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Depressed mood and/or diminished interest or pleasure must be evident for a diagnosis

Major depressive disorder (MDD) 
is a psychiatric condition that is 

characterized by persistent depressed mood, 
diminished interests, impaired cognitive 
function and vegetative symptoms,  
such as disturbed sleep or appetite. 

No mechanism can explain all aspects of MDD, 
although several models are available that explain 
aspects of the disease and implicated pathways. 
For example, one explanation for MDD is that — 
against a backdrop of genetic vulnerability — stress, 
particularly in early life, results in persistent increases 
in the activity of the hypothalamic–pituitary–adrenal 
(HPA) axis, which produces cortisol and other 
hormones. Coupled with inflammation, overactivity 
of the HPA axis might alter brain structure and 
function; reduced neurogenesis and neuroplasticity 
are thought to precipitate depression-like symptoms 
by impairing the stress response. Other factors 
that might have a role in the development and 
pathophysiology of MDD include reduced synaptic 
neurotransmission (for example, of serotonin), 
reduced volumes of certain brain regions (such as 
the hippocampus, which is involved in emotional 
regulation), increased connectivity and activation of 
the amygdala (which amplifies negative thoughts) 
and hyperconnectivity of the default mode network 
(which contributes to self-focus and rumination). 

The 12-month prevalence of MDD 
has been estimated to be similar 
between high-income (5.5%) and 
low-income and middle-income 
(5.9%) countries, showing that 
MDD is a global health condition. 

Women are more affected than 
men, with a median age of onset 
of approximately 25 years in both 
sexes. Individuals who experience 
childhood trauma not only have 
a more than twofold increased 

risk of MDD later in life but also 
have higher symptom severity, 
a poorer disease course and a 
greater likelihood of treatment 
non-responsiveness than those 
without early-life trauma.

The treatment options for MDD centre 
on psychotherapy and pharmacotherapy. 
Psychotherapies available include cognitive, 
behavioural, psychodynamic, problem-
solving, interpersonal and mindfulness-based 
approaches. All have been shown to be 
effective, although no differences between 
types are evident. Available pharmacotherapies 
largely target neurotransmitter receptors, 
reuptake transporters and oxidases 
that breakdown neurotransmitters once 
reabsorbed. Patients who are unresponsive 
to a given treatment can be given a 
different one or combinations of treatments 
(psychotherapies and pharmacotherapies).

Although MDD negatively influences many 
domains of life, the most important concern for 
patients with MDD is suicide, the risk of which 
has been reported to be almost 20-fold higher 
than in the general population. Behavioural and 
psychosocial interventions to prevent suicide 
and suicide attempts have been shown to be 
effective. Furthermore, restricting access to 
and encouraging help-seeking at areas known 
to be ‘suicide hotspots’ (often used for suicides) 
might also be effective.
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Specifiers can also be applied to further characterize 
the type of MDD, for example, MDD with melancholic 
or psychotic features

One in six individuals will experience 
MDD in their lifetime
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MDD 
diagnosis 

requires the 
presence of at least 
five of the following 

symptoms in the same 
2-week period

MDD is diagnosed 
when the 
symptoms cause 
considerable 
distress or 
impairment, 
cannot be 
attributed to 
another condition 
or substance use, 
and the individual 
has not had manic 
or hypomanic 
episodes
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