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Palliative medicine

R.J.D. George and A.L. Jennings
Palliative Care Team, Camden & Islington Community Health Services NHS Trust, 26 Nassau Street,
London WIN 7RF, UK

Introduction

This article provides an overview of palliative
medicine. The approach is slightly oblique by
seeking to examine the philosophy of care and
apply it to aspects of management, both clinically
and with respect to service delivery. Review articles
and source material are listed with the subheadings
that consider aspects of the specialty or practice.

Background and philosophy"'2
Definition
To 'palliate' comes from the latin palliare, to
'cloak'. It has been used figuratively to mean to
disguise or hide. In medicine it was used first in the
16th century to describe the alleviation or mitiga-
tion of suffering.3 At first sight, palliation may
simply be seen as the laudable desire to alleviate
patients from the most distressing symptoms of the
dying process. However, to equate palliative
medicine merely with the therapeutics of symptom
control is truly simplistic. Hence, in the hospice
movement, palliation has traditionally referred to
the management of patients 'in whom death is
almost certain and not too far off, where the
control of symptoms is the prime clinical objective
... (and) the emotional and spiritual preparation of
both patients and "family" is given high priority'.4
The European Society of Palliative Care defines it
as follows: 'The provision of active total care when
disease is not responsive to curative treatment.
Palliative care neither hastens nor postpones death;
provides relief from pain and other distressing
symptoms; integrates the psychological and spirit-
ual aspects of care, and offers a support system to
help the family cope during the patient's illness and
in bereavement'.5

Clearly patients with chronic, non-fatal disease
and indeed those with acute, highly symptomatic
disease such as postoperative pain will also benefit
from specialist advice on symptom control and

may benefit from short-term referral to palliative
services. Whilst recognizing this and preferring a
broader definition of palliative care, this article will
concentrate more on the care of the dying.
Its basis

Fundamentally, two things separate the concepts
of palliative medicine from some other branches of
medicine: the primary clinical aim is not to cure,
but to relieve suffering, where symptoms, the
disease process and its manifestations are seen
actively within the wider context of the person.
Either cure is impossible or potentially curative
treatments may be seen as unsuitable because of
pre-existing or unacceptable iatrogenic morbidity.
In short, there is a shift in the balance between
quantity of life in the direction of the quality of life
for a group ofpeople, not with a normal life in view,
but rather a peaceful, appropriate and dignified
death. Secondly, the life remaining to a patient
whose death is impending is precious, and the
importance ofwider issues and patient centred care
appears all the more vital.

Regardless of what is taught about holistic
practice, clinicians still place medical decision
making with the doctor; where criteria such as
pathology, prognostic indicators, or objective side
effects (that is, iatrogenic disease, such as marrow
suppression) take precedence. In contrast, pallia-
tive philosophy considers quality of life or a
patient's plans and objectives as the more appropri-
ate foci of decision making. Hence, whilst applying
scientific rigour to practice and without denying the
relevance of nosology, in debating the benefit of a
planned intervention, thepossibility ofan increased
median survival or reduced long-term morbidity
may be overridden by the certainty ofvaluable time
'wasted' in hospital or ofsome immediate cosmetic
or social consequence when short-term benefit is
the order of the day.
Dunstan sees the backdrop of palliative medicine

to be an inevitable 'mortal end... with the minimum
of distress and the maximum capacity to enjoy orCorrespondence: R.J.D. George, M.A., M.D., M.R.C.P.

copyright.
 on M

ay 17, 2023 by guest. P
rotected by

http://pm
j.bm

j.com
/

P
ostgrad M

ed J: first published as 10.1136/pgm
j.69.812.429 on 1 June 1993. D

ow
nloaded from

 

http://pmj.bmj.com/
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even repair human relationships as s/he might
choose. Thus the management of a patient at one
time may be to maintain quantity and quality of life
with aggressive management, and following resolu-
tion of issues, a time may come where medication
adminstered for the control of distress... (may)...
putatively speed up the patient's death'.6
The physician's role within palliation is therefore

broad and as much that ofinformant, advocate and
facilitator as diagnostician or decision maker.
Without indulging in polemic, palliative medicine
should represent what is truly good clinical practice
- evaluation of all investigations, procedures and
treatments in terms of their cost/benefit to the
patient.7 Care is consciously patient centred in a
way that is sometimes forgotten in hospital practice
and, although the pursuit of scientific excellence is
essential and commendable, it must allow for the
individuality of its only real justification, its
patients.
Thompson, for example, maintains that in the

context of terminal care, this incorporates the
patient's human right to be involved in decision
making - his or her right to decline medication and
investigation on the one hand, and the right to
treatment and care on the other.8 Clearly, this may
ultimately mean the right to a good death with
dignity or grace with psychological, practical and
spiritual support as well as the best clinical care.
Nevertheless, in fulfilling these requirements, pal-
liation is rather more than simply 'settling for
comfort', by active seeking of the means by which
integration can finally occur, using whatever tech-
nology and expertise is necessary.9 Fundamental to
palliative medicine is a sharing of the responsibility
for maintaining the rights of patients, their loved
ones and the professionals involved, within a
framework of true multidisciplinary care.'°

Failure of cure in the context of a fatal disease
process presents particular difficulties for the
patients facing the unknown" and for profes-
sionals who may feel they have failed.l2 This
attitude amongst professionals is understandable
given the nature of modern medicine. However, it
must change.'3 Particular professional skills are
therefore needed for work in this field.14'15

Its extent

Care of those dying with cancer is currently the
fulcrum of the work of palliative medicine. With
22% of deaths in Europe being related to cancer,
60% of cancer patients in developed countries
dying of their disease, and an estimated 50%
increase ofmalignant neoplasms in the next quarter
century, aside from the AIDS pandemic, there is no
shortage of need for the skill of the palliative
physician.16-18 In terms of outcome, it is recognized
that on presentation about 55% of cancer patients

have incurable disease and that following curative
strategies, a further 15% will move from the
curative to the palliative arm, leaving only 30% in
the group of long-term cure.19 In other words, 70%
ofpeople with cancer will require terminal care and
the role for an expert in palliation is increasingly
acknowledged alongside the oncologist, surgeon or
radiotherapist.2,21

In the UK, palliative medicine has developed as a
distinctive discipline only over the last 30 years.22 It
is now well defined with a clear philosophy of care,
its own association23 and an increasing literature.
In 1987 it was recognized as a specialty by the
Royal College of Physicians, and guidelines have
been debated and are now set for higher medical
training and accreditation in the field with a
projection of about four to six new consultant
appointments per year,15,19,21,24-26 together with
appeals that the undergraduate curriculum should
contain teaching on the care of the dying.13'27 In
response, the Association of Palliative Medicine
has published a curriculum for students, general
professional and higher specialist training.28 The
Department of Health requests that all Health
Authorities review their services for the dying;
planning teams exist now in many authorities.'4'29
From its beginnings with an emphasis on cancer,

palliative medicine has now developed and extend-
ed expertise in symptom control and alleviation of
suffering of the dying in a range of different
contexts, both inside and outside hospices. The
infrastructure has burgeoned, not least because of
the initiative of voluntary organizations. By the
beginning of 1992 there were 470 hospice services in
operation within the UK and Ireland. This includes
178 in-patient units providing almost 2,900 beds,
186 day care facilities, 360 home care teams
working from hospices, hospitals, or independent
community bases, and over 160 hospitals with
support teams or clinical nurse specialists.30 This is
still quite insufficient provision, as only about 10%
of dying patients receive specialist support and
about 2% die in a hospice.

Hospital-based palliative services are beginning
to spread and advise more specialties within
general hospital practice. The first amongst these
was begun at St Thomas' in 1977.31 Most teams are
multidisciplinary and inexpensive to run,32 though
not without their problems,33 and some hospitals
have palliative or continuing care units 'in house'
for the dying.34
However, whilst it is recognized that about 2%

of dying patients will be cared for in a hospice and
50-60% will die in hospital,2035 a majority of
patients express a desire to die at home36-38 and the
Wilkes Report on national terminal care policy
recommended that developments in terminal care
should be based mainly in the area of domiciliary
care. 1439
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Its implementation
The models and strategies of care of the dying are
many and varied, and are specific to the particular
needs of the locality and the integration and
structure of the clinical service in terms of hospital
and local hospice residential facilities. The nature
of the service that develops is therefore entirely
dependent upon responding to these individual
needs. However, one thing is paramount in pallia-
tive care, and that is multidisciplinary practice.'°
To say that this is easy would be wrong since the
professional base from which each discipline comes
carries with it certain preconceptions and these do
not necessarily correspond with those coming from
other disciplines.4"'1 Tensions, prejudices and
'clashes of culture' if left unaddressed can have
unfortunate consequences.33
However, no single person or discipline can

encompass the skills required for adequate and
holistic care of the dying, and this needs to be
acknowledged. Cicely Saunders likens the multi-
disciplinary team to a collage comprising all the
different professionals involved in the total care of
the patient. For the needs of the patient and family
to be met adequately, there is no option other than
multidisciplinary care, and the challenge to us all is
to provide mechanisms and vehicles for effective
development and integration of such services.
Of particular importance is the acknowledge-

ment of all concerned that the common aim is to
provide an adequate, effective and targeted service

to meet the needs of the individual, and that issues
of practice are of relevance within a framework of
equity and not hierarchy. In areas, therefore, where
services are about to be developed, these elements
need to be incorporated, and the service should be
established with mechanisms in place for personal
support and team facilitation, so that the early
phases of building a service are as painless and as
productive as possible.
The multidisciplinary team is the beginning ofan

answer to the rather ambitious stated aims of
palliative medicine. Pooling of resources and
recognition of the importance of the function of
each individual of the team is the key to effective
multidisciplinary teamwork. Such an approach
also has the advantage of shared expertise and
mutual support in what is well recognized to be a
potentially very stressful area, taking its toll of
morbidity amongst professionals. This is acknow-
ledged by the recommendations of the Royal
College Working party on Standards42 (Table I).

Management strategy
Clinical cost-benefit and the therapeutic ratio7'43

Clinical decision making and planning is much
more difficult when it is clear that the patient will
die regardless of one's therapeutic endeavour.
Acting 'in the patient's best interest' can no longer
be justified by following clinical algorithms

Treatment - applying a cost:benefit ratio
- examples of relevant factors to discuss

tasks wasted timediagnosis side effects
curability complications
prognosis relationships polypharmacy

buying time buying quality

Pathology personal resolution Symptoms

Objectives
Figure 1 Applying a therapeutic index or balancing cost and benefit may be expressed visually with a beam balancing
curative (pathology based) and palliative (symptom based) options on the fulcrum of the patient's agenda items. This
visual representation is simple and practical. Regular review is vital, and in the process of evaluation and planning, this
should be done weekly, as views may change radically.43
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Table I Standards for palliative care

1. Statement of values and objectives related to the
care ofdying is available to the staff as a guide for
planning, providing and evaluating service

2. Written and updated policies reflect current
knowledge and principles of care and are consistent
with that of purchasing and providing and
registering authorities

3. Service provision and clinical practices, wherever
possible, should be based on research evidence and
the demonstrable needs of the community

4. Services are planned to allow the population
appropriate and equitable access to care

5. Staffeducation and development reflects the level of
activity and practice of the different disciplines

6. The direct patient contact ofprimary care will be
assessed, planned, implemented and evaluated by
professional staffwith competence, compassion and
sensitivity to the particular needs of the dying person
and his or her family

7. The well-being of patient, family and staff is
promoted by a positive approach which enables
them to identify and use appropriate coping
strategies

8. The caring team offers a range of skills to meet the
particular needs of the patient and family

9. Specific contributions of different disciplines to
patient care are valued and used to maximum effect

10. A high standard of palliative care is facilitated by the
development ofa specific quality assurance
programme

Palliative care is defined here as 'palliative care for
people with terminal illness' and rests on an acceptance
of dignified death and a focus on the psychological and
social needs of the patient and his/her family. Such an
approach enables the needs of patients with a diversity of
diagnosed illnesses and from a range of ages to be
embraced.

alone.44'4 This is made all the more difficult in the
light of studies such as that of Slevin et al.46, who
found that, despite palliative care workers' reserva-
tions about the use of radical chemotherapy when
the likely benefit is small, they may be at odds with
the patients. The study of 100 patients, 100 controls
and a variety of professionals showed the median
benefit needed to make radical treatment worth-
while to the patient might be as low as 1% chance
of cure, a prolongation of life of 12 months and a
10% chance of relieving symptoms. The patients
were significantly more likely to agree to treatment
with small chance of benefit than the controls or the
professionals.
The most appropriate approach therefore is to

shift the balance ofdecision making in the direction
ofthe patient and to balance strategies around their
agendas, rather than the clinical indices which we
use under normal circumstances.9'4748 This is add-
ressed head on within an ethical framework by
Ashby and Stoffell using what they call a thera-

peutic ratio7 which examines the balance of active
versus palliative care and the cut-off points that we
apply, not only with respect to cancer, but also to
things such as dialysis, ventilation or feeding. The
concept of risk-benefit analysis is established in
pharmacology and oncology, relating toxicity,
morbidity or mortality to benefit (measured in a
variety of ways).49
With respect to palliative care, Ashby and

Stoffell define with their model three categories.
Curative - the stage of therapeutic intervention
within a disease's natural history where cure or
complete remission is a realistic expectation and
therefore where management is dictated explicitly
by the disease process. Palliative - the stage of
partial response where no prolongation of life is
expected, or where the balance of time benefit
versus time spent or intensity of therapy is
unfavourable. Endeavours are now directed at
quality and comfort with a lower tolerance to the
potential cost of therapeutic modalities. Terminal-
the phase when the physical shutdown, debility
and anticipatory grief is actively under way, is a
time where no treatment-related toxicity is accep-
table.
The uncertainty of transition between phases is

probably seen most starkly in late stage human
immunodeficiency virus (HIV) infection and in the
young with malignancy, where the delicacy of a
balance rather than clear phases, makes the notions
of uncertainty and flexibility more appropriate
(Figure 1). Acknowledgements of the patient's
understanding of their disease, the future, their
methods of coping with bad news and uncertainty,
and their central role in decision making is fun-
damental. A clear view of the individual's family,
both 'biological' and 'social', and its role in
decision making is equally important.50 Multidis-
ciplinary care cannot be overemphasized in helping
patients through these difficult transitions when the
priest, social worker, psychologist, or trusted
friend may have the most constructive contribu-
tions to make.51-53

Auditing the therapeutic ratio - quality of lifes4
Having argued for a wider view of clinical manage-
ment in the light of the dying patient, one is faced
with the challenge ofmeasuring the effectiveness of
such practice for two reasons. The first is obvious
and important, namely, that a pragmatic and
supposedly patient-centred approach, where
disease is allowed to progress, must provide tangi-
ble benefit for its justification. The second is
arguably more important but rather disturbing. In
a Health Service where free market economics are
being applied to a finite purse, clinical cost-benefit
ofmanagement in favour ofpatients will have to be
justified in terms of financial cost-benefit as
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PALLIATIVE MEDICINE 433

well.5556 To protect the patient, it is therefore
imperative that clinical care incorporates some
objective assessment of quality of life as distinct
from quality assurance.
A number of effective, simple tools are avail-

able57-63 for measurement of quality of life,
although better audit systems have also been
developed to incorporate aspects of relationship,
communication and professional effectiveness as
well as symptom control and patient satisfac-
tion.6466 Fortunately this is an area of active
research at present and in the future our techniques
will improve.

Issues of clinical practice

Symptomatology and its meaning

The generic definition of symptom, in the patho-
logical sense, is 'a phenomenon or circumstance
accompanying some condition, process, feeling,
etc. and serving as evidence of it.'3 However, for the
clinician, it is in many respects some distance from
the underlying process. The brain receives inform-
ation, generated either peripherally or centrally,
that 'something is wrong', it is registered,
identified, quantified, compared with a personal,
historical database of identical or similar stimuli,
from which its 'objective' significance is derived
(for example, 'I am breathless, but I have climbed
the stairs'). It is then interpreted and a meaning put
upon it (for example, 'nevertheless, I am more
breathless than usual. I may just be unfit, but the
doctor said .. .'). For the athlete, breathlessness is,
in a sense, a tool; for a hyperventilator it is a
somatization, but for someone with progressive,
fatal disease it could mean either nothing, or that
death is not far off.
We must not underestimate the effect that in-

formation can have upon a patient.50 The aside that
a certain symptom may mean disease progression is
judged by us according to additional history,
objective examination or judicious investigation.
These luxuries are not available to the average
patient so that their interpretation as to meaning
will be limited and the more open to influence by
mood and fears.67 The solution is not to withhold
information but to give time to explanation and
careful discussion of the future in the light of both
pathology and psychology, and meaning in its
broadest sense.68
Two things need emphasizing: that any symp-

tom, however generated, is a genuine symptom and
that one should always assume that there is a
physical trigger, until proven otherwise.

Three areas will be considered in the following
sections: the palliative approach with respect to
three symptomatologies; pain, breathlessness, and

problems relating to the gut; the palliative-
therapeutic interface as exemplified by late stage
HIV disease and some of the invasive procedures
that are relevant to cancer; and the terminalphase,
with particular reference to the last 48 hours of life.

The palliative approach

Despite the diversity of symptoms that cause
distress, pain remains the major concern of patient
and professional alike. Not surprisingly, it was the
earliest focus of attention for research since when
the area has developed considerably.
Pain - the paradigm ofpalliative medicine67169,70

Pain control is addressed by virtually all reviews of
palliation, not because it is the only horse that we
can flog, but because understanding of its manage-
ment, and in particular of the use of opiates
remains poor within broad-based practice. It also
exemplifies the palliative approach in all its dimen-
sions. Whilst cancer pain is experienced by about
1/3 of patients, it is much more common in
advanced disease, reported in between 70-90% of
patients.7' Figures in the region of 70% are also
reported in HIV 72-74 and 64% for motor neurone
disease.75 Taking chronic disease overall, pain is
reported in about 65%. Fortunately, the majority
of patients can be helped by simple drug therapies
and 60-80% of patients with cancer pain will be
controlled with oral medication.76 A World Health
Organisation survey of 1,200 patients with cancer
and pain showed 86% to be rendered pain free,
11% to have acceptable relief, with only 3%
experiencing partial relief.77

Mechanisms and meaning

Nociception is the mechanism and the patho-
physiology ofpain consequent upon tissue damage
and neurotransmission. Pain (as reported by the
patient) would be the end product of nociception,
neuropathic mechanisms and the psychological
perception of the individual.

Pain finds its etymological root in the latinpaena
('penalty' or 'punishment').3 Not surprisingly,
therefore, the significance of pain to the individual
and professional alike relates not just to the
obvious distress and unpleasantness of the sensa-
tion but to deeper issues. This is broader than
nociception as it may be reported in the absence of
the tissue damage and precipitated, for example, by
family stress,78 psychological factors79 or spiritual
dilemmas.80 Davidson in his review, for example,
points out that in asking questions about pain and
mobility often we avoid the real questions about
life and death, and is blunt in asking then how can
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we see the meaning of pain outside the negative or
evil.81

However, virtually all cancer patients with ap-
propriate history and investigation will be found to
have one or more physical precipitants.82 It is
important, for example, to identify as early as
possible specifically remediable lesions responsive
to radiotherapy,83 or more specific approaches.
Portenoy in his excellent, brief review of the
aetiology of cancer pain84 draws this distinction
between nociception (stimulus), pain (symptom)
and suffering (an integral of the two).85 This is
summarized in Figure 2.

Nociceptive pain ('opioid responsive'pain) This is
caused by local tissue damage. Nociceptor sub-
types exist in skin, muscle, connective tissue and
viscera. There are distinctions between visceral and
somatic nociceptors, although all may discharge
spontaneously following sensitization. Inflamma-
tory sources of pain may be initiated by chemical
mediators affecting nociceptors. The range of
neurotransmitters and modulators that have been
implicated in nociception are such that the poten-
tial for various patterns of release could account
for altered perception. Certainly animal models
would bear this out.86

Apart from the complexities of the nociceptors,
dorsal horn and the spinal tracts, there are also
descending pain-modulating pathways releasing
serotonin and noradrenalin, and the ubiquitous
endogenous opioids have activities at multiple sites
both pre- and post-synaptically.87'88 Although
nerve conduction itself appears not to be altered,89
intrathecal opioids may be active at the dorsal root
ganglion as well.90

Neuropathic pain: ('non-opioid responsive' pain)9'
This is pain which is unexplained by continuing
tissue injury. Presumably it is sustained within
somatosensory processing and represents a patho-
logical base within the nervous system. Mechan-
isms include de-afferentation supersensitivity,
nociceptor activation by the sympathetic nervous
system or peripheral neuropathic pain precipitated

Nociception

Pain | FSufferingI

Other physical symptoms
Physical impairments

Neuropathic Psychological -- Social isolation
mechanisms processes - Family distress

Sense of spiritual loss
or inadequacy

Figure 2 Distinctions and interactions between nocicep-
tion, pain and suffering. Reproduced with kind permis-
sion from Lancet 1992, 339: 1028.

by ectopic electrical activity. It is characteristically
suspected when there are dysaesthetic components
to the pain. However, more than 95% of patients
with neuropathic syndromes involving roots or
peripheral nerves report focal pain as a presenting
symptom. The absence of dysaesthesia does not
exclude nerve involvement.92
The relevance ofdistinguishing neuropathic pain

is that it is less responsive to opioid drugs93 and
adjuvant analgesics are usually required.94 Neuro-
pathic pain may well respond to anti-convulsants
particularly if dysaesthesia or lancinating pains are
prominent.95 Carbamazepine may be used in a start
dose of 100 mg twice a day. Hanks put a ceiling of
800 mg although in our experience ofHIV we have
gone up to 1,200 mg without undue side effects.
Valproate may also be useful in doses of 200 mg
twice a day, increasing to 1,200 mg a day. Both
drugs have side effects.
Membrane stabilizers such as flecainide may be

helpful in neuropathic pain caused by advanced
cancer, about halfofcases showing a response. Side
effects are unusual but may be severe. Interstitial
pneumonitis96 and cardiotoxicity97'98 are described,
and are relevant in a differential diagnosis of
breathlessness in the dying. Clonidine is reported in
the management of deafferentiation pain and may
be given epidurally or orally in doses of 150 ilg99
increasing up to 4 mg per day. Antidepressants
such as amitryptilline (start dose 25 mg), which are
established in the management of neuropathic
pain95 have a long history, as do benzodiazepines
such as clonazepam and are indicated if there is
sleep disturbance. Drowsiness may be unaccep-
table. Carbamazepine, in our opinion, is the best
first line drug, especially in HIV, as it is less sedative
than antidepressants. Many practitioners prefer
amitryptiline.
With all these drugs, we emphasize the need to

explain the side effects and for the clinician to have
full understanding of the pain mechanism and
personality of the patient, as there may be a time
delay on a therapeutic benefit, during which time
both patient, family and staff may need support.
Management of root or cord problems should be
aggressive and requires definitive imaging such as
magnetic resonance imaging'° (see section on
palliative:therapeutic interface).
Mixed aetiologies Neuropathic and nociceptive
pain may coexist.'10 It is poorly recognized, for
example, that cancer commonly may cause noci-
ceptive pain first, but later deafferentation type
pain from nervous disruption. Cancerous
deafferentiation pain shares all the characteristics
of deafferentiation pain caused by non-malignant
disease including resistance to opiates and persis-
tance despite surgical denervation of the painful
area. Treatment and strategies obviously must
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differ from the conventional opiate therapy of pain
caused by continual stimulation of nocioceptors
and continual traffic in nociceptive pathways, as
the problem lies with abnormalities of function
produced by deafferentiation.'02 Further evidence
for this sequential aetiology is the beneficial effect
of steroids on nerve compression. Reducing
inflammatory oedema may alleviate the
neuropathic element ofpain and possibly therefore
restore opioid sensitivity. One double-blind study
confirms the benefit of steroids in this context.103

Cancer pain syndromes do exist (Table II) and
the reader is referred to Portenoy's review84 in
which he subclassifies as nociceptive, syndromes
related to direct tumour involvement - acute or
chronic, and neuropathic syndromes related to
direct tumour involvement. There are also defined
situations where pain may be iatrogenic, through
surgery,'04 postoperative neuroma formation'05
and radiation fibrosis.'06 Radiation myelopathy is
uncommon and is complicated by pain in less than
20% of cases. Imaging may be required to distin-
guish this from tumour involvement. Bone related
disease is dealt with below.

Idiopathic pain ('totalpain') This is defined when
the level of pain perceived is disproportionate to
the disease present and is a function of disturbance
in the social, psychological or spiritual realm.67 In
support ofholism at a biological level, there is some
evidence for idiopathic factors influencing opiate
receptors to produce pain.'07 Whilst it is relatively
rare, its contribution to suffering cannot be over-
looked. Cicely Saunders coined a phrase 'Total
Pain' which is the concept attempting to integrate
the aspects of suffering into the symptom of pain.
Suffering may be seen as more global expression of
distress or disease, ofwhich pain may be a small or
predominant part that represents integration of far
more nebulous and indefinable factors.108 Concep-
tually, therefore, analgesia may form only a com-
ponent of management, although one could
equally say that personal resolution is analgesic in
its own right.'"9
Opioid analgesics - some issues of relevance10-112

Four main categories of opioid receptor are des-
cribed, Mu, Kappa, Sigma and Delta, of which
there may be subgroups, and different opiates are
antagonistic or agonistic at varying sites. This is
probably responsible for the differentiation of their
action: for example, Mu fibres, whilst being anal-
gesic at supraspinal level, have central effects on
respiration, mood, perception and temperature
regulation together with physical dependence.
(Morphine type Kappa fibres are spinal and anal-
gesic, and produce some sedation and, together
with Delta receptors, may also be responsible for

respiratory depression. Sigma receptors produce
dysphoria and hallucinations and are stimulatory
of ventilation and the vasomotor sensor.) In
theory, therefore, targeted drugs with high
specificity have theoretical advantages, naloxone
being a good example in that it is purely an
antagonist at both Mu and Kappa sites.13"'14

Opioid drugs are defined as having a morphine-
like action which reproduces some of the effects of
the endogenous peptides - enkephalins, endorpines
and 'dynorphins' - which occur naturally in the
central nervous system. As stated, these may be
agonists, partial agonists or antagonists acting
principally in the brain stem and spinal cord.l5"
They alter the appreciation of pain, elevating the
pain threshold significantly. Of 70% of patients
with advanced malignancy who have pain,"l6 the
majority will require an opiate at some stage.
Between 30 and 40% of patients in hospital receive
opioids of one kind or another. Opioids are very
widespread in their use within anaesthesia and
acute analgesia apart from their use in palliative
medicine.'17 Eighty per cent of patients with cancer
pain will be controlled with oral medication.77

'Opioid responsiveness' Practically, the terms
opioid responsive and opioid non-responsive pain
are helpful but not absolute and arise from obser-
vation."8'"9 A working definition of opiate non-
responsiveness is pain that is inadequately relieved
by opioid analgesics given in a dose that causes
intolerable side effects despite routine measures to
control them. Certainly there is evidence that
opioids in sufficient dose do have some effect on
neuropathic pain.'20 Hence, as Hanks remarks in
one review,82 most cancer patients have multiple
origins for pain and opiates will be useful to some
extent in all of them. The need to record and
quantify these elements is important and should be
done with the patient using a pain chart to establish
baseline and to track the response to treatment.'2'
The concept of the analgesic ladder is now well

established.77 Non-opiates such as paracetamol or
non-steroidal anti-inflammatory drugs play an
important role either in their own right or as
adjuvants. There should not be undue concern
about the use of paracetamol in doses up to 5 g per
day. In patients with multi-system disease such as
HIV-related problems, other drugs' metabolism
may be influenced by paracetamol, most
specifically zidovudine, and account should be
taken of this in prescribing.
Weak opioids Despite the arguments against
using co-proxamol, it remains the basic weak
opioid combination used by most practitioners in
doses up to 12 tablets daily. The combination of a
non-opioid and weak opioid is logical for pain at
this level.
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Table II Cancer nain syndromes. (Renroduced with kind permission from Lancet 1992. 339. 1029)
Table IIa Common pain syndromes associated with

chronic pain in cancer patients
1. Chronic nociceptive syndromes
Related to direct tumour involvement
(a) Neoplastic damage to bone and joints

Base of skull
Orbital syndrome
Parasellar syndrome
Sphenoid sinus syndrome
Middle cranial fossa syndrome
Clivus syndrome
Jugular foramen syndrome
Occipital condyle syndrome

Vertebral body
Atlanto-axial syndrome
C7-T1 syndrome
T12-L1 syndrome
Sacral syndrome

Long bones
Generalized bone pain

Multiple metastases
Diffuse infiltration of bone marrow

Direct infiltration ofa joint
(b) Neoplastic damage to viscera

Shoulder pain from diaphragmatic infiltration
Epigastric pain from pancreas cancer (or other upper
abdominal neoplasm)
Right upper quadrant pain from distension of hepatic
capsule

Diffuse abdominal pain from peritoneal disease or
chronic intestinal obstruction
Suprapubic pain from infiltration of bladder
Perineal pain from infiltration of rectum or perirectal
tissues

(c) Neoplastic damage to soft tissues
Infiltration of skin and subcutaneous tissue
Infiltration ofmuscle and fascia in limbs
Infiltration ofmuscle and fascia in neck or head
Chronic damage to oral mucous membranes

Related to therapy
(a) Postoperative pain syndrome related to non-healing
incision
(b) Post-radiotherapy pain syndromes

Prolonged enteritis
Damage to skin and subcutaneous tissues

(c) Post-chemotherapy pain syndromes
Aseptic necrosis ofbone
Steroid pseudorheumatism

2. Chronic neuropathic pain syndromes
Related to direct tumour involvement

Peripheral nerve syndromes
Paraspinal mass
Chest wall mass
Retroperitoneal mass

Painful polyneuropathy (as a remote effect of the
neoplasm)

Brachial, lumbar, sacral plexopathies
Leptomeningeal metastases
Epidural spinal cord compression

Related to therapy
(a) Postoperative pain syndromes

Post-mastectomy

Post-thoractomy
Post-radical neck dissection
Post-nephrectomy
Post-amputation

(b) Post-radiation pain syndromes
Radiation fibrosis of brachial or lumbosacral plexus
Radiation myelopathy
Radiation-induced peripheral nerve tumours

(c) Post-chemotherapy pain syndromes
Chronic painful polyneuropathy

Other chronic pain syndromes include myofascial pains
and headache.

Table Iib Common acute cancer pain syndromes
1. Acute nociceptive syndromes
Related to direct tumour involvement
(a) Neoplastic damage to bone and joints

Pathological fracture of long bone or vertebra
Incident pain related to movement ofdamaged bone
(from bone itself, connective tissue, or muscle spasm)

(b) Neoplastic damage to viscera
Acute intestinal obstruction
Obstruction of biliary tract
Obstruction of ureter
Acute stretch, compression, or torsion of organ
capsules or related connective tissue

Related to therapy
(a) Acute postoperative (incisional) pain
(b) Post-radiotherapy syndromes

Incident pain associated with positioning
Oral mucositis
Enteritis or proctitis

(c) Post-chemotherapy syndromes
Acute meningeal syndrome associated with intrathecal
methotrexate

Oral mucositis
Myalgias and cramps
Associated with tumour embolization
Extravasation with soft-tissue injury
Chemical pleurodesis
Multiple intramuscular injections

Related to diagnostic procedures
Incident pain associated with positioning
Venipuncture
Bone marrow aspiration and biopsy

2. Acute neuropathic pain syndromes
Related to direct tumour involvement
(a) Brief exacerbations ofchronic neuropathic pains

(paroxysmal lancinating or short-lived pains)
(b) Acute radioculopathy associated with vertebral

collapse
Related to therapy
(a) Postoperative pain related to acute nerve injury
(b) Lhermitte's sign following spinal cord irradiation
(c) Post-chemotherapy painful polyneuropathy
Other acute pain syndromes include: headache (related to
tumour, related to therapy and other); acute abdominal
pain associated with constipation (related to tumour
related to therapy, and other); and acute herpes zoster.
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Strong opioids Morphine is the drug of choice by
mouth and, for the purist, the dose requirement
should be titrated with immediate release formula-
tions, such as the elixir or tablets given 4 hourly,
where peak plasma concentrations are achieved
within the first hour. Partial agonists such as

buprenorphine should be avoided. One of the
unique aspects ofpain control with morphine is the
dose range of the order of the 1,000 fold (2.5 mg 4
hourly to 2.5 g four hourly or more). However, the
majority of patients require less than 200 mg per
day. Because of this enormous therapeutic range,
dose titration is best done on a 4 hourly dosing,
with top ups during that period for breakthrough
pain of the same dose, although some practitioners
would prefer to use a 50% dose top up with a 50%
increase in the next scheduled dose. This usually
ensures adequate pain control within 24-48 hours.
It is essential in assessing response to the pain to
take account of other factors such as severity,
nature and affective component. Maintenance
analgesia is best prescribed in a slow release
preparation which only requires twice daily dosage,
although immediate release should be available for
breakthrough pain.'22

Relevant side effects"2 Respiratory and cough
depression, reduced intestinal motility, nausea,
vomiting and retention are common to all opiates
as is tachyphylaxis. Hypersensitivity has been
reported. The various analogues express the side
effects as well as the effects on pain control in
varying degrees. Sedation usually resolves within a
few days and hallucinations/confusion are
unusual. Where a patient has hallucinations, it is
likely to be a function ofsome internal conflict and
should be explored in that light.

The gut All opioids stimulate the chemoreceptor
trigger zone. This is dose related. Antiemetics are

effective, especially those active on dopamine
receptors.'23 There is an additional potent effect on
vestibular apparatus,124 reduction in propulsive
peristalsis and an increase in contractility and
sphincter tone in the gastric antrum which delays
emptying.125 Naloxone antagonizes the delay
although it is partially active in this respect.126
Apart from hypomotility, constipation is agg-
revated by a reduction in intestinal secretion.
Gastric, biliary and pancreatic secretions are also
reduced. Clonidine has been reported to have
beneficial effects in reversing these effects.127,128
Nausea and vomiting is likely to occur in a half to
two third of patients, and most practitioners would
recommend an antiemetic to begin with the mor-

phine, although opinions differ on this. Hanks
recommends haloperidol 1.5mg nocte or twice
daily.

Mechanisms of opioid respiratory depression These
are dose related and closely linked to analgesic
effect. Respiratory depression is confirmed by
physiological measurements of reduced CO2 re-
sponsiveness.'29 A direct action on pontine and
bulbar respiratory receptors makes patients depen-
dent upon hypoxic drive,'30 although extradural
injection of opiates is also associated with res-
piratory depression but there is a time delay of
some hours (presumably dependent upon cerebro-
spinal fluid circulation reaching the respiratory
centre). The incidence is extremely low.'31 Res-
piratory depression may be antagonized by physo-
stigmine as well as by opioid antagonists with
preservation of the analgesic action.132

Interestingly, the presence of pain is effective in
overcoming the respiratory depressant effects,
hence abolition of pain by, for example, neural
block in patients treated with opioids has been
followed by respiratory depression because of
persisting unopposed opioid action.133 This has led
Hanks and Twycross to the hypothesis that pain is
a 'physiological antagonist' of opioid activity.134
The association of opioids with acute retention is
probably due to action at cord level within the
thoracic spine as some sympathetic neurones con-
tain encephalins and substance p.'35

Anxieties about addiction is no bar to opioid use
in pain control. Whilst tolerance and dependence is
well known, the Boston Collaborative Drugs
Surveillance Program documented only four of
11,882 patients receiving opiate analgesics as being
dependent. This group had no previous history of
addiction.l36 Tolerance appears to develop in all
patients receiving opioids on a chronic basis.
Problems with withdrawing can be avoided by
gradual decrease in daily doses; the incidence of
addiction in cancer patients taking opioids
chronically is probably no greater than 0.1%.137
With respect to chronic, non-cancer pain, opioids
may be the only effective treatment and
dependency seems to be a minor problem with
appropriate management.138"139 The St Chris-
topher's study on motor neurone disease, for
example, showed no problems with opioids, one
patient taking morphine for over 5 years in a stable
dose. Furthermore, within this group there was a
low incidence of depression (7%).75

Prescribing
Routes of administration It is possible to deliver
drugs very effectively by mouth. This is the route of
choice even when strong analgesia may be required.
Twice daily treatment with controlled-release pre-
parations is most effective, balancing the need to
achieve effective drug levels with patient comp-
liance. There is also evidence to suggest that both
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pain levels and total morphine dose are lower using
slow-release morphine.'4 Slow-release morphine
preparations are now coming on to the market in
liquid form.
There is no evidence that the use of parenteral

opiate is advantageous by virtue of phar-
macokinetics, perhaps with the exception of spinal
routes in selected cases. The decision to use a
syringe driver or intravenous infusion depends
upon factors such as gut function, nausea and
vomiting, or conscious level.

Diamorphine is highly soluble and is the drug of
choice for parenteral use. The conversion dose from
oral to parenteral morphine is the subject of some
discussion and is summarized by Hanks.'41 The
generally accepted conversion is 3:1. At the end of
the day, the index is pain reliefand, as most patients
in converting need an increase in dose, we use a
factor of 2.5. There may be a place for intravenous
infusions if subcutaneous administration is not
tolerated or precise control is needed where, say,
pain is fluctuating in intensity.'42 Because of the
simplicity, technical advantages, and cost-
effectiveness of continuous subcutaneous opioid
infusion into the arm, chest wall or trunk, routine
intravenous opioid infusion for the management of
severe cancer pain should be abandoned. The use of
portable 24 hour syringe drivers is now widespread
and long-lasting machines will now infuse drug for
up to 37 days.'43

Transdermal opiates such as fentanyl have also
been used, but therapeutic blood levels took some
time to achieve and the drug was slow to be cleared
from the circulation on stopping the therapy. In the
same study, inhaled opiates were used and were
found to have an acceptable analgesic effect with
few side effects.44

There is a case for using spinal opioids in patients
with intolerable side effects from systemic mor-
phine, as the doses required are significantly
smaller. Opinions vary on the appropriateness of
this technique which is probably most effective for
lower body pain, and careful review should precede
any decision to engage in long-term therapy.'45'"46
Opiate may be mixed with local anaesthetic. How-
ever, as the number of patients requiring this form
of administration is small (16 out of 1,205 in
Hogan's study'47), controlled trials will be difficult
to conduct. In the meantime there are anecdotal
reports of the use of other medication such as
clonidine, somatostatin, midazolam, calcitonin
and ketamine.84

All analgesic drugs should be given on a regular
basis. If patients are allowed to wait until they
suffer pain before it is relieved, they are likely to
need higher doses of analgesics than if the pain is
constantly and consistently treated before break-
through. Should a given dose be inadequate, the
dose should be increased rather than the drug

interval shortened.
Acute or breakthrough pain on the background

ofcontrolled chronic pain is poorly understood but
is sufficiently common to merit the availability of
opiate for its management.'48

Adjuvant therapies

Drugs Because of the complexity of pain,
adjuvants may themselves not need to be analgesic
if they are dealing with other aspects of suffering,
hence the use of diazepam, midazolam and metho-
trimeprazime. Views vary on the best medications
for the preterminal phase of care where there may
be restlessness.'49 Non-steroidals and steroids have
established value as adjuvants, and therapeutic
interventions have a place (see below).

Topical treatment Use of benzydamine (Difflam)
is known to be effective in the oral ulceration and
pain following radiotherapy and chemotherapy.'50
This is a unique non-steroidal with local anaes-
thetic properties and is absorbed transdermally.
Three per cent aqueous-based cream of ben-
zydamine used on pressure sores shows impressive
results with complete pain reliefin 29 of 30 ulcers at
24 hours.5T' For neuropathic pain, topical capsaicin
may have a place, although the data are sparse at
present.152
Nerve blocks5"3 There are many nerve-blocking
techniques available which may be used to add to
the quality of life of the terminally ill either as a
supplement to other therapies or to reduce the side
effects produced by drug and adjunctive
therapies. 54 For coeliac plexus block, review of 136
patients confirmed that 75% had good and perma-
nent pain relief and that radiological control of
needle placement affected neither quality of pain
relief nor the complication rate. Coeliac plexus
block for pancreatic pain has recently come under
critical review.'55
The problem with nerve blocks is not only their

lack of permanence, but also the potential for side
effects which sometimes may make them more
troublesome than they are worth. Specific pains
originating from, say, the pancreas or from rib
problems respond well to coeliac block or inter-
costal blocks. However, to see nerve interruption as
a solution to localized pain is probably naive: a
good illustration of this being pleural involvement
due to mesothelioma or lung cancer, where inter-
costal block will be inadequate probably because
pain is transmitted through the sympathetic
fibres.9'

Using a cost - benefit ratio there is a high
incidence of complications using nerve blocks
particularly if patients develop motor weakness or
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incontinence. This may well be unacceptable given
that combined oral analgesia and careful manage-
ment is likely to make a significant impact on pain.

Surgery There is a place for percutaneous
anterolateral cordotomies which may be effective
for some months. Again these should be considered
with care, although they have a place with pelvic
disease and with mesothelioma.'56 A comprehen-
sive discussion ofthe various neurosurgical options
is found in Tasker's paper. Likewise, orthopaedic
surgery has a place in appropriate circumstances
with problems relating to cord compression
stabilizing the spine, or with pathological frac-
tures.157

Psychological strategies In talking about
psychological coping strategies, Davidson83 says
two things. He comments about hospitals
exhibiting a kind of institutional denial ofpain and
dying, with the perceived penalties being that
family visit less often, or staff label the person as
difficult, or detach themselves by putting
psychological distance between themselves and the
problem. He maintains that psychologically a
problem is solved either by changing the perception
of events or by changing the environment itself. In
a clinical model this would be medication such as
opioids or targeted treatment such as local
radiotherapy, whereas psychologically, action-
centred methods such as assertiveness training may
provide an 'external' coping strategy. Patients,
however, may use 'internal' mechanisms such as
avoidance and denial as to what is really happening
on the one hand, or information searching by
obsessional reading on the other. Finally, hopeless-
ness and inertia are particularly negative forms of
coping. Such strategies may be helpful in the short
term, however, in the long-term dying patients need
to be helped to let go gradually.
One writer with cancer, speaks of using positive

activities to wonder whether 'the positive emotions
produce positive chemical changes? Is it possible
that love, hope, faith, laughter, confidence and the
will to live have therapeutic value? Certainly his
view that positive mental attitude may influence
cancer survival is held by many and refuted by
others. 58
The way Davidson suggests for coping with these

is to involve patients as active members ofthe team.
(From our point of view this is the paradigm of
management of HIV disease.) There is no doubt
that psychiatric services are helpful in some
cases.159'160 Psychotherapy would look at the
significance and symbolism of symptoms or life
events in an attempt to help the patient see meaning
within his or her illness.'61 For example, the
symbolism of dependency, guilt and suffering, or
the function of the pain within the family system

may be examined usefully. Low self-esteem is
certainly linked with low pain thresholds'62 and
there is a place for support groups to empower
people,163 and complementary therapies such as
biofeedback,'64 acupuncture and art therapy'65 may
merit consideration.

Breathlessness'66

Incidence

Dyspnoea, a threatening common symptom with
tumours is reported to occur in 29-74% ofpatients
with terminal cancer at some point in their ill-
ness.'67 In a study by Heyse-Moore of 303 patients
admitted to hospice, 55.5% overall were dyspnoeic
on admission. In those surviving for less than a day
after admission, however, the prevalence was
78.6%, with 11.4% rated as severe. Survival was
signficantly shorter as severity of dyspnoea in-
creased. Dyspnoea was more likely to be present in
those with carcinoma of the bronchus and breast,
and those with lung metastases.'68 In HIV, breath-
lessness and cough are commonly encountered
symptoms in termainlly ill patients, are particularly
difficult to control and are the main clinical deter-
minant of in-patient death.'69

Management

Opiates are probably the most effective treatment
for dyspnoea and may be adminstered orally,
intravenously, subcutaneously or via a nebulizer.
One study of morphine on the dyspnoea of ter-
minal cancer patients looked at 20 patients with
dyspnoea using subcutaneous doses of 5 mg mor-
phine or 2.5 mg regular dose of morphine if they
were already taking it for analgesia. Nineteen out
of 20 patients reported improvement in their
dyspnoea following the morphine without signi-
ficant changes in respiratory rate, respiratory effort
or arterial blood gas value.'70 The beneficial effect
of morphine on the perception of breathlessness is
supported in other studies in lung cancer using
intravenous morphine.171,172 The usual starting
dose was 5 mg 4 hourly with a double dose as
needed at night. Mechanisms postulated by Cohen
for the improvement were the action of morphine
on medullary chemoreceptors to decrease the
patient's tidal volume and response to hypercap-
nia.'72 This should decrease respiratory drive and
relieve dyspnoea. Morphine would also act to
decrease the patient's anxiety, cardiac pre-load and
pain. There is some evidence that nebulized opiates
may have a favourable effect on the sensation of
breathlessness.173

Corticosteroids have been known to improve
sensation of terminal dyspnoea. The anti-
inflammatory effects of steroids seem to reduce
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oedema and inflammation around tumour and
may be used to treat airway obstruction, lymphan-
gitic pulmonary metastasis and superior vena caval
obstruction. Studies using benzodiazepines for
dyspnoea have shown conflicting results,173'174 but
there have been encouraging reports of the use of
nebulized local anaesthetic as possible palliative
therapy for dyspnoea. The suggested mechanism is
anaesthesia ofJ receptors in the large airways,'7 by
Santolicandro et al.'75 who reported a study involv-
ing four patients with emphysema with frequent
complaints of dyspnoea at rest. Inhaled nebulized
lidocaine was used once a week and, 3-5 hours
after inhalation, all patients reported they could
breath more easily and more deeply with a reduc-
tion of dyspnoea. The subjective improvement was
reported to last 2-3 days. Winning et al.'76 report
inconclusive findings from studies, although there
is anecdotal evidence suggesting that the technique
of nebulized local anaesthetic may be useful in
dyspnoea in some patients. DeConno reported
favourably on the use of local anaesthetic in the
treatment of breathlessness and cough.'77'178

Anticholinergics may be used to relieve res-
piratory secretions contributing to shortness of
breath and to abolish the noisy breath or 'death
rattle' caused by accumulating secretions, mainly
in the upper airway, in weak, moribund patients.
Hyoscine in particular is used for this and may be
administered subcutaneously, as a continuous
infusion.179

Constipation

Management of the gut'80 is an important aspect of
palliative care.
Once again, we find aspects ofmeaning hidden in

the language of this symptom; katharsis (Greek)
meaning 'cleansing' and purgativus (Latin) mean-
ing 'purifying'. It is not surprising, then, that
disordered bowels may cause people distress over
and above their biological effect, and a national
preoccupation with regularity - 10% of our
population consider themselves constipated - has
found its way into humour.

Constipation is an occupational hazard in opioid
therapy, in the care of the immobile, chronically
sick and dying. If left unmanaged, it is uncomfor-
table and debilitating. In the dying it may be the
sole underlying cause of abdominal pain, urinary
retention, restlessness and confusion or subacute
obstruction. Poor food and fluid intake merely
compound matters. In most cases, bulking agents
are not appropriate due to the quantities for an
effect. Osmotic agents (for example, lactulose),
surface-wetting agents (for example, ducosate) and
stimulants such as bisacodyl (a polyphenolic),
senna or danthron (both anthracenes) are all used
alone or in combination. In a recent review of

laxative use in hospice, drug charts of 100 in-
patients with terminal cancer were reviewed. Sixty-
two per cent of patients received an oral laxative
regularly, 60% received co-danthrusate (combined
danthron and ducosate) or co-danthramer (com-
bined danthron and poloxamer 188). A total of
23% received senna and 21% lactulose; eight
patients received two laxative preparations concur-
rently; 37 patients needed rectal measures. About
half of those not taking a strong opioid required a
regular laxative compared with two-thirds of those
on a strong opiod. There was no correlation
between the dose of morphine and that of co-
danthrasate.'81 Provided combinations of
osmotics/wetting agents and stimulants are logical,
patients' perceptions of benefit are evenly dist-
ributed between the two sorts of drugs.'82

Recently, with respect to opioid-related cons-
tipation, a more erudite approach has been to use a
specific antagonist. The low bioavailability of
naloxone and postulated local effects of opiates on
the gut led to studies of oral naloxone.'83 In a
placebo-controlled study, naloxone was laxative,
with a dose response. The authors conclude that
results were encouraging, that there was no adverse
effect on pain control, and that there was a possible
useful effect on constipation.'84

Use of anticholinergics in diarrhoea and
constipation

Anticholinergics (hyoscine hydrobromide and
hyoscine n-butyl bromide - buscopan) are used
widely in palliative care to relieve the colic and pain
of gastrointestinal obstruction including the pain
from pancreatic and biliary trees.

Intestinal obstruction due to malignancy can be
treated very successfully without nasogastric suc-
tion or intravenous fluids. The basis of this is to
create a pharmacological ileus and to enhance fluid
absorption from the proximal bowel. Together
with opiate, hyoscine forms the basis ofthe medical
management of intestinal obstruction,'85 although
hyoscine may be sufficient alone.'86"'87
Buscopan (hyoscine butylbromide) can be useful

in the resistant diarrhoea that is common in late
stage HIV disease.'88 Combination therapy with
diamorphine in a syringe driver has been successful
in controlling symptoms and allowing weaning on
to oral preparations, or continued subcutaneously
for more than 3 months in particularly resistant
cases.

Octreotide is a native inhibitor of somatostatin.
With respect to gut pathology, it inhibits endocrine
and exocrine gastrointestinal secretion, reducing
both mobility and secretion of gastrointestinal
hormones.'89 Early studies in refractory HIV-
related diarrhoea are encouraging.'90 It may also be
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useful in the reduction of fluid secretion from
pancreatic fistulae.'9'

Nausea and vomiting'83'192
Forty-two per cent of terminally ill patients have
nausea and 32% vomiting. These symptoms are
almost as distressing as pain.'93 Nausea and
vomiting are commonly encountered symptoms,
with a variety of causes, the commonest being the
primary disease process, or side effects of 'curative'
treatments such as chemotherapy or analgesics.
Like breathlessness, nausea and vomiting are a
crude common pathway for a variety of stimuli.
However, there are some clinical indices of use:

gastric stasis or outflow obstruction gives large
volume, effortless vomiting with hiccoughs, reflux,
and brief, episodic nausea. The main phar-
macological culprits are opioids.

Squashed stomach syndrome, due to external,
generalized compression without outflow obstruc-
tion, is familiar to palliative physicians, where food
tolerance is poor, nausea frequently persistent and
food related.'94 Do not be caught out by constipa-
tion and always consider hypercalcaemia as a cause
of vomiting.

Regnard and Comiskey summarize the
mechanisms of nausea and vomiting, and provide
very helpful algorithms of investigation and treat-
ment.195 They favour cyclizine (an antihistamine)
or hyoscine hydrobromide as first line for symp-
toms likely to be triggered by vagal or central
action on the vomiting centre. For the chemorecep-
tor trigger zone, dopamine antagonists are logical
to use. The long half-life of haloperidol (16 hours)
often allows a single nocturnal dose to be
effective. 195196

Metoclopramide or domperidone, both sub-
stituted benzamines, apart from being potent
central dopamine antagonists, act peripherally to
increase gastric emptying. Whilst domperidone has
a narrow therapeutic range, it does not cross the
blood-brain barrier and avoids extrapyramidal
side effects.'83'197 The related drug cisipride has a
broader 'normalizing' effect on gut motility,l98 but
is expensive. Empirically, very high dose steroid,
reducing rapidly over 10-14 days, may be effective
in squashed stomach or obstruction. It may be
worth considering active interventions such as

radiotherapy or laser endoscopy (see below).
Antiemetics may be given orally, intramuscularly,

intravenously or by continuous subcutaneous
infusion. Rectal, sublingual and transdermal pre-
parations are also available. In a study by Francis
et al., the use oftransdermal scopolamine patches is
described to manage opiate-induced nausea and
vomiting. Blood levels of scopolamine given via
patch were said to take 12 hours to build to
equilibrium and then to take 12 hours to dissipate

upon patch removal. Nausea improved rapidly in
an average of 1.3 days in 11 out of the 13 patients
and the only medication change was the patch in
nine of these patients. Venting percutaneous gast-
rostomy may be useful in the management of
patients with nausea and vomiting or visceral pain
due to terminal advanced intra-abdominal car-
cinomatosis.13
For patients requiring a syringe driver, diamor-

phine is compatible with haloperidol, hyoscine
hydrobromide, and metoclopramide. 991200 Cyc-
lizine, however, is poorly soluble and crystallizes
above 20 mg/ml.201
Corticosteroids

Steroids are a panacea of considerable use in
palliation where the beneficial effects on mood,
appetite, well-being and nausea and vomiting are
very helpful. There are also specific indications
such as reduction of oedema, either as part of pain
control or in the control ofcerebral oedema. Whilst
there are theoretical objections to their use in HIV
disease due to their effect on immunity, their effect
on the oedema associated with Kaposi's sarcoma,
whilst short term (a median effectiveness of 12
weeks), is clear and judicious use undoubtedly
improves quality of life.202,203
The benefit of steroids in emesis was first report-

ed in chemotherapy-induced vomiting,204 205 the
theoretical base being their antiprostaglandin
effect. Studies have now established their place
alongside other major antiemetics.206207
The only substantial evidence suggesting that

steroids increase the likelihood of peptic ulceration
is when they are given concurrently with non-
steroidals.208 The reviewers say there is little point
in giving H2 blockers with steroids routinely,209 but
a subsequent letter proposed that in the manage-
ment of ulceration due to either drug, misoprostol
is the drug ofchoice as a prostaglandin El analogue
which reverses the effects both of steroids and
indomethacin.210

The therapeutic palliative interface

Aids- the therapeutic dilemma2"1212

AIDS brings some different problems for the
palliative physician. Quite aside from the inevitable
challenges of unfamiliar symptoms such as uncon-
trolled diarrhoea,'91 or unusual tumours such as
Kaposi's sarcoma, the syndrome, whilst univer-
sally fatal, comprises infective elements that are
treatable and potentially at least, curable. Further-
more, the management of many complications
requires long-term maintenance programmes or
prophylaxis for opportunistic infections such as
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cytomegalovirus (for example, retinitis), herpes
simplex (oral and genital), cerebral toxoplasmosis,
cryptococcal meningitis and a variety of other
infections. Furthermore, drug regimes are chang-
ing, many are parenteral and most require
biochemical or haematological surveillance.
The challenges for good palliative practice are

obvious and the sense and logic for using a
philosophy of cost-benefit is self evident on
therapeutic gounds alone. This is compounded by
the grey area between palliation and cure. As with
death in the young from other causes, the aggres-
sive and curative avenues are trodden far later in
the natural history of disease. Patients may be
coping by denial, and resisting the truth; family
dynamics are often convoluted and divided
between biological and social family. However,
clinical uncertainty is such that there is often a very
real possibility of buying good quality time for
someone who may appear moribund, either with
aggressive interventions or judicious palliative
measures where there is a potential quality - time
tradeoff.

It is for these reasons that there is a need for very
close liaison with acute physicians and an active
inclusion of the patient and 'family' at all stages of
the therapeutic and decision-making process. On
the positive side, patients are young and well
informed, and find it easy to understand and
cooperate in treatment decisions, achieving goals,
etc. Applying the philosophy in specific case studies
is in the literature.47'48 The hospice movement is
already engaging the challenges of HIV, where it is
essential to decide where services stand with respect
to acute intravenous therapies and to have quick
and confidential access to the local AIDS desig-
nated physician and acute beds.'8

It must be said that if we as a movement are
actively to engage the care of the young dying with
any disease, the management of HIV is a deman-
ding and rewarding training ground.

Bone disease

Pain

Bony metastases are the commonest cause of
cancer pain.2'3 They occur in 85% of patients with
carcinoma of the breast, 85% prostrate and 60%
lung. Management is almost exclusively palliative
with cure being very rare. The place of
radiotherapy, chemotherapy and, in certain cir-
cumstances, surgery, according to the tumour type,
may be appropriate.214 Surgical intervention is not
established practice. Endocrine treatments are first
line in prostrate and breast cancer with median
effectiveness of 12-20 months.25 In 20-50%
pain relief may be dramatic.216 Systemic treatment

for prostrate cancer is 60 - 90% effective.217 Exter-
nal beam radiotherapy is the best treatment for
localized disease. Single dose is as effective as
fractionated, and is more appropriate for pallia-
tion. Radiotherapy may take 2 weeks to be
effective. Symptomatic success is of the order of
85%.218

Inhibition of osteoclastic activity is a logical
approach to the reduction of bone turnover that
may result from tumour-related cytokines released
locally. Calcitonin, mithramycin and gallium have
been examined in this respect. Biphosphonates -
analogues of naturally occurring pyrophosphate -
probably inhibit osteoclastic activity.219 Diphos-
phonates are established treatments in Paget's
disease and malignant hypercalcaemia. However,
there are no conclusive placebo trials showing
benefits on pain, although small study results are
encouraging. The main problem is getting large
enough samples and methodology that minimizes
placebo and observer error. Pain relief and bio-
chemical improvement is seen in hormone-resistant
prostate cancer.220 Bone-seeking isotopes may be
effective in prostatic carcinoma.221 Comparative
studies suggest that pamidronate is the most
effective at controlling symptoms as clodronate
and etidronate have unacceptable side effects.222

Surgical stabilization of long bones with exten-
sive subcortical destruction may be done 'pro-
phylactically',223 and there are arguments for agg-
ressive prosthetic surgery for pain relief and
maintenance of skeletal integrity.22

Hypercalcaemia225
The incidence ofhypercalcaemia in malignancy in a
series of 200 was 8.5%, although six of 43 with
carcinoma of the bronchus were hypercalcaemic
(14%).226 The consensus now is that corticosteroids
do not influence malignant hypercalcaemia
significantly.227 Consequently, aggressive
parenteral treatment is well established in hypercal-
caemia and may merit admission to hospital if
palliative services do not routinely give intravenous
treatments.

Clinical signs may be few. In one recent study,
only five out of 17 hypercalcaemic patients had
known bone secondaries.228 Amongst 200 other
cases reviewed, 13 had no nausea or vomiting. Only
three had severe symptoms, two of whom also
complained of severe thirst. The most noticeable
symptom was moderate or severe drowsiness
(53%). Hypercalcaemia should therefore be
suspected in unexplained drowsiness in cases of
carcinoma ofthe bronchus, breast or female genital
tract. Biphosphonates are now considered first-line
therapy.229
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Invasive procedures
Invasive procedures such as endoscopy mean that
day case or 48 hour admissions to acute units may
be necessary. In terms of time expenditure, this is
little different from some radiotherapy or other
accepted procedures such as symptomatic blood
transfusion. However, a therapeutic ratio must be
applied, and the fact that a lesion may be treatable
does not necessarily mean that treatment will be
beneficial.

Gut endoscopy23

Oesophagus strictures respond well to endoscopic
treatment. Simple dilatation can be done with light
sedation under direct vision with or without the
insertion of a celestian tube.3' Dilatation is a
repeatable procedure done as a day case and lasts
10 - 15 minutes with light sedation. Perforation is a
recognized complication, particularly with malig-
nant strictures. Bleeding is relatively common but
seldom requires transfusion, when prosthetic tube
or laser therapy may be the procedure of
choice.232'233 Beneficially symptomatic relief is
immediate. In malignant stricture, the case for laser
is good and the procedure should bejudged case by
case.233

Previous radiotherapy does not preclude dilata-
tion but perforation may be more common. Biliary
stents can also be inserted endoscopically and may
be very helpful in symptomatic obstructive jaun-
dice.234-236 Endoscopic stenting is successful in up
to 96% of cases.237 Eighty per cent have reduction
in jaundice and/or stop itching. The survival of the
stents is between 6 and 36 weeks with replacement
being a relatively straightforward procedure.

Percutaneous endoscopic gastrostomy - this can
be done without general anaesthetic - is relatively
simple and, once in place, is comfortable with
reduced risks of inhalation and inflammatory
problem within the oesophagus. It is not, however,
generally accepted in this country as a useful
procedure.

Rectal laser therapy which does not require
anaesthesia may be useful for the palliation of
mucus discharge, bleeding and tenesmus due to
tumour bulk, and may provide an option for relief
of obstruction unless medical management is
indicated for general reasons.

Bronchoscopy238
Five years survival with bronchial carcinoma re-
mains poor at 8% largely because of late presenta-
tion. The particular benefit of laser is in the relief of
obstruction especially of tracheal tumours. The
technique is described in a paper reviewing the

author's own work. About 75% of patients had
symptomatic improvement with 63% having
objective improvement in peak flow exceeding
25%, with partial obstruction of a major airway.
Within the study of 100 patients, 24 had haemop-
tysis with 58% having complete abolition for one
month and 67% significant relief. Sixty-eight per
cent ofthe total group had a symptomatic response
and 56 or so had an objective response to treat-
ment. There were two operative deaths with
haemorrhage and asphyxia under local anaesthetic
although general anaesthetic is now considered
much safer.23

Laser may also be particularly helpful in
emergency presentation of acute respiratory dist-
ress from tracheal tumours.239 Having established a
safe airway there can be subsequent treatment to
maintain in the relief of stridor. The median
survival of the group described by George et al.239
was 180 days.

The terminal phase
Nutrition and fluids are a source of anxiety and
debate in terminal care. However, there is little
evidence that anorexia, starvation or dehydration
are unpleasant at this stage.'97 Interestingly, in a
study of 14 patients, 71% indicated that they would
prefer family members to be less assertive and
simply let them choose what and how much they
wanted to eat. Family members may cope better
with the anorexia if they have knowledge that it is
physiologically explainable and an accepted conse-
quence of the disease over which the patient has
little control. Until the discovery of an effective
means of arresting, controlling or reversing the
anorexia ofcancer, professional efforts will be most
effective ifthey are focused on helping patients and
families identify and address the feelings that
accompany the significant loss. As family members
gain comfort with the patient's inability to eat, so
they move towards acceptance of the impending
death.24
However, with debility and dehydration in the

terminal stages of illness, oral discomfort is com-
mon. Causes may be specific, when targeted treat-
ment may be appropriate, though antibacterial
mouthwashes such as chlorhexidine used three
times a day or local anaesthetic agents in spray
form such as benzydamine may be helpful for any
sort of oral pain and can be used on an as required
basis. Anular stomatitis may respond to
clobetasone, nystatin, oxytetracycline (Trimovate)
cream.

Dehydration and poor oral intake may exacer-
bate mouth pain, causing dryness and a greater
tendency for skin and mucosa to crack, as may the
use of anticholinergics. Simple measures such as
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oral sponges on sticks for moistening, sucking ice
cubes and frequent saline or water mouth washes
may work. Artificial saliva such as Glandosane
spray is another possible useful adjunct.

Medication

The use of syringe drivers to deliver continuous
subcutaneous drugs has revolutionized unob-
trusive medication in the terminally ill. Diamor-
phine, antiemetics and anticholinergics can be
mixed in the same syringe to give optimum control
of symptoms in any environment.23

In patients with restlessness or preterminal dist-
ress which is uncharacterizable (so-called terminal
restlessness), midazolam has proved very effective
in median doses of 30 mg.151,241,242 Methotrimep-
razine, a non-irritant phenothiazine with analgesic
properties may also be effective as it is approx-
imately twice as sedative as chlorpromazine.

Conclusions

A word about euthanasia243'244

Euthanasia is not a moral, social or clinical solu-
tion to the difficult questions and conflicts of
human suffering. Even in the very small minority of
patients where pain control is a very difficult
problem, there is never a situation where nothing
can be done by anyone. The question is how to
access the multidisciplinary resource.
To address this issue, we must move away from

ordinary and extraordinary, as all interventions are

weighed in terms of their benefit and plausibility
related to the patient's best interest. This dispenses
with the notion of the prolongation of life being
secondary. However, to play with words and call
this passive euthanasia (Rachels argues for, and
defines 'Passive euthanasia' as '.. . simply refrain-
ing from doing anything to keep the patient
alive'244) is at best illogical or simplistic and at worst
strategic. Irrationality such as this leads to practi-
tioners being unaware of or unable to seek assis-
tance, blocks the delivery of palliative care, and
makes well-intentioned clinicans vulnerable to the
pressures of helplessness and malpractice. Many
think that the acknowledgment of the reality and
truth ofdeath may in some be 'prophetic' and cause
a patient to give up. This is compounded by
folklore and myths about opiates as addictive
vehicles ofthe Angel ofDeath and only for the end,
and by the prejudice amongst those wedded to the
therapeutic model that palliation is in some way the
poor relative and refuge of the destitute.

Collusion with the notion that treatment at all
costs is good medicine, or that hope and treatment
are the same thing, is common between families
and practitioners, and may be due in part to
modern culture's unfamiliarity with death and its
process. 'To withhold an ineffective treatment
because it would have little chance of working (or
the cost is too great) is simply avoiding the futile.'245
This is very different from the intentional decision
to kill. Whilst balancing the need for (absolute)
symptom relief with the risk of death, in the
terminal phase, death as a reliefmay be a truth, but
to see it as a therapeutic modality or means of
achieving relief is not palliative medicine, but
euthanasia.
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