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DSM-5 is the recent update of DSM IV-TR, and currently 
there is considerable controversy about the mixed-features 
specifier of major depressive disorder (MDD) for mixed de-
pression in DSM-5. This mixed-features specifier consists of 
a major depressive episode and modified (hypo)manic criteria 
that were based on criteria B of bipolar disorder. The (hypo)
manic criteria of this specifier and bipolar disorder are very 
similar to each other, although the former deleted distractibil-
ity and psychomotor agitation, and added elevated and expan-
sive mood (in criteria A of bipolar disorder). These changes 
mean that the paradigm has shifted from a categorical concept 
into a dimensional or spectrum concept in mood disorder. 
However, some investigators are still criticizing the mixed-fea-
tures specifier of MDD. They consider that these DSM-5 cri-
teria have a weak scientific basis and do not identify a large 
proportion of the possible mixed depressive states.1 Some au-
thors have referred to these DSM-5 criteria as ‘a farewell to 
mixed depression’ or ‘the miracle that never happens.’1,2 

One of the reasons that authors have been criticizing DSM-
5 is that euphoria and grandiosity with MDD do not coexist 
commonly in clinical practice.3 Another reason is that DSM-5 
excludes the core symptoms of mixed depression such as psy-
chomotor agitation, irritability, and distractibility (so-called 
overlapping symptoms) because these symptoms may overlap 
with a major depressive episode. However, a recent study found 
that large proportions of patients presented with distractibility 
(59.2%), irritability (57.3%), and psychomotor agitation (36.5%) 
in mixed depression, whereas only 18% and 6.6% presented 
with euphoria and grandiosity, respectively.4 Another study 
also found that agitation, marked irritability, and mood reac-
tivity were common symptoms in mixed depression.5 Thus, 
adding overlapping or nonspecific symptoms to the criteria 
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can better reflect the relevant prevalence of mixed depression 
in clinical practice. 

Some investigators have insisted that the mixed-features 
specifier must be replaced in agitated depression.6 The crite-
ria of agitated depression also included psychomotor agita-
tion, mood lability, and irritability, as well as racing thoughts, 
talkativeness, absence of retardation, weeping, and early insom-
nia.5 Those authors regarded agitation as the core symptom of 
mixed depression and bipolar disorder, and that patients with 
agitated depression do not respond well to antidepressants.6 
The recently published Florida guideline also recommends 
including antipsychotics, mood stabilizer, and antidepres-
sants (in that order) for patients in the mixed-features speci-
fier of MDD.7 

 Mixed depression is very important because the frequen-
cies of suicide ideation, suicide attempts, comorbidities with 
anxiety disorder, and the use of antipsychotics and treatment 
cost are all greater in mixed depression than in MDD.8 Mixed 
depression is especially important in South Korea due to the 
relatively high rates of suicide attempts and acute stressful 
events. It is a very dynamic and highly competitive society due 
to the high population density and high education standards. 
Furthermore, Korean depressed patients exhibit a character-
istic type of depression associated with anger. In addition, most 
of the depressed patients who present at my hospital with sui-
cide attempts show major depressive episodes with psycho-
motor agitation, irritability, and mood lability like the agitated 
depression concept of Koukopoulos, and atypical antipsychot-
ics have been very effective in these patients (unpublished 
data). It is therefore very important to include mixed depres-
sion when establishing suicide health-care policies in Korea. 

It is particularly interesting that Italy-where the Koukopou-
los group that strongly advocates the existence of agitated de-
pression as a mixed type of depression and mainly performs 
clinical activities is based-has much in common with South 
Korea. Both countries are surrounded by sea on three sides 
and are at similar latitudes. Family ties are very strong in both 
societies, and they regard their family and bloodlines as very 
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important. Koreans and Italians also exhibit common person-
ality traits of urgency, passion, and kind heart, while the per-
capita GDP, GDP, population size, and geographic areas are 
all also similar. This suggests that agitated depression or mixed 
depression could reflect cultural and environmental factors. 
Psychosocial factors such as spousal cheating, fraud, debt, 
family death, and family conflicts play very important roles as 
causes of suicide in patients with mixed depression. Such fac-
tors might be very important contributing factors to mixed 
depression, and so the prevalence rate might be very high in 
Korea due to high levels of psychological stress. However, there 
has been very little research into this type of mixed depression 
worldwide. 

It is fortunate that the clinical significance of agitated de-
pression as a mixed depression has been acknowledged by 
some investigators. Future large-scale studies should investigate 
the diagnostic criteria of mixed depression and its treatments.
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