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Melancholic Versus Non-Melancholic
Depression: a Prospective Study
RN Munoli, PSVN Sharma, S Kongasseri, RP Bhandary, SK Praharaj

Abstract
Background: The binarian model views melancholia as a distinct depressive class, whereas the
unitarian model views it as a more severe expression of depression. This study aims to investigate the
sociodemographic, clinical, and course differences between melancholic and non-melancholic depression.
Methods: This prospective observational study was carried out at Kasturba Hospital, Manipal, India
from November 2010 to September 2011. We recruited consecutive inpatients aged 18 to 60 years
who have a diagnosis of depressive disorder (based on ICD-10), with or without any psychiatric or
physical comorbidities. Patients were categorised into melancholia and non-melancholia using the
CORE questionnaire, with scores of ≥8 indicating the presence of melancholic depression. In addition,
patients were evaluated using the Hamilton Depression Rating Scale, Hamilton Anxiety Rating Scale,
Somatoform Symptom Checklist, Columbia Suicide Severity Rating Scale, Clinical Global Impression,
and Presumptive Stressful Life Events Scale at baseline and at 1, 3, and 6 months.
Results: Of 87 inpatients with a diagnosis of depression, 50 met the inclusion criteria and 37 were
excluded. Compared with patients with non-melancholic depression, patients with melancholic depression
had higher depression score (30.8 vs 23.8, p < 0.001), had higher number of patients with psychotic
depression (39.1% vs 7.4%, p = 0.007), had higher overall illness severity score (5.9 vs 4.8, p < 0.001),
and had higher number of patients with suicidal ideation and suicidal behaviour. Regarding the course of
melancholia, the number of melancholic patients decreased from 23 at baseline to eight at 1 month, three
at 3 months, and three at 6 months. Scores of non-interactiveness, retardation, and agitation decrease
significantly over 3 months.
Conclusions: The construct and course of melancholia may be viewed as a part of depression, more in
line with severe depression. Melancholia increases the risk for suicidal ideation and suicidal behaviour.
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Introduction
Historically, depression has been described as melancholia,
which comprised a cluster of symptoms such as dejection,
sadness, despondency, anger, fear, delusions, and
obsessions.1 In current psychiatry, melancholia is considered
20

a distinct depressive class in terms of the strict binarian view
(leaving the residual and heterogeneous group to be nonmelancholic depressive class) and a more severe expression
of depression in terms of the unitarian view.2
To accurately define melancholic depression, the
CORE measure quantifies the degree of psychomotor
disturbance, which is as an integral component of
melancholia.3 Some psychiatrists consider melancholia
is an entity with (1) distinctive set of clinical symptoms
and signs, (2) genetically weighted, (3) primary biological
determinants (compared with psychosocial determinants),
(4) minimal placebo (psychotherapy) response rate, and
(5) superior response to antidepressant drug therapy and
electroconvulsive therapy.4
The role of psychosocial factors is considered less
salient in melancholic depression than in non-melancholic
depression.5 Melancholia has similar prevalence between
sexes and is associated with older age of onset, slowed motor
activity, and cognitive impairment such as perseverative
responses and impaired attention, recall, and working
memory. Motor impairments indicate fronto-striatal deficits,
higher rates of non-suppression in the dexamethasone
suppression test, and a blunted response to thyrotropinreleasing hormone. Compared with cognitive behaviour
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therapy, medication results in a significantly higher response
in patients with higher CORE scores and with a diagnosis
of melancholia. Furthermore, higher CORE scores predict a
better response to electroconvulsive therapy.3
In inpatients and outpatients with depression,
those with high CORE scores predict higher chances of
being prescribed an antidepressant and a higher rate of
improvement, compared with those with low CORE scores.2
The CORE measure may detect differential responses to
antidepressants, as high CORE scores are associated with
a higher recovery rate with fluoxetine than nortriptyline.6
In a study to determine optimal treatment for depression,7
melancholic and non-melancholic patients were randomised
to sertraline, escitalopram, or venlafaxine extended-release
treatment. At 8 weeks after treatment, remission or response
was less likely to be achieved in melancholic than nonmelancholic patients. Patients with melancholia remained
lower on capacity for social skills. However, the poorer
outcome was in part related to greater symptom severity at
baseline.
This study aimed to compare melancholic depression
with non-melancholic depression in terms of clinical
features and course.

Methods
This prospective, observational study was carried out at
Kasturba Hospital, Manipal, India from November 2010 to
September 2011. Institutional ethics approval was obtained,
as was written informed consent from each participant in the
presence of a witness. We recruited consecutive inpatients
aged 18 to 60 years who have a diagnosis of depressive
disorder (based on ICD-10), with or without any psychiatric
or physical comorbidities, and are able to read and write
in English or Kannada language. Baseline characteristics of
the sample has been published.8
Patients were assessed by a single psychiatrist at
baseline and at 1, 3, and 6 months. Patients were excluded
if the diagnosis was revised to bipolar disorder at follow up.
No interference was performed during treatment.
The diagnosis of depression and the presence of any
comorbid psychiatric disorders was confirmed using Mini
International Neuropsychiatric Interview Plus.9 Personality
disorder was first screened using the clinician-administered
8-items Standardized Assessment of Personality Abbreviated Scale.10 Each item is scored either 0 or 1, and
a total score of >3 indicates possible personality disorder,
which was then confirmed using the Personality Disorder
Questionnaire, 4th Revision.11 It is a 100-item, selfadministered, true/false questionnaire that yields diagnoses
consistent with the DSM-IV diagnostic criteria for the axis
II disorders. Life events was assessed using the Presumptive
Stressful Life Events Scale.12 It has 51 yes/no items and
one additional ‘others’ item, which can be rated by clinician
as lifetime events and events in past 1 year. It also generates
scores for desirable, undesirable, and ambiguous events.
The severity of depression was assessed using the
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21-item Structured Interview Guide for the Hamilton
Depression Rating Scale.13 Total scores range from 0 to 54
(for 17 items); score of <9 indicates no depression, 10-13
mild depression, 14-17 moderate depression, and ≥18 severe
depression. Anxiety symptoms were assessed using the
14-item Structured Interview Guide for Hamilton Anxiety
Rating Scale.14 Total scores range from 0 to 56; score of <17
indicates mild anxiety, 18-24 mild-to-moderate anxiety, and
25-30 moderate-to-severe anxiety. Suicidality was assessed
using the Columbia Suicide Severity Rating Scale.15 It
comprises suicidal ideation, intensity of ideation, and
suicidal behaviour. Somatoform symptoms associated with
the depressive disorder were assessed using the Somatoform
Symptoms Checklist.16 It was originally developed to arrive
at ICD-10 diagnoses of somatoform disorders in the field
trials. It uses yes/no questions to evaluate 60 somatic
symptoms. Symptoms are considered present only in the
absence of any physical cause. Overall illness severity was
assessed using the 3-item Clinical Global Impression.17
The CORE Questionnaire2 was used to identify
melancholia. It comprises 18 (observable) signs; each is
rated on a four-point scale (0-3). Scores of ≥8 indicate the
presence of melancholic depression. It has three subscales
in a ‘trunk and branch’ model: a central non-interactiveness
scale capturing cognitive impairment (6 items) and two
motoric scales capturing retardation (7 items) and agitation
(5 items).
Data were analysed using SPSS (Windows version
16.0; SPSS Inc., Chicago [IL], United States). The
melancholic and non-melancholic depression groups were
compared using the independent t test for continuous
variables and Chi-square test or Fisher’s exact test for
categorical variables. Repeated measures ANOVA with
Pillai’s Trace F was carried out to assess the change in
CORE scores. Effect size was assessed using partial eta
squared (ηp2). The level of significance was kept at p<0.05
(2-tailed).

Results
Of 87 inpatients with a diagnosis of depression, 50 met the
inclusion criteria and 37 were excluded because of being
<18 years (n=3), >60 years (n=5), language difficulties
(n=5), illiteracy (n=3), being from a distant place and unable
to attend follow-up on schedule (n=14), refusal to give
consent (n=2), no depression when evaluated using Mini
International Neuropsychiatric Interview Plus (n=5). The
diagnosis of two of the 50 patients included was changed
to mania. 38 patients attended the 1-month and 3-month
follow-up, and 18 patients completed the 6-month followup.
Melancholic and non-melancholic depression groups
were comparable in terms of sociodemographic variables,
except for monthly income (Table 1). Most patients in
melancholic group had monthly income <$138, whereas
most patients in non-melancholic group had monthly
income >$138.
21
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Table 1. Sociodemographic characteristics of patients with melancholic versus non-melancholic depression
Variable
Age, y

Sex
Male
Female

Occupation
Employed
Unemployed
Homemaker
Student
Residence
Rural
Semi-urban
Urban

Income per month
<$69
$69-138
>$138
Marital status
Married
Unmarried
Separated
Family status
Nuclear
Joint
Alone
Extended
Family size

Education, y

*
†

Melancholia
Non-melancholia
depression (n=23)* depression (n=27)*
39.3 ± 12.7

36.8 ± 13.0

11 (47.8)
12 (52.2)

12 (44.4)
15 (55.6)

9 (39.1)
2 (8.7)
10 (43.5)
2 (8.7)

9 (33.3)
7 (18.5)
10 (37)
3 (11.1)

13 (56.5)
9 (39.1)
1 (4.3)

11 (40.7)
8 (29.6)
8 (29.6)

3 (13)
12 (52.2)
8 (34.8)

2 (7.4)
5 (18.5)
20 (74.1)

19 (82.6)
3 (13)
1 (4.3)

19 (70.4)
7 (25.9)
1 (3.7)

14 (60.9)
3 (13)
1 (4.3)
5 (21.7)

7 (25.9)
6 (22.2)
6 (22.2)
8 (29.6)

4.7 ± 2.0

11.3 ± 3.0

12.0 ± 3.4

p Value†

-0.69

0.493

0.06

0.811

-

0.786

-

0.067

-

0.017

-

0.649

-

0.071

0.12

0.906

0.81

0.424

Data are presented as mean ± standard deviation or No. (%) of patients.
Fisher’s exact test was used if assumptions for Chi square test were not met.

Compared with patients with non-melancholic
depression, patients with melancholic depression had higher
Hamilton Depression Rating Scale score (30.8 ± 4.9 vs
23.8 ± 4.4, p < 0.001), had higher number of patients with
psychotic depression (39.1% vs 7.4%, p = 0.007), had a
relative risk for psychotic depression of 5.3, and had higher
overall illness severity score measured by Clinical Global
Impression (5.9 ± 0.7 vs 4.8 ± 0.8, p < 0.001) [Table 2].
Compared with patients with non-melancholic
depression, patients with melancholic depression had
higher number of patients with suicidal ideation of ‘wish
to be dead’ (p = 0.001) and non-specific active suicidal
thoughts (p = 0.005), and higher number of patients with
suicidal behaviour (p = 0.009) [Table 3].
Regarding the course of melancholia, the number
of melancholic patients decreased from 23 at baseline to
eight at 1 month, three at 3 months, and three at 6 months.
22

4.8 ± 2.4

t or χ2

One patient who was not melancholic at baseline was
melancholic at 6 months. As the attrition was high by 6
months, the CORE course was evaluated for 3 months.
Scores of non-interactiveness, retardation, and agitation
decrease significantly over 3 months, whereas scores of noninteractiveness and retardation decreased significantly more
in the melancholic than non-melancholic group (Table 4).

Discussion
In the present study, the prevalence of melancholia was
46% among patients diagnosed with depression, which is
higher than 3.5% to 12.8% in studies conducted in India18,19
and comparable to 25% to 44% in other studies.20,21 The
higher rate of melancholic depression in our study is likely
a reflection of severe cases seen in our tertiary care centre as
opposed to community.
East Asian Arch Psychiatry 2020, Vol 30, No.1
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Table 2. Clinical characteristics of patients with melancholic versus non-melancholic depression
Variable
Age of onset, y

Diagnosis
First episode
Recurrent
Organic
Total duration, weeks
Episode duration, weeks
No. of episodes

Structured Interview Guide for the Hamilton
Depression Rating Scale score
Structured Interview Guide for Hamilton
Anxiety Rating Scale score

p Value†
0.674

35.5 ± 12.7

33.9 ± 12.6

-0.42

14 (60.9)
9 (39.1)
0
218.9 ± 296.7
15.5 ± 13.3
2 ± 1.3

16 (59.3)
10 (37)
1 (3.7)
154.9 ± 287.4
10.8 ± 6.6
1.8 ± 1.4

-0.77
-1.55
-0.27

-0.54

<0.001

17.1 ± 6.3

13.4 ± 6.5

-1.99

0.052

58.5 ± 8.7

1.14

0.286

30.8 ± 4.9

23.8 ± 4.4

-

1

0.443
0.133
0.787

51 ± 12.2

Clinical Global Impression score

5.9 ± 0.7

4.8 ± 0.8

-4.69

<0.001

7.9 ± 3.6
2.3 ± 1.1
4.3 ± 3.2
1.3 ± 1.2

8.1 ± 4
2.4 ± 1
4 ± 3.2
1.8 ± 1.4

0.18
0.36
-0.33
1.22

0.852
0.719
0.740
0.228

1.3 ± 0.8
0.04 ± 0.2
1.1 ± 0.8
0.09 ± 0.3

1.6 ± 1.4
0.07 ± 0.3
1.1 ± 1
0.4 ± 0.7

0.99
0.45
0.07
1.84

0.327
0.658
0.947
0.072

9 (39.1)
14 (60.9)

2 (7.4)
25 (92.6)

13 (56.5)
10 (43.5)

17 (63.5)
10 (37.5)

11 (47.8)
12 (52.2)

16 (59.3)
11 (40.7)

Presumptive Stressful Life Events Scale
Lifetime
Total
Desirable
Undesirable
Ambiguous
Recent
Total
Desirable
Undesirable
Ambiguous

Psychotic depression
Yes
No

Psychiatric comorbidity
Present
Absent

Physical comorbidity
Present
Absent
†

t or χ2

Personality Disorder Questionnaire score
Having personality disorder

*

Melancholia
Non-melancholia
depression (n=23)* depression (n=27)*

6 (22.2)

4 (17.4)

-

0.736

7.28

0.007

0.21

0.643

0.65

0.419

Data are presented as mean ± standard deviation or No. (%) of patients.
Fisher’s exact test was used if assumptions for Chi square test were not met.

Melancholia has been associated with male sex
and increasing age.3 Increase in CORE subscale and total
scores with age was interpreted as a result of recruitment
of more monoaminergic systems and higher prevalence of
structural brain changes impacting on neural circuits relating
to psycho-motor disturbance.22 Stressful life events were not
associated with melancholia in our sample although one study
reported inconsistent association with proximal and distal
stressors.3 This supports the hypothesis that melancholia is
East Asian Arch Psychiatry 2020, Vol 30, No.1

more biologically determined, which is unaffected by the
environmental factors including life events.
In the present study, all patients, except one, had
severe depression (Structured Interview Guide for the
Hamilton Depression Rating Scale score of >18). Patients
with melancholic depression were more severely depressed
than those with non-melancholic depression, consistent to
previous studies.23,24 These findings can be interpreted as
(1) melancholia is an expression of severe depression and
23

RN Munoli, PSVN Sharma, S Kongasseri, et al

Table 3. Suicidal ideation and behaviour of patients with melancholic versus non-melancholic depression
Variable

Columbia Suicide Severity Rating Scale
Ideation
Wish to be dead
Nonspecific active suicidal thoughts
Active suicidal thoughts without intent
Active suicidal ideas without plan
Active suicidal idea with specific intent and plan
Intensity of ideation
Frequency
<1 per week
1 per week
2-5 per week
Daily
Many times in a day
Duration of thoughts per day
Seconds-minutes
<1 hour
1-4 hours
>8 hours
Controllability
Does not attempt to control
Easily controlled
Little difficulty
Some difficulty
Lot of difficulty
Unable to control
Deterrents
Do not apply
Definitely Stopped
Probably
Uncertain
Definitely not stopped
Reasons for ideation
Does not apply
To get attention
To end pain
Suicidal behaviour
Patients with actual attempts
No. of actual attempts
0
1
2
6
8
Non-suicidal self-harm
Patients with interrupted attempts
No. of interrupted attempts
0
1
2
Patients with aborted attempts
No. of aborted attempts
0
1
2
Preparatory acts, behaviours
Suicidal behaviour now
*
†

24

Melancholia
Non-melancholia t or χ2
*
depression (n=23) depression (n=27)*
20 (87)
15 (65.2)
11 (47.8)
10 (43.5)
10 (43.5)

11 (40.7)
7 (25.9)
6 (22.2)
5 (18.5)
5 (18.5)

5 (25)
3 (15)
2 (10)
1 (5)
9 (45)

5 (45.5)
0
1 (9.1)
1 (9.1)
4 (36.4)

4 (20)
2 (10)
5 (20)
3 (45)

5 (45.5)
2 (18.2)
1 (9.1)
3 (27.3)

0
5 (25)
2 (10)
3 (15)
2 (10)
8 (40)

1 (9.1)
4 (36.4)
2 (18.2)
0
1 (9.1)
3 (27.3)

1 (5)
6 (30)
4 (20)
1 (5)
8 (40)

1 (9.1)
7 (63.6)
1 (9.1)
0
2 (18.2)

3 (15)
1 (5)
16 (80)

6 (54.5)
0
5 (45.5)

6 (26.1)

5 (18.5)

16 (69.6)
5 (21.7)
2 (8.7)
0
0
1 (4.3)
2 (8.7)

22 (81.5)
0
3 (11.1)
1 (3.7)
1 (3.7)
1 (3.7)
2 (7.4)

21 (91.3)
2 (8.7)
0
2 (8.7)

25 (92.6)
1 (3.7)
1 (3.7)
2 (7.4)

21 (91.3)
2 (8.7)
0
4 (17.4)
10 (43.5)

25 (92.6)
1 (3.7)
1 (3.7)
1 (3.7)
3 (11.1)

Data are presented as mean ± standard deviation or No. (%) of patients.
Fisher’s exact test was used if assumptions for Chi square test were not met.

p Value†

11.26
7.78
3.63
3.68
3.68

0.001
0.005
0.057
0.055
0.055

-

0.665

-

0.367

-

0.583

-

0.422

-

0.038

0.41
-

0.520
0.056

-

1
0.781
0.781

-

0.781
0.781

6.76

0.167
0.009
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Table 4. Course of CORE symptoms in melancholic versus non-melancholic depression
CORE
Non-interactiveness score
Baseline
1 month
3 months

Non-interactiveness score * group
Retardation score
Baseline
1 month
3 months

Retardation score * group

Agitation score
Baseline
1 month
3 months

Agitation score * group

Total score
Baseline
1 month
3 months

Total score * group
*

Melancholic Non-melancholic Pillai’s Trace F
depression
depression
(df = 2,35)
(n = 18)
(n = 20)
6.4 ± 4.7
0.9 ± 1.8
0.4 ± 1.2

0.05 ± 0.2
0.9 ± 2.6
0.1 ± 0.7

10.7 ± 4.9
4.9 ± 2.7
2.7 ± 2.7

1.6 ± 1.7
2.3 ± 4.2
0.6 ± 1.9

3.1 ± 2.8
1.1 ± 1.6
0.7 ± 1.3

1.1 ± 1.3
0.8 ± 1.6
0.1 ± 0.4

19.3 ± 9.6
7 ± 5.2
3.8 ± 4.5

2.90 ± 2.3
4 ± 7.3
0.85 ± 2.1

p Value

Effect size,
ηp2

12.22

<0.001

0.411

14.33

<0.001

0.450

11.07

<0.001

0.387

21.94

<0.001

0.556

11.03

<0.001

0.387

3.23

22.22

0.052

<0.001

0.156

14.2

<0.001

0.449

0.559

Data are presented as mean ± standard deviation or No. (%) of patients.

is in continuum with all depressive disorders; or (2) as half
of severely depressed patients were non-melancholic, other
factors could be contributing to melancholia, independent
of severity of depression. Higher (but not significantly)
anxiety score in melancholic patients indicates the role of
anxiety in severe depression with melancholia. Patients
with melancholic depression have higher rates of anxiety
disorders.25,26
Patients with melancholic depression had higher rates
of psychotic depression (relative risk = 5.3), consistent to a
study that reported more psychotic episodes in melancholic
patients than non-melancholic patients (relative risk =
2.9).24 Nonetheless, higher rates of psychotic symptoms in
melancholic depression may represent distinctive ‘quality’
rather than just ‘quantitatively’ more severe depression.24
Furthermore, psychotic depression has been viewed as a
subtype of melancholic depression, because of the shared
phenotypic marker of psychomotor disturbance.24,27
In the present study, patients with melancholic
depression had higher frequency of current suicidal
behaviour and wish to be dead and non-specific active
suicidal thoughts. The reason for suicidal ideation was
mainly to end pain, indicating higher subjective suffering.
In a study of suicide attempts in melancholic versus nonmelancholic major depression, the former is associated
East Asian Arch Psychiatry 2020, Vol 30, No.1

with more serious past suicide attempts at baseline and
higher probability of suicide attempt during follow-up, after
controlling for depression severity and other covariates.28
In melancholia, suicide is associated with life events,
personality, and substance use disorder.29 However, we did
not find significant differences between groups in any of
these parameters. A possible explanation for higher suicidal
behaviour in melancholia is higher cognitive impairment,
which suggests an anterior cingulate abnormality, which
diminishes cognitive flexibility and influences decisionmaking.30 Clinically, it can be inferred that melancholia may
be a precursor or marker of suicidal behaviour.
It has been argued that melancholic depression
differs from non-melancholic depression quantitatively,
not qualitatively.25 This is based on higher frequency of
psychotic depression, anxiety, suicidality, and psychiatric
comorbidity in melancholic depression, but none of
these occur exclusively.31 Also, anhedonia, psychomotor
retardation, and severe disturbances in vegetative functions
predominate the clinical characteristics of melancholic
depression.31 Furthermore, higher rates of early childhood
adversity are found in melancholic depression. The
hierarchical model theory argues that melancholic
depression can be distinguished from non-melancholic
depression based on clinical characteristics and involves
25
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perturbations in noradrenaline and dopamine in addition to
serotonin.32,33
In our study, the course of melancholic and nonmelancholic group was similar although treatment response
was not examined. Studies have reported the extent to
which CORE scores (whether dimensionalised or examined
above and below cut-off) predict response to antidepressant
medications. Antidepressants were superior to cognitive
behaviour therapy in patients with melancholic depression
and resulted in greater (not significantly) reduction in
CORE scores (65% vs 35%).34 In a cross-sectional study
of depressed out-patients, the mean CORE scores were
significantly higher in the treatment-resistant group.35 In the
Sequential Treatment Alternatives to Relieve Depression
cohort, melancholic depression was associated with a
significantly reduced rate of remission with citalopram.36
This was attributed to the overlap between melancholic
symptoms and core depressive symptoms rated by the
assessment instruments.36
Limitations of this study are the small sample size
and high attrition rate during follow-up. Only literate
inpatients were included, and all patients except one had
severe depression. There was no representation from
those with mild or moderate depression, thus limiting
generalisation. Personality disorder was evaluated in two
stages, but no diagnostic instrument was used to confirm the
diagnosis. Nonetheless, the study design was naturalistic,
and evaluation of depression was comprehensive to tap all
changes during the course of illness, and CORE measure
was used for evaluation of melancholia.

Conclusion
Melancholia may be considered as a severe form of
depression with higher psychotic symptoms and suicidal
ideation. Further research is required to understand the
biological underpinnings of melancholia and the role of
specific treatment methods and suicide prevention strategies.
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