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Survival of Melancholia: a Retrospective Study
of Patients with Depressive Disorders
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Abstract
Background: The DSM-IV and the DSM-5 eliminated the importance of the syndromal identity
of melancholic depression in favour of a dimensional model within the domain of major depressive
disorders. Melancholic depression was excluded from DSM as a distinct disorder owing to the impact of
ageing, genetics, and course of illness. We challenge these assertions using retrospective data collected
from patients with depression.
Method: Electronic medical records of 1073 patients with depressive-spectrum disorders in 12 centres
across Germany spanning from January 2010 to June 2013 were retrospectively reviewed. The diagnosis
of melancholia was made using the Hamilton Depression Rating Scale 21 items (HAMD-21). Patients
were followed up every 2 weeks and yearly until discharge from inpatient units. The final dataset consisted
of 1014 patients; each had received a minimum of two complete observations.
Results: At baseline, patients with melancholic depression had higher HAMD-21 score than did patients
with non-melancholic depression (32.6 vs 23.13, p < 0.001). At the final visit, patients with melancholic
depression responded to treatment more often than did patients with non-melancholic depression (81.3%
vs 69.04%, p = 0.0156), whereas the two groups were comparable in terms of remission status (50.55 vs
48.68%, p = 0.1943). The relapse rate was higher in patients with melancholic depression than in patients
with non-melancholic depression after 1 year (60% vs 45.01%, p = 0.0599), 2 years (77.78% vs 60.36%,
p = 0.0233), and 4 years (80% vs 64.45%, p = 0.0452).
Conclusion: Melancholic depression has an identifiable constellation of symptoms and it is not just a
severe form of major depression. Melancholic depression is not the result of age-related or pathoplastic
changes. We advocate including melancholia as its own illness entity in the next edition of the DSM.
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Introduction
The DSM-5 has lowered the threshold for the diagnosis of
major depression and has given diagnostic importance to
non-specific symptoms.1,2 In the DSM-5, clinicians grade
the severity of symptoms rather than simply noting their
presence or absence. This blurs the diagnostic boundaries
between different psychiatric disorders; one example is
the removal of the diagnosis of melancholic depression. In
DSM-IV, the definition of melancholic depression involves
© 2020 Hong Kong College of Psychiatrists. CC BY-NC-ND 4.0

anhedonia and/or lack of mood reactivity, and at least three
of the following features: depressed mood, diurnal variation,
early awakening insomnia, excessive guilt, anorexia or
significant weight loss, and psycho-motor retardation.3 Both
the DSM-IV and DSM-5 consider melancholia as a mere
specifier within the domain of major depressive disorders
for individuals who already meet the criteria for major
depression.4,5 After excluding melancholia from the DSM as
a distinct category of disorder, the research on melancholia
plummeted, and melancholia became a diagnosis of
historical importance only.5-7
A similar fate once befell both ‘paranoia’ and
‘hysteria’; however, both have survived their obituarists.8
A consensus paper of 17 field experts led by Gordon Parker
advocated that melancholia be positioned as a distinct,
identifiable, and specifically treatable affective syndrome in
the DSM-IV classification, but this plea had no effect on
DSM-5’s designers.
We have drawn information about the elimination of
melancholia from the DSM-IV Sourcebook.9 We challenge
the premise taken by DSM-IV and provide evidence to
support that melancholia has a syndromal identity different
from other forms of depression and as a separate disorder. It
is not just a severe form of major depression.
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In 1930s, depression was considered to exist on a
continuum, with different clinical presentations across
space and time.10 This model was later refined based on the
demographics of patient populations, symptoms, therapeutic
interventions and outcomes. Decades later, a clear-cut
boundary was set between ‘neurotic’ and ‘endogenous’
depression, with the latter term being used interchangeably
with ‘melancholia’.5-7 Similarly, in a cluster analysis–derived
grouping of depressed patients, a group of patients with
symptoms of endogenous depression was distinguished,
characterised by guilt, hopelessness, anorexia, retardation,
and early-morning insomnia and delusions.11
The unified concept of depression failed to replicate a
bimodal distribution in a discriminant function analysis of
patients with neurotic and psychotic depression.12,13 Severity
of symptoms was hypothesised to be the principal clinical
difference between psychotic and neurotic depression.14
However, others concluded that melancholia was merely
a pathoplastic effect of age.15 Therefore, the diagnosis of
melancholic depression has decreased in terms of both
prevalence and duration of episodes, and the decrease
may have resulted from increasingly early diagnostic
and therapeutic interventions. All these set the stage for
the elimination of melancholic depression as an entity
from the psychiatric diagnostic system. Only moderate to
severe clinical depression requiring inpatient therapeutic
intervention was considered to be endogenous depression
(melancholic depression).
The DSM-IV and the DSM-5 categorise melancholic
depression and several non-melancholic conditions
under major depression. The DSM-IV Sourcebook does
not consider melancholic depression as an independent
syndrome, because (1) melancholic features do not
repeat across episodes, and non-melancholic episodes
are likely to become melancholic with increasing age,
and (2) melancholia does not breed true in families, and
melancholic features are not associated with a unique course
of illness. In this article, we challenge these assertions using
retrospective data collected from patients with depression.

Methods
This study was approved by the ethics review board of
the Ludwig Maximilian University of Munich and was
conducted from November 2013 to June 2014. 12 centres
including seven university hospitals across Germany
participated in this study. Electronic medical records of 1073
patients with depressive-spectrum disorders spanning from
January 2010 to June 2013 were retrospectively reviewed;
59 of them were excluded because they missed a minimum
of two complete follow-ups. Patients were followed up every
2 weeks and yearly until discharge from inpatient care under
naturalistic treatment conditions. Annual follow-up for the 4
years revealed that only 78 patients dropped out of the study.
The diagnoses of a depressive-spectrum disorder
according to the DSM-IV was confirmed at baseline, at
discharge, and at each annual follow-up visit using the
40

Structured Clinical Interview for DSM-IV.3 The follow-up
every 2 weeks included clinician-rated psychopathologic
assessments using the Hamilton Depression Rating Scale
21 items (HAMD-21)16 for diagnosing depression and
monitoring recovery. The scale has 21 items; of which
eight are scored on a 5-point scale from 0 (not present) to
4 (severe) and nine are scored from 0 to 2. The scoring is
based on the first 17 items only, which measure the severity
of the depression. The last four items do not measure the
severity of depression but highlight the areas that may be
related to depression such as paranoia or obsessional and
compulsive symptoms. The scale becomes qualitative when
more items are taken into account. Patients were allocated
into the melancholic group or the non-melancholic group
based on specific items such as excessive guilt, insomnia in
the early hours of the morning, retardation, agitation, loss of
weight, work and activities, and feelings of guilt. Response
to treatment was defined as ≥50% decrease in HAMD-21
score, and remission was defined as HAMD-21 score of ≤7.
Patients were treated at the discretion of the
psychiatrist-in-charge based on the international clinical
guidelines for the treatment of depression.17-19 In addition,
medication class, active compounds, dosage, and treatment
duration were recorded.
Statistical analyses were performed using SPSS
(Windows version 22; IBM Corp, Armonk [NY], US).
Melancholic and non-melancholic groups were compared
using t test for continuous variables and Fisher’s exact test
for categorical variables. Associations between nominal
variables were tested using the Chi-squared test.

Results
At baseline, patients with melancholic depression and
patients with non-melancholic depression were comparable
with respect to patient age, age of onset, sex, working status,
level of education, marital status, duration of hospitalisation,
family anamnesis, and duration of the current episode or
remission status. However, patients with melancholic
depression had higher HAMD-21 score (32.6 vs 23.13,
p < 0.001, Table 1).
All patients received antidepressant medication either
as monotherapy or co-medication, with 58% receiving
sedative compounds and 43% hypnotics. Antipsychotic
medications were offered to 44% of the patients.
At the final visit, 67.4% of patients responded to
treatment, and 48.97% achieved remission. Patients with
melancholic depression responded to treatment more often
than did patients with non-melancholic depression (81.3%
vs 69.04%, p = 0.0156, Table 1), whereas the two groups
were comparable in terms of remission status (50.55 vs
48.68%, p = 0.1943).
The relapse rate was higher in patients with
melancholic depression than in patients with nonmelancholic depression after 1 year (60% vs 45.01%,
p = 0.0599), 2 years (77.78% vs 60.36%, p = 0.0233), and
4 years (80% vs 64.45%, p = 0.0452) [Table 2].
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Table 1. Baseline variables in patients with melancholic depression versus patients with non-melancholic depression
Variable

Melancholic
Non-melancholic
depression (n = 98)* depression (n = 916)*

Female

56.12

Age, y

46.61 ± 4.69

44.92 ± 9.20

Duration of hospitalisation, d

53.22 ± 1.39

52.44 ± 5.54

Age of onset, y

39.25 ± 8.37

Degree of severity (ICD-10)

4 (4-4)

Baseline score of Hamilton Depression Rating Scale
21 items
Duration of current episode <1 y
Employed / jobless / retired
Education: without degree

37.74 ± 12.79
4 (3-4)

0.0923

0.1089

18.25

0.2676

37.6

0.2001

50.98

32.29
81.32
50.55

Melancholic at catamnesis

0.1267

84.03

55.91

Remission

0.2322

84.62
17.78

Response to treatment

0.1132

23.13 ± 6.1

57.26 / 26.39 / 16.34

Family anamnesis

0.1234

32.6 ± 6.08

54.88 / 23.17 / 21.95

Without partner

*

63.32

p Value

0

69.04
48.68
0.25

0.1433

0.1211

0.1654
0.0156
0.1943
0.2143

Data are presented as % of patients, mean ± standard deviation, or median (interquartile range)

Table 2. Relapse rates across the 4-year follow-up in patients with melancholic depression versus patients with nonmelancholic depression
Relapse
After 1 year

203 (46.56)

After 4 years

288 (66.06)

After 2 years

*

Overall*

Melancholic
depression (n = 98)*

Non-melancholic
depression (n = 916)*

p Value

35 (77.78)

236 (60.36)

0.0233

271 (62.16)

27 (60)

36 (80)

176 (45.01)

0.0599

252 (64.45)

0.0452

Data are presented as No. (%) of patients

Discussion
The results suggest that melancholic depression is neither
the result of age-related pathoplastic changes nor a severe
form of major depression. It has a specific course of illness,
and family anamnesis appears irrelevant in the progression
of both melancholic and non-melancholic depression.
Patients with melancholic depression had higher
baseline HAMD-21 score; these symptoms at presentation
were not necessarily as a function of increasing severity in
successive episodes or of advancing age. This is consistent
with the findings in a 25-year longitudinal comparison study
that examined the association between depressive subtypes
(endogenous versus neurotic depression).20 No evidence of
escalation from non-melancholic to melancholic episodes
was reported as a function of increasing age or of recurrence
East Asian Arch Psychiatry 2020, Vol 30, No.2

of depressive episodes. Similarly, a retrospective review
of long-term followed-up patients did not report any shift
from neurotic to psychotic episodes.21 In a 20-year highintensity follow-up study that measured the influence
of ageing and age of onset on the long-term persistence
of symptoms in major depression,22 the persistence of
depressive symptoms in major depressive disorder did not
change when individuals move from the third to the fifth
decade of life. Anhedonia and diurnal mood variation are
more marked in older patients with melancholia.23 There
may be some symptom-specific variation of presentation in
these patients.
Family anamnesis is not an essential requirement for
the syndromal identity of depression. To ‘breed true’ is a
Darwinian concept. It means that an illness has an overall
uniform clinical presentation in its pathology, clinical
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features, course, outcome, and whether it occurs in a set
or several sets of populations distributed across space and
time.
In the present study, the relapse rate steadily increased
yearly in both groups. This indicates consistency in the
clinical course and recurrence of symptoms in melancholia.
Patients with melancholic depression responded better to
the enhanced therapeutic interventions, but they relapsed
more often over the 4 years of follow-up. There was no
significant difference in remission rate between patients
with melancholic depression and patients with nonmelancholic depression. Our findings are in accordance
with those from the Sequenced Treatment Alternatives to
Relieve Depression study that reported similar remission
rate between different groups after adjustment for baseline
severity.24 Patients with melancholic depression have been
reported to have higher relapse rates and poor outcomes.25
Higher relapse rate in melancholia is associated with
emerging insensitivity to antidepressant medication.26 This
is consistent with our observation that a higher proportion
of patients with melancholic depression experienced severe
treatment-resistance. Our observations are consistent with
previous reports of differential efficacy of antidepressants
and electroconvulsive therapy among patients with
endogenous depression. Treatment resistance is significantly
associated with melancholic features.24 Thus, melancholic
depression runs a more protracted course and outcome.
In the present study, major depression and
melancholia differed significantly in terms of depression
severity as measured by the HAMD-21. This implies that
not all severe major depressions are melancholic in nature,
but that melancholia usually is severe. This is not surprising
given that the ICD-10 allows a diagnosis of melancholia
only in moderate to severe depression. Although there is
some overlap between severe depression and melancholia,
a diagnosis of melancholia requires fulfilment of more
HAMD-21 items, which may explain a higher score for
melancholic depression.
The higher response to treatment rate observed in
patients with melancholic depression was mainly driven
by the higher baseline severity, which is known to enhance
the response rate to biological treatments. One explanation
is that the chances of achieving ≥50% reduction of the
HAMD-21 score are higher when the baseline score is
higher. In contrast, remission is achieved more easily when
the baseline score is lower (closer to the cut-off HAMD-21
score of ≤7). So, if the higher response to treatment rate
observed in patients with melancholic depression was the
result of a higher baseline severity, a lower remission rate
would have been seen. In fact, patients with melancholic
depression had a higher (but not significantly) remission
rate. This argues against baseline severity as the sole
confounder.
In the past, melancholic depression was considered
to be just another form of severe major depression.14,27,28 In
contrast, the nature of the enquiry (eg, rating the severity
of features versus rating the characteristic features) can
42

influence the outcome, and a symptom-based strategy
may distinguish melancholic depression from nonmelancholic depression.29,30 Clinicians should be mindful
of the higher relapse rate and poor response to treatment
in long-term management of melancholic depression,
which differentiates from other types of depression. Thus,
the notion that melancholia is just another form of severe
depression is not supported by our findings or other recent
studies.
There are a few limitations to our study. A major
methodological shortcoming is the retrospective nature
of the study. Inter-rater reliability in scoring HAMD21, accuracy in family history, and missing data at the
3-year follow-up are other limitations. Results should
be interpreted with caution because poor prognosis of
patients with melancholic depression can be due to their
higher depression severity at the baseline. As the DSM
excludes melancholia as a separate disorder, we had to use
HAMD-21 criteria to identify these patients. Moreover, data
were collected for 4 years only, which may not be enough
to monitor the course of illness in some patients. This has
practical implication in diagnosis, treatment, and prevention
of the illness. An exact diagnosis is necessary for specific
clinical recommendations.31 With the correct diagnosis
of subtype of depression and appropriate treatment, the
distress related to the illness and its related psychological
and cognitive effects can be reversed.32-34

Conclusion
Melancholic depression has an identifiable constellation of
symptoms that are not simply the pathoplastic effect of age
or the result of a shift from non-melancholic to melancholic
clinical features in successive episodes. Furthermore,
melancholic depression does breed true as a syndrome in the
occurrence of its clinical features, in that it has consistent
clinical symptoms, course, and outcome. We advocate
including melancholia as its own illness entity in the next
edition of the DSM.
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