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ARTICLE INFO ABSTRACT

The aim of this study was to explore outcome to antidepressants profile in melancholic unipolar depression. We
conducted a systematic review of electronic databases and meta-analysis of randomized and nonrandomized
trials comparing: 1) outcome to antidepressants and placebo between melancholic and non-melancholic de-
pression; 2) outcome to different antidepressant classes in melancholic depression. Two outcomes were con-
sidered: clinical remission and response. Significant lower odds of remission to antidepressants in melancholic
than in non-melancholic depressions were found. Although no significant differences were observed in the re-
sponse to antidepressants between both subtypes of depression, those with melancholic features had lower odds
of response to placebo. Finally, treatment of melancholic depression with serotonin reuptake inhibitors was
associated with lower odds of remission compared with tricyclic antidepressants, and similar outcome compared
with venlafaxine. Melancholia seems to show a differential pattern of outcome to antidepressants, which could
be clinically valuable for a better implementation of personalized medicine of depression. Due to several lim-
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itations, further research is needed to support these preliminary findings.

1. Introduction

It has been proposed that major depressive disorder (MDD) is a
heterogeneous condition in which different constituent subtypes could
be identified (Baumeister and Parker, 2012; Ghaemi and Vohringer,
2011; Pstergaard et al., 2011). Nevertheless, studies have failed to find
a consistent pattern of association between MDD subtypes and response
to specific treatments. Consequently, current treatment guidelines do
not recommend any individualized treatment for these subtypes of
MDD (Bauer et al., 2013; Kennedy et al., 2016; NICE, 2009). Identifying
subtypes of MDD with differential outcomes to treatments would be
clinically valuable for a personalized medicine of depression
(Simon and Perlis, 2010).

Melancholic (also named primary, endogenous, or en-
dogenomorphic) depression, characterized by pervasive anhedonia
with lack of mood reactivity, psychomotor disturbances, and typical
vegetative symptoms (including early morning waking, diurnal varia-
tion with worse mood in the morning and weight loss), is one of the
most comprehensively explored subtypes of major depression.
Traditionally, melancholic depression has been associated with lower

response to placebo and greater response to antidepressants and elec-
troconvulsive therapy (Feinberg, 1992; Parker et al., 2010). Moreover,
prior good response to somatic therapies was introduced as a diagnostic
criterion for melancholic depression in DSM-III-R (APA, 1987). How-
ever, subsequent studies comparing efficacy of antidepressants between
melancholic and non-melancholic depression showed controversial re-
sults and small size differences. (for review see Brown, 2007). Metho-
dological factors such as the study design, the definition of melancholia
employed, differences in baseline features and in response rate to pla-
cebo were mentioned as possible explanations for these inconsistent
findings. For example, in the Sequenced Treatment Alternatives to
Relieve Depression (STAR-D) study (McGrath et al., 2008) and in the
International Study to Predict Optimized Treatment for Depression
(Day et al., 2015) patients with melancholic unipolar depression had a
decreased rate of remission with antidepressants compared to those
without melancholic features, but differences became non-significant
after adjusting for baseline characteristics. Regarding placebo, some
studies showed a differential response between melancholic and non-
melancholic depressions (Fairchild et al., 1986; Mazure et al., 1990;
Nelson et al., 1990). Furthermore, placebo response, rather than
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antidepressant response, has been proposed as the main differential
outcome between these patient groups by one literature review
(Brown, 2007).

On the other hand, a second group of investigations focused on the
outcome to different types of antidepressants in patients with melan-
cholic depression through prospective designs or post-hoc analyses of
samples of MDD patients. Although monoamine oxidase inhibitors
(MAOIs) were initially discouraged for the treatment of melancholia,
subsequent studies showed no differences when compared to tricyclic
antidepressants (TCAs) (for a review see Lecrubier and Guelfi, 1990).
Early studies with selective serotonin reuptake inhibitors (SSRIs)
showed lower efficacy of these drugs in melancholic depression when
compared to TCAs (for review see Perry, 1996; Amsterdam, 1998;
Ayuso-Gutiérrez, 2005). It was suggested, however, that these early
studies might have methodologically favoured TCAs given their short
length allowing a non-specific symptom reduction due to antic-
holinergic and antihistaminic side-effects (Amsterdam, 1998). More
recently, SSRIs-TCAs comparative studies in melancholic depression
found both better outcomes with TCAs (Navarro et al., 2001), no dif-
ferences (Sneed et al., 2014; Uher et al., 2011), or even better response
to SSRIs in younger adult patients (Joyce et al., 2003). Similar incon-
sistencies were reported in studies comparing outcomes between SSRIs
and newer antidepressants such as venlafaxine in patients with mel-
ancholic MDD (Clerc et al., 1994; Sheehan et al., 2009; Tzanakaki et al.,
2000). In addition to the methodological factors mentioned above, the
inconclusiveness of the results might be related to inadequate statistical
power (Simon and Perlis, 2010).

In order to overcome sample-size limitations and gain some insight
into the personalized medicine of depression, the aim of this study was
to combine, by meta-analytic procedures, results of studies comparing:
1) the outcome to antidepressants and placebo between patients with
melancholic and non-melancholic depression, and 2) the outcome to
different antidepressant types in melancholic depression.

2. Methods
2.1. Search strategy and study selection criteria

The present systematic review and meta-analysis was conducted in
accordance with the MOOSE and PRISMA guidelines (Liberati et al.,
2009; Moher et al., 2009). A comprehensive search of the literature was
performed using PubMed and PsycINFO databases covering the period
from January 1980 (1980 was selected as a date limit considering that
the publication of DSM-III enables to include studies with more precise
diagnostic criteria) to January 2017, using the following search
strategy: depressi* AND (melancholi* OR endogenous OR subtype)
AND (treatment OR therap* OR antidepress* OR placebo). The re-
ference lists of retrieved studies and systematic reviews on pharmaco-
logical treatment of MDD were cross-checked for further relevant in-
vestigations. No language restrictions were imposed on study selection;
both English and non-English articles were reviewed.

Randomized controlled trials and non-randomized trials published
between January 1980 and February 2017 were included in the present
review if they met the following criteria:

® Assessed patients older than 18 years old suffering from a major a
depressive episode.

e With diagnosis of MDD according to a specified diagnostic system
(i.e., International Classification of Diseases-ICD or the Diagnostic
and Statistical Manual of Mental Diseases-DSM). Studies containing
mixed samples of patients with unipolar and bipolar depression
were excluded if they did not report the results separately. When the
studies used the generic term “major depression” without specifying
the underlying disease and no supplementary information could be
gathered by contacting the authors, given the absence of explicit
statement of bipolarity, the sample was considered as unipolar
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(Zaninotto et al., 2016).

e Trials included had to define melancholic depression using a vali-
dated scale — Research Diagnostic Criteria-RDC (Spitzer et al.,
1978), DSM-III (APA, 1980), DSM-IV (APA, 1994), Newcastle Index
(Carney et al., 1965), etc. — For the purpose of this review, mel-
ancholia and endogenous depression were considered as synonyms.
In the studies containing different diagnostic criteria of melancholic
depression, those performed with specific diagnostic systems — i.e.
CORE (Parker and Hadzi-Pavlovic, 1996), Newcastle Index — were
prioritized.

e Compared outcome to antidepressants or placebo in patients with
melancholic and non-melancholic depression, or outcome to dif-
ferent types of antidepressants in melancholic depression.

® Provided data to estimate between-group odds ratios (OR) for the
outcome measure.

Non-randomized trials were included only if all melancholic and
non-melancholic patients were assigned to the same antidepressant
drug. Instead, non-randomized trials in which physicians could choose
between various drug treatments were not considered for inclusion, as
treatment selection might vary between melancholic and non-melan-
cholic depression in clinical practice (Gili et al., 2012; Parker et al.,
1992). If there were studies with overlapping content based on the same
patient sample, only the data from the study with the largest sample
were considered.

2.2. Data extraction and synthesis

Two independent reviewers (MPV and AGS) extracted data on each
study, and a third investigator (DJM) resolved any discrepancies.
Authors were contacted in case of any missing information.

Remission was selected as the main outcome for assessing the effi-
cacy of antidepressant agents in depressive patients with and without
melancholic features. Remission was proposed as the optimal outcome
of acute-phase therapy, in terms of restoration of functioning
(Lieberman et al., 2005). Given that there were only studies reporting
response (and not remission) to placebo between melancholic and non-
melancholic depression, the response to antidepressants among these
subgroups was added as a secondary outcome for comparative pur-
poses.

Regarding the comparative efficacy of different types of anti-
depressant agents in the treatment of MDD with melancholic features,
again remission was used as the main outcome. Remission has the ad-
vantage over response that avoids the confounding effect of non-spe-
cific symptom reduction due to side effects of some antidepressants
(Amsterdam, 1998). For purposes of these comparisons, MAOIs, TCAs,
and SSRIs were each considered as a group, while newer anti-
depressants were considered individually. Furthermore, meta-analytic
procedures were employed only when there were at least 3 studies
comparing the same antidepressant.

We used remission and response as dichotomous measures. In line
with previous recommendations (Rush et al, 2006), we defined remis-
sion using a total score threshold, and response as a percentage re-
duction in pre-treatment severity, using measures provided by in-
dividual studies (Tables 1 and 2). For remission, although individual
studies used different cut-off points, there was some consistency be-
tween them, with 17/20 based on Hamilton Depression Rating Scale
(HDRS) scores below 6 to 13 points. Similarly, 11/14 studies included
in the response analysis were based on baseline HDRS score reduction
greater than 50%.

2.3. Statistical analysis
All effect sizes were calculated as OR to indicate the risk of a po-

sitive or a negative outcome and were obtained together with their 95%
confidence intervals (CI). The DerSimonian & Laird random effects
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model (with the estimate of heterogeneity taken from the
Mantel-Haenszel model) was used to pool data in all the analyses
performed.

Heterogeneity between studies was assessed with the Q statistic
(Cochran, 1954). The 12 index (Higgins et al., 2003) was calculated to
describe the percentage of total variation across reports due to het-
erogeneity rather than chance. I? values of 25%, 50%, and 75% indicate
low, moderate, and high heterogeneity, respectively. We assessed the
presence of publication bias first by visual inspection of funnel plots
and, second, using Egger's regression asymmetry test (Egger et al.,
1997).

In our analysis of outcome to treatment in depressive patients with
and without melancholic features, to evaluate the potential effect of
baseline severity on the results, we performed a meta-regression ana-
lysis considering the differences in baseline HDRS score between groups
as a potential moderator.

A significance level of p < 0.05 was set for the random effects model
and homogeneity analyses. All analyses were performed in STATA v.
14.1.

3. Results

We identified 6067 studies, of which 154 were shortlisted for full-
text retrieval and 26 were finally included for the quantitative review
(Fig. 1). In most studies, melancholic/endogenous status was assessed
using DSM or similar criteria (i.e. RDC, Inventory of Depressive
Symptomatology-IDS, ICD) (Biziere and Berger, 1990; Bobo et al., 2011;
Davidson et al., 1988; Fairchild et al., 1986; Fava et al., 1997; Lin et al.,
2016; McGrath et al., 2008; Mulsant et al., 2001; Nelson et al., 1990; O’
Brien et al., 1993; Peselow et al., 1992; Roose et al., 1994; Rush et al.,
2008; Sandor et al., 1998; Sheehan et al., 2009; Stewart et al., 1985;
Tzanakaki et al., 2000). Fewer studies used other diagnostic systems
instead of, or additionally to, DSM: Newcastle index (Bouchard et al.,
1987; Danish University Antidepressant Group, 1990, 1986; Georgotas
et al., 1987; Guillibert et al., 1989; Navarro et al., 2001; Sneed et al.,
2014), Diagnostic Melancholia Scale (Licht and Qvitzau, 2002) and
CORE system (Day et al., 2015) (Tables 1 and 2).

Analysis of depressed patients with and without melancholic

6065 records identified through
database searching

Psychiatry Research 265 (2018) 100-110

features included 20 studies that assessed remission/response to anti-
depressant agents and 4 studies of response to placebo. Main char-
acteristics of these studies are summarized in Table 1.

Analysis of efficacy of different types of antidepressants in patients
with melancholic features included 9 studies comparing the efficacy of
SSRI and TCA agents and 3 studies between SSRI agents and venla-
faxine. Main characteristics of these studies are summarized in Table 2.
No studies comparing other antidepressants met inclusion criteria.

3.1. Antidepressant remission rates according to depressive subtype

A total of 17 studies comprising 6,030 patients (1,696 presenting
with melancholic features) were considered for the remission rates
meta-analysis. Melancholic features were significantly associated with a
lower likelihood of remitting from the depressive episode compared to
patients without melancholic features (OR 0.71, 95% CI 0.56 to 0.88)
during a weighted mean follow-up period of 10.6 weeks (Fig. 2). Het-
erogeneity was moderate (I? test = 43.1%). Because the patients from
the study by Rush et al. (2008) were also included in the study by
McGrath et al. (2008), (first and second phase of the STAR-D, respec-
tively), to avoid overrepresentation of the STAR-D patients, we per-
formed further analysis excluding the study by Rush et al. (2008). In
this analysis, the differences in the odds of remission remained sig-
nificant (OR 0.73, 95% CI 0.58 to 0.92).

Meta-regression analysis was used to adjust for the potential con-
founding effect on antidepressant remission rates of baseline differences
in depressive symptoms severity between melancholic and non-mel-
ancholic patients. All the studies that assessed baseline severity, and
were therefore included in this analysis, used the HDRS. Differences in
baseline depressive symptom severity were not a statistically significant
predictor of clinical remission in the meta-regression analysis (regres-
sion coefficient 0.10, 95% CI —0.37 to 0.21, p = 0.51).

3.2. Placebo and antidepressant response rates according to depressive
subtype

Four studies comprising 204 depressive patients (75 presenting with
melancholic features) were considered for the placebo analysis. Main

2 additional records identified from
references of selected studies

6067 records screened

5913 records excluded after
title/abstract review

A4

154 full-text articles d
for eligibility

N

4
26 studies included

128 full-text articles excluded
11 did not assess melancholia
59 did not report results for melancholic and non-melancholic groups separately
4 non-randomized trials in which treatment modality was selected by clinicia's criteria
10 did not define melancholia based on standardized diagnostic system
9 did not assess outcomes based on standardized measures
22 provided insufficient information for meta-analysis
4 assessed maintenance treatment
3 reporte data from the same sample of an included study
6 included patients with diagnosis other than MDD

v

23 studies comparing response/remission between
melancholic and non-melancholic depression
To antidepressants (n=20)

To placebo (n =4)

12 studies comparing remission rates
in melancholic depression
SSRIs vs. TCAs (n=9)

SSRIs vs. Venlafaxine (n=3)

Fig. 1. Flowchart of the stepwise procedure for study selection.
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Remission in melancholic and non-melancholic depression
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Study OR (95 % CI) Weight(%)
Bobo et al. (2011) —_—— 0.71(0.47,1.08) 11.09
Bouchard et al. (1987) —_— e 0.61(0.26,1.46) 4.91
Day et al. (2015) —_— 0.53(0.38,0.74) 12.70
Danish University Antidepressant Group (1986) —————— 1.85(0.74,4.63) 4.49
Danish University Antidepressant Group (1990) ! - 1.47(0.57,3.80) 4.27
Fava et al. (1997) —l 0.69(0.35,1.34) 6.94
Georgotas et al. (1987) < : 0.40(0.11,1.49) 2.52
McGrath et al. (2008) —— 0.75(0.61,0.92) 15.61
Mulsant et al. (2001) —_— 1.00(0.48,2.10) 6.10
Navarro et al. (2001) - | 0.15(0.04,0.64) 217
Nelson et al. (1990) - ! 0.21(0.06,0.70) 2.83
O'Brien et al. (1993) o 0.81(0.26,2.56) 3.17
Peselow et al. (1992) B B — 1.16(0.55,2.45) 6.01
Roose et al. (1994) -~— 0.51(0.17,1.53) 3.39
Rush et al. (2008) —_—— 0.43(0.21,0.89) 6.18
Sandor et al. (1998) - . 0.34(0.08,1.50) 2.06
Sneed et al. (2014) E——o— 1.56(0.71,3.43) 5.58
Overall (I-squared=43.1%, p=0.030) Q 0.71(0.56,0.88) 100.00
Favours non-melancholic depression  Favours melancholic depression

NOTE: Weights are from random effects analysis
Response in melancholic and non-melancholic depression

Study OR (95 % ClI) Weight(%)

:
Biziere & Berger (1990) ——— 1.19(0.85,1.65) 15.37
Bobo et al. (2011) —_— 1.04(0.70,1.54) 13.33
Bouchard et al. (1987) — 0.70(0.26,1.85) 3.98
Day et al. (2015) —_— : 0.64(0.46,0.89) 15.22
Licht & Qvitzau (2012) —o-:-— 0.84(0.52,1.35) 10.94
Lin et al. (2016) i + 2.75(1.18,6.44) 4.99
McGrath et al. (2008) —0—5- 0.84(0.71,1.00) 21.24
Peselow et al. (1992) —_——— 0.76(0.40,1.45) 7.54
Sandor et al. (1998) + 0.95(0.22,4.19) 1.89
Sneed et al. (2014) : - 1.81(0.82,4.03) 5.49
Overall (I-squared=49.8%, p=0.036) <> 0.95(0.77,1.18) 100.00
1

Favours non-melancholic depression

NOTE: Weights are from random effects analysis

Favours melancholic depression

Fig.2. Forest plots for clinical remission and clinical response in trials comparing outcome to antidepressants in melancholic and non-melancholic depression.

Note: weights are from random effects analysis.

characteristics of these studies are summarized in Table 1. Patients with
melancholic features were less likely to show response to placebo than
patients without melancholic status (OR 0.17, 95% CI 0.04 to 0.68)
during a weighted mean follow-up period of 5.8 weeks. Heterogeneity
was low (I* = 23.3%).

A total of 10 studies comprising 5,570 patients (1,801 presenting
with melancholic features) were considered for the antidepressant re-
sponse rates meta-analysis. Melancholic features were not associated
with diminished likelihood of responding to antidepressant treatment
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(OR 0.95, 95% CI 0.77 to 1.18) during a weighted mean follow-up
period of 10 weeks (Fig. 2). Heterogeneity was moderate (12 = 49.8%).
Differences in the odds of response remained non-significant (OR 0.89,
95% CI 0.75 to 1.06) after reducing heterogeneity by the exclusion of
the study by Lin et al. (2016) (1% = 27.8%; Q-Test p = 0.20).
Differences in baseline depressive symptom severity between mel-
ancholic and non-melancholic depression were not a statistically sig-
nificant predictor of clinical response to antidepressants in the meta-
regression analysis (regression coefficient 0.07, 95% CI —0.11 to 0.25,
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Remission to SSRIs and TCAs in melancholic depression
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Study OR (95% Cl) Weight (%)
i
Bouchard et al,.(1987 ) | ——— 1.73 (0. 55, 5. 47) 1291
Danish University Antidepressant Group (1986) —_— 0.32(0.12, 0. 81) 1515
Danish University Antidepressant Group (1990) —o—:— 0.27 (0. 10, 0. 70) 14.83
Guilibert et al. (1989) —:—.-— 0.73 (0. 28, 1. 89) 15.0 4
Mulsant et al,.(2001) —:-o—— 0.65 (0. 24, 1. 73) 14.6 3
Navarro et al. (2001) - ' 0.03 (0. 00, 0. 68) 353
Roose et al. (1994) . : 0.05 (0. 01, 0. 43) 6.01
Sandor et al. (1998) E - 1.33 (0. 18,10 .12) 6.61
Sneed et al. (2014) — 0.34 (0. 09, 1. 28) 11.29
Overall (I-squared=51.4%, p=0.036) Q 0.44 (0. 24, 0. 82) 100.00
1
Favours TCAs  Favours SSRIs
NOTE: Weights are from random effects analysis
Remission to SSRIs and venlafaxine in melancholic depression
Study OR (95% Cl) Weight (%)
i
Bobo et al. (2011) . * 1.90(0.7 8,46 2) 29. 56
Sheehan et al. (2009) <+ : 0.58(0.29,1.17) 36. 80
Tzanakaki et al. (2000) - : 0.81(037,177) 33.65
1 >
Overall (I-squared=53.8 %, p=0. 115) : 0.92(047,180) 100. 00
1

Favours venlafaxine
NOTE: Weights are from random effects analysis

SSRIs=serotonin selective reuptake inhibitors; TCAs=tricyclic antidepressants

Favours SSRIs

Fig.3. Forest plots for clinical remission in trials comparing outcome to antidepressants in melancholic depression.

Note: weights are from random effects analysis.

SSRls = serotonin selective reuptake inhibitors; TCAs = tricyclic antidepressants.

p = 0.39).

3.3. Efficacy to different antidepressant agents in patients with melancholic
features

Nine studies comprising 450 melancholic patients (223 receiving a
SSRI agent and 227 receiving a TCA agent) compared the efficacy of
SSRI and TCA drugs in the treatment of depressive patients with mel-
ancholic features. Melancholic patients receiving a SSRI agent were
significantly less likely to achieve remission when compared to mel-
ancholic patients receiving a TCA agent (OR 0.44, 95% CI 0.24 to 0.82)
during a weighted mean follow-up period of 7.2 weeks (Fig. 3). Het-
erogeneity was moderate (12 = 51.4%). After removal of 2 outliers
(Navarro et al., 2001; Roose et al., 1994) heterogeneity diminished
significantly (I* = 32.8%; Q-test p = 0.18) and differences remained
significant (OR 0.55, 95% CI 0.33-0.93).

Three studies comprising 387 melancholic patients (195 receiving
SSRI agent and 192 receiving a venlafaxine) compared the efficacy of
SSRI agents and venlafaxine in melancholic patients. No significant
differences between these two groups of antidepressant agents were
found (OR 0.92, 95% CI 0.47 to 1.80) during a weighted mean follow-
up period of 7.4 weeks (Fig. 3). Heterogeneity was moderate
(12 = 54%), however the null hypothesis of homogeneity was not re-
jected (Q-test p = 0.12).

3.4. Publication bias

Due to the nature of our analyses, publication bias assessment was
only performed for studies evaluating comparative efficacy of SSRI and
TCA or venlafaxine. We found evidence of publication bias in none of
both analyses (Egger's test p = 0.52 and 0.09, respectively).

4. Discussion

This study meant to explore outcome-to-antidepressants profile in
melancholia. In order to achieve a more valid pattern of results, we
tried to conduct our study based on Consensus Guidelines for
Evaluating Quantitative Reviews of Antidepressant Efficacy
(Lieberman et al., 2005). However, some recommendations were not
followed (e.g. minimum number of patients per arm) as a result of the
scarcity of studies on treatment efficacy in melancholia. Additionally,
further issues must be considered when interpreting the findings. First,
a major concern is the variability of the criteria used to define melan-
cholic depression across included studies, some based on cross-sectional
symptomatology (i.e. RDC, DSM-III, DSM-IV), whereas other focused on
psychomotor disturbances (i.e. CORE scale), and others, as DSM-III-R or
Newcastle Index, also consider features of previous course, pre-
cipitating factors, and previous response to treatment. Thus, it can be
seen how prevalence of melancholic depression varies within one study
(Georgotas et al., 1987), or between different studies based on the same
sample of patients (Arnow et al., 2015; Day et al., 2015), depending on
the diagnostic criteria used. Furthermore, DSM criteria for melancholic
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features have been criticized for overlapping with major depression
criteria, providing improper differentiation of those melancholic and
non-melancholic patients (Parker, 2011). Leaving aside controversies
regarding what the best way to define melancholia is (Fink and Taylor,
2007; Parker and Paterson, 2014), it is important to note that the dif-
ferent criteria may contribute to the heterogeneity of the results on the
efficacy of antidepressants. The use of a polydiagnostic approach has
been proposed as a useful tool to control for the variance due to dif-
ferences among diagnostic schedules (Maier et al., 1989). Second, most
studies found greater baseline severity of depressive symptoms in
melancholic patients, which tends to be solved statistically adjusting
the outcome to antidepressants for this measure (Bobo et al., 2011; Day
et al., 2015; Fava et al., 1997; Georgotas et al., 1987; McGrath et al.,
2008; Nelson et al., 1990). Nevertheless, this procedure could lead to a
misinterpretation of the results as a consequence of the structure of
scales commonly used to assess symptomatic severity, such as the HDRS
or the Montgomery-Asberg Depression Rating Scale (Cusin et al., 2010;
Stewart et al., 2007). In fact, many of the items that contribute to de-
pression severity represent melancholic features themselves (i.e. in-
somnia, decreased appetite and weight, as well as psychomotor dis-
turbances) while reversed symptoms, more prevalent in non-
melancholic depression (i.e. hypersomnia, increased appetite, weight
gain) are under-represented in these scales. Therefore, adjusting for
differences in baseline symptomatic severity is, at least in part, ad-
justing for those features that distinguish melancholic from non-mel-
ancholic depressions, with the consequent risk of nullifying valid re-
sults. Thus, it would be advisable for further studies to use scales with a
balanced number of items of melancholic and non-melancholic de-
pression or, alternatively, a sub-score of non-melancholic items to
measure baseline symptomatic severity. Finally, to summarize the lit-
erature data, we grouped all antidepressants in the analysis by com-
paring remission/response in melancholic and non-melancholic de-
pression, and then by drug class (i.e. SSRIs, TCAs) to compare the
efficacy in melancholic depression. However, some data indicate that
neither all SSRIs (Amsterdam, 1998) nor all TCAs (Anderson, 1998;
Perry, 1996) could be equally effective in the treatment of melancholia.
On the whole, there is an important source of heterogeneity in the in-
dividual studies included in our quantitative review, and the paucity of
research on this topic prevents us from using more homogeneous study
groups. Therefore, the results of our study, based on the literature
available to date, should be considered preliminary and as a source of
questions for future research, rather than as firm conclusions regarding
this subject.

A first aim of this review was to compare outcomes to anti-
depressants and placebo between melancholic and non-melancholic
depression. Regarding antidepressants, patients with melancholic de-
pression showed lower odds of remission. As mentioned above, a
greater severity of baseline depressive symptomatology could con-
tribute to this finding, especially in studies with short follow-up per-
iods. Eight of the studies included in the remission analysis (Bobo et al.,
2011; Day et al., 2015; Fava et al., 1997; McGrath et al., 2008; O'Brien
et al., 1993; Peselow et al.,, 1992; Sandor et al., 1998; Sneed et al.,
2014) reported baseline severity of depressive symptomatology, with a
mean difference of 3.55 (95% CI 2.36-4.74) points higher in melan-
cholic depressions. However, the results of our meta-regression ana-
lyses suggest that these differences do not entirely account for the lower
odds of remission in melancholic depression. An alternative explanation
is that a longer time to remission with antidepressants may be an in-
trinsic feature of melancholic depression (Parker et al., 2013). A recent
study using latent class analysis reported that depressions with mel-
ancholic features took significantly longer time to remission (11.3
weeks) than the other types of depression identified (6.6-8.6 weeks)
even when influence of baseline symptoms was controlled
(Biihler et al., 2014).

On the other hand, there was no difference in the odds of response

to antidepressants between melancholic and non-melancholic
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depressions. Differences in our results between response and remission
to antidepressants might be partly explained by the lesser influence of
baseline severity on chances of achieving response, as it is defined as a
proportional change in this measure (Tedlow et al., 1998). Likewise,
even when melancholic depression takes longer until remission, the
mean time of trials (usually 5-8 weeks) may be sufficient for a 50%
reduction in baseline depressive symptomatology, thus equating the
odds of response to antidepressants between both depression subtypes.
It is worth noting that, unlike the case of response to antidepressants,
our results showed that there is a lower response to placebo in mel-
ancholic depression. This result agrees with 2 observational studies
reporting lower response rates to 1-2 weeks of hospitalization without
active-drug treatment after controlling for baseline severity of depres-
sive symptoms in melancholic compared to non-melancholic patients
(Maier et al., 1988; Nelson et al., 1990). It has been proposed that the
extent to which antidepressants outperform placebo (which controls for
non-pharmacological aspects) can be used to index the “true” phar-
macological effect of these medications in clinical settings
(Fournier et al., 2010). Unfortunately, almost none of the original
studies include a placebo arm, which prevents us from making a more
accurate discernment of the effect of the active drug. A notable ex-
ception is the study by Peselow et al. (1992), in which patients with
melancholic and non-melancholic depression had relatively similar
rates of response to antidepressants (54% and 61%, respectively), al-
though they differed in response to placebo (23% and 43%, respec-
tively). Similarly, in another study conducted on a mixed sample of
unipolar and bipolar II patients (Heiligenstein et al., 1994), response
rates were significantly higher in the antidepressant arm than in the
placebo arm in depressed patients with melancholic features (71% and
30%, respectively) but not in patients without those features (50% and
60%, respectively). These results, together with those in our review,
provide preliminary evidence that the "true" effect of antidepressants
may be greater in patients with melancholic depression. Likewise, it
suggests the need to evaluate the differential rate of response to active
drug/placebo rather than the raw score of response to antidepressants
in studies comparing melancholic and non-melancholic depression.
Again, these studies should employ an adequate measure of baseline
symptomatology in order to rule out that severity instead of depression
subtypes, accounted for the differential rate of response to anti-
depressant-placebo (Fournier et al., 2010; Kirsch et al., 2008). In any
case, our findings might suggest that the variability of results among
RCTs evaluating the efficacy of antidepressants in MDD may depend, at
least in part, of the proportion of patients with melancholic features
included. If this were the case, reporting the proportion of patients with
melancholic features included in RCTs on MDD could improve the
comparability of the results between studies.

The second aim of this review was to compare the odds of remission
to different types of antidepressants in melancholic depression. This
analysis could be performed only by comparing SSRIs vs. TCAs and
SSRIs vs. venlafaxine, as there were not enough studies to compare
other antidepressants. First, melancholic patients treated with SSRIs
had significantly lower odds of achieving remission than patients
treated with TCAs. Since remission was used as the main outcome, it is
unlikely that this result could be attributed to the non-specific symptom
reduction of TCAs due to anticholinergic and antihistaminic side effects.
This result agrees with those of early studies (Anderson, 1998; Perry,
1996) and suggests that melancholic MDD patients may benefit more
from treatment with TCAs than with SSRIs. Despite this general pattern,
it is important to re-emphasize that our analysis does not allow us to
distinguish efficacy among different TCAs. Some authors have sug-
gested that among TCAs, the tertiary amines could be more effective
than the secondary amines for melancholic MDD (Anderson, 1998;
Perry, 1996) which could be the focus of future studies. In contrast to
TCAs, there were no differences in the odds of remission between SSRI
and venlafaxine. It is important to note that this result is based on the
analysis of only 3 studies, in one of which venlafaxine was used
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concomitantly with mirtazapine (Bobo et al., 2011). Nevertheless, our
results are consistent with those of the second step of STAR-D study, in
which melancholic features were not associated with differences in
remission between patients randomized to sertraline or venlafaxine-
extended release (Rush et al., 2008), and with those of another recent
large study in which melancholia was not a significant differential
moderator of remission to venlafaxine-extended release (relatively low
dose), escitalopram, or sertraline in patients with MDD (Day et al.,
2015).

In summary, there is a relative paucity of studies that have focused
on melancholia despite several decades of research in the anti-
depressant treatment of MDD. The preliminary results of our review
suggest that melancholic unipolar depression could distinguish a sub-
type of MDD with a differential pattern of outcome to antidepressants:
lower rate of remission and greater rate of differential response to ac-
tive drug/placebo. Moreover, our preliminary results show that not all
antidepressants may be equally effective for this depressive subtype,
with TCAs showing higher efficacy than SSRIs. Therefore, melancholia
appears as an interesting target to improve our knowledge about per-
sonalized medicine of MDD. Future studies on outcome-to-treatment
between melancholic and non-melancholic depression may not be re-
stricted to antidepressants but extended to other drugs commonly used
in the treatment of MDD such as mood stabilizers and antipsychotics.

Financial support

This research received no specific grant from any funding agency,
commercial or not-for-profit sectors.

Conflict of interest
None.
References

Amsterdam, J., 1998. Selective serotonin reuptake inhibitor efficacy in severe and mel-
ancholic depression. J. Psychopharmacol. 12, S99-111.

Anderson, 1., 1998. SSRIS versus tricyclic antidepressants in depressed inpatients: a meta-
analysis of efficacy and tolerability. Depress. Anxiety 7, 11-17.

APA, 1994. Diagnostic and Statistical Manual of Mental Disorders (DSM-IV), fourth ed.
Washington, DC.

APA, 1987. Diagnostic and Statistical Manual of Mental Disorders (DSM-III-R), third ed.
Revise. American Psychiatric Association, Washington, DC.

APA, 1980. Diagnostic and Statistical Manual of Mental Disorders (DSM-III), third ed.
American Psychiatric Association, Washington, DC.

Arnow, B., Blasey, C., Williams, L., Palmer, D., Rekshan, W., Schatzberg, A., Etkin, A.,
Kulkarni, J., Luther, J., Rush, A., 2015. Depression subtypes in predicting anti-
depressant response: a report from the iSPOT-D trial. Am. J. Psychiatry 172,
743-750.

Ayuso-Gutiérrez, J., 2005. Depressive subtypes and efficacy of antidepressive pharma-
cotherapy. World J. Biol. Psychiatry 6, 31-37.

Bauer, M., Pfennig, A., Severus, E., Whybrow, P., Angst, J., Moller, H., 2013. World
Federation of Societies of Biological Psychiatry (WFSBP) guidelines for biological
treatment of unipolar depressive disorders, part 1: update 2013 on the acute and
continuation treatment of unipolar depressive disorders. World J. Biol. Psychiatry 14,
334-385.

Baumeister, H., Parker, G., 2012. Meta-review of depressive subtyping models. J. Affect.
Disord. 139, 126-140.

Biziére, K., Berger, M., 1990. Efficacy of a reversible monoamine oxidase-A inhibitor
versus imipramine in subgroups of depressed patients. Acta Psychiatr. Scand. Suppl.
360, 59-60.

Bobo, W., Chen, H., Trivedi, M., Stewart, J., Nierenberg, A., Fava, M., Kurian, B., Warden,
D., Morris, D., Luther, J., Husain, M., Cook, 1., Lesser, 1., Kornstein, S., Wisniewski, S.,
Rush, A., Shelton, R., 2011. Randomized comparison of selective serotonin reuptake
inhibitor (escitalopram) monotherapy and antidepressant combination pharma-
cotherapy for major depressive disorder with melancholic features: a CO-MED report.
J. Affect. Disord. 133, 467-476.

Bouchard, J., Delaunay, J., Delisle, J., Grasset, N., Mermberg, P., Molczadzki, M., Pagot,
R., Richou, H., Robert, G., Ropert, R., Schuller, E., Verdeau-Paillés, J., Zarifian, E.,
Hopfner Petersen, H., 1987. Citalopram versus maprotiline: a controlled, clinical
multicentre trial in depressed patients. Acta Psychiatr. Scand. 76, 583-592.

Brown, W., 2007. Treatment response in melancholia. Acta Psychiatr. Scand. Suppl. 115,
125-129.

Biihler, J., Seemiiller, F., Lage, D., 2014. The predictive power of subgroups: an empirical
approach to identify depressive symptom patterns that predict response to treatment.

109

Psychiatry Research 265 (2018) 100-110

J. Affect. Disord. 163, 81-87.

Carney, M., Roth, M., Garside, R., 1965. The diagnosis of depressive syndromes and the
prediction of E.C.T. response. Br. J. Psychiatry J. Ment. Sci 111, 659-674.

Clerc, G., Ruimy, P., Verdeau-Pallés, J., 1994. A double-blind comparison of venlafaxine
and fluoxetine in patients hospitalized for major depression and melancholia. Int.
Clin. Psychopharmacol. 9, 139-143.

Cochran, W., 1954. The combination of estimates from different experiments. Biometrics
10, 101.

Cusin, C., Yang, H., Yeung, A., Fava, M., 2010. Rating scales for depression,. In: Baer, L.,
Blais, M. (Eds.), Handbook of Clinical Rating Scales and Assessment in Psychiatry and
Mental Health. Humana Press, pp. 7-35.

Danish University Antidepressant Group, 1990. Paroxetine: a selective serotonin reuptake
inhibitor showing better tolerance, but weaker antidepressant effect than clomipra-
mine in a controlled multicenter study. J. Affect. Disord. 18, 289-299.

Danish University Antidepressant Group, 1986. Citalopram: clinical effect profile in
comparison with clomipramine. A controlled multicenter study.
Psychopharmacology (Berl). 90, 131-138.

Davidson, J., Giller, E., Zisook, S., Overall, J., 1988. An efficacy study of isocarboxazid
and placebo in depression, and its relationship to depressive nosology. Arch. Gen.
Psychiatry 45, 120-127.

Day, C., Rush, A., Harris, A., Boyce, P., Rekshan, W., Etkin, A., DeBattista, C., Schatzberg,
A., Arnow, B., Williams, L., 2015. Impairment and distress patterns distinguishing the
melancholic depression subtype: an iSPOT-D report. J. Affect. Disord. 174, 493-502.

Egger, M., Davey Smith, G., Schneider, M., Minder, C., 1997. Bias in metaanalysis de-
tected by a simple, graphical test. Br. Med. J. 315, 629-634.

Fairchild, C., Rush, A., Vasavada, N., Giles, D., Khatami, M., 1986. Which depressions
respond to placebo? Psychiatry Res 18, 217-226.

Fava, M., Uebelacker, L., Alpert, J., Nierenberg, A., Pava, J., Rosenbaum, J., 1997. Major
depressive subtypes and treatment response. Biol. Psychiatry 42, 568-576.

Feinberg, M., 1992. Comment: subtypes of depression and response to treatment. J.
Consult. Clin. Psychol 60, 670-674.

Fink, M., Taylor, M., 2007. Resurrecting melancholia. Acta Psychiatr. Scand. Suppl 115,
14-20.

Fournier, J., DeRubeis, R., Hollon, S., Dimidjian, S., Amsterdam, J., Shelton, R., Fawcett,
J., 2010. Antidepressant drug effects and depression severity: a patient-level meta-
analysis. JAMA 303, 47-53.

Georgotas, A., McCue, R., Cooper, T., Chang, L., Mir, P., Welkowitz, J., 1987. Clinical
predictors of response to antidepressants in elderly patients. Biol. Psychiatry 22,
733-740.

Ghaemi, S., Vohringer, P., 2011. The heterogeneity of depression: an old debate renewed.
Acta Psychiatr. Scand. 124, 497.

Gili, M., Roca, M., Armengol, S., Asensio, D., Garcia-Campayo, J., Parker, G., 2012.
Clinical patterns and treatment outcome in patients with melancholic, atypical and
non-melancholic depressions. PLoS One 7, e48200. http://dx.doi.org/10.1371/
journal.pone.0048200.

Guillibert, E., Pelicier, Y., Archambault, J., Chabannes, J., Cierc, G., Desvilles, M.,
Guibert, M., Pagot, R., Poisat, J., Thobie, Y., 1989. A double-blind, multicentre study
of paroxetine versus clomipramine in depressed elderly patients. Acta Psychiatr.
Scand. Suppl. 350, 132-134.

Heiligenstein, J., Tollefson, G., Faries, D., 1994. Response patterns of depressed out-
patients with and without melancholia: a double-blind, placebo-controlled trial of
fluoxetine versus placebo. J. Affect. Disord. 30, 163-173.

Higgins, J., Thompson, S., Deeks, J., Altman, D., 2003. Measuring inconsistency in meta-
analyses. Br. Med. J. 327, 557-560.

Joyce, P., Mulder, R., Luty, S., McKenzie, J., Rae, A., 2003. A differential response to
nortriptyline and fluoxetine in melancholic depression: the importance of age and
gender. Acta Psychiatr. Scand. 108, 20-23.

Kennedy, S., Lam, R., McIntyre, R., Tourjman, S., Bhat, V., Blier, P., Hasnain, M., Jollant,
F., Levitt, A., MacQueen, G., McInerney, S., McIntosh, D., Milev, R., Miiller, D.,
Parikh, S., Pearson, N., Ravindran, A., Uher, R., 2016. Canadian Network for Mood
and Anxiety Treatments (CANMAT) 2016 clinical guidelines for the management of
adults with major depressive disorder: section 3. Pharmacological Treatments. Can. J.
Psychiatry 61, 540-560.

Kirsch, I., Deacon, B., Huedo-Medina, T., Scoboria, A., Moore, T., Johnson, B., 2008.
Initial severity and antidepressant benefits: a meta-analysis of data submitted to the
Food and Drug Administration. PLoS Med 5, e45.

Lecrubier, Y., Guelfi, J., 1990. Efficacv of reversible inhbitors of monoamine oxidase-A in
various forms of depression. Acta Psychiatr. Scand. Suppl. 360, 18-23.

Liberati, A., Altman, D., Tetzlaff, J., Mulrow, C., Getzsche, P., Ioannidis, J., Clarke, M.,
Devereaux, P., Kleijnen, J., Moher, D., 2009. The PRISMA statement for reporting
systematic reviews and metaanalyses of studies that evaluate health care interven-
tions: explanation and elaboration. J. Clin. Epidemiol. 62, el-e34.

Licht, R., Qvitzau, S., 2002. Treatment strategies in patients with major depression not
responding to first-line sertraline treatment. Psychopharmacology (Berl) 161,
143-151.

Lieberman, J., Greenhouse, J., Hamer, R., Krishnan, K., Nemeroff, C., Sheehan, D., Thase,
M., Keller, M., 2005. Comparing the effects of antidepressants: consensus guidelines
for evaluating quantitative reviews of antidepressant efficacy.
Neuropsychopharmacology 30, 445-460.

Lin, C., Huang, C., Liu, S., 2016. Melancholic features in inpatients with major depressive
disorder associate with differential clinical characteristics and treatment outcomes.
Psychiatry Res 238, 368-373.

Maier, W., Heuser, L., Philipp, M., Schlegel, S., Benkert, O., 1988. Diagnostic determinants
of short-term spontaneous course of major depression. Psychiatry Res 23, 117-118.

Maier, W., Philipp, M., Schlegel, S., Heuser, 1., Wiedemann, K., Benkert, O., 1989.
Diagnostic determinants of response to treatment with tricyclic antidepressants: a


http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0001
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0001
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0002
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0002
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0003
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0003
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0004
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0004
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0005
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0005
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0006
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0006
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0006
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0006
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0007
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0007
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0008
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0008
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0008
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0008
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0008
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0009
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0009
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0010
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0010
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0010
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0011
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0011
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0011
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0011
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0011
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0011
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0012
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0012
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0012
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0012
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0013
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0013
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0014
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0014
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0014
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0015
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0015
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0016
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0016
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0016
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0017
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0017
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0018
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0018
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0018
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0019
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0019
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0019
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0020
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0020
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0020
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0021
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0021
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0021
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0022
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0022
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0022
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0023
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0023
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0024
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0024
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0025
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0025
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0026
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0026
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0027
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0027
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0028
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0028
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0028
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0029
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0029
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0029
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0030
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0030
http://dx.doi.org/10.1371/journal.pone.0048200
http://dx.doi.org/10.1371/journal.pone.0048200
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0032
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0032
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0032
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0032
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0033
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0033
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0033
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0034
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0034
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0035
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0035
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0035
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0036
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0036
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0036
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0036
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0036
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0036
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0037
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0037
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0037
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0038
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0038
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0039
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0039
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0039
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0039
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0040
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0040
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0040
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0041
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0041
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0041
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0041
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0042
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0042
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0042
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0043
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0043
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0044
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0044

M.P. Valerio et al.

polydiagnostic approach. Psychiatry Res 30, 83-93.

Mazure, C., Nelson, J., Jatlow, P., 1990. Predictors of hospital outcome without anti-
depressants in major depression. Psychiatry Res 33, 51-58.

McGrath, P., Khan, A., Trivedi, M., Stewart, J., Morris, D., Wisniewski, S., Miyahara, S.,
Nierenberg, A., Fava, M., Rush, A., 2008. Response to a selective serotonin reuptake
inhibitor (citalopram) in major depressive disorder with melancholic features: a
STAR*D report. J. Clin. Psychiatry 69, 1847-1855.

Mobher, D., Liberati, A., Tetzlaff, J., Altman, D., 2009. Preferred reporting items for sys-
tematic reviews and metaanalyses: the PRISMA statement. Ann. Intern. Med. 151,
264-269.

Mulsant, B., Pollock, B., Nebes, R., Miller, M., Sweet, R., Stack, J., Houck, P., Bensasi, S.,
Mazumdar, S., Reynolds 3rd, C., 2001. A twelve-week, double-blind, randomized
comparison of nortriptyline and paroxetine in older depressed inpatients and out-
patients. Am. J. Geriatr. Psychiatry 9, 406-414.

Navarro, V., Gasto, C., Torres, X., Marcos, T., Pintor, L., 2001. Citalopram versus nor-
triptyline in late-life depression: a 12-week randomized single-blind study. Acta
Psychiatr. Scand. 103, 435-440.

Nelson, J., Mazure, C., Jatlow, P., 1990. Does melancholia predict response in major
depression? J. Affect. Disord 18.

NICE, 2009. Depression in adults. Recognition and Management [WWW Document].
www.nice.org.uk/guidance/cg90.

O'Brien, S., McKeon, P., O'Regan, M., 1993. The efficacy and tolerability of combined
antidepressant treatment in different depressive subgroups. Br. J. Psychiatry 162,
363-368.

@stergaard, S., Jensen, S., Bech, P., 2011. The heterogeneity of the depressive syndrome:
when numbers get serious. Acta Psychiatr. Scand. 124, 495-496.

Parker, G., 2011. Classifying clinical depression: an operational proposal. Acta Psychiatr.
Scand. 123, 314-316.

Parker, G., Fink, M., Shorter, E., Taylor, M., Akiskal, H., Berrios, G., Bolwig, T., Brown,
W., Carroll, B., Healy, D., Klein, D., Koukopoulos, A., Michels, R., Paris, J., Rubin, R.,
Spitzer, R., Swartz, C., 2010. Issues for DSM-5: whither melancholia? The case for its
classification as a distinct mood disorder. Am. J. Psychiatry 167, 745-747.

Parker, G., Hadzi-Pavlovic, D. (Eds.), 1996. Melancholia: a disorder of movement and
mood. Cambridge University Press., New York.

Parker, G., Hadzi-Pavlovic, D., Brodaty, H., Boyce, P., Mitchell, P., Wilhelm, K., Hickie, I.,
1992. Predicting the course of melancholic and nonmelancholic depression. A nat-
uralistic comparison study. J. Nerv. Ment. Dis. 180, 693-702.

Parker, G., Paterson, A., 2014. Melancholia: definition and management. Curr. Opin.
Psychiatry 27, 1-6.

Parker, G., Paterson, A., Blanch, B., 2013. Suggested early onset of true action of anti-
depressant drugs may be artefactual: a heuristic study. Int. Clin. Psychopharmacol.
28, 29-32.

Perry, P., 1996. Pharmacotherapy for major depression with melancholic features: re-
lative efficacy of tricyclic versus selective serotonin reuptake inhibitor anti-
depressants. J. Affect. Disord. 39, 1-6.

Peselow, E., Sanfilipo, M., Difiglia, C., Fieve, R., 1992. Melancholic/endogenous

110

Psychiatry Research 265 (2018) 100-110

depression and response to somatic treatment and placebo. Am. J. Psychiatry 149,
1324-1334.

Roose, S., Glassman, A., Attia, E., Woodring, S., 1994. Comparative efficacy of selective
serotonin reuptake inhibitors and tricyclics in the treatment of melancholia. Am. J.
Psychiatry 151, 1735-1739.

Rush, A.J., Kraemer, H.C., Sackeim, H.A., Fava, M., Trivedi, M.H., Frank, E., Ninan, P.T.,
Thase, M.E., Gelenberg, A.J., Kupfer, D.J., Regier, D.A., Rosenbaum, J.F., Ray, O.,
Schatzberg, A.F., 2006. ACNP Task Force, Report by the ACNP Task Force on re-
sponse and remission in major depressive disorder. Neuropsychopharmacol. 31,
1841-1853.

Rush, A., Wisniewski, S., Warden, D., Luther, J., Davis, L., Fava, M., Nierenberg, A.,
Trivedi, H., 2008. Selecting among second-step antidepressant medication mono-
therapies: predictive value of clinical, demographic, or first-step treatment features.
Arch. Gen. Psychiatry 65, 870-880.

Sandor, P., Baker, B., Irvine, J., Dorian, P., McKessok, D., Mendlowitz, S., 1998.
Effectiveness of fluoxetine and doxepin in treatment of melancholia in depressed
patients. Depress. Anxiety 7, 69-72.

Sheehan, D., Nemeroff, C., Thase, M., Entsuah, R., 2009. Placebo-controlled inpatient
comparison of venlafaxine and fluoxetine for the treatment of major depression with
melancholic features. Int. Clin. Psychopharmacol. 24, 61-86.

Simon, G., Perlis, R., 2010. Personalized medicine for depression: can we match patients
with treatments? Am. J. Psychiatry 167, 1445-1455.

Sneed, J., Reinlieb, M., Rutherford, B., Miyazaki, M., Fitzsimons, L., Turret, N., Pelton, G.,
Devanand, D., Sackeim, H., Roose, S., 2014. Antidepressant treatment of melancholia
in older adults. Am. J. Geriatr. Psychiatry 22, 46-52.

Spitzer, R., Endicott, J., Robins, E., 1978. Research diagnostic criteria. Rationale and
reliability. Arch. Gen. Psychiatry 35, 773-782.

Stewart, J., McGrath, P., Liebowitz, M., Harrison, W., Quitkin, F., Rabkin, J., 1985.
Treatment outcome validation of DSM-III depressive subtypes. Clinical usefulness in
outpatients with mild to moderate depression. Arch. Gen. Psychiatry 42, 1148-1153.

Stewart, J., McGrath, P., Quitkin, F., Klein, D., 2007. Atypical depression: current status
and relevance to melancholia. Acta Psychiatr. Scand. Suppl. 115, 58-71.

Tedlow, J., Fava, M., Uebelacker, L., Nierenberg, A., Alpert, J., Rosenbaum, J., 1998.
Outcome definitions and predictors in depression. Psychother. Psychosom. 67,
266-270.

Tzanakaki, M., Guazzelli, M., Nimatoudis, I., Zissis, N., Smeraldi, E., Rizzo, F., 2000.
Increased remission rates with venlafaxine compared with fluoxetine with major
depression and melancholia. Int. Clin. Psychopharmacol. 15, 29-34.

Uher, R., Dernovsek, M., Mors, O., Hauser, J., Souery, D., Zobel, A., Maier, W.,
Henigsberg, N., Kalember, P., Rietschel, M., Placentino, A., Mendlewicz, J., Aitchison,
K., McGulffin, P., Farmer, A., 2011. Melancholic, atypical and anxious depression
subtypes and outcome of treatment with escitalopram and nortriptyline. J. Affect.
Disord. 132, 112-120.

Zaninotto, L., Solmi, M., Veronese, N., Guglielmo, R., Ioime, L., Camardese, G., Serretti,
A., 2016. A meta-analysis of cognitive performance I nmelancholic versus non-mel-
ancholic unipolar depression. J. Affect. Disord 201, 15-24.


http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0044
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0045
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0045
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0046
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0046
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0046
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0046
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0047
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0047
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0047
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0048
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0048
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0048
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0048
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0049
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0049
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0049
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0050
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0050
http://www.nice.org.uk/guidance/cg90
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0052
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0052
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0052
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0053
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0053
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0054
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0054
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0055
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0055
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0055
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0055
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0056
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0056
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0056
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0057
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0057
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0058
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0058
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0058
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0059
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0059
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0059
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0060
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0060
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0060
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0061
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0061
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0061
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0075
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0075
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0075
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0075
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0075
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0062
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0062
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0062
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0062
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0063
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0063
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0063
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0064
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0064
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0064
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0065
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0065
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0066
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0066
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0066
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0067
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0067
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0068
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0068
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0068
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0069
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0069
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0070
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0070
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0070
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0071
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0071
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0071
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0072
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0072
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0072
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0072
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0072
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0073
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0073
http://refhub.elsevier.com/S0165-1781(17)32209-6/sbref0073

	A quantitative review on outcome-to-antidepressants in melancholic unipolar depression
	Introduction
	Methods
	Search strategy and study selection criteria
	Data extraction and synthesis
	Statistical analysis

	Results
	Antidepressant remission rates according to depressive subtype
	Placebo and antidepressant response rates according to depressive subtype
	Efficacy to different antidepressant agents in patients with melancholic features
	Publication bias

	Discussion
	Financial support
	Conflict of interest
	References




