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ABSTRACT

When conceptualising engagement with treat-
ment, it may be useful to contrast ‘disease’,
which refers to underlying psychobiological
dysfunction, with ‘illness’, which describes the
experience of the person with that disease.
Knowledge of disease, as well as understanding
of illness, including patients’ explanatory
models of symptoms, may be useful in facili-
tating shared decision-making. Ideally, physi-
cians are able to integrate evidence-based
medicine with values-based medicine by com-
bining the best research evidence with patients’
unique needs and preferences. This, in turn,
requires taking a systematic approach to the
assessment of a range of domains (i.e. symptom
profile, clinical subtype, severity and comor-
bidity) in individuals with depression, and
individualising treatment accordingly. While
data are now available from a range of ran-
domised clinical trials addressing treatments for
depressive symptoms, it is also notable that a
decrease in symptom severity does not neces-
sarily correlate with an increase in functioning,
which highlights the need to monitor patients
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for the effect of treatment on a range of out-
comes including comorbid anxiety, emotional
responsiveness, and sleep quality. Importantly,
recent epidemiological data emphasise the
importance of persistence with treatment; most
patients with major depression who persist with
treatment eventually feel helped.

decision-
Treatment

Keywords: Depression; Shared
making; Treatment outcomes;
persistence; Patient engagement

Key Summary Points

Patient engagement with treatment is
facilitated by shared decision-making
which combines the best research
evidence with the patient’s unique values.

Individualised treatment of depression
requires systematic assessment of a range
of domains; findings may be used to tailor
interventions appropriately.

The majority of adults with a lifetime
history of treated depression eventually
receive treatment that they consider
helpful, but many stop seeking treatment
after early unhelpful treatment;
persistence is therefore key.
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INTRODUCTION

The majority of adults with a lifetime history of
treated depression eventually obtain a treat-
ment that they consider helpful, but many stop
seeking treatment after early unhelpful treat-
ment [1]. This paper begins by providing a
conceptual framework for thinking about how
to engage the patient with depression in treat-
ment, arguing that shared decision-making is
key. It then discusses a range of domains that
should be assessed in the patient with depres-
sion, in order to individualise treatment, and so
optimise outcomes. Finally, the paper examines
some of the evidence from pharmacotherapy
and psychotherapy trials of depression and
concludes by emphasizing the importance of
persistence with treatment.

CONCEPTUAL FRAMEWORK

Arthur Kleinman, a psychiatrist and anthro-
pologist, has highlighted the distinction
between ‘disease’ and ‘illness’; disease refers to
psychobiological mechanisms, whereas illness
refers to the experience of the person with dis-
ease [2]. Illness is shaped by the familial, social,
and cultural environment the person lives in,
with attendant perceptions, values, and expla-
nations of that disease. Similarly, since the time
of William Osler, it has been emphasised that
physicians need to understand not only the
disease but also the person with the condition.
This point was further highlighted by the World
Psychiatric Association’s development of a
patient-centred initiative, in which “the whole
person of the patient in [their] context” is at the
centre of clinical care [3].

These considerations are relevant to the
framework of shared decision-making, i.e. a way
of thinking and doing things in which the
people using health and social services are seen
as equal partners in planning, developing, and
monitoring care to make sure it meets their
needs. The essential elements of shared decision-
making include defining the problem, present-
ing options, discussing the pros and cons and
the patient’s preferences and abilities, clarifying
their understanding, and then making or

explicitly deferring a management decision [4].
A related framework emphasises the value of
integrating evidence-based medicine with val-
ues-based medicine, i.e. combining the best
research evidence with the patient’s unique
values, including their needs and preferences
[5].

Indeed, psychiatry increasingly aspires to
personalised medicine, in which treatment is
tailored to the individual based on their genes,
environment, and sociocultural context [6]. In
day-to-day clinical practice, person-centred care
and shared decision-making are facilitated by
the physician taking time to ask patients for
their own explanation of why they are experi-
encing their symptoms and, given that
explanatory model, what they consider to be
the best way forward. Therefore, key early
questions in the clinical interview include:
“What do you think is going on?” and “Based on
that, what do you think is the best way for-
ward?”. The Diagnostic and Statistical Manual
of Mental Disorders (DSM)-5 cultural formula-
tion interview may also be useful for ensuring a
holistic understanding of the illness [7].

DIAGNOSTIC CONSIDERATIONS

Recent editions of the DSM have advanced the
field by providing a widely used set of diagnos-
tic criteria for depression. Nevertheless, the
presentation of depression is very hetero-
geneous, and there are multiple ways in which
patients can meet DSM-S criteria. Current
treatment guidelines may result in only partial
treatment success in part because they are not
sufficiently individualised.

In order to tailor treatment for depression
effectively, physicians need to take a rigorous
and systematic approach to the assessment of a
range of domains [8]. These include symptom
profile, clinical subtypes, severity, neurocogni-
tion, functioning and quality of life, clinical
staging, personality traits, antecedent and con-
comitant psychiatric conditions such as anxi-
ety, physical comorbidities, family history, early
and recent environmental exposures, protective
factors and resilience, and dysfunctional cog-
nitive schemas [8]. While findings from
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translational neuroscience may ultimately be
useful for individualising the treatment of
depression, currently domains such as symptom
profile, clinical subtypes, and severity and
comorbidity are more relevant to case concep-
tualisation and choice of treatment. Individu-
alised treatment based on these domains may
facilitate patient engagement and improve
treatment outcomes.

PHARMACOTHERAPY
CONSIDERATIONS

Meta-analyses have been useful in synthesizing
the current evidence base on pharmacotherapy
for depression. A large network meta-analysis of
21 different antidepressant drugs found that, in
head-to-head comparisons, some agents
(agomelatine, amitriptyline, escitalopram, mir-
tazapine, paroxetine, venlafaxine, and vortiox-
etine) were more effective than others, with
odds ratios ranging from 1.19 to 1.96 (Fig. 1) [9].
The same analysis found that some antidepres-
sants (agomelatine, citalopram, escitalopram,
fluoxetine, sertraline, and vortioxetine) were
more acceptable than others, based on the
proportion of patients who discontinued treat-
ment for any reason [9], with odds ratios in this
analysis ranging from 0.43 to 0.77.

Notably, patients with depression can expe-
rience a spectrum of outcomes from response to
remission to recovery, and a decrease in symp-
tom severity does not necessarily correlate with
an increase in function [10, 11]. In addition,
antidepressant agents with a comparable effect
on depression symptoms may not have the
same effects on features of depression that are
important to patients; these include emotional
responsiveness, cognitive function, and sleep
quality. For example, in a randomised, double-
blind comparison of agomelatine and escitalo-
pram, the two agents had a similar effect on
symptoms of depression, but patients receiving
agomelatine experienced less emotional blunt-
ing and felt better on waking compared with
patients receiving escitalopram [12].

Anxious depression is associated with greater
severity, increased suicidality, and worse out-
comes than depression that is not associated

with anxiety [13], so robust treatment of
patients with depression and comorbid anxiety
is needed. Overall, there are limited data sug-
gesting that one class of antidepressant agent is
more effective than another for anxious
depression [14, 15]. However, a meta-analysis of
data from six randomised controlled trials of
agomelatine found a significantly greater early
effect (weeks 2-4) on anxiety severity in
patients with depression receiving agomelatine
compared with patients receiving placebo,
selective serotonin reuptake inhibitors, or sero-
tonin norepinephrine reuptake inhibitors [16].
The difference in the impact of agomelatine on
the Hamilton Depression Rating Scale subscores
compared with placebo was significant in the
overall study population and in patients with
more anxiety at baseline (Fig. 2), but in depres-
sed patients with more severe anxiety, agome-
latine had a significantly greater effect on
anxiety and depressive symptoms than com-
parator antidepressants [16].

PSYCHOTHERAPY
CONSIDERATIONS

Meta-analyses have also been useful in synthe-
sising the current evidence base on psycho-
therapy for depression. Many patients with
depression will benefit from a combined
approach to treatment that incorporates both
psychotherapy and pharmacotherapy. A net-
work meta-analysis of 101 studies in 11,910
patients showed that combined treatment was
more effective in achieving response (> 50%
reduction in depression score) at the end of
treatment compared with either psychotherapy
alone [relative risk [RR] of response 1.27; 95%
confidence intervals (CI) 1.14-1.39] or pharmaco-
therapy alone (RR 1.25; 95% CI 1.14-1.37) [17].
An exciting development in psychotherapy
has been the adaptation of psychotherapeutic
strategies developed in high-income countries
for use in low- and middle-income countries
[18]. The recent Lancet Commission on Global
Mental Health and Sustainable Development
emphasises the importance of mental health for
sustainable development around the world [19].
The Lancet Commission highlighted a number
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OR (95% Crl)

Efficacy (response rate)

Amitriptyline B 213(1-89-2.41)
Mirtazapine e 1-89 (1-64-2-20)
Duloxetine e 185 (1-66-2-07)
Venlafaxine —.— 1.78 (1-61-1-96)
Paroxetine . 1.75 (1-61-1:90)
Milnacipran S T 1.74 (1:37-2-23)
Fluvoxamine —_— 1-69 (1-41-2-02)
Escitalopram —l 168 (1-.50-1-87)
Nefazodone —= 1.67 (132-2-12)
Sertraline —.— 1-67 (1-49-1-87)
Vortioxetine —— 166 (1-45-1.92)
Agomelatine — 1-65 (1-44-1-88)
Vilazodone — = 160 (1-28-2-00)
Levomilnacipran N E— 1.59 (1-24-2-05)
Bupropion —fe 1.58 (1:35-1-86)
Fluoxetine . 1.52 (1-40-1-66)
Citalopram e 152 (1-33-1.74)
Trazodone —_— 1.51(1-25-1-83)
Clomipramine —— 1-49 (1-21-1-85)
Desvenlafaxine —— 149 (1-24-1.79)
Reboxetine —— 137 (1-16-1-63)

o.ls 1.0 2-|5
Favours placebo Favours active drug

Fig. 1 Forest plot of a large network meta-analysis. Antidepressant agents were compared with placebo [9]. OR odds ratio,

CrI credible interval. Reprinted from Cipriani et al. [9]

of key points, including the need for a spectrum
approach to conceptualising mental illness, the
cost-efficacy of interventions for common
mental disorders, and the importance of a
human rights approach to mental health ser-
vices [20].

THE IMPORTANCE OF PERSISTENCE

Interesting data have emerged from the World
Mental Health Surveys about what patients with
depression perceive as helpful in the treatment
of their depression [1]. A total of 68.2%
(n=2726) of adults with a lifetime history of
treated major depression obtained treatment
that they considered helpful; others stopped

seeking treatment after early unhelpful treat-
ment. Most patients (93.9%) were helped if they
persisted through 10 treatment professionals,
but only 21.5% of patients showed this level of
persistence. While randomised controlled trials
provide important data on treatment efficacy,
these epidemiological data on treatment help-
fulness emphasise the crucial importance of
treatment persistence [1].

CONCLUSION

The treatment of depression requires an indi-
vidualised approach to both assessment and
treatment. Clinicians need to evaluate not only
symptoms of depression but also a range of
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HAM-D subscore (10+11)

HAM-D subscore (10+11)

Agomelatine vs placebo -Total population 6 = Agomelatine vs placebo - More anxious depressed patients
with HAM-D items 10+11 2 5 at baseline
E(SE): 0.34(0.12)
5. 5 p=0.005
— E(SE): 0.29(0.10)
=0.004
P I ] E(SE): 0.65(0.15)
P<0.001
4. [ E(SE): 0.40(0.12) 44
— P<0.001 —i
3 1 3
2 21
14 14
0 0 T T 1
WO w2 Last value WO w2 Last value

Oagomelatine 25-50 mg (n=358) [ Placebo (n=363)

Fig. 2 Effect of agomelatine on anxiety-related subscores
(questions 10 and 11) of the Hamilton Depression Rating
Scale in a pooled analysis of three randomised, double-

blind, placebo-controlled studies [16]. E(SE) Effect size

considerations that impact the patient’s life,
including comorbid conditions and cognitive
and functional impairments. Meta-analyses
suggest that some antidepressants are more
efficacious or better tolerated, and that there
may be differences between agents on key out-
comes such as anxiety, sleep, and cognition.
Patients may need to seek help from a number
of different health professionals before they find
a treatment for depression that helps them,;
treatment persistence should therefore be
encouraged.
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