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What do we know? |. prevalence

Median sample Median prevalence

size(IQR)
Single item question 115 (90-245) 40.5%

(IQR: 29-53.5)

HADS — “definite” 70 (46-95) 29%
depression (IQR: 20-29)
Major depressive 80 (48-87.5) 15%
disorder by diagnostic (range 5-26%)
Interview

Hotopf et al, Palliative Medicine, 2002, 16, 81-97




Objectives

To develop evidence-based guidelines on the
treatment of depression in palliative care that
are clinically based, patient oriented and agreed
upon through a European consensus

To make the guidelines available on the EPCRC
website, the EAPC web and other relevant
websites

To update the guidelines on a regular basis

To disseminate and make guidelines available in
relevant European languages



Expert group - disciplines

Clinical psychology
General practice
Nursing

Oncology

Patient representative
Palliative medicine
Pharmacy

Psychiatry
Psychotherapy

Social work




Expert group — nationalities

Austria
Canada
Germany
Italy
Netherlands
Norway
Spain

UK

USA



Strategy 1 — define the problem

What do you think the most important
challenges are in treating depression In
patients with advanced disease (list up
to 5)7?



What are the challenges to treating

depression In palliative care?

e Defining depression

 When to start an antidepressant and which one
to use

* Delivering psychotherapies by non-specialists

 Need for speedy access to interventions which
work quickly

 Complexity of care

 Evidence gaps

e Defining suitable outcomes

* “Noise In the system” — changing priorities



Definition of depression




DSM IV Major Depressive Episode

A. Five (or more) of the following symptoms have been present during the same 2-week period and represent
a change from previous functioning; at least one of the symptoms is either (1) depressed mood or (2)
loss of interest or pleasure. Note: Do note include symptoms that are clearly due to a general medical
condition, or mood-incongruent delusions or hallucinations.
(1) depressed mood most of the day, nearly every day, as indicated by either subjective report (e.g., feels
sad or empty) or observation made by others (e.g., appears tearful). Note: In children and adolescents,
can be irritable mood.
(2) markedly diminished interest or pleasure in all, or almost all, activities most of the day, nearly every
day (as indicated by either subjective account or observation made by others)
(3) significant weight loss when not dieting or weight gain (e.g., a change of more than 5% of body weight
in a month), or decrease or increase in appetite nearly every day. Note: In children, consider failure to
make expected weight gains.
(4) insomnia or hypersomnia nearly every day
(5) psychomotor agitation or retardation nearly every day (observable by others, not merely subjective
feelings of restlessness or being slowed down)
(6) fatigue or loss of energy nearly every day
(7) feelings of worthlessness or excessive or inappropriate guilt (which may be delusional) nearly every
day (not merely self-reproach or guilt about being sick)
(8) diminished ability to think or concentrate, or indecisiveness, nearly every day (either by subjective
account or as observed by others)
(9) recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation without a specific plan,
or a suicide attempt or a specific plan for committing suicide

B. The symptoms do not meet criteria for a Mixed Episode.
C. The symptoms cause clinically significant distress or impairment in social, occupational, or other
important areas of functioning.
D. The symptoms are not due to the direct physiological effects of a substance (e.g., a drug of abuse, a
medication) or a general medical condition (e.g., hypothyroidism).
E. The symptoms are not better accounted for by Bereavement, i.e., after the loss of a loved one, the
symptoms persist for longer than 2 months or are characterized by marked functional impairment, morbid
preoccupation with worthlessness, suicidal ideation, psychotic symptoms, or psychomotor retardation.
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Severity of depression worthy of treatment

Initial Severity and Antidepressant
Benefits: A Meta-Analysis of Data Submitted
to the Food and Drug Administration

Irving Kirschﬁ, Brett J. Deaconz, Tania B. Huedo-Medina?’, Alan Scoboria“, Thomas J. Moores, Blair T. Johnson>

1 Department of Psychology, University of Hull, Hull, United Kingdom, 2 University of Wyoming, Laramie, Wyoming, United States of America, 3 Center for Health,
Intervention, and Prevention, University of Connecticut, Storrs, Connecticut, United States of America, 4 Department of Psychology, University of Windsor, Windsor, Ontario,
Canada, 5 Institute for Safe Medication Practices, Huntingdon Valley, Pennsylvania, United States of America
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Time IS short

Sir Anthony van Dyck - 'Venetia Stanley, Lady
Digby, on her Death-bed'



Time Is short

Lloyd-Williams et al, Palliative Medicine,
1999

Of patients prescribed antidepressants
whilst under palliative care team, 76% of
prescriptions were started within 2 weeks
of death.



Evidence gaps

e 3 randomised controlled trials assessed
pharmacological treatments.

e 2 were placebo controlled (active
treatments mianserin and thioridazine)

* 1 comparative (desipramine and
fluoxetine) with serious flaws in reporting

Ly et al, Palliative Medicine 2002 16 279-84



“Noise”

60+ — Pain
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Figure 1: Will-to-live and pain scores in an 82-year-old woman

with colorectal cancer
Maximum 12 h change=C-D; maximum 24 h change=E-F; maximum
7-day change=A-B; maximum 30-day change=B-G.



Complexity of care

Psychostimulants
Antidepressants

Anxiolytics \

Depression,

d

Focussed
psychotherapies

Supportive

Specialist palliative . sadness, “
care demoralisation

/ o

Complementary
approaches

Spiritual care

psychotherapy/
counselling

Creative therapies



Strategy II: borrow evidence from
elsewhere

e EXisting guidelines

e Systematic review of treatments for
depression in people with physical
diseases



Step 5:

Step 4:

Step 3:

Step 2.

Step 1:

Inpatient care,
crisis teams

Mental health
specialists, including
crisis teams

Primary care team,
primary care mental
health worker

Primary care team,
primary care mental
health worker

GP practice nurse

Treatment-resistant,
recurrent, atypical and
psychotic depression, and
those at significant risk

Moderate or severe
depression

Mild depression

Recognition

NICE guidance for depression

Medication, combined
treatments, ECT

Medication, complex
psychological interventions,
combined treatments

Medication, psychological
interventions, social support

Watchful waiting, guided self-help,
computerised CBT, exercise, brief
psychological interventions

Assessment



Systematic review of antidepressants vs placebo in treatment of

depression associated with physical disease

Potentially relevant RCT
studies identified by

Cochrane DAN group
(n=133)

v

RCTs reviewed
(Nn=56)

RCTs excluded
(N=77)




Antidepressants vs placebo in treatment of
depression in physical disease: continuous
measures of outcome at 6 weeks

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% ClI
Ash 1999 0 0] 0 0 0] 0] Not estimable
Rampello 2005 11.8 2 16 23.87 2.06 15 6.8% -5.79 [-7.49, -4.10] -
Light 1986 211 7.6 3 206 6.9 6 8.2% 0.06 [-1.32, 1.45] I
Rifkin 1985 114 24 17 16.8 2 25 11.1% -2.44 [-3.27, -1.62] —
Wiart 1997 11.8 6.7 16 18.7 10 15 11.5% -0.79 [-1.53, -0.06] Bl
Wermuth 1998 1169 45 13 11.65 4.89 17 11.6% 0.01 [-0.71, 0.73] -
Lustman 2000 94 91 27 143 10.6 27 12.4% -0.49 [-1.03, 0.05] el
Andersen 1993 114 5.1 33 141 47 33 12.6% -0.54 [-1.04, -0.05] ]
Murray 2005 124 9.6 41 135 8.1 35 12.8% -0.12 [-0.57, 0.33] B
Rabkin 1999 65 5.6 57 82 538 30 12.8% -0.30 [-0.74, 0.15] =
Total (95% CI) 223 203 100.0% -0.94 [-1.56, -0.31] P <&
Heterogeneity: Tau2 = 0.75; Chi2 = 65.12, df = 8 (P < 0.00001); 12 = 88% ! 2 5 2 jl
Test for overall effect: Z = 2.92 (P = 0.003) Favours-€xperimental Favours control

Effect size 0.9 (0.3, 1.6)




Antidepressants vs placebo in treatment of
depression in physical disease: binary measures
of outcome at 6 weeks

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight Peto, Random, 95% CI Peto, Random, 95% ClI
Musselman 2006 2 5 1 4 1.3% 2.00[0.11, 35.81] "
Elliot 1997 7 18 2 22 3.6% 6.36 [1.12, 36.08]
Wiart 1997 10 16 5 15 5.0% 3.33[0.76, 14.58] 7
Zisook 1998 13 21 4 16 5.3% 4.88 [1.16, 20.45]
Brown 2004 9 23 7 25 7.5% 1.65 [0.49, 5.54] N
Van Heeringen 1996 19 28 10 27 8.8% 3.59[1.18, 10.92] -
Lustman 2000 13 30 7 30 8.9% 2.51[0.83, 7.64] -
Hammond 1993 21 38 14 38 13.0% 2.12 [0.85, 5.30] T
Murray 2005 23 41 16 35 13.3% 1.52 [0.61, 3.76] I
Rabkin 2004 25 46 17 39 14.9% 1.54 [0.65, 3.64] -
Rabkin 1999 46 81 16 39 18.3% 1.89 [0.87, 4.10] T
Total (95% CI) 347 290 100.0% 2.20[1.58, 3.06] L 2
Total events 188 99

Heterogeneity: Tau? = 0.00; Chi2 = 5.40, df = 10 (P = 0.86); I2=0%

: . : :
Test for overall effect: Z = 4.66 (P < 0.00001) 0.01 0.1 1 10 100

Favours control Favours intervention

Odds ratio 2.2 (1.6, 3.1)



Future...

* Further systematic review of non drug
treatments In physical disease

 Development of consensus in guidelines.



Evidence gaps

Systematic reviews of existing literature are
unlikely to tell us:

* The severity of depression worth treating

 Whether to use ADs, psychotherapy In
combination or alone, and If alone which one
first.

 How to predict who will most benefit from
treatments

 What the natural history of depression is in this
population.
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