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Abstract

Objectives: To provide guidance for the management of mood disorders, based on scientific
evidence supplemented by expert clinical consensus and formulate recommendations to
maximise clinical salience and utility.

Methods: Articles and information sourced from search engines including PubMed and
EMBASE, MEDLINE, PsycINFO and Google Scholar were supplemented by literature known
to the mood disorders committee (MDC) (e.g. books, book chapters and government reports)
and from published depression and bipolar disorder guidelines. Information was reviewed
and discussed by members of the MDC and findings were then formulated into consensus-
based recommendations and clinical guidance. The guidelines were subjected to rigorous
successive consultation and external review involving: expert and clinical advisors, the public,
key stakeholders, professional bodies and specialist groups with interest in mood disorders.

Results: The Royal Australian and New Zealand College of Psychiatrists clinical practice
guidelines for mood disorders (Mood Disorders CPG) provide up-to-date guidance and
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advice regarding the management of mood disorders that is informed by evidence and
clinical experience. The Mood Disorders CPG is intended for clinical use by psychiatrists,
psychologists, physicians and others with an interest in mental health care.

Conclusions: The Mood Disorder CPG is the first Clinical Practice Guideline to address both
depressive and bipolar disorders. It provides up-to-date recommendations and guidance
within an evidence-based framework, supplemented by expert clinical consensus.
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Introduction

Overview. The mood disorders committee (MDC) has been mindful that effective clinical
care involves the art of applying clinical knowledge and skills to the individual needs of those
presenting for care. A primary motivation was to ensure that the guideline was engaging
and useful to clinicians. For this reason a balance of academically focused and clinically
focused experts in the field has been engaged in the writing of the guideline. Genuine
involvement of clinicians of other disciplines, people with experience of mental illness,
and carers has occurred to better balance the guideline.

Human beings are complex biological systems, with mind as an emergent property. For this
reason there are inherent uncertainties regarding diagnostic formulation and optimal care. It is
anticipated that this guideline will assist clinicians to better navigate complex and challenging
clinical scenarios. Tailoring care to the individual in the context of an effective working
relationship is the foundation upon which the proper application of this guideline relies.
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Aim. The Mood Disorders Clinical Practice Guideline (Mood Disorders CPG) has been
developed by the Royal Australian and New Zealand College of Psychiatrists (RANZCP) to
guide the clinical management of real-world depressive and bipolar disorders and to advise
specifically on diagnosis and treatment strategies. The guideline focuses primarily on adults
and briefly addresses special populations such as children and adolescents, pregnant and
post-partum women, the elderly and those with common medical illnesses.

The guideline is primarily directed at psychiatrists, psychologists and physicians with a particular
interestin mental health issues. It will also be of benefit to other mental health care professionals,
hospital administrators and government policy makers. It amalgamates evidence-based
knowledge with clinical wisdom and makes recommendations for real-world practice.

Structure. The Mood Disorders CPG comprises four sections:
Section 1: Classification of mood disorders

Section 2: Clinical management of major depressive
disorder (MDD)

Section 3: Clinical management of bipolar disorder (BD)

Section 4: Clinical management of mood disorders with complex presentations and in
special populations

Scope. Ever since Kraepelin separated manic-depressive insanity from dementia praecox,
the nosological status of mood disorders has been in flux (Kraepelin, 1899). In practice, two
diagnostic questions that clinicians commonly face are: (1) How to diagnose depression;
and (2) When to diagnose bipolar disorder on the basis of emerging (hypo)manic symptoms.
Therefore, this guideline discusses the diagnosis and management of both depressive and
bipolar disorders.

The reason for addressing both groups of mood disorders together is that, in recent years, the
overlap between these ‘categories’ has been of particular interest and increasingly they have
been conceptualized as part of a spectrum. In clinical practice mood disorders diagnoses often
change reflecting movement along this spectrum, e.g. from Major Depressive Disorder (MDD)
to Bipolar | Disorder (BD I), sometimes ‘via’ Bipolar Il Disorder (BD Il). Research has revealed
‘commonalities rather than differences’ in the two groups of disorders (depressive disorders and
bipolar and related disorders, American Psychiatric Association (APA), 2013; Barlow et al., 2004)
and their treatments overlap considerably; with the same medications and similar psychological
interventions used in both. Thus a unified approach to the diagnosis and management of mood
disorders has been adopted in this guideline (see: Figures 1 and 2 and Table 2).

Methodology. This guideline was developed as part of the RANZCP CPG Project 2013—
2015; funded solely by the College. The RANZCP called for expressions of interest from its
members and appointed the Chair and the mood disorders committee (MDC) (see Appendix
5). The MDC consists of Australian and New Zealand specialists from Psychiatry and
Psychology with clinical and academic expertise in the management of mood disorders.

This guideline has been developed using a number of strategies for searching and synthesizing
clinical and research evidence pertaining to the diagnosis and treatment of mood disorders.
Members of the MDC both individually and as part of sub-groups were charged with the task of
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searching the literature pertinent to particular aspects of managing mood disorders. To ensure
content and form were acceptable to end-users, and to pre-empt well-recognised challenges
with knowledge translation, two formal rounds of external consultation and review were
undertaken with relevant experts, clinicians and consumers (see Appendix 5).

Search strategy: Articles and information sourced from search engines such as PubMed,
EMBASE, MEDLINE, PsycINFO and Google Scholar was supplemented by literature known
to MDC members (e.g. from books, book chapters and government reports) and from existing
depression and bipolar disorder guidelines (Bauer et al., 2002a, 2002b; Cleare et al., 2015;
Ellis, 2004; Goodwin, 2009; Grunze et al., 2002, 2003, 2004, 2013; Malhi et al., 2009a,
2009b; NICE, 2006, 2009; RANZCP, 2004; Yatham et al., 2013b). The search was repeated
regularly between April 2013 and October 2015.

The MDC convened a teleconference in total 55 times over a 33month period spanning
March 2013-September 2015. Each meeting lasted 1 hour and involved the discussion of
key aspects of the guideline and the development of clinical recommendations based on
available evidence. This allowed the consideration of new evidence as it emerged and the
tempering of advice if deemed necessary.

Recommendation formulation: For intervention studies, levels of evidence were assigned
(see Appendix 1) and adapted from the Australian National Health and Medical Research
Council (NHMRC) levels of evidence for intervention studies (NHMRC, 2009).

This guideline makes two types of recommendations that reflect the reasoning used to
formulate advice. First evidence-based recommendations (EBRs) were formulated when the
MDC judged there to be sufficient consistent evidence from intervention studies to support a
recommendation on a given topic. For each EBR, strength of evidence was rated using the
NHMRC levels of evidence for intervention studies and is graded accordingly in the
recommendation box (e.g., EBR I, II, lll, or IV).

It is important to remember that absence of evidence is not evidence of absence, and so, given
our understanding of the nature and optimal management of many aspects of mood disorders
is incomplete, a second type of recommendation was also employed. This was also derived
through discussion and agreement within the MDC and termed a consensus based
recommendation (CBR). CBRs were formulated when: (i) the existing intervention evidence
base was absent, ambiguous, or of doubtful clinical impact in the Australian and New Zealand
context; and (ii) the MDC (based on collective clinical and research knowledge and experience)
reached consensus on the clinical utility of the recommendations. For example, a CBR was
developed for the adjunctive psychological treatment of bipolar disorder: the recommendation
that treatment should follow a published evidence-based manual has not been subject to direct
test, but was inferred from the broader psychotherapy literature and the MDC’s experience in
treatment and training. Similarly, the recommendation that antidepressant therapy should be
avoided during mixed mood states is based on clinical experience and is a CBR. If members of
the MDC held a view at variance with a CBR it was discarded and no recommendation was
made.’

The MDC produced a series of draft guidelines that were gradually refined and extensively
peer reviewed.

Expert review:. Australian, New Zealand and international expert advisers (clinical or
academic) were invited by the Chair of the MDC to review a draft copy of the guideline and
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provide comment. Expert advisers are listed (see Appendix 5). Expert advisers provided
comment and feedback on a voluntary basis with no remuneration and their declarations of
interest are documented. The MDC assessed all comments received via expert review and
produced a second draft guideline for public consultation.

Public consultation: A revised version of the guideline was released (June—July 2015) for
public consultation to encourage community-wide engagement and gain broad representation
across Australia and New Zealand. Specifically, the RANZCP invited review and comment
from its committees and members, as well as key stakeholders, including professional bodies
representing medicine, psychology, nursing, social work and occupational therapy, and
special interest groups representing consumers, carers, Aboriginal and Torres Strait Islander
peoples and Maori (see Appendix 5). During the consultation period, the draft guideline was
publicly available for review and comment on the RANZCP website. Participants were asked
to review the guideline and answer four key questions related to each section of the guideline
via Survey Monkey. Question criteria were:

» Are there any significant gaps (of topic, literature, other)?
* Are there errors in the content?

* Is the structure logical and easy to use?

* Do you have any other comments?

The MDC considered all responses. For each suggestion, the MDC agreed on whether to
revise the guideline. All decisions were recorded and documented. External consultation
enabled the MDC to further develop, strengthen and validate recommendations to ensure all
relevant issues were identified and considered.

Methodological considerations. Empirical scientific methodologies provide a rational basis
to guide patient care. But they are not without their limitations. An understanding of several
logistical, ethical, and methodological challenges helps to explain many of the evidence
‘blind spots’ in medical practice.

Many clinically relevant dilemmas cannot be fully elucidated empirically because of significant
ethical issues. An example of this is the evidence for safety of medications in pregnancy.
Prospective human comparator trials face an ethical impasse, thus the evidence base is
drawn largely from animal studies and association studies in humans. Sufficient power to
identify rare adverse associations unfortunately only arises after many years of post-marketing
surveillance. Similarly, investigating novel therapies for severe conditions often relies on an
augmentation comparator study approach, so that vulnerable patients are not unethically
deprived of an established therapy. This can delay the process of demonstrating similar or
superior efficacy of novel therapies as standalone treatments in severe ilinesses.

Rarer clinical situations are often less well empirically studied because of their inevitably
smaller public health footprint drawing less research funding, challenges of finding recruits,
and the larger samples needed for rare outcome statistical power. Similar cost and recruitment
challenges help to explain the relative paucity of long-term follow-up studies. Importantly,
diagnostic and therapeutic areas offering potential for commercialisation are sometimes
more intensively studied, with research questions shaped by intellectual property. This may
result in publication bias, and relatively less study of approaches that lack commercial
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viability. Exclusion of common comorbidities in trials, clinical validity of rating scales and
efficacy cut points, and diagnostic instability further impede evidence translation to practice.
Finally, inherent clinical heterogeneity limits the utility of predictive and normative evidence-
based approaches to guide practice. Hence the focus on personalized medicine has grown
and clinicians are faced with having to increasingly manage clinical uncertainty.

Limitations of clinical trials. Many of the studies cited in this guideline were funded by
pharmaceutical companies that manufactured the medication under investigation.
Understandably, trials are designed to maximise the likelihood of identifying a favourable effect.
This factor may contribute to a number of methodological weaknesses in the trial design and
reported data. In addition, meta-analyses rely on all relevant trials being reported. However,
this is not always the case (loannidis, 2009) as some studies are not reported because they
are small and others because they have a negative outcome (failed trials). Data from such
studies is often not made available. Furthermore the degree to which patients in clinical trials
are representative of the population being treated is debatable with, for instance, many trials in
depression excluding patients who are experiencing suicidal thoughts (a relatively common
symptom in severe depressive disorders). Distortions in medication trial construction and
interpretation may also occur when funding is being sought from third parties, such as Medicare
funding in Australia. Negative outcomes from research reduce opportunities for gaining future
financial support and therefore can be overlooked or misrepresented. Trials in bipolar disorder
exemplify some of these problems (see Table 1). The scientific literature on psychological
therapies is also influenced by publication bias (increased likelihood that positive outcome
studies will be published) (Driessen et al., 2015) and researcher allegiance effects (Munder
etal., 2013).

Methodological issues in clinical trials may result in ‘failed trials’ i.e. trials which do not show
a difference between the effects of a drug and placebo despite one existing. This is probably
a common reason for evidence not being available despite the fact that there is a general
clinical impression that certain medications are effective for particular conditions.

Clinical trials of psychotherapies also have potential biases including lack of blinding and
expectation effects amongst both therapists and patients. More fundamentally, psychotherapies
are complex, multi-component interventions, and contrary to the logic of the randomised
controlled trial (RCT), patients’ experience of and active participation in psychotherapy
systematically influences the content of the intervention they receive. It has therefore been
argued that RCTs are not optimal methodologies for validating psychotherapies, and instead
process evaluation is required (Moore et al., 2015). Therefore while RCTs carry significant
weight in this guideline, it must be remembered that they and their meta-analyses are of variable
quality and validity.

Offlabel prescribing. In this guideline, some therapies identified as effective for the treatment
of mood disorders on the basis of available evidence may have yet to receive approval for
such use in Australia and/or New Zealand.

The use of such therapeutic agents outside their approved indication(s) is sometimes
referred to as ‘off label use, and in practice this may impact eligibility for third-party payer
subsidy. We recommend careful documentation supporting your clinical use of specific
therapeutic agents over alternatives which are approved in your country. It is also
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recommended that this issue is explained to patients, including informing them that they
may have to personally meet added costs due to lack of third-party payer subsidy.

Table 1. Methodological considerations in bipolar disorder trials.

Medication confounds

Recruitment

Many patients are recruited into trials on existing medications.

The numbers of patients on medication at recruitment is reported in very few trials and no trials
specify individual agents.

Withdrawal

Existing medication is withdrawn, usually within 5 half-lives of the medication, probably leading to
discontinuation symptoms in a percentage of patients.

Withdrawal symptoms are likely to be better treated with, for example, sedative and
anticholinergic antipsychotics than by placebo, giving an immediate advantage to

these drugs.

Rapid withdrawal could also increase the risk of switching and exaggerate the effects of the
added agent or, alternatively, mask the difference between the investigational drug and placebo.

Diagnostic inconsistency

Trials contain varying percentages of patients with rapid cycling bipolar disorder who are usually
not analysed separately.
Some trials exclude patients with mixed features while others include them.

Selection, enrichment and drop-outs

Selection

Participant selection can be distorted by the pressure to enrol subjects leading to sub-optimal
diagnostic accuracy and the inclusion of patients with illness severity less than the minimum
designated.

In some medication trials, the participants are offered financial inducements, usually to offset ‘out
of pocket’ costs, but with the potential for distortions in the subjective reports of symptoms and
disability.

Participants who volunteer for medication trials often have “treatment resistant” illness and are
therefore very willing to keep trying new treatments. It is known that some participants will enter
multiple successive trials.

Patients entering maintenance studies are often highly selected to be those who have tolerated,
responded to and stabilised on a medication (enrichment).

Drop-outs

Most trials in mania and depression report high dropout rates, usually within the first ten weeks
(e.g. 50% dropout*), and

There is usually further drop-out during a variable period of stabilisation that follows acute
treatment.

*(Nazer et al., 2012; Tohen et al., 2003b).
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Classification of mood disorders

A pragmatic approach to mood disorder classification. There is growing consensus that
psychiatric diagnoses are akin to social constructs (Insel, 2014; Zachar and Kendler, 2007).
It is nonetheless appropriate for the structure of this guideline to adopt an accepted mood
disorder taxonomy because, (i) there is broad agreement about definitions, and (ii) diagnostic
terms have accrued valuable meaning through scientific (e.g. clinical trials) and social
processes (e.g. advocacy). (See: Figure 1). Using the terms as pragmatic organising
constructs should not translate into their reification - the optimal classification of disorders
must await a quantum leap in our understanding of the aetiology and pathophysiology of
abnormal behaviour.

The origins and development of mood disorders (however described) is definitively not known,
but it is certainly multi-factorial and the clinical expression is likely determined through a
combination of genetic predisposition, psychological vulnerabilities and life stressors. Interplay
of factors within these domains is thought to eventuate in brain/mind dysfunction. This
dysfunction is sometimes observable in neural changes, and is experienced subjectively as
distress that can manifest as overt behavioural change. Together these abnormalities result
in clinical signs and symptoms, which are grouped into syndromes and termed mood
disorders.

A variety of psychological and neurobiological models address the aetiology and
pathophysiology of mood disorders (e.g. Berman et al., 2011; Caspi et al., 2003; Charney
and Maniji, 2004; Hasler et al., 2004; Nolen-Hoeksema, 2000). These ‘explanations’ offer
important insights as to the origin of mood symptoms and provide clinicians a framework for
understanding the complex pathology that underpins clinical mood disorders.

Mood disorders diagnostic criteria

Criteria for depressive disorders. Depressive disorders usually feature low mood and/or a
loss of pleasure (anhedonia). These are often accompanied by somatic symptoms such as
changes to weight, psychomotor disturbance, fatigue and sleep disturbances such as
insomnia or hypersomnia, cognitive symptoms, such as diminished concentration and
negative cognitions characterised by negative self-evaluation (low self-esteem), excessive
guilt, feelings of hopelessness and helplessness, and suicidal ideation or ambivalence about
living. Thus functionally, individuals with mood disorders are usually limited in their ability to
perform their normal day-to-day duties (APA, 2013). (See: Table 3 Summary of DSM-5
criteria for depressive disorders.)

Depressive disorders comprise several diagnoses distinguished by the precipitants and/or
the frequency, intensity and duration of episodes. It is important to note that in practice the
term ‘major depression’ is used to refer both to an episode of illness and the illness as a
whole. Technically episodes of depression are discrete single events, which also occur in
the context of bipolar disorder. (See: Criteria for bipolar disorders.)

Major depressive disorder (MDD) is diagnosed in adults and is the archetypal diagnosis in
this group of disorders. Persistent depressive disorder (PDD) is a more chronic presentation
of depression and combines the DSM-IV diagnoses of dysthymia and chronic MDD.
Disruptive mood dysregulation disorder (DMDD) is a new category in DSM-5 which is
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Table 2. Features of bipolar disorders and depressive disorders (based on DSM-5).

Possible
Episodes Depression Mania/Hypomania? Psychosis
Severity Severity
of of
Duration symptoms  Duration symptoms
BD | Mania +/— 2Weeks Marked Mania 7 days Marked Yes
hypomania Impairment most of the impairment
4/ day nearly (Mania only)
depression every day or
hospitalisation
BD Il Hypomania 2Weeks Marked HypomaniaP No marked In
Impairment 4 consecutive  impairment depression
+Depression days, present but not in
most of the hypomania
day nearly
every day.
Cyclothymia®  Subthreshold®  2years with  Clinically 2years with Clinically No
hypomania + no more than  significant no more than significant
subthreshold®  two months impairment two months impairment
depression symptom- symptom-free
free
MDDe Depression 2 Weeks Marked N/A N/A Yes
Impairment
PDD¢ Depression 2Weeks Clinically N/A N/A No
significant
impairment
DI\/IDDPt Chl’oniC >12mths 23 Temper N/A N/A No
irritability with no more  outbursts
and temper than 3mths  per week.
outbursts symptom- Present in
free =2 settings
PMDDg* Depression Final week Causes N/A N/A No
before distress or
menses to interference
a few days with
after. functioning

Note: For full criteria for manic, hypomanic and depressive episodes, refer to DSM-5 (APA, 2013). Also see: Figures 1 and 2.

References: @The main differences between a manic and hypomanic episode in DSM-5 are: (a) duration of symptoms; and (b) presence
or absence of increased goal-directed activity. In mania, symptoms occur for most of the day, for more days than not, within one week,
and/or hospitalisation is required. (However, note that the utility of hospitalisation as an aspect of diagnosis has been questioned
recently (Malhi and Berk, 2014). In hypomania, symptoms occur for 4 consecutive days, for most of the day. Both mania and hypomania
are characterised by elevated mood, and persistently increased activity. However mania specifies ‘increased goal-directed activity’,
whereas hypomania simply states ‘increased activity’.

bHospitalisation or psychotic symptoms automatically warrant a diagnosis of mania rather than hypomania.

cSubthreshold refers to a state in which there are several symptoms of hypomania and/or depression but these are insufficient in number
and/or severity to meet criteria for either.

First published in Australian and New Zealand Journal of Psychiatry 2015, Vol. 49(12) 1-185.



10

dCyclothymia and dysthymia can be confused with personality or temperament. It is often difficult to determine whether mood
fluctuations are within normalcy for an individual or are pathological and warrant a diagnosis.

MDD no longer includes bereavement as an exclusion criterion in DSM-5. Bereavement is a severe life stressor and individuals
who develop MDD following bereavement benefit from the same treatment strategies. Dysthymia, which is now coded as persistent
depressive disorder, reflects a more chronic iliness, whereas chronic MDD is a persistent unremitting illness that perhaps reflects
treatment non-response (Porter et al., 2013).

Disruptive Mood Dysregulation Disorder (DMDD) is a new category included in DSM-5 to describe children who have persistent
irritability. Children with these symptom patterns are often found to go onto develop MDD, which is why this has been included within
depressive disorders. Previously, such children may have been diagnosed with paediatric bipolar disorder, which is conceptualised

as a more episodic iliness and therefore a diagnosis of bipolar disorder is no longer appropriate in these cases. Part of the reason for
developing a diagnosis of DMDD is to stem the over-diagnosis of paediatric BD. However, this category remains contentious because of
its high comorbidity with other childhood disorders, and the potential risk of further over pathologising healthy children. It is best seen as
a category that enables further research on the natural history and best management of such presentations.

9Premenstrual Dysphoric Disorder (PMDD) is also a new diagnosis used to describe women of menstruating age who experience
severe dysphoria, irritability or mood swings in the week prior to the onset of menses and finishing a few days after the onset of menses.
These symptoms need to be prospectively reported for at least two menstrual cycles and be present for at least 12 months.

Notes: DSM-5 has introduced ‘mixed features’ as a specifier that can be applied to both BD and MDD. This is a key change in DSM-5.
MDD with short duration hypomania is a tentative condition by DSM-5 so that it can be investigated further. If full criteria for a manic
episode are met during a mixed episode then the diagnosis should be manic episode with mixed features.

*not covered in CPG.

Figure 1. Classification of mood disorders.

— Primary —Secondary

—| Bipolar|
1 Bipolar I Premenstrual

Dysphoric Disorder
— (Cyclothymic disorder)

Bipolar
Disorders

Substance / Medication
induced mood disorder

Mood
Disorders

Depressive

"Disruptive Mood -
1 Dysregulation Disorder Mood disorder due to a
Disorders

medical condition

—(Persistent Depressive Disorder)

—(Major Depressive Disorder)

Mood disorders can be divided in two ways: either as bipolar and depressive disorders, or as primary and
secondary disorders. This creates four types of mood disorder diagnoses; some of which can be further divided
into subtypes. For the purposes of classification these are regarded as discrete, non-overlapping entities, but in
reality some diagnoses readily transmute into other forms of mood disorders. *Disruptive Mood Dysregulation
Disorder is a new diagnosis, which in DSM-5 is grouped with depressive disorders but clinically overlaps
considerably with bipolar disorders.
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Figure 2. Mood disorders specifiers.

Single Episode
Recurrent Episode

: Rapid Cycling .
mild Seasonal mild
moderate - - moderate
severe Anxious distress moderate — severe

lliness Pattern

. ver
Mixed features SEvere

ceverity Cinical IR eoncholic )
Features Atypical
Status mood incongruent
. Earl
Partial Latg
aull Peripartum

Specifiers are neither mutually exclusive nor jointly exhaustive. Therefore more than one specifier can be applied.
They are used to apply further definition and group individuals who share certain features. They should be used
to convey information that is pertinent to management. As such a mood episode may be ‘specified’ as moderate,
recurrent, of late onset, with mixed features and in partial remission.

assigned to children with persistent irritability and frequent outbursts of anger.2 Premenstrual
dysphoric disorder (PMDD) is now a formal diagnosis and describes clinically problematic
low mood in women that commences following ovulation and lasts until the beginning of the
next menstrual cycle. Substance/medication-induced depressive disorder and Depressive
disorder due to another medical condition have been added to DSM-5 (APA, 2013).

This guideline focuses on MDD and PDD because these are the depressive disorders most
commonly encountered in clinical practice (see: Table 4). Consequently they also have the
greatest abundance of empirical research data to help guide optimal care.

Criteria for bipolar disorders. Presence or history of mania/hypomania is the defining
element of bipolar disorders and distinguishes them from depressive disorders. An individual
is diagnosed with BD | if he/she has experienced a full manic episode. One manic episode
is sufficient to qualify for the diagnosis, but most individuals will also have experienced one
or more major depressive episodes, which often precede the onset of mania. BD Il is
diagnosed if an individual has experienced both an episode of major depression and
hypomania in their lifetime, but has never had a manic episode. The phases and stages of
bipolar disorder are associated with varying degrees of functional impairment (see: Table 8).

First published in Australian and New Zealand Journal of Psychiatry 2015, Vol. 49(12) 1-185.
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Table 3. Summary of DSM-5 criteria for depressive disorders.

MDD

PDD
(Dysthymia)

DMDD

PMDD

Symptoms

Mood (Note: can
be depressed,
irritable or angry
and can fluctuate)

Anhedonia
Psychomotor
symptoms
Anxiety/tension
Suicidal ideation

Appetite changes

Insomnia/

hypersomnia
Low energy/

fatigue
Poor

Concentration
Low Self-esteem

Negative
Cognitions

Depressed mood

+

Agitation or
retardation
Recurrent thoughts
of death or suicidal

ideation, or attempt,

or plan
Significant increase

or decrease in
weight or appetite

+
+

+

Worthlessness or
excessive guilt

Frequency of Symptoms

Nearly every day

Duration of Symptoms

>2weeks

Depressed
mood

Poor appetite,
or overeating

+
+
+

+
Hopelessness

Most of the

day - for the
majority of days
(more days
than not)

>2years
>1year for
children and
adolescents

Severe
recurrent
temper
outbursts
Irritable
mood

Outburst of
anger >3
times per
week

>12months

Mood swings
Depressed mood
Irritable or angry
mood

_|_

Marked change in
appetite, over-
eating or specific
cravings

+

+

+

Overwhelmed or
out of control

Present one week
prior to menses
and improve
within days of
onset

At least
2menstrual
cycles

Note: Adjustment disorders are now coded under ‘trauma and stressor related disorders’. They are characterised by the occurrence of
identifiable stressors that trigger mood symptoms.

+ Symptom is present and characteristic of an illness as per DSM-5.
— Symptom is not present and not characteristic of an illness as per DSM-5.
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Table 4. Depressive disorders (MDD and PDD) facts and figures.

Epidemiological 1in 10 patients in primary care present with depressive symptoms.a
Statistics Lifetime risk of depression is 15% and 12month prevalence is 4.1%.
Depression is twice as common in females than males.P

lliness Mean age of diagnosis onset is 27 years, but 40% have first episode by the
Characteristics age of 20years.c
At least 80% of those affected by depression will experience at least two
episodes of iliness (recurrence) in their lifetime.

Treatment 54% of individuals recover within 6 months, 70% within one year.
Responsiveness*
12—-15% fail to recover and develop an unremitting chronic illness.d
*These figures relate primarily to community samples.

References: 2Backenstrass et al. (2006), PAlonso et al. (2004), Australian Bureau of Statistics (2008), Jenkins et al. (1997),
Ustlin (1999), °Eaton et al. (2008), 4Judd (1997).

Table 5. Bipolar | disorder facts and figures.

Epidemiological Lifetime prevalence is 0.6%.2
Statistics Affects both genders equally.?
lliness Mean age of diagnosis is late 20s°.
Characteristics Mean age of onset is late teensC.

The ratio of manic episodes to depressive episodes is 1:34.

Nearly half of BD | patients experience a recurrence within 2years.®
Confers a significant risk of suicide (up to 30-60 times more than in
general population)f especially during depression or with mixed features
and a rapid cycling patterns.

Treatment Age of onset and depressive burden appears to be predictive of future
Responsiveness prognosis.h
Classic BD | patients are likely to respond better to lithium than to other
medications.' Lithium also protects against suicide.

References: 2Merikangas et al. (2011), bLeibenluft (1996), Goodwin and Jamison (2007), c<Ghaemi et al. (1999), dJudd and Akiskal
(2003), ePerlis et al. (2006), {Gonda et al. (2012), 9Schaffer et al. (2014, 2015), MEtain et al. (2012), iGershon et al. (2009).

Table 6. Bipolar Il disorder facts and figures.

Epidemiological Lifetime prevalence is 0.4% (Lower than BD I).2
Statistics
More common in females than males.b
lliness Median age of onset is 29years (later than BD 1).c
Characteristics Risk of suicide is as high as BD | with approximately 30% reporting a

history of suicide attempts.d

References: aMerikangas et al. (2011), °Goodwin and Jamison (2007), Leibenluft (1996), °Beesdo et al. (2009), Tondo et al. (2010a),
Vaingankar et al. (2013), 9Novick et al. (2010), Ruggero et al. (2007).
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In DSM-5 the core features in the diagnosis of mania have been extended to include
coterminous changes in activity or energy alongside elevated, expansive or irritable mood to
facilitate earlier and more accurate diagnosis in clinical settings (APA, 2013).

In individuals with bipolar disorder, the initial presentation is usually that of depression and
therefore the correct diagnosis cannot be made until an episode of hypomania/mania occurs.
This inevitable delay that can sometimes last up to a decade results in a period of inadvertent
suboptimal management. Diagnosis is also hindered by the fact that bipolar disorder has
very high rates of comorbidity with anxiety, substance misuse and personality disorders
(particularly borderline personality disorder) (Malhi et al., 2012a). Once established bipolar
disorder is a recurrent mood disorder that runs a lifelong course and, between episodes of
illness, patients often continue to experience subthreshold symptoms, which significantly
compromise their quality of life (Judd et al., 2002). Consequently, patients with bipolar
disorder have high rates of self-harm and suicide (Leverich et al., 2003; Schaffer et al.,
2015). The core ‘facts and figures’ of bipolar disorders are summarised in Tables 5 and 6.

Table 7. Features that may distinguish bipolar and unipolar depression.

Features Bipolar Unipolar”

Family History Bipolar disorder (more likely) Bipolar disorder (less likely)
Alcohol and/or substance use (more likely)  Alcohol and/or substance
use (less likely)

lliness onset Early onset (approx. 20-25years) Later onset (approx.
25-30years)
Onset/Offset More often abrupt More often gradual
Comorbidity ADHD more often ADHD less often
Duration of episodes <@ months >6months
Number of Prior Multiple prior depressive episodes Fewer prior episodes
Episodes
Mood symptoms Lability of mood/manic symptoms Depressed mood and low
energy
Psychomotor Psychomotor retardation Psychomotor retardation
symptoms less likely
Sleep disturbances  Hypersomnia and/or increased day time Initial insomnia/reduced
napping sleep
Appetite Changes Hyperphagia and/or increased weight Appetite and/or weight loss
Other symptoms Other ‘atypical’ depressive symptoms such  Somatic complaints
as hypersomnia, hyperphagia, ‘leaden
paralysis’

Psychotic features and/or pathological guilt

Notes: Depressive symptoms common in bipolar disorder are akin to atypical features. A history of hypomania may be easily missed
and collateral information from family, health professionals and others is invaluable. If a person presents with this group of depressive
features, clinicians should carefully assess for past (hypo)mania. Closely monitor for emergence of such should antidepressant
monotherapy be utilised.

AUnipolar depression refers to non-bipolar depression. References: (Angst et al., 2005; Moreno et al., 2012; Perroud et al., 2014).
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Distinguishing major depression and bipolar disorder. It is important to note that current
classification systems have assigned greater importance to polarity (unipolar/bipolar) than
recurrence and that recurrent mood disorders feature strongly in both unipolar and bipolar
mood disorders. Although not recognised in current classifications, many authorities argue
that highly recurrent unipolar depression and bipolar disorder may be related conditions and
that the traditional term manic-depressive illness which subsumes both is more apt.

Individuals who only ever experience depression are described as having major depressive
disorder (a unipolar illness), whereas those who in addition experience (hypo)mania are
diagnosed with bipolar disorder (Malhi et al., 2010). Therefore, in the absence of (hypo)
mania, it is difficult to distinguish bipolar and unipolar depression. Clinically this is a common
problem because of the natural history of bipolar disorder, which usually begins with
depression. Indeed in the majority of cases, individuals with bipolar disorder experience
several episodes of depression prior to developing (hypo)mania and for most people with
bipolar disorder the predominance of depressive episodes continues throughout the course
of the iliness. Furthermore, even between episodes of iliness, individuals with mood disorders
often continue to suffer subthreshold depressive symptoms, which can compromise their
quality of life, limit functioning and increase the risk of relapse (Grunze et al., 2009).

There are no definitive clinical criteria that distinguish bipolar and unipolar depression. Some
depressive features and symptoms may be more likely in one presentation compared to the
other, and together these may provide an ‘index of suspicion’, particularly when used in
conjunction with other risk factors, such as family history (Moreno et al., 2012). It is of note
that these are not diagnostic. Actuarial information should also be considered when drawing
inferences about a bipolar or unipolar diagnosis from a depressive presentation (Youngstrom
et al., 2005) because lifetime prevalence of unipolar depression is 10-15 times higher than
bipolar disorder. If bipolar disorder is suspected on the basis of clinical features (see: Table
7) a thorough clinical assessment for (hypo)manic symptoms is essential.

Cognitive impairment in mood disorders. The issue of cognitive impairment in mood
disorders has been recognised for many years, particularly in the elderly in whom the
phenomenon has been described as pseudodementia. However, while it has been clear for
some time now that episodes of mood disturbance are associated with significant cognitive
impairment, two issues are becoming increasingly clear.

Firstly, it is clear that in recurrent mood disorders some degree of cognitive impairment
remains between episodes. This is the case in both unipolar depression (Bora et al., 2013)
and bipolar disorder (Baune and Malhi, 2015; Bourne et al., 2013).

Secondly, this impairment is clinically significant in terms of overall functioning, once again
in both unipolar and bipolar disorders (Malhi et al., 2007; Porter et al., 2015; Withall et al.,
2009).

Therefore, this is an issue which is receiving increasing attention with research into both
pharmacological (Carvalho et al., 2014b) and psychological strategies (Porter et al., 2014)
toimprove cognition. However, currently there is no clear evidence regarding the effectiveness
of specific treatments in remediating cognitive dysfunction in mood disorders but it is an
important issue for clinicians to assess.
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Table 8. Summary of DSM-5 criteria for bipolar disorders.

BD |
Main Symptom Criteria (Mania)
Elevated or irritable +
mood
Increased activity or Goal-directed
energy
Increased self-esteem
Decreased need for +
sleep
Pressured speech +
Distractibility +

Increased risk taking +
behaviour (especially

for those with

comorbid BPD)

Main Symptom

Criteria for

Depressive episodes
(Same as MDD)

Severity and duration of episodes

(Hypo)Mania

Number of Symptoms
Duration of Episode
Impact on functioning

Depression

Number of Symptoms
Duration

Frequency of
episodes

Mania
3—4 symptoms

> 7days
Disrupts social
and occupational
functioning

or results in
hospitalisation
Depression

> 5 symptoms
2weeks

=1 manic episode*

BD Il

Often irritable

+

Hypomania*™*

3—4 symptoms

4-7 days

Not severe enough
to disrupt functioning
or result in
hospitalisation

Depression

> 5 symptoms
2weeks

>1 hypomanic +
=1 depressive
episode

Cyclothymia

Sub-threshold Mania

=< 3 symptoms

< 4days

Symptoms of (hypo)
mania/depression cause
significant distress or
impairment in functioning

Sub-threshold
Depression

=< 5 symptoms

< 2weeks

Fluctuating subthreshold
hypomanic and
depressive symptoms
for >2years (>1year for
children/adolescents)

Note: ** Hypomanic episodes are usually less severe and more likely to feature irritable mood than manic episodes. Presence of a
manic episode alone is sufficient to meet criteria for BD |. Patients may also have experienced depressive or hypomanic episodes but
this is not essential to qualify for a diagnosis of BD I.

Footnote: The upper and lower cut-offs for BD Il are arbitrary. These durations of illness and number of symptoms used to differentiate
BD Il and cyclothymia lie on a continuum and therefore mood disorders are also conceptualised as a spectrum within which symptoms
are dimensional. Malhi and Berk (2014); Malhi and Porter (2014); Ghaemi et al. (2015).
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Differential diagnoses of mood disorders. Mood disorders can co-occur with all psychiatric
disorders. Consequently, there are many possible differential diagnoses and so only those
that are common, or particularly important because of impact on treatment pathways, have
been considered.

The principal and most probable differential diagnoses for mood disorders are other
depressive and bipolar disorders (see: Table 2). Delineating bipolar and unipolar mood
disorders has very important implications for optimal management, prognosis, and avoiding
iatrogenic worsening of affective instability. As bipolar disorders can appear to be ‘unipolar’
early in their course it is important to bear in mind a differential diagnosis of bipolar disorders
in first episode major depression (see: Table 3). Therefore, as part of a diagnostic assessment
of depression, the clinician should actively probe for a history of elated, excited, or irritable
mood of any duration along with increased levels of energy, and ask about a family history
of mania. Adjustment disorder with depressed mood should also be carefully considered as
a differential diagnosis, particularly when the onset of the depressive symptoms is closely
related to a major life stressor.® Note however, sometimes life stressors can trigger or
exacerbate a major depressive episode. Similarly, it is important to consider the overlays of
grief with depressive disorders noting that in some instances grief reactions may trigger
adjustment disorder reactions and depressive disorders, or exacerbate or perpetuate a
depressive episode. Therefore when making a diagnosis of depression the intensity, duration,
functional impact, sociocultural and personality congruency of a grief reaction are important
considerations.

Anxiety disorders commonly occur contemporaneously with mood disorders and often
precede their onset (Malhi et al., 2002). Indeed, marked overlap between these ‘distress
disorders’ is a primary driver of emerging dimensional approaches to nosology (Insel, 2014)
and trans-diagnostic approaches to treatment (Buckholtz and Meyer-Lindenberg, 2012).
Substance misuse, personality dysfunction and general medical disorders may coexist
alongside mood disorders, and appear at any point along the course of illness (Mclintyre
et al., 2012; Malhi et al., 2012a). Mood disorders may also merge into psychosis, normally
at the extremes of severity for both poles.

Several medical illnesses can result in specific mood disorder symptoms or indeed lead to
the development of mood disorders, and these need to be borne in mind. Sleep apnoea
and hypothyroidism should be considered as differential diagnoses, particularly if other
features on history or mental state examination are suggestive of mood disorders. For
some patients, an interplay between general medical conditions and mood disorders
hampers treatment and worsens prognosis of both conditions. Among older patients
presenting with first episode mood disorders, it is necessary to carefully consider organic
differential diagnoses, given that major neurocognitive disorders, such as frontotemporal
dementia, often present initially with affective symptoms.

Another important differential diagnosis that warrants consideration is that of personality
disorders. For further details of comorbid personality disorders and other common
comorbidities and how they influence management, please refer to Management of mood
disorders in the context of comorbidities.
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Models and formulation for assessment of mood disorders

Clinical assessment and diagnosis: setting the stage for management. Prior to
formulation, it is useful to construct a template that captures the patients’ problems using the
biopsychosocial and lifestyle model (BPSL Model) and considers predisposing, precipitating
and perpetuating factors. Clinically, it is judicious to initially make a working diagnosis rather
than prematurely foreclose on a definite diagnosis. This approach enables the commencement
of initial management but at the same time limits the likelihood of assigning an incorrect
diagnosis. Making a diagnosis is a sophisticated process. It involves detailed information
gathering, a comprehensive clinical assessment, including a detailed mental state examination
and the careful piecing together of corroborative information. Even with all of these
components at hand, it is sometimes difficult to make a definitive diagnosis of a mood
disorder.

As noted above, mood disorder diagnoses are critical clinical tools because of their
communication value, and because much of what we know about the treatment for mood
disorders is based on trials in patient samples derived using these diagnoses. However, the
clinician needs to recognise their limitations and note that diagnoses form one part of an
individualised, contextualised characterisation for each patient. The appraisal of context is
pivotal because this provides the understanding as to why a person has a mood disorder at
this particular point in their life, and is best constructed via thorough clinical assessment. To
make sense of this information, and to translate it into an effective treatment pathway, it is
necessary to have a meaningful framework. This process is called case formulation and
there is strong consensus that this is the best strategy.

The biopsychosocial and lifestyle model (BPSL). This model (see Figure 3) is useful for
understanding potential causes of depression and bipolar disorder and for planning
management. Empirically it is useful because the factors that precipitate or maintain
depression and lead to its expression usually fall into one of these domains. Hence it has
been widely employed in psychiatry, and recently it has been expanded to include lifestyle
factors such as substance misuse, diet and smoking; all of which, along with resilience
factors, have been shown to impact the development of depression and bipolar disorder.

The components of the model represent seemingly distinct domains, however recent research
has shown that there are important iterative links between various components and these
cumulatively contribute to the onset and maintenance of mood disorders. For example, genes
are typically considered to be biological factors, whereas most stressors are regarded as
environmental; but recently it has been discovered that genes impact the environment and
that reciprocally the environment can modify genes via epigenetic mechanisms (Niculescu,
2013). Thus, interactions between the two impact aetiology and outcome. Hence, depressive
subtypes can be broadly mapped onto the BPSL model and treatments can be categorised
according to its components: refer to Individualised management of mood disorders: case
formulation.
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Figure 3. Biopsychosocial & Lifestyle Model (BPSL).
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The BPSL Model provides a useful framework for understanding the factors that contribute to the development
of mood disorders and for planning clinical management. It encompasses biological, psychological and social
perspectives alongside lifestyle factors and is therefore referred to as the BPSL Model. Typically mood disorders
arise from factors from more than one domain. Consequently a broad range of treatments are usually needed to
satisfactorily treat mood disorders.

Individualised management of mood disorders. The BPSL model provides the necessary
framework for the development of a mood disorder formulation in an individual. Formulation
builds on diagnosis, which has reliability but lacks the validity of formulation because the
latter contextualises the problems of the individual and provides a richer understanding as
to why he or she is unwell now. Formulation is also necessary because both treatments and
diagnoses have been derived from studies of groups whereas management of mood
disorders is an individual (personalised) endeavour; therefore it is important to understand
the personin the context of their unique circumstances. This is the cornerstone of a successful
therapeutic relationship.
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Figure 4. 5P+ Model.
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The conventional 5P Model approach to formulation has been expanded by adding three phases of management.
This extended model (5P plus; 5P+ ) adds a longitudinal perspective that builds on the initial formulation and
informs management.

Case formulation: incorporates an understanding of vulnerabilities and familial predisposition
to mood disorders. It draws connections between past experiences and how these relate to
the clinical presentation now. It allows mutual enrichment of the context and diagnostic
framework. Traditionally the steps involved in formulation involve examining the presenting
problem and predisposing, precipitating and perpetuating factors alongside protective
factors. This has been termed the 5P model (see: Figure 4), but these are only a guide and
may not be relevant to every person. In most instances there are one or two contributing
factors from each component (Rainforth and Laurenson, 2014).

Understanding and piecing together the various factors provides a more comprehensive
picture of why the individual has developed the mood disorder in the first place, and what
has led to their presentation. It also acts as a forerunner to considering which interventions
are most likely to be of benefit. In addition to understanding the individual, their strengths,
vulnerabilities and their predicament, it is important to bear in mind that there may be
alternative explanations and that different psychiatric diagnoses and general medical causes
may ultimately be responsible. In this regard it is important for example in women to enquire
about mood change in relation to their menstrual cycle, use of oral contraception and
hormone replacement therapy (Craig, 2013; Rasgon et al., 2005; Steiner et al., 2003).
Psychiatric assessment should involve a medical examination and investigations as indicated
(see: Table 9). These tests need to be conducted on a case-by-case basis and tailored to
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individual needs. In most instances the general practitioner may be able to perform these
investigations.

Resilience. An important difference between diagnostic and case formulation descriptions
is that the latter recognises the resilience and strengths of a patient (Macneil et al., 2012).
Resilience refers to the ability to adapt to and recover from stress (Southwick and Charney,
2012) and is not simply the absence of vulnerability: There is evidence that resilience plays
an independent (mitigating) role across the three stages of mood disorder (Davydov et al.,
2010; Friedman et al., 2014; Oldehinkel et al., 2014; Rutten et al., 2013).

Resilience mechanisms can also be the target of clinical work, particularly in the maintenance
phase of mood disorder treatment (Malhi et al., 2013b) (see green Protective arrows in
Figure 4). For instance, resilience to mood disorders can be strengthened biologically e.g.,
using lithium as a neuroprotective agent (Soeiro-de-Souza et al., 2012), psychologically
e.g., teaching cognitive reappraisal skills (Troy et al., 2010), socially e.g., improving social
support (Pietrzak et al., 2009), and through lifestyle change e.g., building exercise habits
(Hare et al., 2014).

Improved resilience is a transdiagnostic treatment goal in recovery-oriented mental health
services (AHMAC, Commonwealth of Australia, 2013; Australian Government, 2009;
Government, 2011; Services UDoHaH, 2003; World Health Organization VHPF, University
of Melbourne, 2004). Driven largely by consumers, the recovery movement highlights the
importance of ‘hope’ and ‘empowerment’ in mental health service delivery, and a clinical
focus on resilience supports these subjective outcomes.

General principles for managing mood disorders

Aims of treatment. The general aims of treatment of any mood disorder are to relieve
symptoms, reduce the morbidity associated with the mood disorder and limit the disability
and self-harm risk or potential risk of fatality. The end goal is achieving recovery to premorbid
level of functioning with improved health awareness and quality of life.# It is important to
remember the management of mood disorders is mediated entirely through the person
experiencing the symptoms and as such improved subjective quality of life, personal
recovery, empowerment, good therapeutic relationship — based on respect, support, warmth
and empathy — are all critical to optimal outcomes.

There are broadly three stages of illness that coincide with three phases of treatment (see:
Figure 5).

* Response to treatment is the initial aim and this usually occurs within the acute phase
of treatment. A clinical response is defined as a significant reduction in signs/symptoms
and is normally quantified as a 50% reduction in the total score on a standardised
rating scale, such as the Hamilton Depression Rating Scale (HAM-D) (Hamilton, 1960).
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Table 9. Physical examination and investigation of patients presenting with mood disorders.

EXAMINATION*

Rationale

Bradycardia may occur in hypothyroid states
Sinus tachycardia may reflect anxiety.

Body mass index and waist To assess current general health status and gauge subsequent psychotropic

circumference associated weight gain.

Signs of possible self-harm Old scars (including tracheostomy scars)

Endocrine disorders Goiter, hyper/hypo-thyroid features, Cushingoid features

Respiratory disorders Observed sleep apnoea/snoring, restless leg syndrome, COPD features,
wheeze/asthma, lung malignancy.

Neurological disorders Parkinsonism, motor/sensory deficits, cerebrovascular disease features,
motor tics.

Organ insufficiency Jaundice, AV fistula for dialysis, dyspnoea, peripheral oedema

INVESTIGATION*

Rationale

Full Blood Examination (FBE) Some psychotropics are associated with neutropenia and agranulocytosis.2
Neutropenia has been particularly associated with clozapine and
carbamazepine, and reported with olanzapine.b
Macrocytosis is seen in heavy drinkers. (20-30% in the community and in
50-70% hospital patients.)

Urea and Electrolytes (U&Es) Psychotropics may alter LFTs and U&Es
and Liver function tests (LFTs)  Psychotropic pharmacokinetics may be influenced by otherwise clinically
silent renal or hepatic impairments.

Possibility of hyponatremia especially in elderly patients on multiple
medications.

Isolated escalation of gamma-glutamyltransferase (GGT) suggests alcohol
misuse.¢

GGT is elevated in 30—-50% heavy drinkers in the community and in 50—-80%
hospital patients.

Electrocardiogram (ECG) Some psychotropics are associated with a prolonged QTc interval.d
QTc prolongation has been particularly associated with TCAs, citalopram at
high doses, ziprasidone, paliperidone, and lurasidone.efgh

Thyroid function tests (TFTs) Thyroid dysfunction can cause changes in mood.

and thyroid auto-antibodies Thyroid dysfunction can be induced by treatments such as lithium.i

Inflammatory markers and Needs assessment on a case by case basis

microbial serology

Vitamin levels There is an association between vitamin deficiencies and mood disorders.
Vitamin B12, folate and Vitamin D, studies are relevant in some cases.ik

Sexually Transmitted Disease If history suggests impulsive unprotected behaviour with sexual activity

(STD) testing

Pregnancy testing (beta HCG) If history suggests impulsive unprotected sexual activity.
Necessary prior to starting psychotropics in any woman that is potentially

pregnant.
Urine and Blood Drug Screen for benzodiazepines, opioids, psychostimulants, cannabis,
Screening hallucinogens.

*Dodd et al. (2011).

Notes: Clinically appropriate examination and investigation needs to be conducted on an individual basis and ideally baseline
investigations should be performed prior to commencing psychotropic agents. Often the person’s general practitioner will be best placed
to conduct an examination and consider investigations at the point of referral for specialist care. In unusual or particularly refractory
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mood disorders, more detailed investigation, including brain imaging, may be appropriate. Features on history should guide optimal
investigation — for example history of severe insomnia and snoring may require specialist referral and sleep studies and neurological
signs and symptoms may require a neurology opinion and specialized investigations such as an EEG and lumbar puncture. On occasion
more extensive investigation may be required such as MRI scans of the brain. An emerging area is that of genotyping: It has been
suggested that HLA-B*1502 testing should be considered in Asian patients prior to commencing carbamazepine treatment because of

a potential risk of Stevens Johnson Syndrome!, and pharmacogenetic testing may prove useful in the future in patients with a history of
medication intolerance or resistance.™

References: @2Nazer et al. (2012), PFlanagan and Dunk (2008), °Franzini et al. (2013), 9Beach et al. (2013), ¢Ellingrod (2012), fCitrome
(2011), 9Camm et al. (2012), "Suzuki et al. (2012), Hage and Azar (2011), iAnglin et al. (2013), kMatharoo et al. (2000), 'Barbarino et al.
(2015), US Food and Drug Administration (2012), ™Hicks et al. (2013, 2015), Singh (2015).

Figure 5. Mood disorders stages of iliness and phases of treatment.
Mania Syndrome

Symptoms

Treatment Phase Maintenance

Symptoms

Depression Syndrome

lliness Stage ResEonse Remission Recovery

Derived originally from Kupfer (1991) and adapted from Malhi et al. (2009b). The red line represents a tendency
towards mania and the blue line represents a tendency towards depression. In the management of both mania and
depression, the three stages of illness each correspond with one of the three phases of treatment. Obtaining a
response is the initial objective, which occurs within the acute phase of treatment. With continuing improvement
(continuation phase of treatment), the person reaches remission, a state in which there are minimal or no signs/
symptoms. Those who respond but do not remit to treatment are very likely to relapse. Once the individual is

fully functional and has returned to premorbid functioning (recovery), ongoing treatment is often necessary
(maintenance phase of treatment) to maintain recovery. It is on this basis that continuation treatment prevents
relapse and maintenance treatment prevents recurrence. Note, in practice, depression and mania often do not
manifest as discrete episodes and the stages of illness within an episode can be difficult to define. Therefore,
clinically, relapse and recurrence are often used interchangeably.

* In the continuation phase of treatment, amelioration of symptoms continues, and the
goal of treatment shifts to remission — formally defined by a cut-off score of less than 5
on the HAM-D (Hamilton, 1960), or equivalent on the Montgomery-Asberg Depression
Rating Scale (MADRS) (Berk et al., 2008b; Montgomery and Asberg, 1979). In remission
there are only minimal residual signs/symptoms but the individual is not yet fully
functional, and without ongoing treatment remains vulnerable to relapse (Nierenberg
and Wright, 1998).
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* Following remission, treatment continues (continuation phase) until the patient regains
complete functioning and returns to their premorbid state (recovery). At this stage, ongoing
treatment may still be necessary (maintenance phase) to prevent recurrence and enhance
resilience but the current episode has been treated.

Context of treatment

The person with the disorder. There is growing recognition that mood disorders are in
many cases chronic illnesses with a waxing and waning course. They are therefore best
managed using a chronic illness model, which elevates the person’s active engagement in
the management of their condition. Unlike acute illnesses, where the clinician’s expert tools
are the primary lever for change, chronic illness management centres on the person with
the disorder. Consequently, while current classification systems and the treatment science
that depends on them emphasise objective features of the case, clinicians must be equally
attentive to the patient’s subjective experience of the disorder and the management they
are receiving (Berk et al., 2004). The patient’s perception of the quality of the therapeutic
alliance is a strong predictor of adherence, leading some authorities to argue for collaborative
treatment plans involving shared decision making (Berk et al., 2010).

Indeed, some guidelines argue that evidence-based practice in mood disorders should integrate
patient preferences with clinical expertise and empirical information (APA, 2005). This patient-
centric perspective is at the core of the recovery paradigm which dominates mental health
service delivery in the Anglosphere. It also underpins efforts to provide patients with thorough
psychoeducation, and aligns with calls to elevate subjective quality of life as a clinical outcome.

From multiple perspectives, therefore, a critical treatment context in the treatment of mood
disorders is the person with the disorder. A key clinical challenge is to optimally integrate the
clinician’s ‘technical’ expertise with the patient’s ‘lived experience’ expertise of the disorder.

Integrated care team. The optimal management of people with moderate to severe mood
disorders requires not only the involvement of several health care professionals including
a general practitioner (GP), mental health nurse, psychiatrist and psychological counsellors
but the active partnership of family, carers and support groups as part of an integrated care
team. The severity, diagnostic complexity, and treatment resistance of the presentation will
influence which practitioners and how many will need to be involved for optimal care.
Usually the point of entry for care is a GP or psychologist. Often patients will have an
existing GP and may be more comfortable raising emotional issues with them when faced
with a problem and not being able to cope. One of the key roles of the GP is to determine
the severity and complexity of emotional symptoms and to make an accurate diagnosis and
decide if referral to a psychiatrist or psychologist is required. For mild depressive symptoms
and in the absence of suicidality or diagnostic uncertainty, management by the GP is usually
sufficient with or without added psychiatric input. However, where there is diagnostic
complexity, a high risk of self-harm, non-response or severe debility, referral for psychiatric
assessment is indicated. For chronic severe mood disorders, a mental health case manager
(usually a nurse experienced in providing mental health care) may be necessary and can
be assigned by a local community mental health team or mental health team in the private
sector. Health care professionals span both inpatient and outpatient services and, in
conjunction with family and friends, provide crucial support throughout the course of the
illness. Specialised care is of greater benefit (Kessing et al., 2013) than standard community
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care and assessment in specialised units is useful when managing complex and severe
mood disorders (Vieta, 2013).

All providers involved in the clinical care of an individual need to be informed of the diagnosis
and on-going plan for management. Therefore relevant clinical information (such as changes
to treatment and hospital admission) needs to be shared regularly. Where there is lack of
consensus on management, input from a psychiatrist is needed, and a second psychiatric
opinion may on occasion be necessary. Clinical responsibility ultimately lies with the
psychiatrist, but clinical outcomes are optimal when the various professionals involved work
as a collaborative team. A successful outcome requires regular communication concerning
diagnosis, formulation, treatment planning and details of current treatment, including both
psychological therapy and pharmacotherapy.

Therefore, it is advisable that one of the health providers (usually the GP) acts as the primary
clinical coordinator who then maintains open and regular communication between all parties
to ensure that everyone is able to work together as a cohesive team. This will prevent the
miscommunication of advice and provide a consistent message regarding important aspects
of management such as treatment adherence. Indeed, patients often report that those involved
in their care sometimes express differing views and opinions with respect to diagnosis and
management. In the minds of patients and their families this can create an impression that the
health care professionals are uncertain about the best course of action and this may add to
their ongoing stress.

Particularly important is the relationship between providers of medication and psychological
management. Patients rarely have a model of their condition that comfortably reconciles
psychological and biological paradigms, and it is critical that the preferred biopsychosocial
formulation is reinforced by all professionals.

Integrating online resources. There is great interest in the use of the internet as a tool to
aid delivery of psychological interventions, especially CBT. Internet-based interventions
have the potential to overcome many barriers to accessing evidence-based psychological
interventions for mood disorders, including cost, time, and trust in professionals (Leitan
et al., 2015). Internet-based interventions for depressive symptoms have demonstrated
efficacy, and could be considered as an initial intervention for mild depression in the stepped
management of mood disorders in primary care (RACGP, 2015). Many models of online
delivery have been explored (Batterham et al., 2015), ranging from simple information,
through self-help strategies, to supported time-limited structured therapies. Research is
ongoing into online modalities as part of stepped care, and in hybrid formats (with
psychoeducation content covered online, and more individualised therapy conducted face-
to-face). Most research to date has excluded complex and/or severe presentations, and
those at elevated risk of suicide or self-harm. There is clinical consensus that, in such
patients, risks currently outweigh benefits for stand-alone online interventions.

For mild/moderate unipolar depression, seven RCTs provide strong effectiveness evidence
forMoodGYM (moodgym@anu.edu.au) as a CBT intervention to prevent and treat depression
(and associated anxiety) in adolescents and adults. As with all self-guided interventions,
attrition is an issue in MoodGYM: Clinicians should encourage engagement and not assume
completion of the program. A number of online interventions for bipolar disorder are in
development (Lauder et al., 2013; Murray et al., 2015), but not yet in routine clinical use.
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Peer-reviewed information about the range of validated and emerging online interventions
relevant to management of mood disorders can be found at https://beacon.anu.edu.au

Table 10. Recommended indications for psychiatric admission.

Category of Indication  Specific Indication

Clinical Presentation Severe depression with significant disability
1a. Suicidal ideation with seemingly imminent risk
1b. Medical risk (i.e., inadequate fluid intake )"
Mania
2a. Likelihood of escalating manic symptoms/early warning signs of
imminent manic episode
2b. Significant impulsivity or reckless disinhibition in context of
mania
Insight is severely limited to the extent that outpatient treatment is not
possible
Significant psychotic symptoms
Comorbidities Medical iliness that influences course and treatment of mood disorder
Alcohol and other substance misuse (particularly psychostimulants,
cannabis, hallucinogens, benzodiazepines)

Psychosocial Variables  Lack of significant social supports (especially recent loss of supports)
Stressful home environment

Treatment Variables Inability to engage in community based care
Failure to respond to community based care

Initiation of complex treatments (e.g. Electroconvulsive therapy [ECT])
Aln such instances, admission to a medical setting may be more appropriate.

Note: Decisions about admission involve weighing a number of the above clinical and psychosocial factors, together with the
perspectives of carers and others involved in the community treatment setting.

Hospitalisation and indications for treatment away from home. In most cases, mood
disorders can be managed on an outpatient basis, but it is not uncommon for patients to
require inpatient treatment under the care of a psychiatrist. Notably, approximately one-half
of all psychiatric hospital admissions are due to a primary mood disorder (Banta et al.,
2010; Brown, 2001; Hudson, 2004) and involve inpatient management in either the private
or public sector.5

Hospitalisation, particularly when involuntary, is often stressful and sometimes traumatic.
The benefits of constraint, intensive monitoring and opportunity to trial new treatment
regimens in the inpatient setting are often unambiguous. Nonetheless, the personal meaning
of hospitalisation should be carefully addressed by the treatment team prior to and subsequent
to the event to ensure that patient autonomy is maximised. In many jurisdictions, advance
care directives are an important tool in this context.

Whether a patient with a mood disorder is hospitalised or not is a matter of clinical judgment
(see: Table 10), and is most often considered when patients have suicidal intent or develop
mania. A structured risk assessment may be helpful in identifying suicide risks, such as
suicidal ideation and plans (means and opportunity to enact suicide), past history of

First published in Australian and New Zealand Journal of Psychiatry 2015, Vol. 49(12) 1-185.



27

self-harm, psychotic symptoms, impulsivity, irritability/agitation (Goossens et al., 2010;
Perich et al., 2012), substance misuse and the extent of social supports.

Physical risk from malnourishment and dehydration, and comorbidities, such as severe
medical ill health or substance misuse, may also warrant inpatient treatment. However, in
cases of severe alcohol or other substance use disorders or dependence, a definitive
psychiatric diagnosis should be withheld until symptoms of intoxication, detoxification, or of
withdrawal, have completely abated.

Beyond risk containment, inpatient care allows detailed observation and assessment to
clarify diagnosis or alter management. Hospitalisation for the treatment of acute mania is
essential and particularly useful early in the episode to provide a low stimulus setting and
limit risk-taking behaviours. In this context, early warning signs that indicate a manic episode
is imminent can be used to facilitate an early admission to hospital so as to modify
management and curtail the development of a full-blown manic episode (Perry et al., 1999),
though this is not always effective (Lobban et al., 2010).

Inpatient treatment is also necessary in instances where it has not been possible to achieve
effective engagement or adherence with therapy in outpatient settings, or treatments have
simply failed and ongoing symptoms continue to confer significant disability. In general,
hospitalisation should not be utilised when a less restrictive option is available, but for some
treatments, such as ECT, hospitalisation is often necessary.

Clinical management of major depressive disorder

The successful treatment of mood disorders depends on valid diagnosis. It is important to
be confident of both the mood disorder diagnosis and the stage of the illness (see: Mood
disorders diagnostic criteria; see also Models and formulation for assessment of mood
disorders). The evidence base for treating mood disorders is strongly tied to the currently
accepted diagnoses, so identifying the diagnosis that best matches a client’s presentation is
a prerequisite for evidence-informed practice.

Treatment varies according to the type of mood disorder and the stage of the illness.There
are broadly three stages of illness that coincide with three phases of treatment (see: Figure
5), and three kinds of therapy (psychological interventions, pharmacotherapy and physical
treatments) that are effective in treating depression.

Treatment options for mild or moderate major depressive disorder

In mild to moderate episodes of MDD, psychological management alone may be adequate,
especially early in the course of illness. However, episodes of greater severity, and those
that run a chronic course, are likely to require the addition of antidepressant medication, or
some other combination of psychological and pharmacological treatment. (See: Figure 6)

Treatment options for severe major depressive disorder

In severe episodes of MDD pharmacotherapy is typically needed and, where there is a high
risk of suicide or when the patient’s welfare is threatened by a lack of nutrition or fluid intake,
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urgent intervention is sometimes necessary and may include electroconvulsive therapy
(ECT). (See: Figure 6).

Figure 6. Management of major depressive disorder.

The main objective of treatment is the complete remission of depression
with full functional recovery and the development of resilience.

- Taper and cease any agents that can potentially lower mood

- Institute sleep hygiene

- Implement appropriate lifestyle changes e.g. smoking cessation,
adopt regular exercise and achieve a healthy diet

- Address substance misuse if relevant

IF STEP O INSUFFICIENT
GENERIC PSYCHOSOCIAL . FORMULATION-BASED INTERVENTION

INTERVENTIONS , : PSYCHOLOGICAL PHARMACOTHERAPY
- Psychoeducation (family, . THERAPY - First line
fnends, caﬁegllvers) _ ' |- Cognitive Behavioural - SSRIs. NaSSAs, NDRIs,
- Low intensity interventions . Therapy (CBT) SNRIs, NARIs
(e.g. Internet based |+ Interpersonal therapy - melatonin agonist,
education) ' |+ Acceptance and serotonin modulator
- Formal support groups, | Commitment therapy - Second line
community groups ' |+ Mindfulness-Based - Tricyclic antidepressants,
- Employment, housing * | Cognitive Therapy MAOIs

IF STEP 1INSUFFICIENT

- Combine pharmacotherapy and psychological therapy

- Increase dose of antidepressant medication

- Augment antidepressant medication with lithium and / or antipsychotic
medication

- Combine antidepressants

- rTMS (if available)

IF STEP 2 INSUFFICIENT

Schematic illustration of step-wise management of major depressive disorder: In Step 1 a whole host of
interventions and therapies need to be considered and choice of treatment should be based on individual
formulation. Note the various steps are not necessarily sequential and in some instances treatment may
commence with options from Step 2 and Step 3.

Treatment options available

Psychological therapy for major depressive disorder. A number of psychotherapies have
been demonstrated to be efficacious for the acute treatment of depression (see: Tables 11
and 12). Effects are similar across many acute sub-populations of depressed patients (older,
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postpartum, inpatients, primary care, etc.), and treatment modalities (with some benefits for
individual versus group delivery, and benefits for supported versus unsupported online
treatments). Psychotherapies should only be delivered by competent practitioners with
training in the specific approach, guided by an evidence-based treatment manual and
attention to the therapeutic alliance (NICE, 2009).

Table 11. Psychotherapy for depression acute phase and maintenance/relapse.

Depression
Psychotherapy Depression acute phase maintenance/relapse
Cognitive (behavioural) therapy (CBT) + +
Interpersonal psychotherapy (IPT) + +
Non-directive supportive therapy + (@)
Problem-solving therapy + @)
Behavioural activation therapy + @)
Self-control therapy + (@)
Short-term psychodynamic therapy + (@)
Mindfulness-based cognitive therapy O +

(MBCT)

Note: See Appendix 2 for meta-analytic data on comparative efficacy. ‘O’ indicates no information available.

Effect sizes identified in the original meta-analyses are of moderate magnitude (Cuijpers
et al., 2011a), but effect sizes have also been shown to be elevated in studies judged to be
methodologically weaker (number needed to treat [NNT]=2) versus stronger (NNT=38)
(Cuijpers et al., 2010a). The real effect of psychotherapies for depression is therefore likely
to be modest, but not without value: Eleven high quality studies reviewed by Cuijpers et al.
used active control conditions, so significant findings can be understood as specific treatment
effects relative to the substantial non-specific treatment effects of control conditions (Cuijpers
et al., 2014a).

Recently, two Cochrane reviews investigated the effectiveness of ‘third wave’ psychotherapies
(Acceptance and Commitment Therapy (ACT), compassionate mind training, functional analytic
psychotherapy, extended behavioural activation and metacognitive therapy) in the treatment of
acute depression. The conclusions of both reviews were restricted by the very limited evidence
base. The first found third wave psychotherapies superior to treatment as usual (risk ratio=0.51
(Churchillet al., 2013)) and the second found no differences between third wave psychotherapies
and ‘traditional’ cognitive behavioural therapy (CBT) (Hunot et al., 2013).

Relative effectiveness of psychological therapies. A series of meta-analyses and a
network meta-analysis suggest that psychological treatments are equally efficacious in the
acute treatment of depression (Barth et al., 2013; Cuijpers et al., 2011a). Although some
other analyses have shown superiority for CBT (Tolin, 2010). There is some evidence that
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therapies differ in the robustness of effects: Barth et al., (2013) and Cuijpers et al., (2011a)
found that, when analyses were conducted only on studies with moderate (= 25) or large
(= 50) sample sizes, CBT, IPT and problem-solving therapy showed moderate effects
versus waitlist, while effects were less robust for psychodynamic therapy, behavioural
activation and supportive counselling. Underlining the similarities of effects across therapies,
recent studies have found no significant differences between CBT and BA (behavioural
activation, a component of CBT, but easier to deliver) (Cuijpers et al., 2007) and between
CBT and brief psychodynamic psychotherapy (Driessen et al., 2013).

Similarly, although the evidence base is much wider for CBT, there is no clear evidence of
superiority of one type of psychotherapy over any other for prevention of depressive relapse
or recurrence: a systematic review found similar effect sizes for CBT, MBCT, and IPT
(Biesheuvel-Leliefeld et al., 2015). Though there is little evidence for differential effectiveness
across the various psychotherapies, this does not imply that unstructured or eclectic
approaches are supported in the psychological treatment of depression. There is strong
clinical consensus that treatment is best guided by an evidence-based treatment manual,
tailored to the individual patient, and with proper attention to the therapeutic relationship.

Effect sizes for psychotherapies relative to antidepressant medication. There is
consensus that CBT is as effective as antidepressant medication for depression of mild-
moderate severity (Lampe et al., 2013). This conclusion is underlined by a recent meta-
analysis of 10 relevant studies, which found the effect size of psychotherapy compared with
pill placebo to be d=0.25 (NNT =7.14), which is comparable to the effects of antidepressant
versus pill placebo (Cuijpers et al., 2014Db).

Findings are more complex in relation to severe depression. Early research based on the
large Treatment of Depression Collaborative Research Program found that while
antidepressant medication was superior to placebo for more severely depressed patients,
CBT was not (Elkin et al., 1989). However, a more recent meta-analysis found the positive
effects of psychotherapy were not moderated by severity of baseline depression (Driessen
et al.,, 2010). In fact, that analysis found some evidence for enhanced effectiveness of
psychotherapy for outpatients with severe relative to more moderate forms of depression. In
directcomparisonwith antidepressantmedication, one review concluded that psychotherapies
are as effective for severe depression, but only if therapists are experienced and well trained
(DeRubeis et al., 2005). There is some evidence that the presence of comorbid personality
disorders may predict a better response to antidepressant medication relative to
psychotherapy (Fournier et al., 2008).
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Table 12. Common psychotherapies for treatment of major depressive disorder.

CBT Cognitive-behavioural therapy (CBT) aims to modify dysfunctional cognitions and related

behaviours that are presumed to maintain depression. Amongst evidence-based psychological
therapies, CBT is the most widely researched treatment for depression, and it is recommended
by all international guidelines (NICE, 2009; Parikh et al., 2009).

IPT Interpersonal psychotherapy (IPT) is a brief structured approach that addresses
interpersonal issues and role transitions. It has Level | evidence for the treatment of major
depression. IPT has Level 1 evidence for both acute depression and depression maintenance/
relapse.

MBCT and ACT Recently developed structured therapies, such as mindfulness-based cognitive
therapy (MBCT) and acceptance and commitment therapy (ACT) have not been evaluated as
thoroughly as CBT and IPT, but appear to be effective in reducing depressive symptoms and in
preventing relapse of depression (specificity for subtype and/or severity of depression remains
unclear) (Fjorback et al., 2011). MBCT may be better for patients prone to worry and ACT may
be best for patients needing to accept and adjust to persisting problems.

Suitability for psychological treatment. There are many factors that can influence whether
psychological treatment is more appropriate than pharmacotherapy, including adherence
to medications, timing of treatment, formulation, patient preference, psychological insight
and extent of life stressors involved in onset. There is often an optimal time within an
episode for an individual to engage with psychological treatments, and if a patient is
psychologically minded (the capacity or preference for self-examination and introspection),
psychological therapy should be initiated early in the course of the illness and this can be
stand alone (monotherapy). However, if there is minimal response within a reasonable
period of time, then pharmacotherapy should be considered. Depending on the severity
and symptom profile of the depressed patient, psychological treatment may be best
administered after initiating pharmacotherapy, and in this context clinical features such as
melancholic features that may predict better response to SSRIs than CBT should be taken
into consideration (Simon and Perlis, 2010). It is recommended that some form of
psychological intervention (at a minimum, psychoeducation) accompany pharmacotherapy
whenever possible because sometimes where medications produce response but do not
achieve remission, the addition of psychological interventions may enable remission.

Overall, evidence from existing studies suggests that psychological therapies (particularly
CBT and related approaches, and IPT) are as effective in reducing mild to moderate
depression as pharmacological treatments, provided the therapists administering therapy
are experienced and well trained (see: Recommendation Box 1).

Pharmacotherapy for major depressive disorder

Antidepressants (Level ). The efficacy of antidepressants in the treatment of major
depression has been extensively studied and substantiated relative to placebo in
randomised, double-blinded, clinical trials. However, the decision to treat an individual
patient with an antidepressant remains very much a matter of clinical judgment. This is
because there are no reliable predictors of response to medication. Psychosocial factors
such as abuse or personality traits can be informative, but the decision to pursue
pharmacotherapy and the choice of antidepressant is usually based on illness severity,
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degree of associated impairment, patient preference and additional factors. These include
previous response, the presence of atypical features, melancholic features, psychomotor
retardation or psychotic features, and/or a family history of response to treatment. Significant
dysfunctional premorbid personality factors (including child abuse history) (Nanni et al.,
2012) and psychosocial precipitating factors suggest that antidepressants may be less
likely to achieve remission as monotherapy. This step of initiating treatment and selecting
a suitable antidepressant is critical and therefore any potential predictors of treatment
response are invaluable. In this context, the search for pharmacogenetic predictors and
other treatment biomarkers that may inform antidepressant choice continues.

With the exception of some early agents, such as the tricyclic antidepressants which are
classified according to chemical structure, most antidepressants are grouped according to
their primary mode of action. Table 13 lists antidepressant classes according to their principal
mechanism of action and the key features they target.

While it is important to consider the mode of action of antidepressants, this does not predict
response. Neurotransmitter systems in the brain do not act independently of each other and
a medication which affects one system will also have an effect on other systems. It is still not
known precisely how antidepressants exert their therapeutic effect but it is clear that
increasing the concentration of synaptic neurotransmitters is only one component of a
complex array of intracellular and neuroplastic mechanisms. Therefore rather than primarily
relying on neurotransmitter profile the choice of antidepressant should be based on a range
of factors, such as side effect profile and tolerability, cost, suicide risk and clinician’s
experience.

Recommendation Box 1.

PSYCHOLOGICAL THERAPY FOR MDD Grade

1.1. Psychological interventions should only be delivered by clinicians trained in the CBR
relevant evidence-based approach.

1.2. Treatment should be guided by a published manual, tailored to the individual, and CBR
should pay particular attention to establishing and maintaining the therapeutic

alliance.

1.3. Patients with mild-moderate depression should be offered one of the evidence- EBR |
based psychotherapies as first line treatment.

1.4. Patients with moderate-severe depression should be offered combined EBR |
pharmacotherapy and psychotherapy as first line treatment.

1.5. Patients with chronic depressive disorders should be offered combined EBR|

psychotherapy and pharmacotherapy as first line treatment.

Principles of antidepressant treatment. Once a potentially suitable antidepressant has
been selected (Malhi et al., 2009b, 2013a), the first step is to ensure that it is administered
appropriately. For antidepressants to be effective they must be administered at an adequate
dose for a reasonable period of time. Therefore, at the outset, tolerability is key and
adherence to medication can be enhanced through education, prompt management of side
effects and frequent monitoring of progress (Berk et al., 2010). The support of a family
member, friend or carer can be helpful in avoiding premature discontinuation. Many patients
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are also likely to obtain information themselves from the internet and this should be discussed
with them to make best application of it.

An adequate trial of an antidepressant should be a minimum of three weeks at the
recommended therapeutic dose. Note, some antidepressants require titration to the maximum
recommended dose, whereas others, in particular SSRIs, generally have a flat dose-response
curve and high doses do not necessarily improve efficacy (Adli et al., 2005). At the same
time, it is important not to increase the dose of an antidepressant too rapidly because this
increases the likelihood of side-effects and treatment discontinuation. In instances of
excessive sensitivity to side effects, it is worthwhile considering metaboliser status and
nocebo effects.t

Response. An antidepressant response is usually discernible in the first two weeks of
treatment (Posternak and Zimmerman, 2005; Stassen et al., 1998), and therefore, early
follow-ups are important. This also ensures assessment of treatment emergent suicidality
often seen in those below age 25years (Stone etal., 2009). In some instances an
antidepressant response takes longer to emerge, but if no improvement is apparent within
the first three weeks of adequate treatment, a dose increase or augmentation should be
considered, especially if the depressive symptoms are severe and/or disabling. If an
adequate dose has been found effective, remission usually requires six weeks of treatment.
Switching is an important strategy but should only be considered once an adequate trial at
an adequate dose has been achieved.

Response has two important aspects that need to be considered: extent and timing. The
extent of response ranges from complete (full) to no (nil) response, with partial response in
between. The timing of a response can be prompt (within 7-10days), delayed (more than
4 weeks) or never occur. Combining the two parameters provides a variety of possible
outcomes, the most common of which are depicted in Figure 7.

Efficacy. The efficacy’ of antidepressants is usually determined in comparison to placebo,
and though it is important to know whether an antidepressant is efficacious per se, it is
particularly useful to know its differential efficacy as compared to alternative antidepressants.
By using clinical trial methodology it is difficult to establish superiority of one antidepressant
over another because of the large sample sizes required to detect small differences in
efficacy. Therefore, the evidence for differential efficacy across the patient population, or for
specific clinical profiles, is relatively modest. Meta-analyses have been used to combine the
evidence from a large number of studies of individual antidepressants compared to placebo,
but this can only be applied to antidepressants where a sufficient number of studies have
been conducted, noting that negative studies often remain unpublished. Using this approach
there is some evidence for superiority of venlafaxine over SSRIs (Bauer et al., 2009;
Nemeroff et al., 2008; Weinmann et al., 2008), escitalopram over citalopram, venlafaxine,
and duloxetine (Kennedy et al., 2008) and sertraline over fluoxetine and other SSRIs as a
class (Cipriani et al., 2008). However, other systematic reviews have failed to identify
differential efficacy between the newer generations of antidepressants (NICE, 2009;
Sartorius et al., 2007). A study that used multiple treatment analysis of 12 new generation
antidepressants (Cipriani et al., 2009) examined both efficacy and a measure of tolerability
to rate antidepressants and found that mirtazapine, escitalopram, venlafaxine and sertraline
were more efficacious than duloxetine, fluoxetine, paroxetine, fluvoxamine and reboxetine.
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The latter was found to be the least efficacious, although concerns regarding potential
inadvertent bias have been raised because of the possibility of unpublished data not being
included. The clinical utility of these differences is unclear.

The question of whether newer generations of antidepressants are as effective as tricyclic
antidepressants is also unclear. A meta-analysis of the effectiveness and tolerability of TCAs
versus SSRIs (Anderson, 2000), for example, failed to demonstrate a significant difference
in efficacy but the SSRIs were much better tolerated. However, other studies comparing
TCAs and SSRIs in patients with depression have shown that TCAs, such as amitriptyline,
have superior efficacy (Barbui and Hotopf, 2001; Faravelli et al., 2003).

Vortioxetine is a new generation antidepressant, which appears to have comparable
antidepressant efficacy to SRRIs, SNRIs and agomelatine, but a comparison of efficacy with
TCAs and MAOQIs is not yet available (Citrome, 2015; Katona and Katona, 2014; Sanchez
et al., 2015; Schatzberg et al., 2014).

Overall, the differential efficacy of antidepressants in the treatment of major depressive
disorders is not striking. This is partly because of the heterogeneity of the populations
treated and the paucity of studies that have conducted a direct comparison. Clinically,
traditional antidepressants (TCAs and MAOIs) appear to have greater efficacy, especially
in the treatment of melancholic depression, but tolerability and safety concerns in overdose
usually relegate these agents to second line administration.

Figure 7. Typical Patterns of Treatment Response.
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An ideal response is timely and complete. The individual shows a prompt response to treatment and achieves
remission (within six weeks) (green solid line). The response can be delayed with improvement being slow or
taking time to appear (delayed response) (dashed lines). The final response can also be incomplete (partial
response), and fail to achieve complete remission of symptoms (blue lines). In some cases there is no discernible
response whatsoever (no response) (red line). NB. Solid lines indicate prompt/immediate response; dotted lines
indicate delayed response.
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Figure 7 shows the initial patterns of response that are common following the commencement
of treatment. Remission following treatment of the first antidepressant trial, as illustrated by the
green curve, only occurs in a quarter to a third of patients with major depression (Rush, 2007).
In some patients there may be considerable delay before symptoms improve significantly, but
there is a discernible change with treatment (see: Figure 7). Therefore, it is important to
administer an adequate dose for at least three weeks and try to foster compliance.

Figure 8. Clinical utility of antidepressants.
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Based on average ratings from expert panel. Antidepressant agents rated according to efficacy and tolerability.
N.B. Some agents have not been included as there was insufficient experience to make clinically meaningful
ratings.

Safety. When prescribing an antidepressant, safety issues are of considerable importance,
particularly in adolescence, old age, pregnancy and breastfeeding and in the context of
depression with comorbid medical iliness. The effects of an antidepressant in the event it is
taken in overdose is also an important consideration when selecting an appropriate
medication for depressed patients who are likely to be at risk of self-harm or suicide. In this
regard, the new generation antidepressants, while not without risk (particularly venlafaxine),
are significantly safer than the TCAs or irreversible MAOIs.

TCAs can be lethal in overdose because of their cardiovascular side effects (tachycardia,
postural hypotension, slowed cardiac conduction). They also increase cardiac morbidity and
mortality in patients with ischaemic heart disease (Roose and Miyazaki, 2005). In addition,
there is an increased risk of seizures with tricyclics, especially in overdose, particularly
dothiepin and clomipramine, and care should be taken in prescribing these to patients with
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a history of epilepsy, as the seizure threshold can be reduced more so than with other While
less toxic than TCAs, venlafaxine has been shown to be more hazardous in overdose than
the SSRIs with an increased mortality from cardiac complications (Deshauer, 2007) and an
increased risk of seizures (Montgomery, 2005).

In general, new generation antidepressants are safer options for first line treatment (Peretti,
2000). There are, however, safety issues with SSRIs that require caution (Moret et al., 2009;
Roose and Miyazaki, 2005). These include hyponatraemia and osteoporosis, especially in
the elderly, and a small risk of prolonged bleeding. Treatment with SSRIs during pregnancy
has been associated with a small increased risk of foetal cardiac abnormalities (paroxetine)
and potentially fatal pulmonary hypertension in the newborn and a neonatal withdrawal
syndrome that can result in seizures has been identified (Moret et al., 2009). This needs to
be balanced against the possible harmful effects of depression itself on pregnancy outcomes
and its potential impact on the developing foetus (Chaudron, 2013).

Though the risk with therapeutic doses appears to be low, clinicians should be cautious
about prescribing doses of SSRIs in excess of the recommended maximum, especially in
patients with known cardiovascular disease,? due to possible QTc prolongation. Where high
doses are needed, an ECG should be considered.

Table 14. Side effects associated with common antidepressant classes.

CNS effect (e.g., Anticholinergic

Sexual sedation, fatigue effect (e.g., dry €]

dysfunction  or agitation) mouth, tremor) distress
SSRI + +++ ++ ++ ++
SM + ++ + + +++
NARI ++ + + + ++
NaSSA ++ ++ +++ ++ +
Melatonergic 4 + + + +
agonist
NDRI ++ + ++ ++ +
SNRI + +++ ++ ++ ++
TCA ++ v +++ +++ +
MAOI" + + + + +
SARI + + +++ + ++

KEY: + <10%, ++ 10-30%, +++ >30%. SM, serotonin modulator. (For other abbreviations see legend of Table 13.)
1. Some combinations of MAOIs with other drugs can be fatal. Dietary restrictions are necessary to prevent hypertensive crisis.
References: (Citrome, 2015; Katona and Katona, 2014; Sanchez et al., 2015; Schatzberg et al., 2014).

Concerns have been raised about the potential for antidepressants, particularly SSRIs, to
cause suicidal thoughts and behaviour especially in adolescents and young adults. These
concerns have prompted regulatory authorities in many countries to issue warnings to
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clinicians. A consensus statement by the World Psychiatric Association (WPA) (Mdller et al.,
2008) concluded that in the absence of randomised controlled trial evidence, the risk is
difficult to assess but that the available data indicated that there was a small risk of SSRIs
inducing suicidal thoughts in patients up to the age of 25. The WPA advised that this risk
needed to be balanced against the known benefits of treating depression and in preventing
suicide. Clinicians should therefore advise young patients and their families of the small
chance of suicidal thoughts emerging during the early phase of treatment with SSRIs and
monitor all patients for the emergence or worsening of suicidal thoughts during the first
2—4 weeks of treatment. The activation/agitation observed with the initial stages of taking an
SSRI can be managed with a low dose of a benzodiazepine prescribed for a limited period
of time.

Side-effect profile. General considerations: Tolerability to side effects is an important
determinant of adherence to medication and should be weighed against the efficacy profile
of the antidepressant (see: Figure 8)

New generation antidepressants are in general better tolerated than tricyclics or MAOIs and
cause fewer problems with anticholinergic side effects such as sedation, dry mouth and
constipation (see: Tables 14 and 15).
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Table 15. Clinical considerations of antidepressant classes.

Antidepressant

class*

Clinical considerations

SSRI

NARI
(reboxetine)

NaSSA
(mirtazapine and
mianserin)

Melatonergic
agonist
(agomelatine)

NDRI
(bupropion)

SNRI
(venlafaxine,
desvenlafaxine,
duloxetine)

SM (vortioxetine)

TCA

MAOQOI

SSRIs are suitable first-line and are generally better tolerated than other classes
of antidepressants but can cause emotional blunting. Sexual dysfunction and
gastrointestinal symptoms are common. Many SSRIs (especially fluoxetine and
paroxetine) cause significant CYP450 inhibition and care is needed when co-
prescribed with other medications. Paroxetine can cause withdrawal agitation.

Reboxetine is suitable first-line. Common side effects include insomnia, fatigue,
nausea, dry mouth and constipation.

Mirtazapine is a suitable first-line option, but is associated with increased
appetite, weight gain, somnolence, dry mouth and constipation. The last 3 side
effects are also common with mianserin.

Common side effects include sedation and dizziness. Risk of hepatotoxicity.

Common side effects include dry mouth, nausea and insomnia.

SNRIs appear to be more effective than SSRIs in treating severe depressive
symptoms (HAM-D=25) and melancholia. In some cases, adverse effects
may limit SNRIs to second-line treatment. However, if depression is severe
(i.e. HAM-D>25), then SNRIs are a suitable first-line option. Headache,
sexual dysfunction, sweating and gastrointestinal symptoms are common with
venlafaxine. Can also cause withdrawal agitation.

Vortioxetine appears to have a particularly significant beneficial effect upon
cognitive function in the treatment of depression. However the evidence requires
further replication. Nausea, vomiting and diarrhoea are the major adverse effects.

In comparison to SSRIs, TCAs have a greater side effect burden (anticholinergic
and CNS) and toxicity in overdose and therefore, are considered second-line.
However, TCAs (especially those that have both noradrenergic and serotonergic
activity such as amitriptyline and clomipramine) may be more effective compared
to other antidepressants in treating severe depressive symptoms (HAM-D=25),
in particular patients with melancholia and those hospitalised due to severe
depression.

Efficacious antidepressants but not recommended first-line due to risk of
hypertensive crisis if necessary dietary and drug interaction restrictions are not
adhered to.

*Antidepressants are grouped according to principal mechanisms of action (e.g., SSRI) or molecular structure (e.g. TCA). References:
SSRI (Gillman, 2007; Katzman et al., 2007); NARI (Andreoli et al., 2002; Papakostas et al., 2008; Versiani et al., 2000; Wiles et al., 2012):
NaSSA (Amini et al., 2005; Anttila and Leinonen, 2001; Benkert et al., 2000; Leinonen et al., 1999; Watanabe et al., 2010); Melatonergic
(Rouillon, 2006); NDRI (Stahl et al., 2004); SNRI (Levitt and Boyle, 2002; Machado and Einarson, 2010; Papakostas et al., 2007b;
Tzanakaki et al., 2000); SM (Citrome, 2015; Katona and Katona, 2014; Mahableshwarkar et al., 2015; Sanchez et al., 2015; Schatzberg
et al., 2014); TCA (Anderson, 2000; Cohn et al., 1996; Danish University Antidepressant Group, 1986; Danish University Antidepressant
Group, 1990; Danish University Antidepressant Group, 1993; Doogan and Langdon, 1994; Fabre et al., 1996; Feighner and Boyer, 1989;
Furukawa et al., 2009; Gillman, 2007; Guaiana et al., 2007; Kocsis, 2013; Lydiard et al., 1989; Perry, 1996; Reimherr et al., 1990; Rickels
et al., 1994; Stark and Hardison, 1985); MAOI (Shulman et al., 2013).
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However, the newer antidepressants have a range of side effects which can be unacceptable
to some patients necessitating a change of medication. It is important to note that there is
considerable variability among antidepressants in the nature and severity of side-effects, and
these also vary from one individual to another (Gartlehner et al., 2008, 2011).

Common side effects of SSRIs and SNRIs include nausea, headache, dry mouth, agitation,
insomnia, sweating, bruxism, sexual dysfunction and weight gain. Most of these side-effects
diminish to tolerable levels during the first one to two weeks of treatment but they can be
troublesome and occasionally persist. Short-term use of adjunctive medications, such as
benzodiazepines, anxiolytics and hypnotics, may be helpful in managing some of these initial
side-effects.

Additional specific considerations: escitalopram and sertraline may have marginally better
tolerability than other antidepressants (Cipriani et al., 2009). A small group of patients may
experience an immediate and distressing level of agitation with serotonergic drugs, and for
these patients, SSRIs may need to be avoided. In the medium to long-term, SSRI induced
sexual dysfunction, though sometimes clinically indicative of adequate CNS bioavailability,
may necessitate a change to another antidepressant class.

Monitoring response. Following the initial response to an antidepressant, the long-term
response is equally variable. Once a patient shows short-term improvement, the symptoms
either continue to improve and reach remission, or the response plateaus. When the latter
scenario occurs, a change of treatment strategy may be necessary. The STAR*D study.
(Rush et al., 2006) showed that after four successive trials of antidepressants a cumulative
remission rate of 67% was reached, though it may require 2—-3 antidepressant trials before
complete remission is reached. Even with switching to an alternative medication or adding
an augmenting agent, only 30% of depressed patients achieve a partial response or remain
non-responsive (refractory). These patients require a more extensive re-evaluation of both
the diagnosis and perpetuating factors, or are candidates for physical therapies such as
ECT.

Combined psychological therapy and antidepressants (Level I). For most patients with
depression, a combined treatment approach is more effective than either psychological or
antidepressant treatment alone. This applies particularly to depression of moderate or
greater severity (HAM-D =18) and chronic depression (Level |) (Cuijpers et al., 2009; De
Maat et al., 2006; Manber et al., 2008; Pampallona et al., 2004; Schramm et al., 2007,
2008; Simon et al., 2006). In most cases of depression there are significant psychological
issues, either aetiological or maintaining/perpetuating the illness. Comorbid anxiety and/or
personality vulnerabilities also play a significant role. Depressive illness is inevitably a
traumatic experience which impacts psychosocial, occupational, and relationship functioning,
and therefore, psychological support at some point in the course of the illness is often
necessary for early episodes. With regard to the structured psychotherapies, a systematic
review of combined treatment with antidepressants (Oestergaard and Mgldrup, 2011)
concluded that pharmacotherapy combined with psychotherapy is associated with a higher
probability of remission and a lower risk of relapse. Combination therapy should be
considered when response to a single modality has been suboptimal or unsuccessful
(Driessen and Hollon, 2010).
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Recommendation Box 2.
ANTIDEPRESSANT THERAPY FOR MDD Grade

2.1. An adequate trial of antidepressant therapy for MDD should be a minimum of EBR I
three weeks at the recommended therapeutic dose using a suitable medication.

2.2. When commencing antidepressant therapy clinical response and side effects CBR
should be closely monitored from the outset.

Footnote: Tolerability (side effect profile) is as important as efficacy when choosing an antidepressant.
Tricyclics, MAOIs and dual action agents may be more efficacious than newer agents in the treatment of moderate-severe depression.

Recommendation Box 3.

COMBINATION THERAPY FOR MDD Grade

3.1. A combination of psychological and pharmacological therapy should be CBR
considered when response to either modality alone has been suboptimal or
unsuccessful.

Table 16. First- and second-line indications for ECT.

Indications for ECT

First-line Severe melancholic depression, especially when the patient is refusing to
treatment eat/drink

High risk of suicide

High levels of distress

Psychotic depression or catatonia

Previous response, patient choice

Second-line Patients who have not responded to several trials of medication, including for
treatment example TCAs, MAOQIs.

Brain stimulation methods

Electroconvulsive therapy (Level l). Electroconvulsive the