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Depression is common in cancer patients, particularly those with advanced disease. It is
associated with adverse outcomes such as increased pain, disability and poorer prognosis.
Our aim was to produce a European evidence-based clinical guideline on the management
of depression in patients receiving palliative care to inform practice, establish policy, pro-
mote European consensus and ultimately improve patient outcomes. Recommendations
were devised using the best available evidence. Where evidence was absent or equivocal,
Delphi consensus methods were implemented to elicit and refine expert opinion. Evidence
was graded according to the process proposed by GRADE. The resulting guideline has three
main sections: (1) prevention; (2) detection, diagnosis and assessment; and (3) treatment.
The prevention section outlines strategies such as optimal palliative care and support,
effective communication and information-giving. The detection section provides recom-
mendations on symptoms, screening, diagnosis and severity assessment. The treatment
section gives guidance on treatment decisions including choice of psychological therapy
and antidepressant medication. This is the first comprehensive, evidence-based guideline
on managing depression in palliative care. It has the potential to improve patient outcomes
by enabling clinicians to access and implement evidence-based knowledge quickly and
easily.

© 2010 Elsevier Ltd. All rights reserved.

1. Introduction

to depression, advanced disease or medical treatment.® Also,
depression is difficult to distinguish from normal fear and

Depression is common among patients with cancer and par-
ticularly those receiving palliative care. A systematic review
by Hotopf et al. in 2002 found a median prevalence of 15%
for major depression in advanced disease.! Depression com-
pounds the physical consequences of advanced disease. It is
associated with disability, pain and fatigue,>™ and there is
evidence that depressed patients have poorer prognosis and
higher mortality in a range of physical illnesses.>” Detecting
depression in palliative care is difficult as somatic symptoms
(e.g. poor appetite, sleep disturbance and fatigue) may be due

distress,” which often accompany terminal illness. In patients
with advanced disease, the coexistence of multiple symptoms
makes drug interactions more likely and treatment more
complicated. Though antidepressants have been shown to
ease depression in physically healthy people, there is doubt
about whether they are appropriate for terminally ill
patients.’® Psychological therapy is the other recommended
treatment for depression,’'? but questions surround its
feasibility, acceptability and availability in palliative

care.!>4
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In 2009, the UK National Institute for Health and Clinical
Excellence (NICE) published recommendations for the man-
agement of depression in people with a chronic health prob-
lem. This guideline covered primary, secondary and tertiary
care but specified that palliative care was outside its remit."
Depression in palliative care poses particular challenges and
clinicians need clear guidance on improving outcomes at
the end of life. A pragmatic report from the European Associ-
ation of Palliative Care (EAPC) in 2001 highlighted the problem
of under-detection and under-treatment of depression in pal-
liative care. This report called for collaboration between palli-
ative care and mental health professionals and integration of
clinical experience and scientific evidence in order to estab-
lish best practice.™

The European Palliative Care Research Collaborative
(EPCRC) was established through the EAPC Research Network
in 2006, with funding from the European Commission.’®"
The collaborative brought together 11 centres in six European
countries, with the aim of improving the management of ca-
chexia, pain and depression through translational research.
The scientific work within the EPCRC spans three main
strands: (1) genomics, (2) symptom assessment and classifica-
tion, and (3) guideline development and dissemination. Clin-
ical practice guidelines were developed to assist palliative
care professionals in managing each of the three symptoms
- pain, cachexia and depression. This paper outlines the
development of the EPCRC depression guideline and provides
a summary of its key recommendations.

2. Materials and methods

The guideline was developed in accordance with the methods
of the National Institute for Clinical Excellence (NICE).® Rec-
ommendations were devised using the best available evi-
dence. Where evidence was absent or equivocal, Delphi
consensus methods were implemented to elicit and refine ex-
pert opinion. The quality of evidence and the strength of rec-
ommendations were determined using the GRADE system.®

2.1. Scope and purpose

The guideline aimed to provide evidence-based recommenda-
tions on managing depression in palliative care to inform
clinical practice, establish policy, promote European consen-
sus and ultimately improve patient outcomes.

The patient group addressed was all patients receiving pal-
liative care. The intended audience was all health profession-
als involved in the provision of palliative care.

2.2. Guideline development and expert groups
Two groups were constituted:

(1) A guideline development group of seven professionals
from the EPCRC consortium was appointed to coordi-
nate the project.

(2) An expert group was constituted to help identify clini-
cal priorities, provide expert opinion and critically dis-
cuss and develop the guideline recommendations. It

comprised two patient representatives and 29 profes-
sionals with knowledge and experience of depression
in palliative care. Expert nominations were sought via
the European Association of Palliative Care (EAPC)
board, the EAPC website and other palliative care asso-
ciations in Europe. To capture social, cultural and disci-
plinary differences in practice and opinion, experts
were recruited from a range of disciplines and
countries.

2.3. Preliminary literature scoping

Preliminary scoping of EMBASE, MEDLINE and PSYCINFO was
undertaken to gain an overview of the literature and identify
key issues to be addressed in the guideline. In palliative care,
somatic, social and psychological factors interact to precipi-
tate, perpetuate or protect against depression. In appreciation
of these complexities and the holistic principles of palliative
care, we adopted an inclusive approach and sought to provide
guidance on all aspects of the management of depression in
palliative care. We identified three overarching themes: (1)
prevention, (2) detection, diagnosis and assessment, and (3)
treatment.

2.4. Evidence review

Systematic review of the literature relevant to each theme was
impractical due to funding and time constraints. The guide-
line development and expert groups agreed that treatment
should be prioritised, and a Cochrane review was undertaken
to examine the efficacy of antidepressants in people with
physical illness and those needing palliative care.’®? For
other aspects of the management of depression in palliative
care, only the best existing evidence was identified: thus if
strong evidence (e.g. from an RCT or meta-analysis) was avail-
able to answer a specific question, weaker evidence (e.g. cross-
sectional surveys, case series) was not sought and appraised.

2.5.  Delphi study

The Delphi method was used to elicit and evaluate expert
opinion on contentious issues where evidence was equivocal
or absent. Delphi is a consensus technique used for problem-
solving and decision-making. It is a feasible and effective
method for assessing expert agreement on clinical questions
and it is increasingly used in research.?” We used the Delphi
method to ascertain and refine expert opinion on the follow-
ing contentious clinical questions:

(1) Which symptoms are most useful in diagnosing
depression in palliative care?

(2) Which screening tool is most effective in detecting
depression in palliative care?

(3) Which psychological therapy is most appropriate for
treating depression in palliative care?

(4) Which antidepressant is most appropriate for treating
depression in palliative care? Experts were requested to
rate their level of agreement with proposed items on a
scale from 0 to 10 and to annotate their ratings with com-
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ments. The anonymised comments and median and
range of ratings were reported to the experts, with a
request for them to rate the items again in light of the
results of the first round. The final summary scores were
used to inform recommendations for the guideline.

2.6. Consultation

Best practice recommendations were drafted on the basis of
existing evidence, and the Delphi studies and Cochrane re-
view conducted by the guideline development group. The
guideline was circulated among the expert group for com-
ment and criticism and then published on the EPCRC website
for wider consultation. National and international profes-
sional associations were contacted and requested to com-
ment on the recommendations and forward to their
members for further feedback. During the 6 month consulta-
tion period a total of 70 comments were received from 18
health professionals. Respondents were from a range of coun-
tries (United Kingdom (UK), Norway, Spain, the Netherlands,
New Zealand, Canada and India) and a range of disciplines
(palliative medicine, nursing, psychology, psychiatry, oncol-
ogy, general practice, chaplaincy and clinical governance).
Comments received during the 6-month consultation period
were collated and considered by the guideline development
group, who then revised and refined the recommendations
in light of the feedback received.

2.7.  Grading evidence

For each section of the guideline, the Guideline Development
Group drafted evidence summaries for key recommendations.
The quality of the evidence and the strength of recommendations
were graded according to the process proposed by GRADE."

3. Guideline content

The following section briefly summarises the guideline’s key
recommendations.

3.1. Prevention

Good palliative care is of itself a key strategy for preventing
and alleviating depression at the end of life. A recent RCT
published in the New England Journal of Medicine showed
that metastatic lung cancer patients who received early palli-
ative care had improved mood and quality of life, as com-
pared with those receiving standard oncological care.?®
Palliative care integrates physical, psychological, social and
spiritual care to control symptoms and distress and optimise
quality of life.>*?> All health professionals caring for patients
with advanced disease can apply these holistic principles.
However, patients with complex or multiple needs should
be referred to a specialist palliative care service that can offer
additional support and expertise. Table 1 summarises recom-
mendations on prevention.

3.1.1. Listening and communication
There is evidence that open, effective communication
promotes coping and psychological adjustment to advanced

disease. Skills such as active listening, patient-centred con-
sulting, open-ended questioning and appropriate response
to cues have been found to increase the ability of palliative
care professionals to elicit emotional concerns and detect dis-
tress before depression develops.?®>°

3.1.2. Information

There is wide variation in the type and amount of information
individuals wish to receive. It is important to determine
patients’ desired level of information and involvement in
decisions and regularly review their preferences to capture
changes that may occur at each phase of care.>**! Providing
patients with appropriate information on the nature, course
and treatment of their illness promotes satisfaction with care
and improves psychosocial outcomes.??> Health profession-
als should also advise patients about the range of support ser-
vices available to them (e.g. counselling, complementary
therapies and peer support and community groups).*30:33:3

3.1.3. Optimal palliative care and support

There is a strong association between depression and other
symptoms common in advanced disease, such as pain and fa-
tigue.’”*® Effective assessment and treatment of patients’
physical symptoms is integral to palliative care and a prere-
quisite for preventing and treating depression.*** Psychoso-
cial support is also intrinsic to palliative care. Clinicians
should assess patients’ ability to cope and help them to retain
a sense of purpose and control - for example, by engaging in
support networks (social clubs, community groups and faith
groups) and staying physically active.*’ Such support helps
patients maintain social roles and relationships, preserving
self-worth and improving mood.**** The experience of pro-
gressive incurable illness can increase spirituality*® and some
patients experience existential distress as death ap-
proaches.** Palliative care providers should assess patients’
spiritual needs and arrange support from an appropriate
spiritual advisor if desired.***> Clinicians should also con-
sider the needs and concerns of family members and caregiv-
ers, and where possible provide practical and psychological
support.*®*’

3.1.4. Identification of ‘at risk’ groups

It is important that clinicians are aware of risk factors for
depression in palliative care, such as history of depression,
absence of social support, concurrent life stresses, chronic
pain, poor performance status and advanced disease at diag-
nosis.*®*° Early referral to specialist palliative care has been
found to improve quality of life and mood**~%*! and may be
particularly valuable for individuals identified as at risk of
depression.

3.2 Detection, diagnosis and assessment

The high prevalence of depression in people with advanced
disease attests to the need for heightened awareness and
attention to depressive symptoms.»*>°* In palliative care
time is often short, so early detection and diagnosis of depres-
sion and regular reassessment is imperative.>* Table 4 sum-



EUROPEAN JOURNAL OF CANCER 47 (2011) 702-712 705

Table 1 — Prevention of depression in palliative care: evidence and recommendation summary.

Prevention

Quality of evidence

Strength of recommendation

Recommendation 1 Moderate
Clinicians should communicate with
palliative care patients in an open, non-
judgemental, patient-centred manner and
actively enquire about their concerns and

feelings

Recommendation 2 Moderate
In accordance with patients’ wishes,

clinicians should provide information on
the nature, course and treatment of their

illness, and appropriate sources of support

Recommendation 3 High
Clinicians should consider referral to
specialist palliative care for improved
symptom control and psychosocial support

Consistent evidence from
non-randomised studies

Consistent evidence from
non-randomised studies

Evidence from well-
conducted RCTs

Strong

Moderate quality evidence; low risk of
harm; consistent with patient preferences
and clinical opinion

Strong

Moderate quality evidence; low risk of
harm; consistent with patient preferences
and clinical opinion

Strong
High quality evidence; low risk of harm;
some evidence of cost-savings

marises recommendations on detection, diagnosis and
assessment.

3.2.1. Symptoms, psychological assessment and screening
Persistent low mood, loss of interest in everyday activities,
feelings of hopelessness, worthlessness or guilt and suicidal
ideation are key symptoms of depression in palliative care.
It is also important to be aware of non-verbal cues indicative
of depression, such as slumped posture, lack of movement,
flat affect and reduced emotional reactivity.>> Somatic symp-
toms commonly associated with depression (e.g. appetite
change, fatigue, sleep disturbance, psychomotor slowing
and loss of libido) may be due to physical disease or treatment
and are, therefore, less useful in making a diagnosis of
depression in palliative care.®°*>°® Clinicians should be aware
of possible cultural variations (ethnic, regional, age-related) in
the presentation of depression. For example, patients from
groups that stigmatise depression may be more likely to pres-
ent with somatised distress. A diagnosis of depression may be
viewed as shameful, so sensitivity and reassurance is
required.*

Clinicians should ask about mood as part of routine
assessment. Patients may be more relaxed and open if
depression is considered in the context of a general conversa-
tion about coping, in which they feel able to tell their story,
feel heard and understood.®’ Assessment of depression
should be accompanied by an assessment of anxiety, as these
symptoms are strongly associated.’>®

There is mixed evidence on the ability of screening tools to
improve depression outcomes.*>®° Nevertheless, it is unlikely
that screening for depression causes patients harm and many
palliative care services use screening tools to aid detection of
depression due to the frequency of cases in this population.
Commonly used depression-specific screening tools include
the Hospital Anxiety and Depression Scale (HADS),*®’ the
Brief Edinburgh Depression Scale (BEDS),°® a two item screen-
ing tool assessing low mood and loss of interest,®>®*”* and
the single item ‘Are you depressed?’®*>’%’>7* (see Table 2).
Screening tools must balance validity of assessment against
brevity. To avoid burdening very frail patients, clinicians
should consider using a generic symptom assessment

scale that includes one or more questions about depression
(e.g. the Palliative care Outcome Scale (POS)”>7°).

3.2.2. Diagnosis and severity assessment
If depression is suspected, a clinical assessment should be
undertaken. This should involve a thorough psychiatric history
and an assessment of the intensity of depressive symptoms,
the duration of the episode and the degree of functional impair-
ment.* Depression should be diagnosed according to validated
diagnostic criteria (e.g. DSM-IV”” or ICD-107%). A standardised,
validated assessment scale should be used to measure the
severity of depression and monitor response to treatment.
The HADS was developed to quantify depression and anxiety
in medical patients. It can be used for assessment of severity
and response to treatment as well as for screening and case-
finding. Because the HADS was designed for use in medically
ill populations it excludes somatic symptoms (e.g. sleep distur-
bance and poor appetite), which can confound diagnosis of
depression in physically ill people. This makes it an appropri-
ate tool for use in palliative care.®* The Hamilton Depression
Rating Scale (HDRS) was designed to measure the severity of
depression and evaluate the efficacy of treatment.”® Though
this tool does include somatic symptoms, a recent study
provided support for the reliability and validity of the HDRS
in a large sample of terminally ill cancer patients.®’ The Beck
Depression Inventory (BDI)®* is another commonly used sever-
ity assessment scale, sensitive to change,®? and validated in
palliative care populations.®®

It is crucial that clinicians consider alternative diagnoses
for the presentation as misdiagnosis may prevent patients
receiving appropriate treatment. Examples of differential
diagnoses include delirium, dementia, Parkinson’s disease,
hypothyroidism, uncontrolled pain, cerebral metastases and
adverse drug reactions. It is also important to consider con-
tributory factors, which if addressed might alleviate the pa-
tient’s depressive symptoms. Contributory factors may be
biological (e.g. hypercalcaemia, uncontrolled physical symp-
toms, drugs causing depression - e.g. steroids), psychological
(e.g. spiritual distress, anger relating to diagnostic delay) or
social (e.g. family conflict, isolation, poor living conditions).
Another challenge is distinguishing depressive disorder from
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Table 2 - Commonly used depression-specific screening tools.

Screening tool

Sensitivity Specificity

Single-item
‘Are you depressed?’

Two-item

‘During the last month, have you been bothered by feeling down, depressed or hopeless?’
‘During the last month, have you been bothered by having little interest or pleasure in doing things?’

Hospital Anxiety and Depression Scale

14 items, 7 for anxiety, 7 for depression. Excludes somatic symptoms

The Brief Edinburgh Depression Scale

0.42-0.86  0.74-0.92
0.91-1.00 0.57-0.86
0.68-0.92  0.65-0.90
0.72 0.83

6 items covering guilt, insomnia, fear, sadness, inability to cope and thoughts of self-harm

Note: single item and two items can be found within composite outcome scales, such as the Palliative Outcome Scale or the Edmonton

Symptom Assessment Schedule

Table 3 - Characteristics of depression versus appropriate sadness.

Depression

Sadness

Feels outcast and alone

Feeling of permanence

Regretful, rumination on ‘irredeemable’ mistakes
Extreme self-depreciation/self loathing

Constant and unremitting

No hope/interest in the future

Enjoys few activities

Suicidal thoughts/behaviour

Able to feel intimately connected with others
Feeling that some day this will end

Able to enjoy happy memories

Sense of self worth

Comes in waves

Looks forward to things

Retains capacity for pleasure

Will to live

normal sadness relating to declining health and fear of death.
Patients who are sad usually retain some hope for the future
and still derive satisfaction from relationships. Sadness tends
to fluctuate, whereas depression is more constant and char-
acterised by self-loathing and a sense of permanence (see
Table 3).

Patients who do not meet criteria for major depression
may still benefit from psychological support and referral to
specialist palliative care. If there is uncertainty about the
diagnosis, or if the patient is severely depressed or suicidal,
they should be referred to a mental health specialist. Clini-
cians should ask patients directly about suicidal ideation
and intent and be particularly vigilant during high risk peri-
ods such as initiation of antidepressant treatment.??

3.3. Treatment

In physically healthy people with depression, psychological
therapy and antidepressant drugs are the mainstay of treat-
ment. In palliative care, evidence is scarcer, but there is little
ground to suggest a radically different approach is required.
Table 6 summarises recommendations on treatment.

3.3.1. Mild, moderate, severe depression

The type and intensity of treatment provided to palliative care
patients with depression depends on the duration and sever-
ity of symptoms (see Table 5).

3.3.2.  Short prognosis

Given the high prevalence of delirium in patients near the end
of life, clinicians should first consider whether there is an or-
ganic cause for agitation and distress.?* Agitation should be
treated symptomatically and benzodiazepines or neuroleptics
prescribed if indicated. Some clinicians report benefit from
psychostimulants for depression in patients with short life
expectancy. However, we do not recommend the use of psy-
chostimulants due to there being strong evidence of adverse
effects and inadequate evidence of efficacy.®® For patients
with short prognosis, the threshold for treatment resistant
depression should be lowered from 6 weeks to 4 weeks.

3.3.3.  Choice of psychological therapy

Cognitive behavioural therapy (CBT) is the most widely used
and evaluated psychological therapy for depression. It focuses
on identifying and restructuring dysfunctional thought pat-
terns. Randomised controlled trials have demonstrated the
effectiveness of CBT in physically ill populations,® but there
is still a scarcity of studies in palliative care.?’®° Another
therapy increasingly used in palliative care is problem-solving
therapy - a short, focused intervention that helps patients
work out steps to resolve specific problems occurring in their
lives. Though there is limited data on the efficacy of problem-
solving therapy,” its simplicity and brevity make it a popular
choice in palliative care. Other therapies that may help allevi-
ate depressive symptoms in palliative patients include inter-
personal therapy, couple therapy, group therapy, guided
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Table 4 — Detection, diagnosis and severity assessment: evidence and recommendation summary.

Detection, diagnosis and severity
assessment

Quality of evidence

Strength of recommendation

Recommendation 4 Moderate
Clinicians should prioritise cognitive/
affective symptoms in detecting depression
as physical symptoms (e.g. weight loss,
fatigue) may be caused by physical disease
or medical treatment

Recommendation 5

Clinicians should consider screening for
depression in palliative care patients.
Screening tools may help clinicians detect
depression, but evidence that they improve
depression outcomes is lacking

Very low

Recommendation 6 Moderate
The psychological state of patients
receiving palliative care is unstable.
Clinicians should regularly review
depressive symptoms to capture changes in

mood

Consistent evidence from non-
randomised studies

No studies of impact on depression
outcomes in palliative care

Consistent evidence from non-
randomised studies

Strong
Moderate quality evidence;
consistent with clinical opinion

Weak
Low quality evidence; cost
implications unclear

Strong

Moderate quality evidence;
consistent with clinical opinion; low
risk of harm

imagery and mindfulness-based therapy. There is a paucity of
research on psychological therapy in palliative populations
and more trials are needed to strengthen the evidence-based
in this context. Despite this, health professionals working in
palliative care do report benefit from these interventions,
and it is probable that they benefit both patients with and
without progressive incurable illness.

3.3.4. Choice of antidepressant

The Cochrane review we conducted showed that antidepres-
sants are more effective than placebo in treating depressed
patients with physical illness, including those with ‘life-
threatening’ physical illness.?®?* Though there is no evidence
that any particular antidepressant is preferable for palliative
patients, a recent meta-analysis in physically well people
indicated that some second generation antidepressants are
marginally more effective and better tolerated than others.”*
We recommend, therefore, that clinicians become familiar
with two or three of the better performing antidepressants
(e.g. mirtazapine, sertraline and citalopram). Tricyclic antide-
pressants pose greater risk in overdose than SSRIs and are of-
ten contraindicated in palliative care patients due to heart
disease, liver failure or prostatic hypertrophy. However, ami-
triptyline and other tricyclic antidepressants are potential
second-line medicines, which may be useful for patients with
neuropathic pain.®? Given the lack of evidence for a clearly
superior antidepressant, choice of drug should be based on
the type of comorbid physical illness, the patient’s symptom
profile, potential side-effects, interactions and contraindica-
tions, clinician familiarity and patient preference.

3.3.5. Before initiating treatment

Clinicians should discuss the different treatment options
with the patient and take into account their preferences
and the outcome of previous treatments. Patients should be
informed about potential side-effects of antidepressant
drugs, discontinuation symptoms, possible delay in onset of
effect, and the need to take medication as prescribed, even

after remission. If there is a high risk of suicide, a limited
quantity of antidepressants should be prescribed, preferably
ones which are relatively safe in overdose (e.g. SSRIs).**

3.3.6. Reviewing treatment

Patients should be reviewed for side-effects in the 1st week of
treatment. If adverse effects occur with antidepressant treat-
ment, clinicians should consider discontinuing treatment or
switching to a different drug. A comprehensive mood assess-
ment should be repeated every 2 weeks using a validated
scale sensitive to change over time. Patients at risk of suicide
should be reviewed after 1 week.™

4, Discussion

The translation of research findings into systematically
developed guidelines has been found to improve patient
outcomes by bringing evidence-based knowledge into clini-
cal practice.”*®® The EPCRC depression guideline was devel-
oped to address the lack of guidance on managing
depression in patients receiving palliative care. It draws to-
gether the most current and important evidence in the
field, enabling clinicians to access and implement new
knowledge quickly and easily.

This is the first comprehensive, evidence-based clinical
guideline on managing depression in palliative care. The
multinational nature of our expert group meant that the
guideline incorporated the knowledge, expertise and experi-
ence of experts from 10 European countries. Regional varia-
tions in policy and patient care were identified within the
expert group and these were debated to determine best
practice. However, guideline development was led by a UK
research group and as a consequence British clinicians were
over-represented in the expert group. Health care organisa-
tion and models of palliative care vary considerably across
Europe and there are also important differences in public
and professional perceptions, terminology and treatments.?®
It is possible that the guideline content reflects the British
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Table 5 - Treatment of depression in palliative care.

Mild depression

Characterised by a small number of
symptoms with limited impact on the
patient’s everyday life

Moderate depression

Characterised by a larger number of
symptoms which make it difficult for
the patient to function as they would
normally

Severe depression

Characterised by a large number of
symptoms which make it very difficult
for the patient to carry out everyday
activities. There may be psychotic
symptoms, food and/or fluid refusal or
severe and persistent suicidal ideation

First-line treatment
- Refer to specialist palliative care for symptom control and psychosocial support

- Assess quality of relationships with significant others; facilitate communication
— Consider a guided self-help programme

- Consider a brief psychological intervention (e.g. problem-solving therapy, brief
CBT)

If symptoms persist. ..
- Consider using an antidepressant

— Reassess and possibly revise the diagnosis

First-line treatment
- Do all recommended for mild depression

- Initiate antidepressant medication and/or psychological therapy

If symptoms persist. ..
- Assess compliance to treatment

- Consider combining antidepressant treatment and psychological therapy

— After 4 weeks of antidepressant treatment, consider raising the dose of antide-
pressant or switching to a different drug

First-line treatment
- Do all recommended for mild depression

- Initiate antidepressants and psychological therapy

- Consider using a hypnotic or sedative in sleep disturbed or very distressed
patients

If symptoms persist. . .
— As for moderate depression

- Refer to a mental health specialist

- Lithium augmentation, electroconvulsive therapy and anti-psychotic drugs may
be considered (under supervision of a mental health specialist)

Table 6 — Treatment of depression in palliative care: evidence and recommendation summary.

Treatment

Quality of evidence

Strength of recommendation

Recommendation 7

Clinicians should refer patients with
depression to specialist palliative care for
improved symptom control and psychosocial
support

Recommendation 8
Clinicians should consider antidepressants for
treatment of depression in palliative care

Recommendation 9

Clinicians should consider psychological
therapy for treatment of depression in
palliative care

High
Evidence from well-
conducted RCTs

High

Consistent evidence from
RCTs of efficacy in treating
depression

High

Evidence from RCTs of
efficacy in reducing
depressive symptoms

Strong

High quality evidence; low risk
of harm; some evidence of cost
savings

Strong
High quality evidence;
consistent with clinical opinion

Strong

Consistent with clinical opinion
and patient preference; low risk
of harm
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bias in composition of the expert group and that some rec-
ommendations may be less applicable to countries with
contrasting systems of care. In the main, though, the guide-
line promotes best practice appropriate to all European
countries, irrespective of health care context and culture,
and we hope it will help harmonise palliative care policy
and practice across the continent.

Tension between the depth and breadth of information
provided in the guideline was debated at the beginning of pro-
ject when the expert group rejected the option of producing
treatment guidelines in favour of a comprehensive clinical
guideline that could also assist palliative care providers in
preventing, detecting and assessing depression. This broad
scope necessitated a pragmatic approach to reviewing rele-
vant literature. Given finite time and funding and the large
number of recommendations included in the guideline, we
could not undertake a systematic literature review for each.
Rather, we appraised the strongest and most relevant evi-
dence. Thus, if strong evidence (e.g. RCT or meta-analysis)
was available to answer a specific question, weaker evidence
(e.g. cross-sectional surveys, case series) was not sought. Sim-
ilarly, if evidence from palliative care populations existed,
studies in patients with less advanced physical illness were
not appraised. In addition, we conducted a systematic review
on the efficacy of antidepressants for treating depression in
people with physical illness generally,®® and those with a
life-threatening condition.?* This Cochrane review showed
that antidepressants are effective and acceptable for both —
providing high quality, up-to-date evidence for the treatment
section of the guideline.

An issue that arose during development of the guideline
was how to formulate evidence-based recommendations
where evidence was lacking. We found a paucity of high qual-
ity evidence on improving depression outcomes in palliative
populations. Obstacles to conducting randomised controlled
trials in palliative care are well documented and include eth-
ical concerns about vulnerability and consent, and practical
difficulties such as recruitment, attrition and compliance.®”-%
Where there was no evidence in palliative care on which to
base guideline recommendations, we extrapolated data from
well-conducted studies in cancer patients with less advanced
disease. Many parallels exist in the experience of depression
in patients receiving palliative and curative cancer care, and
interventions must address the same interrelated problems
of physical and emotional suffering. Moreover, there is grow-
ing advocacy for palliative care to be introduced earlier in the
disease trajectory — as an adjunct to curative care rather than
an alternative.?® Whilst many aspects of the management of
depression in palliative care can be informed by research on
patients with curable disease, some are distinct and require
research in patients who are terminally ill. A recent system-
atic review identified eight studies showing that palliative
care patients are interested in participating in studies and
may even benefit from doing so0.”® The data suggest that the
views of terminally ill patients are similar to patients partici-
pating in trials in the oncology setting and call into question
the special scrutiny afforded to palliative care research. Fur-
ther, studies in palliative care are achieving increasingly large
sample sizes, suggesting that practical limitations can also be

overcome.?>>3

Such developments hold promise for future studies that
can address the evidence gaps identified in the EPCRC depres-
sion guideline. One research priority is to determine the opti-
mal method of detecting depression in palliative care.
Screening is advocated as a systematic and cost-effective
way to improve identification of depression in this population
but there is a lack of evidence supporting its efficacy.>® Ran-
domised controlled trials are needed to test the impact of
screening on depression outcomes. RCTs in palliative patients
are also required to address unresolved issues relating to
treatment of depression at the end of life. The guideline rec-
ommends that antidepressants should be considered for
treating depression in palliative care, but there were too few
trials to determine a ‘first choice’ antidepressant for patients
with advanced disease. Trials comparing the efficacy and
acceptability of specific drugs for specific diseases are needed.
Similarly, whilst there is some evidence supporting psycho-
logical therapy for treatment of depression in palliative care,
there remains a dearth of data on the comparative efficacy
and acceptability of different types of therapy.

Contributions

L.R.: coordinating guideline development - including expert
group meetings, Delphi study, Cochrane review, guideline
consultation, literature review, writing recommendations,
grading evidence. A.P.: identifying clinical priorities, conduct-
ing Cochrane review. M.H.: winning peer review funding for
project; supervision of guideline development - including
expert group meetings, Delphi study, Cochrane review,
guideline consultation, literature review, writing recommen-
dations, grading evidence. 1J.H.: winning peer review funding
for project, supervision of guideline development - including
expert group meetings, the Delphi study, Cochrane review,
guideline consultation, literature review, writing recommen-
dations, grading evidence. All authors contributed to writing
this paper. L.R. and 1.J.H. are co-guarantors.

Role of funding source

This work was performed on behalf of the European Pallia-
tive Care Research Collaborative. The European Palliative
Care Research Collaborative is funded by the European
Commission’s Sixth Framework Programme (Contract No.
LSHC-CT-2006-037777, EPCRC) with the overall aim to im-
prove treatment of pain, depression and fatigue through
translation research. Core scientific group/work package leaders:
Stein Kaasa (Project Coordinator), Frank Skorpen, Marianne
Jensen Hjermstad, and Jon Havard Loge, Norwegian Univer-
sity of Science and Technology (NTNU); Geoffrey Hanks,
University of Bristol; Augusto Caraceni and Franco De Con-
no, Fondazione IRCCS Istituto Nazionale dei Tumori, Milan;
Irene Higginson, King’s College London; Florian Strasser,
Cantonal Hospital St. Gallen; Lukas Radbruch, RWTH Aa-
chen University; Kenneth Fearon, University of Edinburgh;
Hellmut Samonigg, Medical University of Graz; Ketil Bg,
Trollhetta AS, Norway; Irene Rech-Weichselbraun, Bender
MedSystems GmbH, Austria; Odd Erik Gundersen, Verdande
Technology AS, Norway. Scientific Advisory Group: Neil



710 EUROPEAN JOURNAL OF CANCER 47 (2011) 702-712

Aaronson, The Netherlands Cancer Institute; Vickie Baracos
and Robin Fainsinger, University of Alberta; Patrick C. Stone,
St. George’s University of London; Mari Lloyd Williams, Uni-
versity of Liverpool. Project management: Stein Kaasa, Ola
Dale and Dagny F. Haugen, NTNU.

L.R. is supported by the European Commission’s Sixth
Framework Programme (Contract No. LSHC-CT-2006-
037777). A.P. is supported by St. Christopher’s Hospice.
IJ.H. and M.H. are NIHR Senior Investigators. IJ.H. and
M.H. are Principal Investigators for the COMPASS collabora-
tive (the UK National Cancer Research Institute Supportive
and Palliative Care Research Collaborative). M.H. is sup-
ported by the NIHR Biomedical Research Centre for Mental
Health at the South London and Maudsley NHS Foundation
Trust and Institute of Psychiatry, King’s College London and
is a NIHR Senior Investigator.

Conflict of interest statement

M.H. is an independent expert witness (instructed by the
claimants’ solicitor) in a group litigation on the potential for
paroxetine to cause adverse events on withdrawal of treat-
ment. L.R., AP. and IJ.H. do not have any competing interests.
No competing interests were declared by the members of the
expert group.

Acknowledgements

The funders of the study had no role in study design, data col-
lection, data analysis, data interpretation or the writing of the
paper.

We thank Marjolein Bannink, Stephen Barclay, Augusto
Caraceni, Trudie Chalder, Harvey Chochinov, Mariléne Filbet,
Pam Firth, Luigi Grassi, Jane Hutton, Jenny Kieldsen, David
Kissane, Nigel Konzon, Iain Lawrie, Sally List, Mari Lloyd Wil-
liams, Jon Havard Loge, Kathryn Mannix, Stirling Moorey,
Maria Nabal, Mike Philpot, Holly Prigerson, Lukas Radbruch,
Peter Rainey, Vicky Robinson, Wadih Rhondali, Peter Speck,
Imke Strohscheer, David Taylor and Maggie Watson for offer-
ing their knowledge, opinion and experience as members of
the expert group.

We thank Stein Kaasa and Dagny Haugen (EPCRC Project
Coordinators) and the EPCRC Core Scientific Group (listed
above) for their input and support.

REFERENCES

1. Hotopf M, Chidgey J, Addington-Hall J, Ly KL. Depression in
advanced disease: a systematic review: part 1. Prevalence and
case finding. Palliat Med 2002;16:81-97.

2. Hotopf M, Mayou R, Wadsworth M, Wessely S. Temporal
relationships between physical symptoms and psychiatric
disorder. Results from a national birth cohort. Br J Psychiatry
1998;173:255-61.

3. Wells KB, Stewart A, Hays RD, et al. The functioning and well-
being of depressed patients. Results from the Medical
Outcomes Study. JAMA 1989;262:914-9.

4. Barkwell DP. Ascribed meaning: a critical factor in coping and
pain attenuation in patients with cancer-related pain. J Palliat
Care 1991;7:5-14.

5. Frasure-Smith N, Lesperance F, Talajic M. Depression
following myocardial infarction. Impact on 6-month survival.
JAMA 1993;270:1819-25.

6. House A, Knapp P, Bamford ], Vail A. Mortality at 12 and 24
months after stroke may be associated with depressive
symptoms at 1 month. Stroke 2001;32:696-701.

7. Lloyd-Williams M, Shiels C, Taylor F, Dennis M. Depression —
an independent predictor of early death in patients with
advanced cancer. ] Affect Disord 2009;113:127-32.

8. Endicott J. Measurement of depression in patients with
cancer. Cancer 1984;53:2243-9.

9. Horwitz A, Wakefield JC. The loss of sadness: how psychiatry
transformed normal sorrow into depressive disorder. New
York: Oxford University Press; 2007.

10. Lloyd-Williams M, Friedman T, Rudd N. A survey of
antidepressant prescribing in the terminally ill. Palliat Med
1999;13:243-8.

11. NICE. Depression in adults with a chronic health problem:
treatment and management. National Institute of Clinical
Excellence; 2009.

12. NICE. Depression: the treatment and management of depression in
adults. London: National Institute for Health and Clinical
Excellence; 2009.

13. Hall S, Edmonds P, Harding R, Chochinov H, Higginson IJ.
Assessing the feasibility, acceptability and potential
effectiveness of Dignity Therapy for people with advanced
cancer referred to a hospital-based palliative care team: Study
protocol. BMC Palliat Care 2009;8:5.

14. Price A, Hotopf M, Higginson IJ, Monroe B, Henderson M.
Psychological services in hospices in the UK and Republic of
Ireland. ] R Soc Med 2006;99:637-9.

15. Stiefel R, Die Trill M, Berney A, Olarte JM, Razavi A. Depression
in palliative care: a pragmatic report from the Expert Working
Group of the European Association for Palliative Care. Support
Care Cancer 2001;9:477-88.

16. Kaasa S, Loge JH, Fayers P, et al. Symptom assessment in
palliative care: a need for international collaboration. J Clin
Oncol 2008;26:3867-73.

17. Kaasa S, Caraceni A. Palliative cancer care research. Palliat
Med 2010;24:259-60.

18. NICE. Depression: management of depression in primary and
secondary care. London: National Institute for Clinical
Excellence; 2004.

19. Guyatt GH, Oxman AD, Vist GE, et al. GRADE: an emerging
consensus on rating quality of evidence and strength of
recommendations. BMJ 2008;336:924-6.

20. Rayner L, Price A, Evans A, et al. Antidepressants for
depression in physically ill people. Cochrane Database Syst Rev;
2010. Art no.: CD007503. doi:10.1002/14651858.CD007503.

21. Rayner L, Price A, Evans A, et al. Antidepressants for the
treatment of depression in palliative care: systematic review
and meta-analysis. Palliat Med, in press. d0i:10.1177/
0269216310380764.

22. Biondo PD, Nekolaichuk CL, Stiles C, Fainsinger R, Hagen NA.
Applying the Delphi process to palliative care tool
development: lessons learned. Support Care Cancer
2008;16:935-42.

23. Temel JS, Greer JA, Muzikansky A, et al. Early palliative care
for patients with metastatic non-small-cell lung cancer. N
Engl ] Med 2010;363:733-42.

24. Saunders S. Cicely Saunders: selected writings 1958-

2004. Oxford: Oxford University Press; 2006.

25. WHO. World Health Organisation definition of palliative care.

World Health Organisation; 2002.


http://dx.doi.org/10.1002/14651858.CD007503
http://dx.doi.org/10.1177/0269216310380764
http://dx.doi.org/10.1177/0269216310380764

EUROPEAN JOURNAL OF CANCER 47 (2011) 702-712

711

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

Maguire P, Faulkner A, Booth K, Elliott C, Hillier V. Helping
cancer patients disclose their concerns. Eur J Cancer
1996;32A:78-81.

Robbins JM, Kirmayer L], Cathebras P, Yaffe MJ, Dworkind M.
Physician characteristics and the recognition of depression
and anxiety in primary care. Med Care 1994;32:795-812.
Lewin SA, Skea ZC, Entwistle V, Zwarenstein M, Dick J.
Interventions for providers to promote a patient-centred
approach in clinical consultations. Cochrane Database Syst Rev
2001:CD003267.

Ryan H, Schofield P, Cockburn J, et al. How to recognize and
manage psychological distress in cancer patients. Eur J Cancer
Care (Engl) 2005;14:7-15.

NBCC. Clinical practice guidelines for the psychosocial care of adults
with cancer. National Breast Cancer Centre and the National
Cancer Control Initiative; 2003.

Elkin EB, Kim SH, Casper ES, Kissane DW, Schrag D. Desire for
information and involvement in treatment decisions: elderly
cancer patients’ preferences and their physicians’
perceptions. ] Clin Oncol 2007;25:5275-80.

Hoffman RM, Hunt WC, Gilliland FD, Stephenson RA, Potosky
AL. Patient satisfaction with treatment decisions for clinically
localized prostate carcinoma. Results from the Prostate
Cancer Outcomes Study. Cancer 2003;97:1653-62.

NICE. Guidance on cancer services. Improving supportive and
palliative care for adults with cancer. London: National Institute
for Clinical Excellence; 2004.

Martinez LS, Schwartz JS, Freres D, Fraze T, Hornik RC.
Patient-clinician information engagement increases
treatment decision satisfaction among cancer patients
through feeling of being informed. Patient Educ Couns
2009;77:384-90.

Devine EC, Westlake SK. The effects of psychoeducational
care provided to adults with cancer: meta-analysis of 116
studies. Oncol Nurs Forum 1995;22:1369-81.

den Boer PC, Wiersma D, Van den Bosch R]. Why is self-help
neglected in the treatment of emotional disorders? A meta-
analysis. Psychol Med 2004;34:959-71.

Onder G, Landi F, Gambassi G, et al. Association between pain
and depression among older adults in Europe: results from
the Aged in Home Care (AdHOC) project: a cross-sectional
study. J Clin Psychiatry 2005;66:982-8.

Block KI. Pain, depression, and fatigue in cancer. Integr Cancer
Ther 2002;1:323-6.

Block SD. Assessing and managing depression in the
terminally ill patient. ACP-ASIM End-of-Life Care Consensus
Panel. American College of Physicians - American Society of
Internal Medicine. Ann Intern Med 2000;132:209-18.

Lee V, Cohen SR, Edgar L, Laizner AM, Gagnon AJ. Meaning-
making and psychological adjustment to cancer:
development of an intervention and pilot results. Oncol Nurs
Forum 2006;33:291-302.

Meyer TJ, Mark MM. Effects of psychosocial interventions
with adult cancer patients: a meta-analysis of randomized
experiments. Health Psychol 1995;14:101-8.

McArdle JM, George WD, McArdle CS, et al. Psychological
support for patients undergoing breast cancer surgery: a
randomised study. BMJ 1996;312:813-6.

Reed PG. Spirituality and well-being in terminally ill
hospitalized adults. Res Nurs Health 1987;10:335-44.

Moadel A, Morgan C, Fatone A, et al. Seeking meaning and
hope: self-reported spiritual and existential needs among an
ethnically-diverse cancer patient population. Psychooncology
1999;8:378-85.

Cohen SR, Mount BM, Bruera E, et al. Validity of the McGill
Quality of Life Questionnaire in the palliative care setting: a
multi-centre Canadian study demonstrating the importance
of the existential domain. Palliat Med 1997;11:3-20.

46

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

Thomas K, Hudson P, Oldham L, Kelly B, Trauer T. Meeting the
needs of family carers: an evaluation of three home-based
palliative care services in Australia. Palliat Med
2010;24:183-91.

Akechi T, Akizuki N, Okamura M, et al. Psychological distress
experienced by families of cancer patients: preliminary
findings from psychiatric consultation of a Cancer Center
Hospital. Jpn ] Clin Oncol 2006;36:329-32.

Lloyd-Williams M, Friedman T. Depression in palliative care
patients — a prospective study. Eur J Cancer Care (Engl)
2001;10:270-4.

Lo C, Zimmermann C, Rydall A, et al. Longitudinal study
of depressive symptoms in patients with metastatic
gastrointestinal and lung cancer. J Clin Oncol
2010;28:3084-9.

Hearn J, Higginson IJ. Do specialist palliative care teams
improve outcomes for cancer patients? A systematic
literature review. Palliat Med 1998;12:317-32.

Dumitrescu L, van den Heuvel-Olaroiu M, van den Heuvel WJ.
Changes in symptoms and pain intensity of cancer patients
after enrollment in palliative care at home. J Pain Symptom
Manage 2007;34:488-96.

Massie MJ. Prevalence of depression in patients with cancer. J
Natl Cancer Inst Monogr 2004:57-71.

Rayner L, Lee W, Price A, et al. The clinical epidemiology of
depression in palliative care and the predictive vale of
somatic symptoms: cross-sectional survey with 4-week
follow-up. Palliat Med, in press.

Rayner L, Loge JH, Wasteson E, Higginson IJ. The detection of
depression in palliative care. Curr Opin Support Palliat Care
2009;3:55-60.

Noorani NH, Montagnini M. Recognizing depression in
palliative care patients. J Palliat Med

2007;10:458-64.

Kelly B, McClement S, Chochinov HM. Measurement of
psychological distress in palliative care. Palliat Med
2006;20:779-89.

Rayner L, Hotopf M, Higginson IJ. Expert opinion on
unresolved issues relating to the detection and treatment of
depression in palliative care: a Delphi exercise. Palliat Med
2010;24:5210-1.

Block SD. Perspectives on care at the close of life.
Psychological considerations, growth, and transcendence at
the end of life: the art of the possible. JAMA
2001;285:2898-905.

Gilbody S, House AO, Sheldon TA. Screening and case finding
instruments for depression. Cochrane Database Syst Rev
2005:CD002792.

Gilbody S, Sheldon T, Wessely S. Should we screen for
depression? BMJ 2006;332:1027-30.

Zigmond AS, Snaith RP. The hospital anxiety and depression
scale. Acta Psychiatr Scand 1983;67:361-70.

Lloyd-Williams M, Friedman T, Rudd N. An analysis of the
validity of the Hospital Anxiety and Depression Scale as a
screening tool in patients with advanced metastatic cancer. J
Pain Symptom Manage 2001;22:990-6.

Akechi T, Okuyama T, Sugawara Y, et al. Screening for
depression in terminally ill cancer patients in Japan. J Pain
Symptom Manage 2006;31:5-12.

Le Fevre P, Devereux J, Smith S, Lawrie SM, Cornbleet M.
Screening for psychiatric illness in the palliative care
inpatient setting: a comparison between the Hospital Anxiety
and Depression Scale and the General Health Questionnaire-
12. Palliat Med 1999;13:399-407.

Mitchell AJ, Meader N, Symonds P. Diagnostic validity of the
Hospital Anxiety and Depression Scale (HADS) in cancer and
palliative settings: a meta-analysis. J Affect Disord, 2010
[epublication ahead of print].



712

EUROPEAN JOURNAL OF CANCER 47 (2011) 702-712

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

Loosman WL, Siegert CE, Korzec A, Honig A. Validity of the
Hospital Anxiety and Depression Scale and the Beck
Depression Inventory for use in end-stage renal disease
patients. Br ] Clin Psychol 2009;49:507-16.

Aben I, Verhey F, Lousberg R, Lodder ], Honig A. Validity of the
beck depression inventory, hospital anxiety and depression
scale, SCL-90, and Hamilton depression rating scale as
screening instruments for depression in stroke patients.
Psychosomatics 2002;43:386-93.

Lloyd-Williams M, Shiels C, Dowrick C. The development of
the Brief Edinburgh Depression Scale (BEDS) to screen for
depression in patients with advanced cancer. J Affect Disord
2007;99:259-64.

Whooley MA, Avins AL, Miranda J, Browner WS. Case-finding
instruments for depression. Two questions are as good as
many. J Gen Intern Med 1997;12:439-45.

Mitchell AJ. Are one or two simple questions sufficient to
detect depression in cancer and palliative care? A Bayesian
meta-analysis. Br J Cancer 2008;98:1934-43.

Payne A, Barry S, Creedon B, et al. Sensitivity and specificity
of a two-question screening tool for depression in a specialist
palliative care unit. Palliat Med 2007;21:193-8.

Lloyd-Williams M, Dennis M, Taylor F, Baker I. Is asking
patients in palliative care, “are you depressed?” Appropriate?
Prospective study. BMJ 2003;327:372-3.

Watkins C, Daniels L, Jack C, Dickinson H, van Den Broek M.
Accuracy of a single question in screening for depression in a
cohort of patients after stroke: comparative study. BMJ
2001;323:1159.

Kawase E, Karasawa K, Shimotsu S, et al. Evaluation of a
one-question interview for depression in a Radiation
Oncology Department in Japan. Gen Hosp Psychiatry
2006;28:321-2.

Hearn J, Higginson IJ. Development and validation of a core
outcome measure for palliative care: the palliative care
outcome scale. Palliative Care Core Audit Project Advisory
Group. Qual Health Care 1999;8:219-27.

Harding R, Selman L, Agupio G, et al. Validation of a core
outcome measure for palliative care in Africa: the APCA
African Palliative Outcome Scale. Health Qual Life Outcomes
2010;8:10.

APA. Diagnostic and statistical manual of mental disorders (DSM-
1V). 4th ed. Washington, DC: American Psychiatric
Association; 1994.

WHO. The ICD-10 classification of mental and behavioral disorders:
clinical descriptions and diagnostic guidelines. Geneva: World
Health Organisation; 1992.

Hamilton M. A rating scale for depression. ] Neurol Neurosurg
Psychiatry 1960;23:56-62.

Olden M, Rosenfeld B, Pessin H, Breitbart W. Measuring
depression at the end of life: is the Hamilton Depression
Rating Scale a valid instrument? Assessment 2009;16:43-54.
Beck AT, Ward CH, Mendelson M, Mock J, Erbaugh J. An
inventory for measuring depression. Arch Gen Psychiatry
1961;4:561-71.

Hiroe T, Kojima M, Yamamoto I, et al. Gradations of clinical
severity and sensitivity to change assessed with the Beck
Depression Inventory-II in Japanese patients with depression.
Psychiatry Res 2005;135:229-35.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

CSM. Report of the CSM Expert Working Group on the safety of
selective serotonin reuptake inhibitor antidepressants. Committee
on Safety of Medicines; 2004.

Leonard M, Spiller ], Keen J, et al. Symptoms of depression
and delirium assessed serially in palliative-care inpatients.
Psychosomatics 2009;50:506-14.

Candy M, Jones L, Williams R, Tookman A, King M.
Psychostimulants for depression. Cochrane Database Syst Rev
2008:CD006722.

Beltman MW, Voshaar RC, Speckens AE. Cognitive-
behavioural therapy for depression in people with a somatic
disease: meta-analysis of randomised controlled trials. Br J
Psychiatry 2010;197:11-9.

Moorey S, Cort E, Kapari M, et al. A cluster randomized
controlled trial of cognitive behaviour therapy for common
mental disorders in patients with advanced cancer. Psychol
Med 2009;39:713-23.

Uitterhoeve RJ, Vernooy M, Litjens M, et al. Psychosocial
interventions for patients with advanced cancer - a
systematic review of the literature. Br ] Cancer
2004;91:1050-62.

Anderson T, Watson M, Davidson R. The use of cognitive
behavioural therapy techniques for anxiety and depression in
hospice patients: a feasibility study. Palliat Med
2008;22:814-21.

Cuijpers P, van Straten A, Warmerdam L. Problem solving
therapies for depression: a meta-analysis. Eur Psychiatry
2007;22:9-15.

Cipriani A, Furukawa TA, Salanti G, et al. Comparative
efficacy and acceptability of 12 new-generation
antidepressants: a multiple-treatments meta-analysis. Lancet
2009;373:746-58.

Kalso E, Tasmuth T, Neuvonen PJ. Amitriptyline effectively
relieves neuropathic pain following treatment of breast
cancer. Pain 1996;64:293-302.

Haynes RB, Sackett DL, Gray JA, Cook DL, Guyatt GH.
Transferring evidence from research into practice: 2. Getting
the evidence straight. ACP J Club 1997;126:A14-6.

Grimshaw JM, Russell IT. Effect of clinical guidelines on
medical practice: a systematic review of rigorous evaluations.
Lancet 1993;342:1317-22.

Muir Gray JA, Haynes RB, Sackett DL, Cook DJ, Guyatt GH.
Transferring evidence from research into practice: 3.
Developing evidence-based clinical policy. ACP ] Club
1997;126:A14-6.

Higginson IJ. End-of-life care: lessons from other nations. J
Palliat Med 2005;8(Suppl 1):5S161-73.

Jordhoy MS, Kaasa S, Fayers P, et al. Challenges in palliative
care research; recruitment, attrition and compliance:
experience from a randomized controlled trial. Palliat Med
1999;13:299-310.

Duke S, Bennett H. Review: a narrative review of the
published ethical debates in palliative care research and an
assessment of their adequacy to inform research governance.
Palliat Med 2010;24:111-26.

White C, Hardy J. What do palliative care patients and their
relatives think about research in palliative care? A systematic
review. Support Care Cancer 2010;18:905-11.



	The development of evidence-based European guidelines on the management of depression in palliative cancer care
	Introduction
	Materials and methods
	Scope and purpose
	Guideline development and expert groups
	Preliminary literature scoping
	Evidence review
	Delphi study
	Consultation
	Grading evidence

	Guideline content
	Prevention
	Listening and communication
	Information
	Optimal palliative care and support
	Identification of ‘at risk’ groups

	Detection, diagnosis and assessment
	Symptoms, psychological assessment and screening
	Diagnosis and severity assessment

	Treatment
	Mild, moderate, severe depression
	Short prognosis
	Choice of psychological therapy
	Choice of antidepressant
	Before initiating treatment
	Reviewing treatment


	Discussion
	Contributions
	Role of funding source
	Conflict of interest statement
	Acknowledgements
	References


