastern Europe

« UK incidence of cancer of the distal stomach is falling, but incidence of
tumours of the cardia or gastro-oesophageal junction is rising

* more common in males than females (2:1) and in those over 60 years of
age

* 90-95% of gastric tumours are adenocarcinomas

Presentation

* insidious onset

* anaemia

« early satiety and anorexia

» weight loss

» dyspepsia

Diagnosis and staging

« full staging is essential if inappropriate surgery is to be avoided

= endoscopy and biopsy

» endoluminal ultrasound to assess depth of invasion and lymph node
involvement

» CT scan to assess lymph node involvement and distant metastases

« laparoscopy: may be indicated to assess peritoneal disease if surgery is
being considered

Treatment
Resectable disease

Surgery remains the only potentially curative modality of treatment. Partial or

total gastrectomy (depending on tumour site and mode of spread) and

regional lymphadenectomy is the most commonly performed operation.

Factors determining outcome include:

« tumour location: patients with distal tumours do better than those with
more proximally located tumours

= tumour extent: patients with tumours beyond the gastric wall have a worse
prognosis

« extent of lymph node involvement

Following surgery, many patients remain at high risk of local and distant

disease relapse. Trials have shown that such patients benefit from adjuvant

chemotherapy or chemoradiation. The current standard of care is

perioperative ECF/ECX chemotherapy. Three cycles of ECF chemotherapy

(epirubicin, cisplatin, and continuous fluorouracil) are given prior to surgery,

followed by a further three post-operatively. Continuous fluorouracil can be

replaced with capecitabine (ECX). Combined pre- and post-operative

chemotherapy has been shown to increase resectability and to reduce

relapse rates in patients with operable gastric cancer.
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Locally advanced/metastatic disease

Palliative operations can be performed to control pain or bleeding or to
relieve obstruction for patients with advanced disease. The type of operation
performed depends on the status of the patient and on the anticipated
disease course.

Chemotherapy, with cisplatin and fluorouracil, with or without epirubicin,
has a palliative benefit for patients with locally advanced or metastatic
gastric cancer, and may also improve survival by some months. Oxaliplatin
in combination with fluorouracil and epirubicin has shown a further
improvement in overall survival, and is often used instead of cisplatin. The
addition of trastuzumab to cisplatin-fluoropyrimidine chemotherapy for
patients with HER2-positive disease increases survival compared to
chemotherapy alone. Endoscopic procedures such as stenting or laser
coagulation may also provide palliative benefits.

Radiotherapy may provide useful palliation for bleeding from locally
advanced tumours. It may also be useful in palliating pain caused by
metastatic disease, e.g. bone metastases.

Treatment of the rare gastrointestinal stromal tumours (GISTs) has been
revolutionized by the biological therapy imatinib, which has had dramatic
impact in some patients.

Oesophageal carcinoma

Background

ninth-most commonly occurring cancer in males in the UK

more common in males than females (2.5:1)

tumours in the upper two-thirds of the oesophagus are usually squamous-
cell cancers

tumours in the lower third are usually adenocarcinomas—incidence of
adenocarcinoma has been steadily increasing

adenocarcinoma often arises in a Barrett's oesophagus—endoscopic
screening may reduce the incidence

overall survival in the UK is <10% at 5 years

.

.

Symptoms

» dysphagia

* chest pain

« dyspepsia

Diagnosis and staging

 endoscopy and biopsy

barium swallow: demonstrates tumour length

endoluminal ultrasound: demonstrates extent of local invasion and lymph
node involvement

CT scan to assess nodal involvement and distant metastases

laparoscopy

bronchoscopy should be performed if tracheal involvement suspected

PET scanning is used increasingly to detect nodes and distant
metastases, with the result that fewer oesophageal resections are being
performed

Treatment

Resectable disease

Surgery remains the key potentially curative modality for tumours in the
lower two-thirds of the oesophagus. Unfortunately, however, owing to the
tumour’s tendency to spread longitudinally via the submucosa,
circumferentially to other mediastinal structures, and to lymph nodes early in
its course, the results are poor, with a 5-year survival of 20%. Neoadjuvant
chemotherapy with cisplatin and fluorouracil improves the resectability and
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reduces the likelihood of local and distant relapse; it is now the standard of
care in the UK.

Tumours in the upper third of the oesophagus are inoperable, but may be
suitable for radical radiotherapy.

Chemoradiotherapy may also be used with radical intent in tumours in the
lower two-thirds of the oesophagus in patients who are unfit for surgery.

Unresectable disease

Endoscopic placement of stents or radiotherapy may provide excellent
palliation, particularly of dysphagia. Platinum-based chemotherapy may also
be useful in palliating symptoms in patients who are fit.

Pancreatic carcinoma

Background

« fifth-most common cause of cancer death in the UK
75% arise from the head of the pancreas, 15% from the body and a 10%
from the tail

risk factors

* smoking

« chronic pancreatitis

= alcohol

* obesity

« diabetes

* 90% are adenocarcinomas

Presentation

« insidious onset of symptoms

* jaundice

» weight loss

« pain: local invasion of the coeliac plexus by tail or body tumours may
cause severe neuropathic abdominal pain radiating to the back

Investigations

LFTs (liver function tests) may show obstructive pattern

* Tumour marker CA19-9: elevated in the majority of cancers but low
specificity

ERCP (endoscopic retrograde cholangio-pancreatography) with brushings
or biopsy

endoluminal ultrasound

ultrasound scan or CT with FNA (fine needle aspiration) or biopsy of
pancreatic mass

CT scan to assess chest, abdomen, and pelvis

MRI can delineate tumours, ducts, and vessels with less morbidity than
ERCP

laparoscopy: may be required to assess peritoneal involvement prior to
surgery

Management

Surgery is the only potentially curative modality of treatment. Unfortunately,
less than 15% of patients present with surgically resectable disease. A
pancreaticoduodenectomy is the operation of choice, but even in those
patients suitable for this surgery, 5-year survival is less than 10%.

The majority of patients will present with advanced unresectable disease,
although surgical bypass procedures may be possible. Primary treatment is
aimed at relief of jaundice, which is generally achieved by endoscopic or
percutaneous transhepatic placement of a stent.

Pancreatic enzyme supplements may help with malabsorption.

Chemotherapy with gemcitabine can provide a small survival benefit, and
should be considered in patients with unresectable disease and an ECOG
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performance status of <3. For fitter patients with ECOG <2, FOLFIRINOX
(fluorouracil, leucovorin, irinotecan, and oxaliplatin) chemotherapy has
shown greater efficacy than single-agent gemcitabine, with significant
improvements in overall response rates and survival rates. The third option
is the addition of nab-paclitaxel to gemcitabine to improve response rate and
overall survival.

Palliative issues for patients with upper gastrointestinal tract cancer
Mild and non-specific symptoms often precede the onset of dysphagia for
many months in oesophageal carcinoma. Stomach cancer often presents
late and is frequently metastatic at presentation.

Liver capsular pain due to liver metastases is common. This is only
partially opioid-responsive but responds well to NSAIDs or oral steroids.
Oesophageal spasm may occur and can be difficult to manage. Specialist
advice from the palliative care team should be sought. It may be
aggravated by oesophageal candidiasis, which needs systemic treatment
with oral systemic antifungals.

Involvement of the coeliac plexus causes a difficult pain syndrome with
non-specific abdominal pain and mid-back pain. Blockade of the plexus
using anaesthetic techniques can be useful.

Dysphagia can occur in both oesophageal and stomach cancer. It may be
helped by stenting. Oncological treatment of the tumour may provide
temporary relief. Advice about appropriate diet and food consistency may
also help. A feeding gastrostomy is sometimes used to improve functional
status prior to aggressive treatment. Gastrostomy feeding can also
improve nutrition and quality of life in the palliative setting, but should only
be inserted after careful multidisciplinary discussion involving the patient
and their family. Ethical dilemmas can arise towards the end of life when
issues of avoiding the prolongation of an uncomfortable dying period (by
reducing or stopping artificial feeding) may need to be discussed. There is
no evidence that the insertion of feeding tubes in the dying either extends
life or improves symptoms.

Anorexia is frequent and often profound. There may be a fear of eating
because of pain. This may bring the patient and their carer into conflict
about food and the ‘need to eat’. However, open and honest explanation
can help to relieve anxiety and provide practical approaches to dealing
with the situation.

Weight loss and altered body image can be profound with these cancers
and can cause distressing problems for the patient and family.

Nausea and vomiting can be persistent and difficult to control. Specialist
advice is often needed, and drugs may need to be given by routes other
than oral. Small but frequent meals may reduce the frequency of vomiting.
Haematemesis may be one of the presenting symptoms but can also
occur as the tumour progresses. Where possible, external beam
radiotherapy, brachytherapy, or laser treatment may be helpful. There is a
risk of a major bleed. This is a difficult situation to manage, and early
involvement of specialists should be considered.

Further reading

Chin V. et al. (2018) Chemotherapy and radiotherapy for advanced pancreatic cancer.
Cochrane Database of Systematic Reviews, 3:CD011044.

Goess R., Friess H. (2018) A look at the progress of treating pancreatic cancer over the
past 20 years. Expert Review of Anticancer Therapy, 18(3):295-304.

Cancer of the bladder and ureter

Background

« accounts for 1% of all cancers
* 90% are transitional-cell carcinomas (TCC)
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« Risk factors for TCC:
» smoking
» occupational exposure to aromatic amines and azo dyes
« cyclophosphamide therapy
« phenacetin-containing analgesics
» squamous-cell carcinoma of the bladder is less common, and associated
with schistosomiasis, bladder calculi, and chronic irritation

Presentation

« painless haematuria in 90% of cases
« frequency

* urgency

Diagnosis and staging

« cystoscopy and biopsy
« CT/MRI

Treatment

« 70-80% of all bladder cancers are ‘superficiall—that is, they do not invade
the muscularis mucosa

‘Superficial’ tumours

« treated with transurethral resection of the tumour
= many will recur and follow-up with regular cytoscopy is required
« factors that identify patients likely to develop invasive disease:

« high-grade tumours

= tumours that have breached the basement membrane

» multiple tumours
Such patients may benefit from intravesical mitomycin or bacillus Calmette-
Guérin (BCG).

‘Invasive’ tumours

Disease which invades the muscularis mucosa of the bladder may be
treated with radical cystectomy or radiotherapy. These modalities have not
been directly compared; decisions regarding the choice of therapy tend to be
based on performance status, with surgery reserved for younger and fitter
patients.

Bladder cancer is moderately chemosensitive. Neoadjuvant chemotherapy
confers a 5% benefit in 5-year survival. Patients with locally advanced or
metastatic disease may benefit from palliative chemotherapy. The most
commonly used regimen is cisplatin/gemcitabine.

Common problems

Bladder spasm can be frequent and troublesome, leading to urinary
frequency as well as pain.

Pelvic pain is common in advanced disease owing to progression of the
tumour. This pain can be extremely difficult to control as it is often complex
and includes neuropathic elements. Anaesthetic interventions, including
intrathecal and epidural procedures, may be needed to achieve pain
control.

Recurrent haematuria is common and may be sufficient to cause
anaemia and urinary retention due to clot retention. Catheter blockage
may be a problem.

Urinary incontinence may occur.

Urinary tract infections due to long-term indwelling catheters are
common but are treated only if symptomatic.

Lymphoedema of the lower limbs and genital area may occur and
requires specialist management to prevent complications.
Vesico-cutaneous fistulae may occur and are often suitable for surgery.
If surgery is not possible, the risks of skin breakdown are high.

.
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* Renal failure may occur owing to bilateral ureteric obstruction. Stenting
the renal tract may be possible but may not be appropriate and needs full
discussion.

* Altered body image and problems with sexual function are
understandably common.

« Depression is common because of the long course of the disease, sleep
disturbance, and damage to self-esteem.

Tumours of the central nervous system

Background

» Primary brain tumours account for approximately 2% of all cancers.
» Most brain tumours are metastatic from I° sites outside the CNS.
 Primary brain tumours tend to remain localized to the CNS.

Primary brain tumours include

» Gliomas (50% of all CNS tumours):

« Astrocytomas: account for 80% of gliomas, i.e. the most commonly
occurring primary brain tumour; grade is important in determining
prognosis (e.g. grade iv astocytomas are often referred to as
glioblastoma multiforme and are the most invasive and rapidly growing
astrocytomas).

» Oligodendrogliomas: account for 10-15% of gliomas and commonly
occur in the frontal lobes; longer prognosis.

» Ependymomas: account for 5% of gliomas and tend to occur in children
and young adults; may metastasize within the CNS.

« Pituitary adenomas: account for 20% of CNS tumours; treated medically
for endocrine symptoms; treated with surgery or radiotherapy if there are
pressure symptoms or visual field problems.

» Medulloblastomas: account for 25% of all childhood tumours.

« Cerebral lymphomas: 1-2 per million per year worldwide; are increasing in
incidence partly owing to HIV-associated malignancy.

Symptoms

» Headache (especially in the morning) and vomiting if intracranial pressure
is raised.

* Seizures.

= Neurological symptoms.

Investigations

« Contrast-enhanced CT scan.

» Gadolinium-enhanced MRI scan.

« Isotope scanning (PET, SPECT (single photon emission computed
tomography)).

« If CSF spread is anticipated (e.g. for high-grade ependymoma) a
neuroaxis MRI £ CSF cytology is required.

« Biopsy is usually required to confirm diagnosis.

Primary brain tumours

Surgery

Where possible, surgical resection for some low-grade tumours may be
curative. If complete resection of a low-grade glioma is not going to be
anticipated, then the timing of surgery is a matter for discussion between the
neurosurgeon and patient. For higher-grade lesions, decompression of the
tumour may provide palliation and facilitate post-operative radiotherapy.
Radiotherapy

For high-grade gliomas, post-operative radiotherapy adds to the
effectiveness of surgery and increases median survival by 5-11 months. For
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tumours with a propensity for leptomeningeal spread, e.g. high-grade
ependymoma or medulloblastoma, craniospinal irradiation improves
prognosis.

Chemotherapy

A survival benefit has been demonstrated for patients treated with a
combination of radiotherapy and temozolamide compared to radiotherapy
alone in glioblastoma multiforme. Chemotherapy is the principal treatment of
CNS lymphoma and is important as adjuvant therapy for medulloblastoma.
Some response to temozolamide or the PCV combination—procarbazine,
CCNU (lomustine), and vincristine—in recurrent disease can be expected.

Prognosis

As a general rule, in patients with brain tumours poorer prognosis is related
to

* high tumour grade

« neurological deficit at presentation

« older age at presentation

Secondary brain tumours
Brain metastases

Autopsy reveals that metastases are commoner than revealed clinically:
60% in small-cell lung carcinoma and 75% in melanoma. Carcinoma of the
prostate, bladder, and ovary rarely metastasize to the brain. The prognosis
for brain metastases is dependent on the extent of systemic disease, the
performance status of the patient, and the response to treatment.

Assessment—clinical history

Neurological examination of higher cortical function, cranial nerves,
musculoskeletal system, sensation, cerebellar function, and gait.

Clinical features

Symptoms and signs can evolve over days to weeks. Multiple deposits are

present in over two-thirds of patients, and clinical signs depend on the

anatomical site:

« focal neurological disturbance consists of motor weakness, including
hemiparesis (30%), dysphasia, and cranial nerve palsies

* seizures (15-20%)

« raised intracranial pressure, e.g. headache (50%), nausea, vomiting, and
lethargy

« change in mood, cognitive function, or behaviour

Investigations

CT scan or MRI scan (better for tumours situated in the posterior fossa or
brainstem) show the location of metastases, surrounding oedema, and mass
effect.

Management

With a solitary metastasis—and depending on the anatomical site of the
tumour—surgery may be suitable for a very small percentage of patients
who are young and fit, with no disease elsewhere and a long treatment-free
interval. If anatomical location is the only contraindication to surgery, then
high-dose localized radiotherapy may be considered.

Patients who might benefit from radical treatment should be identified,
including those with chemosensitive tumours such as the haematological
malignancies and testicular cancer.

Palliative radiotherapy with corticosteroids is the most usually appropriate
treatment; it may improve neurological symptoms and function in over 70%
of patients (with a median survival of 5-6 months), enabling a gentle
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reduction and sometimes withdrawal of steroids 4-6 weeks following
treatment. However, benefit may not be gained in patients with poor
prognostic factors: poor performance status, over 60 years of age, non-
breast primary site, multiple lobe involvement, short disease-free interval,
and overt uncontrolled metastases elsewhere. As ever, decisions regarding
treatment should be tailored to the problems of the individual patient.

Cranial irradiation may cause some degree of scalp and upper pinna
erythema and irritation. Temporary alopecia is universal in a population
whose prognosis is unlikely to allow regrowth of hair within the remaining
lifespan. The start of treatment may induce an increase in cerebral oedema,
which may require steroid dose readjustment. Other effects include transient
somnolence, occurring within a few weeks, and longer-term impairment of
memory and cognition. These are significant problems in very few people,
and most patients do not survive long enough for late radiation changes in
the CNS to develop.

Anti-epileptics

In patients presenting with seizures, anti-epileptic therapy is indicated.
Prophylactic use of anticonvulsants is not recommended. First-generation
anti-epileptics such as phenytoin and carbamazepine are strong inducers of
hepatic metabolism and may interfere with other medications including
chemotherapy agents. Preferable agents include levetiracetam, lamotrigine,
pregabalin, and sodium valproate.

Corticosteroids

High-dose corticosteroids (dexamethasone 16mg/day initially) reduce
cerebral oedema, and associated symptoms of headache and vomiting may
reduce rapidly. In certain situations—particularly if metastases are in the
posterior fossa—hydrocephalus may be present, in which case a ventricular
shunt may be required for symptom control.

The short prognosis for most patients means that the issue of long-term
side effects of steroids may not be a problem. It is best practice, however, to
gradually reduce the dose to the lowest possible over a few weeks to
minimize potential side effects, since difficulties may build up insidiously.

A stage may be reached when the dose necessary to control the cerebral
oedema causes significant side effects. Disabling problems such as obesity
(and associated problems with immobility management), body image
problems, proximal myopathy, mood swings, fragile skin, and diabetes may
then develop. There should be open dialogue (particularly while the patient
is well enough and can join in discussions) about the ongoing use of steroids
in the event that quality of life becomes adversely affected. Patients and
families may view steroids as agents to control the disease and resist
attempts to reduce the dose, fearing the return of symptoms of raised
intracranial pressure.

On the other hand, patients may have recognized that their quality of life is
deteriorating despite continuing steroids, and may then be happy for (or
request) steroids to be withdrawn. This should generally be done slowly,
while controlling the symptoms of raised intracranial pressure by other
means.

When patients become moribund and can no longer swallow, the steroids
can generally be stopped, but this may depend on the particular clinical
circumstances and may need negotiation with the patient and their family.
There should be adequate medication provision (subcutaneous), including
analgesics, anti-emetics, anticonvulsants, and sedatives as necessary.

Multiple complex physical and psychological problems, including poor mobility, heavy
care needs, swings in mood, and confusion, can completely exhaust even the most
caring family, who need the expert support of an experienced multidisciplinary team.
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Prognosis

Although some patients, particularly with metastases from breast cancer,
may survive relatively longer, most patients with brain metastases from solid
tumours have a survival in the order of a few weeks or months at best.

Metastatic disease of the leptomeninges (meningeal carcinomatosis)
Some 5% of patients with tumours may develop clinical signs and symptoms
of leptomeningeal disease, although the autopsy rate is higher (10%). It is
most commonly seen in lymphoma and leukaemia, although it may occur in
breast cancer, small-cell lung cancer, and melanoma.

Clinical features

The presenting features may be varied and fluctuating; the diagnosis should
be considered when there are any unexplained neurological symptoms in a
patient with cancer. The most frequently encountered are cranial nerve
problems (75%), headache (50%), radicular or back pain (40-45%), and
weakness in one or more limbs (40%). Other presentations include
meningism, altered consciousness, confusion, sphincter disturbance, and
seizures. Abnormal physical signs are more prominent than symptoms, with
lower motor neurone lesions predominating.

Investigations
« lumbar puncture if there is no evidence of raised intracranial pressure

(90% will have positive cytology and increased protein on CNS analysis)
« gadolinium MRI scan of the brain and whole spine

Management

Management may include intrathecal chemotherapy (depending on the
tumour type and radiotherapy). The aim is to halt the progression of disease
and relieve symptoms, but is essentially palliative except for in a curable
subgroup of leukaemia or lymphoma. Steroids and NSAIDs may help
symptoms.

Prognosis

Without treatment, patients may survive for several months, depending on
the tumour type, but with relentless progression of neurological symptoms.
Even with treatment, prognosis is usually less than 6 months. It is worst in
small-cell lung cancer, widespread disease, poor performance status, and
where there are widespread neurological signs.

Chronic leukaemia and myeloma

Background

Balancing opportunities for cure with impact of treatment on quality of life
are crucial in assessing the appropriate interventions, which are often
extremely aggressive and taxing for patients.

Chemotherapy has led to marked improvements in survival over the past
40 years.

General comments
The clinical course tends to be highly variable, but is characterized by a
protracted cycle of relapses and remissions. This can cause considerable
distress as the patients and their carers have to live with uncertainty about
the future. Both patient and the professionals involved in their care may find
it hard to accept that the patient is entering the terminal phase.
Infection is a frequent complication of both the disease process and its
treatment. It can be fatal and this makes the prognosis even more uncertain.
Chemotherapy may continue in advanced iliness because of the possibility
of a further remission, useful palliation, or both.
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Specific pain complexes

« Bone pain is very common. The pain is often worse on movement or

weight-bearing, which makes titration of analgesics very difficult. The pain

often responds well to radiotherapy and/or oral steroids. NSAIDs may help
but must be used with caution because they may interfere with platelet and
renal function.

Pathological fractures are particularly common in myeloma owing to the

lytic bone lesions. These often require orthopaedic intervention and

subsequent radiotherapy. Prophylactic pinning of long bones and/or
radiotherapy should be considered to prevent fracture and to reduce the
likelihood of complex pain syndromes developing.

Spinal cord compression requires prompt diagnosis, high-dose oral

steroids, and urgent discussion with an oncologist. The steroids should be

continued at a high dose until a definitive plan has been made. They may
then be titrated down in accordance with the patient's condition and
symptoms.

* Wedge and crush fractures of the vertebral column can lead to severe
back pain, which is often associated with nerve compression and
neuropathic pain. Such pain is partially opioid-sensitive, but adjuvant
analgesics in the form of antidepressants and/or anticonvulsant medication
are usually required to supplement the effect of the opioid. Specialist
advice is frequently needed to maintain symptom control.

.

.

Other complications

* Bone marrow failure is usual. Recurrent infections and bleeding episodes
can leave the patients and carers exhausted. Patients often feel
dependent on the administration of blood and platelet transfusions, unable
to consider reducing the frequency of what is seen as life-sustaining
treatment. Difficult decisions about reducing regular transfusions or
stopping them if they are providing no further benefit may need to be faced
with patients and families.

Night sweats and fever are common, imposing a heavy demand on
carers, particularly as several changes of night and bed-clothes may be
needed. Specialist advice may help in relieving the symptoms, as there
are a number of drugs that appear to be effective.

Hypercalcaemia may occur, especially in myeloma. It should be
considered in any patient with persistent nausea, altered mood, confusion
(even if intermittent), worsening pain, or constipation. Treatment with iv
hydration and iv bisphosphonates should be considered. Resistant
hypercalcaemia may be a pre-terminal event, when aggressive
management would be inappropriate.

.

Palliative care of patients with carcinomatosis of unknown
primary

Background

Approximately 3-5% of patients present with metastases from an unknown
primary site. For these patients, standardized diagnostic work-up often fails
to identify the site of origin at the time of diagnosis. As a group, the
prognosis for these patients is poor, with a median survival of 3—4 months.

Investigations

« serological tumour markers, including CA15-3, CA19-9, CEA, CA125, aFP
(plasma a-fetoprotein), BhCG (B human chorionic gonadotrophin), PSA,
and paraproteins

« biopsy: thorough pathological assessment with immunohistochemistry may
provide clues to the primary site

« CT scan of chest, abdomen, and pelvis
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« endoscopies should be guided by signs, symptoms, or laboratory
abnormalities

In some instances, the site of metastatic disease may suggest a probable

primary site, e.g., adenocarcinoma in axillary nodes suggests a breast

primary.

Particularly in young patients, it is important to rule out the possibility of a
potentially curable germ-cell tumour. This may be suggested by elevated
aFP or BhCG. Chemosensitive lymphoma should also be excluded.

In a substantial number of patients, a primary site is not identified. In this
instance, exhaustive investigations may not be appropriate, particularly if the
patient has a poor performance status.

Treatment

In some patients where the clinical presentation suggests a primary cancer,
even if a tumour cannot be detected in that organ, it may be appropriate to
treat the patient as if they had the cancer in question. For example, a patient
presenting with ER-positive adenocarcinoma in an axillary node could
reasonably be treated as if breast cancer was the primary.

For patients in whom there is little evidence of a primary site (e.g. those
presenting with liver metastases with certain histology), the choice is much
more difficult. As the primary is unknown, it is impossible to give patients an
idea of the likelihood of a treatment response or of how durable such a
response is likely to be. Any potential benefit of treatment must be carefully
balanced against possible toxicity, and a decision to proceed with
chemotherapy should only be undertaken following a very full discussion
with the patient and carers, outlining the uncertainties and limitations of
treatment and overall limited prognosis.

Anxiety is common in this group of patients. Not knowing the site of the
primary tumour causes considerable distress. Extensive investigations may
raise false expectations and may exhaust the patient. Equally, patients and
carers may feel cheated of the chance to have effective treatment if the
primary is not looked for.

Carers may find coming to terms with the patient's death due to an
‘unknown primary’ difficult, and are perhaps at greater risk of an adverse
bereavement reaction.

Key points
= anxiety and anger

« risk of over-investigation
* adverse bereavement reaction

Investigations

 tumour markers increasingly used to both monitor disease progression
and response to treatments

« interpretation of marker results often not straightforward

See Tables 6.11 and 6.12.
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Table 6.11 Tumour markers and associated conditions

Tumour Associated conditions
marker Malignant Non-malignant
CEA Gl tract cancers (particularly ~ Cirrhosis
colorectal cancer) Pancreatitis
Smoking
CA 19-9 Cholestasis
CA 15-3 Pancreatic cancer Breast Cirrhosis, sarcoidosis, lupus
cancer
CA-125  Ovarian cancer Cirrhosis
Breast cancer Pregnancy
Hepatocellular cancer Peritonitis
aFP Hepatocellular cancer Cirrhosis
Germ-cell cancers (not pure  Pregnancy
seminomay) Hepatitis
Open neural tube defects
BhCG Germ-cell cancers Pregnancy
Choriocarcinoma and
hydatidiform mole
PSA Prostate cancer Benign prostatic hypertrophy

Prostatitis

Prostate instrumentation (incl.
rectal examination)

Acute urinary retention

Physical exercise

Old age

Table 6.12 Advantages of imaging techniques

Imaging  Preferred when evaluating

technique

CT Lungs, abdominal cavity

Spiral CT  Makes 3-D images of areas inside the body. Detects small
abnormal areas better than conventional CT

MRI Mediastinum, liver, pelvis, brain, spinal cord

PET By using 5-FDG, which is avidly taken up by actively dividing
cells, this helps to:
« determine the functional and metabolic status of tumours
« distinguish benign from malignant lesions
« distinguish whether a residual mass after treatment
represents fibrosis or residual tumour

Patient tip
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Further information about treatment decisions:

Cancer Research UK 0808 800 4040 ﬁ?\;
http://www.cancerresearchuk.org/4-about-cancer

DIPEx Patient experience database -'i?% http://www.dipex.org

Further reading
Books

Ajithkumar T. et al (2011) Oxford Desk Reference: Oncology. Oxford: Oxford University
Press.

Cassidy J. et al. (2002) Oxford Handbook of Oncology. Oxford: Oxford University
Press.

Souhami R.L., Tobias J.D. (2003) Cancer and its Management (4th edn). Oxford:
Blackwell Science.

Thomas K. (2003) Caring for the Dying at Home: Companions on the Journey. Oxford:
Radcliffe Press.

Articles

Agarwal J. et al. (2006) The role of external beam radiotherapy in the management of
bone metastases. Clinical Oncology18(10): 747-60.

Kvale P.A. (2007) Palliative care in lung cancer: ACCP evidence-based clinical practice
guidelines (2nd edn). Chest132: 368S-403S.

Wilkinson A. (2008) Managing skeletal related events resulting from bone metastases.
British Medical Journal337: 1101-5.
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Chapter 7

Palliative care and haematology

Anaemia in chronic disorders
Management of anaemia

Blood transfusion

Erythropoietin

Bleeding and haemorrhage

Blood products

Bleeding directly related to cancer
Massive terminal haemorrhage
Thromboembolism

Deep vein thrombosis (DVT)
Pulmonary embolus (PE)

Chronic venous thrombosis
Warfarin in patients with cancer
Palliative care in patients with haematological malignancy

Anaemia in chronic disorders

Anaemia is defined in adults as haemoglobin concentration of less
than 13.0g/dL in men and 11.5g/dL in women. Anaemia occurs
commonly in chronic renal disease, endocrine diseases, and
connective tissue disorders. Various factors may contribute, and
commonly more than one is present (see Table 7.1).
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Table 7.1 Causes of anaemia and indicators for diagnosis

Causes of anaemia Diagnostic indicators

* Reduced red cell « Full blood count—
production due to bone pancytopenia and reduced
marrow infiltration: reticulocytes

* Multiple myeloma * Bone marrow examination—

« Prostate cancer may show infiltration by non-

 Breast cancer haematological cells, e.g.

* Leukaemia prostatic or breast carcinoma

» Chemotherapy-induced
bone marrow suppression

Hypocellular marrow

Malnutrition/malabsorption, « Blood film:  megaloblastic
e.g. post-gastrectomy anaemia

Vitamin B, deficiency * Low serum vitamin B12

Folate deficiency Reduced serum or red cell

Iron deficiency folate
Reduced ferritin

Blood loss: Clinical—haematuria, melaena

Gastrointestinal Acute—blood count and film:

Urinary tract normochromic normocytic
anaemia, reticulocytosis, and
polychromasia

+ Chronic—iron deficiency
anaemia

* Reduced red cell < Blood film: polychromasia;
survival/haemolysis: autoimmune—spherocytes;

* Autoimmune haemolysis— MAHA—red cell fragments
lymphoproliferative (schistocytes); reticulocytosis
disorders * Autoimmune—positive  direct

* Physical haemolysis— Coombs test
microangiopathic * Bilirubin—raised
haemolytic anaemia
(MAHA) in some

adenocarcinomas

Anaemia is a common problem, occurring in over 50% of patients
with solid tumours and in most patients with haematological
malignancies such as multiple myeloma and lymphoma.

Symptoms caused by anaemia

fatigue, weakness

breathlessness on exertion

impaired concentration

low mood

anorexia

exacerbation of congestive cardiac failure
chest pain
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* loss of libido

There are no specific criteria for the functional assessment of

anaemia. However, randomized controlled trials on managing

anaemia in malignancy use validated tools in assessing its effect on

quality of life (QoL), e.g.:

+ Cancer Linear Analogue Scale (CLAS)

* Functional Assessment of Cancer Therapy—Anaemia (FACT—
An)

The anaemia may also be due to co-morbidities—chronic renal

failure or chronic disorders leading to a combination of contributors

(see Table 7.2):

« suppressed erythropoietin production

« impaired transferrin production

* shortened red cell survival

Table 7.2 Differentiation between iron deficiency anaemia and anaemia of
chronic disease®

Iron deficiency Anaemia of chronic

anaemia disease
Blood film Hypochromic Normochromic or
microcytic hypochromic
Red cell distribution Increased with Normal (with high or
width (RDW) low MCV** low MCV)
Total iron-binding High Normal/low
capacity (TIBC)
Plasma iron Low Low
Serum ferritin Low Normal/raised

*N.B. The two causes can coexist

** Mean corpuscular volume

Management of anaemia

Decrease bleeding risk

» Consider discontinuation of drugs that may increase risk of
bleeding:
« aspirin, NSAIDs
* anticoagulants
« steroids

 Consider gastro-protection using:
« proton pump inhibitors
* Ho-receptor antagonists
« prostaglandin analogues, e.g. misoprostol

* Give vitamin K in liver disease-related coagulopathies as
evidenced by prolonged prothrombin time (PT). Vitamin K tablets
(menadiol phosphate) 10mg p.o. daily for 1 week, then recheck
PT.
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Give tranexamic acid (antifibrinolytic agent) 1g p.o. t.d.s. or q.d.s.
for mucosal bleeding. Tranexamic acid can also be given topically
and as a mouthwash. (Use with care in bleeding from the bladder
or prostate as clot formation is enhanced. Subsequent urinary
retention may become a new problem.)

Etamsylate, by improving platelet adhesion, can be useful.

Replace haematinic deficiencies

« iron deficiency: ferrous sulfate 200mg b.d. or t.d.s. (or ferrous
fumarate 322mg o.d. or b.d. daily) taken whole, with a full glass of
water, 1 hour before food, for 3 months

- folate deficiency: folic acid 5mg o.d.

* vitamin By, deficiency: hydroxocobalamin 1mg im every 3 months

Blood transfusion

It is common practice for patients who are becoming terminally ill to
receive blood transfusions when they develop fatigue or dyspnoea,
with a low Hb. It is inappropriate to decide on transfusion on the
basis of the haemoglobin result alone and it is rarely indicated with
values above 8.0g/dL. The decision should be made in the context
of symptoms attributable directly to anaemia, which are adversely
affecting quality of life. As there are currently no guidelines, the use
of blood products in the terminally ill requires ethical discussions for
appropriateness for the individual situation.

Blood transfusion helps about 75% of patients in terms of well-
being, strength, and breathlessness.
The aim of transfusion is to relieve symptoms.
One unit of packed red cells (approximately 300mL) results in a
rise in haemoglobin of 1g/dL. Rate of transfusion should be
reduced in patients at risk of pulmonary oedema. Administration
of furosemide can help reduce the preload.
Patients should be told that the beneficial effects may not be
apparent for a day or two post-transfusion.
It is good practice to document the clinical effects of the
transfusion. This will help in discussing the merits or otherwise of
further transfusions.

Considerations for blood transfusion in patients with palliative
care needs
« prognosis longer than 2 weeks
« functional status (i.e. not predominantly bedbound) (ECOG <3)
« presence of at least two of the following symptoms in association
with Hb <9g/dL:
* breathlessness on exertion
» weakness
* angina
« postural hypotension
+ worsening cardiac failure
» worsening fatigue
In addition to symptomatic relief, we should acknowledge the subtle
support group that develops around patients who continue
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transfusions and the benefit derived—i.e. the regular interactions
with the medical assistants, nurses, and physicians with whom they
have formed strong personal connections over the course of their
treatment. When patients cease to be able to receive transfusions,
this network of support is also perceived as severed.

Blood transfusion reactions

The commonest reactions are febrile and mild allergic reactions. It
is managed with slowing of the transfusion, and managing the fever
with paracetamol. Chlorphenamine 10mg is useful for urticaria.

If allergic reactions are frequent and persistent, hydrocortisone
may be used 1-2 hours prior to transfusions. Leuco-reduction of
the blood product reduces the frequency of febrile reactions
significantly.

Acute life-threatening transfusion reactions are rare; however,
new symptoms or signs that occur during a transfusion must be
taken seriously as they may herald a serious reaction. As it may not
be possible to identify the cause of a severe reaction immediately,
initial supportive management should generally cover all possible
causes. These include:

« acute haemolytic transfusion reaction

« infusion of a bacterially contaminated unit

« severe allergic reaction or anaphylaxis

« transfusion-related acute lung injury (TRALI)

Acute haemolytic transfusion reaction

Incompatible Group A or B transfused red cells react with the
patient's own anti-A or B antibodies. This results in acute renal
failure, and can cause disseminated intravascular coagulation
(DIC). The reaction can even occur after a few millilitres of blood
have been transfused.

symptoms: acute onset of pain at the venepuncture site, loins,
chest

signs: fever, hypotension, tachycardia, oozing from the
venepuncture sites

action: if a severe acute reaction is suspected:

 Stop the transfusion, keep the iv line open with sodium chloride
0.9% infusion.

Monitor temperature, heart rate, BP, respiratory rate, urine
output.

Recheck the patient’s identification, the blood unit, and
documentation.

Inform the blood bank.

Further management will depend on the clinical picture.

Infusion of bacterially contaminated unit

This may cause haemolysis or clots within the blood bag. For this
reason, visual inspection of every unit is part of the pre-transfusion
check. Symptoms and signs are identical to acute haemolytic
transfusion reaction. Treat as for acute haemolytic transfusion
reaction in addition to:

« taking blood cultures
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« sending the blood unit to microbiology
Major allergic reactions

Rare but life-threatening complications usually occur in the early
part of a transfusion. These complications are more common with
plasma-containing blood components, e.g. fresh-frozen plasma
(FFP) or platelets.

symptoms: chest pain, breathlessness, nausea, and abdominal
pain

signs: hypotension, bronchospasm, periorbital and laryngeal
oedema, vomiting, urticaria

action:

« stop transfusion

* maintain iv access

* provide high concentration O,

« chlorphenamine 10-20mg iv over 1-2 minutes

* hydrocortisone 100-200mg iv

+ adrenaline 0.5—-1mg (0.5—1mL of 1 in 1000) im

« salbutamol 2.5-5mg by nebulizer

Transfusion-related