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Abstract In the efficacy evaluation of antidepressant
treatments, the total score of the Hamilton Depression
Rating Scale (HAMD) is still regarded as the ‘gold stan-
dard’. We previously had shown that the Inventory of
Depressive Symptomatology (IDS) was more sensitive to
detect depressive symptom changes than the HAMDI17
(Helmreich et al. 2011). Furthermore, studies suggest that
the unidimensional subscales of the HAMD, which capture
the core depressive symptoms, outperform the full HAMD
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regarding the detection of antidepressant treatment effects.
The aim of the present study was to compare several uni-
dimensional subscales of the HAMD and the IDS regarding
their sensitivity to changes in depression symptoms in a
sample of patients with mild major, minor or subsyndromal
depression (MIND). Biweekly IDS-C28 and HAMDI17
data from 287 patients of a 10-week randomised, placebo-
controlled trial comparing the effectiveness of sertraline
and cognitive—behavioural group therapy in patients with
MIND were converted to subscale scores and analysed
during the antidepressant treatment course. We investi-
gated sensitivity to depressive change for all scales from
assessment-to-assessment, in relation to depression severity
level and placebo—verum differences. The subscales per-
formed similarly during the treatment course, with slight
advantages for some subscales in detecting treatment
effects depending on the treatment modality and on the
items included. Most changes in depressive symptomatol-
ogy were detected by the IDS short scale, but regarding the
effect sizes, it performed worse than most subscales. Uni-
dimensional subscales are a time- and cost-saving option in
judging drug therapy outcomes, especially in antidepres-
sant treatment efficacy studies. However, subscales do not
cover all facets of depression (e.g. atypical symptoms,
sleep disturbances), which might be important for com-
prehensively understanding the nature of the disease
depression. Therefore, the cost-to-benefit ratio must be
carefully assessed in the decision for using unidimensional
subscales.

Keywords Minor depression - Hamilton depression
rating scale (HAMD17) - Inventory of depressive
symptomatology (IDS-C28) - Unidimensional subscales -
Sensitivity to change - Depression severity
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Introduction

The continuous assessment of depression severity is an
important and decisive element in the optimal clinical
treatment of depression as well as in the evaluation of the
efficacy of antidepressant treatments. The Hamilton
Depression Rating Scale (HAMD, [23, 24]) is still con-
sidered to be the ‘gold standard’ in clinical practice and
in research settings, even though it has been widely
criticised for conceptual and psychometric shortcomings,
especially its multidimensionality and debated sensitivity
to depressive change [2, 8, 32, 41, 67]. Besides the
development of modern and psychometrically better
constructed rating scales such as, e.g., the Inventory of
Depressive Symptomatology (IDS, [54, 55]), many stud-
ies postulate the use of unidimensional subscales (e.g. [6,
8, 20, 41, 42]) as primary outcome measure to detect
treatment differences. The applied logic is that there is an
underlying single dimension of depression severity,
which can be validly captured with fewer scale items. The
postulated advantage of unidimensional subscales is that
they capture core depressive symptoms, i.e., the pure
antidepressive effect, while too many items of the
HAMDI17 measure medication side effects (e.g. sleep,
weight and sexual problems, somatic anxiety) or dimen-
sions that are border areas of depression (e.g. hypo-
chondriasis). This decreases the ability of the full HAMD
to detect real depressive improvement [6, 41, 63].
Another limitation of the HAMD is the inclusion of items
that do not change in relation to the severity of the dis-
order, e.g., loss of weight or insight [19] and therefore do
not contribute meaningfully to the overall score as mea-
sure for the depression severity.

Different groups have developed the following
HAMD17 subscales, which overcome some of these criti-
cisms, especially the multidimensionality: the Bech mel-
ancholia scale (Bech6, [7, 9]), the Evans and colleagues
scale (Evans6, [19]), the Maier-Phillipp severity subscale
(MP6, [37]), the Toronto scale (Toronto7, [39, 40]), the
Santen Subscales (Subscale 1 (Santen7) and 2 [56, 57]), the
Gibbons’ global depression severity (Gibbons8, [22]),
the 10-item HAMD (HAMDI10, [14]) and the Absence of
Depressive and Anxious Mood scale (ADAM?2, [59]). Rush
and colleagues [53] have also developed a short form of the
IDS-C, the Quick Inventory of Depressive Symptomatol-
ogy-Clinician Rating (QIDS-C16). The items of the QIDS-
C16 measure the nine DSM-IV diagnostic criteria for
Major Depression (MD), but without any associated
symptoms (like anxiety, atypical or melancholic symp-
toms). The 16 separate items are converted by a scoring
system (the highest rated item of each domain contributes
to the total score) into the nine DSM-IV symptom criterion
domains (see Table 1).
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Table 1 Items included in the IDS-C30 and the QIDS16

Item IDS-C30 QIDS16  DSM-IV criterion

1) Sleep onset insomnia X

2) Mid-nocturnal insomnia

>

. . Sleep disturbance
3) Morning insomnia

™

4) Hypersomnia

5) Mood (sad)

6) Mood (irritable)

7) Mood (anxious)

8) Reactivity of mood

>

Depressive Mood

9) Mood variation

10) Quality of mood
11) Appetite (decrease)
12) Appetite (increase)
13) Weight (decrease)
14) Weight (increase)

15) Concentration/decision-
making

16) Outlook (self) X
17) Outlook (future)

18) Suicidal ideation X

Weight/appetite change

P

Concentration/problems
in decision-making
Self-esteem/self-blame

Suicidal ideation
19) Involvement X Loss of interest/pleasure
20) Energy/fatigability X Energy/fatigue

21) Pleasure/enjoyment
(excluding sex)

22) Sexual interest

Psychomotor agitation/

23) Psychomotor slowing X
} slowing

24) Psychomotor agitation X
25) Somatic complaint
26) Sympathetic arousal
27) Panic/phobic symptoms
28) Gastrointestinal
29) Interpersonal sensitivity
30) Leaden paralysis/physical
energy
Total No. of Items 16 9

Total Score Range 0-27

DSM-1V Diagnostic and Statistical Manual of Mental Disorders—
Fourth Edition, IDS-C30 30-item Inventory of Depressive Symptom
atology-Clinician Rating, QIDS-C16 Quick Inventory of Depressive
Symptomatology-Clinician Rating

Table 2 gives an overview of the most commonly used
subscales of the HAMDI17 and their respective items
(consisting of 2 up to 8 items), which contribute to the total
scale score. The different scales show a considerable item
overlap and include the DSM-IV [1] core symptoms of
depression: all subscales (except ADAM?2) include item 1
(depressed mood), 2 (guilt), 7 (work and interest) and 10
(anxiety psychic). None of these scales embodies all DSM-
IV diagnostic depression criteria as the QIDS-C16 does
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Table 2 Items included in shortened forms of the HAMDI17

Item HAMD17 Bech6 Evans6 MP6 Toronto7 Santen7 Gibbons8 ADAM2
1. Depressed mood X X X X X X X
2. Low self-esteem, feelings of guilt X X X X X X

3. Suicide X

4. Insomnia early (initial insomnia)

5. Insomnia middle

6. Insomnia late (terminal insomnia)

7. Work and activities X X X X X X

8. Retardation X X X

9. Agitation X X

10. Anxiety, psychic X X X X
11. Anxiety, somatic X X X

12. Somatic symptoms gastrointestinal

13. Somatic symptoms general (energy) X X X X

14. Genital symptoms X

15. Hypochondriasis

16. Loss of weight within the last week

17. Insight

Total No. of Items 6 6 6 7 7 8 2
Total score range 0-22 0-22 0-24 0-26 0-26 0-30 0-8

HAMDI17 17-item version of the Hamilton Depression Rating Scale, Bech6 Bech melancholia scale, Evans6 Evans and colleagues scale, MP6
Maier-Phillipp severity subscale, Toronto7 Toronto scale, Santen7 Santen Subscales 1, Gibbons8 Gibbons’ global depression severity, ADAM?2

Absence of Depressive and Anxious Mood scale

(e.g. loss of appetite/weight or sleep disturbances are
missing in all subscales).

Different studies in depressive patients have shown that
the above-mentioned subscales are unidimensional and
have comparable reliability and equal or even enhanced
sensitivity to change compared to the HAMDI17 (e.g., [6,
11, 13, 18, 20, 45, 51, 52]).

The Bech6 is the most frequently researched subscale in
different populations of depressed patients, e.g., in clinical
trials with different antidepressants in inpatients [4, 11-13,
30, 34, 41] or out-patients [16, 45], in combination with
psychotherapy [50] or in a naturalistic design in depressed
in-patients [36, 38]. A small number of studies have
compared several HAMDI17 subscales. Ballesteros and
colleagues [3] compared the performance of the HAMDI17,
the Bech6, the Evans6, the MP6, the Toronto7 and the
Gibbons8 subscales on a sample of depressive outpatients
receiving treatment by standard clinical management in a
local multicenter study. The subscales performed equally
on sensitivity to change and discriminative power to define
remission. Two meta-analyses [18, 20] compared the
Bech6, the MP6 and the Gibbons8 subscales: Faries and
colleagues [20] demonstrated in their meta-analysis
(n = 2,899) that these subscales slightly outperformed the
HAMDI17 regarding effect sizes and in detecting antide-
pressant drug effects in randomised clinical trials (RCT).

The Bech6 and the MP6 reached the highest effect sizes:
HAMD17 (0.37/0.25), Gibbons8 (0.40/0.27), Bech6 (0.44/
0.31), MP6 (0.45/0.32) for the comparison of fluoxetine/
tricyclic versus placebos. They also concluded that the use
of unidimensional subscales as primary outcome measure
could lead to sample size reductions of about one-third as
compared to the application of the HAMD17 without los-
ing any statistical power. In a similar reanalysis, Entsuah
and colleagues [18] could show for placebo-controlled
dose-response trials (fluoxetine/venlafaxine vs. placebo) in
patients with MD that the subscales obtained effect sizes
16-76% larger than the HAMDI7, indicating a higher
sensitivity of the subscales. Again, the Bech6 and the MP6
reached the highest effect sizes. Item 1 (depressed mood)
and 10 (anxiety psychic) showed enhanced sensitivity for
detecting improvement after treatment, which inspired
Silverstone and colleagues [59] to analyse these two items
as very brief screening instrument (ADAM?2). They found
it sufficient for determining changes in the intensity of
depression and to predict treatment outcome. Santen and
colleagues [57] constructed two subscales with high sen-
sitivity to drug effects and compared them to the Bech6,
the MP6 and the HAMDI17 [56, 57]. They demonstrated
that the subscales have been more sensitive to treatment
effects than the more time-consuming HAMD17, although
no subscale consistently outperformed the others.
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The QIDS-Cl16—especially in comparative assessment
with the HAMDI17 and its subscales—is less researched.
Trivedi and colleagues [61] as well as Rush and colleagues
[51, 52] demonstrated on depressed out-patient samples
that the QIDS-C16 performed comparable to or even better
than the IDS-C30 or the HAMD17 regarding sensitivity to
symptom change and detection of response and depression
remission.

To the best of our knowledge, the HAMD subscales and
the QIDS-C16 have not yet been compared simultaneously
with respect to their sensitivity to detect treatment effects
in a population of patients with MIND (mild major, minor
or subsyndromal depression). In a previous analysis of the
same data set, we showed that the IDS-C28 was more
sensitive to detect depressive symptom changes than the
HAMDI17 [29]. This paper extends previous reports on
the comparative assessment of different unidimensional
HAMD subscales in different treatment modalities and also
relates the results to the performance of the IDS subscale,
the QIDS-C16, in a quite representative sample of
depressed primary-care patients due to the broad inclusion
criteria. Most studies comparing different subscales have
been conducted within the framework of RCTs in depres-
sed patients treated with psychopharmacotherapy (e.g., [11,
12, 20, 51, 56, 57]), where patients are usually not repre-
sentative due to the rigorous exclusion criteria.

The aim of this study was to investigate in a represen-
tative population of patients with MIND during the course
of an antidepressive treatment: 1) which subscale (Bech®,
Evans6, MP6, Toronto7, Santen7, Gibbons8, ADAM?2 and
QIDS16) is most sensitive in detecting changes in
depression severity; 2) whether the subscales differ in their
sensitivity to change dependent on the depression severity
level; and 3) which subscale best detects placebo—verum
differences in different treatment modalities.

Methods
Sample and data collection

The sample consisted of 368 patients with mild major,
minor and subsyndromal depression [28]. The data were
collected during a prospective, single-centre, 10-week RCT
with five treatment arms (sertraline (flexible dosages up to
200 mg/d), pill placebo, manual-guided cognitive—behav-
ioural group therapy (CBT, one individual session and
9 weekly group sessions at 90 min each), guided self-help
group (GSG, psychotherapy control condition) and
patients’ choice condition (i.e. free choice of sertraline or
CBTY)) testing the effectiveness of sertraline and cognitive—
behavioural therapy. It was performed within the frame-
work of the German Research Network on Depression and
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Suicidality. All participants gave their written informed
consent to participate in the study. The study was approved
by an independent Ethics Review Committee (Medical
Faculty, Ludwig-Maximilians-University Munich, Munich,
Germany).

Study design details have been described elsewhere
[28]. In brief, patients were referred by primary-care pro-
viders to the study centre. The eligibility criteria for the
study were as follows: a minimum age of 18 years, a
diagnosis of subthreshold (minor) depression, dysthymia or
major depressive disorder (according to DSM-IV criteria)
with mild to moderate severity (i.e. a HAMD17 total score
>8 and <22 at screening). Comorbidities such as so-
matoform and/or anxiety disorders were allowed in order to
create a sample as close as possible to the population found
in general practice. Acute suicidality, a diagnosis of brief
recurrent depression, bipolar affective disorder, addiction
(alcohol, benzodiazepines and illicit drugs), schizophrenia,
schizotypal personality disorder, delusional disorder,
obsessive—compulsive disorder, severe somatic diseases,
current psychotherapeutic or antidepressant treatment
constituted exclusion. The diagnoses according to DSM-IV
criteria were confirmed using a German computer-admin-
istered structured clinical interview for DSM-IV (DIA-X,
[64]), which is based on the Composite International
Diagnostic Interview [65]. As primary efficacy measure for
the depressive symptomatology severity, the IDS-C28 [54]
and the HAMD17 [24] were assessed biweekly by trained
and blinded clinicians. For the subscale comparison, the
items of the full scales were converted in the following sub-
scales: Bech6, Evans6, MP6, Toronto7, Santen7, GibbonsS,
ADAM?2 and QIDS16 (see Tables 1 and 2).

Statistical analysis

Analyses were carried out with the intent-to-treat sample
(i.e. all randomised patients). Patients were excluded if
baseline assessments for the IDS-C28 and the HAMDI17
were not available (IDS-C28: n = 17; HAMDI17: n = 1),
and the HAMD17 baseline total score was <8 (n = 10).
Only patients who had an assessment including all subscale
items for both scales (see Tables 1 and 2) at the respective
measurement were included in the analysis. This resulted in
the following number of patients for each assessment,
which were slightly different from our previous analysis
[29]: baseline: n = 287, week 2: n =260, week 4:
n = 258, week 6: n = 245, week 8: n = 213 and week 10:
n = 243. Baseline clinical and demographical data were
computed.

The comparison of the scales (Bech6, Evans6, MP6,
Toronto7, Santen7, Gibbons8, ADAM?2, QIDS16) regard-
ing sensitivity in detecting changes in depression severity
during the course of an antidepressant treatment was
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investigated by calculating mean sum scores (££SD) by the
assessment for each scale. Agreement in total scores of the
QIDS-C16 with the IDS-C28 and the HAMD subscales
with the HAMD17 was tested with Pearson’s correlations.
In order to characterise changes in depressive symptom-
atology (1) between baseline and each of the five sub-
sequent assessments and (2) from assessment-to-
assessment, we calculated the mean sum score changes
(Student’s ¢ test for dependent samples, P < 0.05) and
analysed effect sizes (di). In order to take between-patient
variability into account, we computed an extension of d to
individual cases (di) according to the formula from Vitt-
engl et al. [62], i.e., we determined the standardised dif-
ference between dependent means by dividing the
difference in total scale scores at different time points for
each individual patient by the SD of the difference scores.
The mean of the resulting di scores is d, which has a SD of
1.0. D was tested for differences between the scales for
each assessment by using repeated-measures analyses of
variance (ANOVAs) (P < 0.05). In case the sphericity
assumption was not met, the Huynh—Feldt correction was
applied. Following post hoc comparisons were performed
using the Bonferroni adjustment for multiple comparisons
(P <0.05). In order to investigate whether the scales
indicate the same direction of score change, three groups
were formed according to the direction of change: decrease
(value = 1), increase (=—1) or no change (=0) in total
scores. The direction of change was calculated from
assessment-to-assessment (baseline up to week 10) by
restructuring the data into cases, resulting in 1,143 data
points (subjects x visits) for which concurrent ratings for
the IDS and the HAMD were available. Percentage of
change in the total group as well as change agreement was
analysed by using kappa (k) statistics.

In order to test whether the sensitivity of the scales is
dependent from the depression severity level, three
depression severity categories were formed applying the
cut-off values established by Paykel [47], which differen-
tiate between treatment effects in general practice. In order
to facilitate the understanding, we named Paykel’s cate-
gories according to the guideline of the National Institute
for Health and Clinical Excellence (NICE) [43] as follows:
HAMD17 score 0-12 = subthreshold, 13-15 = mild,
>15 = moderate. Again, the three change directions of
increase, decrease and no change were characterised in
percentage for each severity level for the scales from
assessment-to-assessment (baseline up to week 10) by
restructuring the data (see above). Change agreement
between the scales was calculated by using kappa (k)
statistics.

The comparison of the scales regarding the sensitivity to
placebo—verum differences (baseline-week 10) was inves-
tigated by first calculating the mean sum scores (+=SD) by

the assessment for each scale and treatment group. All
patients with a baseline and a week 10 measurement were
included (n = 243). The treatment outcome of patients
randomised to the patients’ choice arm of the study did not
differ from that of patients’ in the sertraline resp. CBT
group [28]. For this reason, patients randomised to the
patients’ choice condition were assigned to the study arm
with identical treatment (sertraline or CBT, resp.), resulting
in 4 groups to analyse: sertraline (n = 95), placebo
(n = 61), CBT (n = 58), GSG (n = 29). Baseline subscale
sum scores were tested for differences between treatment
groups with oneway ANOVAs (P < 0.05). Next, the mean
sum score changes between baseline and week 10 for each
subscale in each treatment condition were computed, and
effect sizes di (baseline-week 10) were calculated accord-
ing to the formula from Vittengl et al. [62], By using
ANOVAs (P < 0.05) and applying the Huynh—Feldt cor-
rection in case the sphericity assumption was not met,
d was tested for differences between the scales in each
treatment group. Lastly, the effect size for each placebo—
verum comparison (sertraline vs. placebo, CBT vs. GSG)
was calculated with the Hedges’s g formula in order to
correct for small sample sizes [27] by using the raw dif-
ference in means and the standard error from the Student’s
t test of differences between the two groups. The superi-
ority of the verum is indicated by positive effect sizes. A
test of significance of the effect sizes (Z test) was per-
formed (P < 0.05). All analyses were done using either
PASW Statistics 18.0 (SPSS Inc., Chicago, Illinois) or
Comprehensive Meta-Analysis 2.2 (Biostat Inc., Englewood,
New Jersey).

Results
Patients’ characteristics

Two hundred and eighty-seven patients (32.8% men,
67.2% women; mean age (£SD) = 46.51 + 15.03 years)
were included in the analysis. The main diagnoses were as
follows: Double Depression (43.6%), Major Depression
(31.7%), Depressive Disorder NOS (19.2%), Dysthymic
Disorder (3.1%) and Subsyndromal Depressive Disorder
(2.4%). Almost half of the patients (43.9%) had a psychi-
atric comorbid diagnosis. The mean baseline sum scores
were 16.50 + 4.34 points on the HAMDI17 and 27.41 +
7.69 points on the IDS-C28,' indicating a moderate
depressive symptomatology at study entry. The subscale
means are presented in Table 3.

' The mean baseline sum scores for the HAMDI17 and the IDS-C28
differ slightly from the previously presented figures [29] due to
differences in sample size.
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Table 3 Scale score comparison regarding mean =+ standard deviation (SD)

Baseline (n = 287) Week 2 (n = 260)

Week 4 (n = 258)

Week 6 (n = 245) Week 8 (n = 213) Week 10 (n = 243)

QIDS-C16  11.80 + 3.48 10.27 £ 3.97 9.52 +£4.33
Bech6 8.95 + 2.43 7.57 £ 3.08 6.93 + 3.38
Evans6 10.02 £+ 2.63 8.63 + 3.39 7.99 + 3.74
MP6 8.58 + 2.31 7.26 £ 2.85 6.70 £+ 3.22
Toronto7 10.73 £ 2.95 9.15 £ 3.71 8.46 £ 4.09
Santen7 9.65 £2.73 8.10 + 3.41 7.40 £ 3.73
Gibbons8  11.34 + 3.04 9.75 £ 3.75 9.10 £ 4.18
ADAM2 383 £ 1.15 3.28 + 1.45 2.93 + 1.60

8.76 £ 4.60 8.14 £+ 4.41 7.90 £ 5.05
6.39 £+ 3.54 5.92 £3.50 5.60 £ 3.96
7.49 £3.97 6.92 £+ 3.89 6.54 £ 4.30
6.13 £+ 3.40 5.69 £3.32 5.39 £ 3.68
7.93 £ 4.37 7.28 £ 4.20 6.90 £ 4.69
6.83 +£3.94 6.27 £ 3.82 595 £434
8.51 £ 4.56 7.87 £4.35 747 £4.78
2.77 £ 1.66 2.58 + 1.60 2.38 £ 1.80

QIDS-CI16 Quick Inventory of Depressive Symptomatology-Clinician Rating, Bech6 Bech melancholia scale, Evans6 Evans and colleagues
scale, MP6 Maier-Phillipp severity subscale, Toronto7 Toronto scale, Santen7 Santen Subscales 1, Gibbons8 Gibbons’ global depression

severity, ADAM?2 Absence of Depressive and Anxious Mood scale

Table 4 Pearson correlation of the QIDS-C16 with the IDS-C28, respectively, the HAMD subscales with the HAMD17 during treatment

QIDS-C16 Bech6 MP6 Evans6 Toronto7 Santen7 Gibbons8 ADAM?2
Baseline 0.87 0.72 0.74 0.81 0.84 0.77 0.85 0.59
Week 2 0.90 0.86 0.86 0.88 0.90 0.87 091 0.71
Week 4 0.93 0.90 0.89 0.92 0.93 0.90 0.94 0.81
Week 6 0.94 0.91 0.89 0.94 0.94 0.92 0.94 0.81
Week 8 0.93 0.92 0.90 0.94 0.95 0.92 0.95 0.82
Week 10 0.95 0.93 0.92 0.94 0.94 0.93 0.95 0.85

QIDS-C16 Quick Inventory of Depressive Symptomatology-Clinician Rating, IDS-C28 28-item Inventory of Depressive Symptomatology-
Clinician Rating, HAMD17 17-item version of the Hamilton Depression Rating Scale, Bech6 Bech melancholia scale, Evans6é Evans and
colleagues scale, MP6 Maier-Phillipp severity subscale, Toronto7 Toronto scale, Santen7 Santen Subscales 1, Gibbons8 Gibbons’ global
depression severity, ADAM?2 Absence of Depressive and Anxious Mood scale

Sensitivity to change during the course
of antidepressant treatment

The strength of agreement between sum scores of the
QIDS-C16 and the IDS-C28 resp. the HAMDI17 and its
subscales was excellent for each assessment. The QIDS-
C16 yielded the highest correlations (r > 0.87) followed
by the Gibbons8 (r > 0.85), the ADAM?2 the lowest
(r = 0.59, see Table 4). The scales had a similar pattern of
mean raw score changes during the study period (see
Table 3). Aside from the ADAM?2, the Bech6, the MP6 and
the Santen7 subscales had the lowest mean sum scores as
well as SD on all assessments, i.e., between-patient vari-
ability was lowest for these scales.

In order to characterise the changes between the baseline
and each of the five subsequent assessments, we analysed
the mean sum score changes and determined effect sizes
(see Table 5).

Compared to baseline, the mean sum scores decreased
significantly at each measurement occasion in all scales
(P < 0.01 for all ¢ tests). Effect sizes for the subscales were
medium to large for each assessment (see Table 5). The
effect sizes of the subscales differed significantly for the
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following assessments: baseline-week 6 (F(3.73, 909.94) =
3.476, P = 0.01) and baseline-week 8 (F(3.90, 826.37) =
2.880, P = 0.02). Post hoc comparisons revealed larger effect
sizes for the Bech6, the MP6 and the Santen7 subscales on
week 6, and for the Bech6 and the Santen7 subscales on week
8 (data not shown).

The analysis of mean sum score changes from
assessment-to-assessment showed that most scales
(except the ADAM?2 between weeks 4 and 6) detected a
significant decrease between each of the assessments
(P < 0.05, ¢ tests). Only between weeks 6 and 8, the sum
scores did not decline significantly for the QIDS-C16, the
Evans6, the Gibbons8 and the ADAM2 (P > 0.05,
t tests). Effect sizes were rather small (see Table 5)
and comparable for all subscales (P > 0.05 for each
analysis).

Regarding the direction of change (increase, decrease,
no change in total score), the QIDS-C16 identified most
change in symptomatology (no change: QIDS-C16 =
12.7% vs. range of other subscales 13.9-30.1%; see
Table 6), the ADAM?2 the least change (30.1% no change).

The agreement (see Online Resource 1) between the
subscales was moderate to large (range x: 0.40-0.88;



Eur Arch Psychiatry Clin Neurosci (2012) 262:291-304 297

Table 5 Effect sizes (d) for the different scales during the course of treatment and for the treatment subgroups (baseline-week 10)

QIDS-C16 Bech6 Evans6 MP6 Toronto7 Santen7 Gibbons8 ADAM2
BL-week 2 0.43 0.49 0.46 0.50 0.47 0.50 0.47 0.39
BL-week 4 0.52 0.57 0.54 0.57 0.55 0.58 0.55 0.51
BL-week 6 0.62 0.67 0.59 0.68 0.58 0.64 0.58 0.56
BL-week 8 0.77 0.79 0.73 0.80 0.73 0.79 0.72 0.69
BL-week 10 0.77 0.78 0.75 0.78 0.75 0.78 0.74 0.69
Week 24 0.16 0.20 0.18 0.17 0.17 0.19 0.15 0.19
Week 4-6 0.16 0.15 0.14 0.17 0.13 0.15 0.15 0.08
Week 6-8 0.12 0.14 0.13 0.14 0.14 0.15 0.13 0.12
Week 8-10 0.19 0.21 0.23 0.20 0.22 0.20 0.21 0.24
Sertraline 1.03 1.00 0.98 0.99 0.99 1.01 0.94 0.98
Placebo 0.73 0.76 0.66 0.76 0.65 0.73 0.65 0.61
CBT 0.73 0.66 0.71 0.71 0.73 0.69 0.78 0.60
GSG 0.21 0.40 0.31 0.37 0.31 0.39 0.19 0.24

QIDS-C16 Quick Inventory of Depressive Symptomatology-Clinician Rating, Bech6 Bech melancholia scale, Evans6 Evans and colleagues
scale, MP6 Maier-Phillipp severity subscale, Toronto7 Toronto scale, Santen7 Santen Subscales 1, Gibbons8 Gibbons’ global depression
severity, ADAM?2 Absence of Depressive and Anxious Mood scale, BL Baseline, CBT Cognitive-behavioural group therapy, GSG Guided self-
help groups

Table 6 Percentage of change (increase, decrease, no change in total score) in the total group and the different depression severity levels
(according to HAMDI17 cut-off values) for the different scales

QIDS-C16 Bech6 Evans6 MP6 Toronto7 Santen7 Gibbons8 ADAM2
Total (n = 1,143)
Increase 33.9 33.0 333 31.7 33.9 32.8 33.7 26.6
No change 12.7 14.9 15.0 16.8 14.2 14.4 13.9 30.1
Decrease 53.5 52.1 51.7 51.5 52.0 52.8 524 43.3
Moderate (n = 432)
Increase 25.5 24.3 259 23.8 26.4 24.1 25.0 19.7
No change 13.0 13.7 12.0 16.0 11.3 14.1 15.0 30.8
Decrease 61.6 62.0 62.0 60.2 62.3 61.8 60.0 49.5
Mild (n = 224)
Increase 36.6 30.4 29.5 29.9 32.1 31.3 34.8 254
No change 8.9 14.7 17.0 15.2 12.5 12.1 8.9 26.3
Decrease 54.5 54.9 53.6 54.9 554 56.7 56.3 48.2
Subthreshold (n = 487)
Increase 40.0 41.9 41.7 394 41.3 41.3 40.9 333
No change 14.2 16.0 16.6 18.3 17.5 15.8 15.2 31.2
Decrease 45.8 42.1 41.7 42.3 41.3 429 439 35.5

HAMDI17 17-item version of the Hamilton Depression Rating Scale, QIDS-C16 Quick Inventory of Depressive Symptomatology-Clinician
Rating, Bech6 Bech melancholia scale, Evans6 Evans and colleagues scale, MP6 Maier-Phillipp severity subscale, Toronto7 Toronto scale,
Santen7 Santen Subscales 1, Gibbons8 Gibbons’ global depression severity, ADAM?2 Absence of Depressive and Anxious Mood scale

mean =+ SD = 0.57 £ 0.16), except for ADAM?2 subscale, one additional item, i.e., the Bech6 and the Santen7 sub-
which had the lowest agreement with the other scales  scales as well as the Evans6 and the Toronto7 subscales
(range x: 0.25-0.48; mean &+ SD = 0.42 £ 0.08). The (both with k¥ = 0.88). For all scales, disagreement was
highest agreements had the subscales that differed only by ~ highest in the category ‘no change’ (data not shown).
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Sensitivity to change in relation to depression severity

Overall the direction of change ratings (increase, decrease,
no change in total score) was similar for the scales for the
different severity levels (see Table 6). Most change
(decrease or increase) took place in the moderately
depressed sample. Most change was indicated by the
QIDS-C16 and the Gibbons8 scale (up to 91%). Again, the
ADAM?2 identified the least change in all depression
severity levels (range no change 26-31%), followed by
the MP6 subscale (range no change 15-18%). Overall,
the agreement in change in total scores between scales
(see Online Resource 1) was best for the subthreshold
depression level (range x = 0.22-0.94; mean &+ SD =
0.59 +£ 0.18), followed by the mild (range k = 0.27-0.87;
mean = SD = 0.54 £ 0.16) and the moderate level (range
Kk = 0.25-0.81; mean = SD = 0.53 &£ 0.14). The highest
agreements had the subscales that differed only by one
additional item, i.e., the Bech6 and the Santen7 subscales
as well as the Evans6 and the Toronto7 subscales (range
Kk = 0.80-0.93; mean &+ SD = 0.53 £ 0.14). The ADAM2
subscale had the lowest agreement with the other scales,
especially in the moderate level (range k = 0.25-0.42;
mean £ SD = 0.39 £ 0.06). In all severity levels, dis-
agreement between scales was highest for the category ‘no
change’ (data not shown).

Sensitivity to detect placebo—verum differences

Online Resource 2 shows the results for the mean raw score
changes for each subscale during the study period for the
different treatment groups. The baseline mean sum scores
in the different treatment groups were comparable for each
subscale (P > 0.05 for each analysis). Overall, between-
patient variability was again lowest for the ADAM?2, the
Bech6, the MP6 and the Santen7 subscales. Subscale effect
sizes were highest in the sertraline group (range
d = 0.94-1.03) and lowest in the GSG group (range
d = 0.19-0.40; see Table 5). However, in each treatment
group effect sizes did not differ significantly between the
subscales (P > 0.05 for each analysis). The verum-—pla-
cebo comparisons are presented in Fig. 1. Effect sizes were
small to medium, with higher values for the CBT vs. GSG
comparison. In the sertraline vs. placebo comparison, effect
sizes were highest for the Santen7 (0.47), the Bech6 (0.46)
and the ADAM?2 (0.46) subscale, lowest for the QIDS-C16
(0.28). All subscales—except the QIDS-C16—showed that
the sertraline treatment was significantly superior to pla-
cebo (P < 0.05 for each analysis). In the CBT vs. GSG
group, the Gibbons8 (0.75), the Toronto7 (0.59) and the
QIDS-C16 (0.57) yielded the highest values, the Bech6
(0.35), the ADAM2 (0.39), the Santen7 (0.40) and the MP6
(0.43) the lowest. For these scales, sertraline and placebo
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Table 7 HAMD17 and QIDS-C16 item effect size analysis (base-
line-week 10) for the different treatment groups

HAMDI17 item  Treatment Effect QIDS-C16 Effect
size Item/DSM-1V size
criterion
1. Depressed Sertraline  0.89 5. Mood (sad) 0.85
mood Placcbo  0.60 0.61
CBT 0.67 0.45
GSG 0.27 0.22
2. Low self- Sertraline  0.54 16. Outlook (self) 0.62
esteem, Placebo  0.46 0.48
feelings of
guilt CBT 0.50 0.35
GSG 0.18 0.08
3. Suicide Sertraline  0.50 18. Suicidal ideation 0.51
Placebo 0.19 0.16
CBT 0.51 0.49
GSG 0.12 0.12
7. Work and Sertraline  0.84 19. Involvement 0.63
activities Placcbo  0.53 047
CBT 0.42 0.47
GSG 0.22 0.19
8. Retardation Sertraline  0.39 23. Psychomotor slowing  0.42
Placebo 0.19 0.25
CBT 0.25 0.25
GSG 0.29 0.20
9. Agitation Sertraline  0.18 24. Psychomotor agitation 0.10
Placebo 0.29 0.22
CBT 0.27 0.14
GSG 0.09 0.06
13. Somatic Sertraline  0.53 20. Energy/fatigability 0.69
Sympt‘;ms Placebo 030 0.53
Conergy) CBT 031 0.65
GSG 0.38 0.15
10. Anxiety, Sertraline  0.78
psychic Placcbo  0.48
CBT 0.45
GSG 0.17
11. Anxiety, Sertraline  0.30
somatic Placebo  0.16
CBT 0.71
GSG 0.11
14. Genital Sertraline  0.24
symptoms Placcbo 021
CBT 0.34
GSG 0.21
Sertraline 1.-4. Sleep disturbance 0.30
Placebo 0.34
CBT 0.38
GSG 0.08
Sertraline 11.-14. Weight/appetite 0.34
Placebo change 025
CBT 0.23
GSG 0.04
Sertraline 15. Concentration/ 0.64
Placebo decision-making 0.49
CBT 0.45
GSG 0.13

HAMD17 17-item version of the Hamilton Depression Rating Scale, QIDS-C16
Quick Inventory of Depressive Symptomatology-Clinician Rating, DSM-IV
Diagnostic and Statistical Manual of Mental Disorders—Fourth Edition, CBT
Cognitive-behavioural group therapy, GSG Guided self-help groups
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Fig. 1 Placebo—verum Subscale

Statistics (Sertraline vs. Placebo)

Hedges's q and 95% CI

comparison (baseline-week 10)

Hedges's Lower Upper

for the diffe.rent subscales. CI g limit limit Z-Value p-Value
ngfkdiﬁszggf;vjflD%;’figj: QIDS-C16 0,281 -0,040 0,603 1,713 0,087 ——
Symptomatology-Clinician BECH6 0,458 0,134 0,782 2,768 0,006 —H—
Rating, Bech6 Bech Evans6 0,409 0,086 0,732 2,481 0,013 —
melancholia scale, Evans6 MP6 0,385 0,063 0,708 2,340 0,019 —-
Evans and colleagues scale, Toronto7 0,423 0,100 0,747 2,566 0,010 —H-
MP6 Maier-Phillipp severity Santen? 0,470 0,146 0,795 2,844 0,004 ——
subscale. Toronto? Toronto Gibbons8 0,359 0,087 0,682 2,184 0,029 ——
i ’ o ADAM2 0,459 0,135 0,783 2,777 0,005 —i—
scale, Santen7 Santen Subscales
1, Gibbons8 Gibbons’ global
depression severity, ADAM?2 -1,25 -0,63 0,00 0,63 1,25
Absence of Depressive and Favours Placebo Favours Sertraline
Anxious Mood scale, CBT
Cognitive—behavioural group
therapy, GSG Guided self-help
groups Subscale Statistics (CBT vs. GSG) Hedges's g and 95% ClI
Hedges's Lower Upper
g limit limit Z-Value p-Value

QIDS-C16 0,570 0,120 1,020 2,484 0,013

BECH®6 0,347 -0,098 0,792 1,528 0,126 .

Evans6 0,506 0,058 0,954 2,212 0,027

MP6 0,426 -0,020 0,873 1,872 0,061

Toronto7 0,591 0,140 1,041 2,571 0,010

Santen7 0,396 -0,050 0,842 1,741 0,082

Gibbons8 0,749 0,293 1,205 3,222 0,001

ADAM2 0,390 -0,056 0,835 1,715 0,086 1

also did not differ significantly in changes from baseline
(P > 0.05 for each analysis).

Discussion

This report compares the unidimensional subscales of the
HAMD and the IDS (i.e. the QIDS-C16) regarding their
sensitivity to change both during the course of an antide-
pressant treatment and for different depression severity
levels in a representative sample of patients with MIND.
Overall, correspondence in total scores between the
IDS-C28, the HAMDI17 and their subscales was high
(r > 0.72, except ADAM?2 with r > 0.59) and comparable
to values found in other studies among depressive patients
(e.g., [, 50, 51, 54]). The course of mean symptom change
was similar for all subscales: depressive symptoms
decreased rapidly in both scales in the early course of
treatment (i.e. in the first 2 weeks) and were more stable
afterwards. The Bech6, the MP6, the Santen7 and the
Toronto7 subscales were slightly more sensitive in
detecting a significant change between weeks 6 and 8. This
indicates that these scales are better able to identify the
small changes in symptomatology in this stage of the
treatment. Regarding effect sizes, the scales also differed.

-1,25 -0,63 0,00 0,63 1,25
Favours GSG Favours CBT
Overall, effect sizes increased over time and were moder-
ate to large for all scales compared to baseline, small from
assessment-to-assessment. The Bech6, the MP6 and the
Santen7 subscales showed an advantage in effect sizes
between baseline and week 6, the Bech6 and the Santen7
subscales in week 8. These scales also had the lowest scale
score means and between-patient variability on all assess-
ments, indicating that the individual data points are close to
the mean. The chosen items seem to measure the proposed
underlying single dimension of depression severity quite

well for patients with MIND.

Compared to other studies among patients with moder-
ate to severe MDD (e.g., [3, 50, 51, 62]), effect sizes were
lower, likely due to the lower depression severity scores of
the MIND population, but comparable to the study of
patients with MIND (e.g., [50]). In our study, only the
Bech6, the MP6 and the Santen7 subscales were more
powerful to observe treatment effects compared to the full
scales IDS-C28 and the HAMDI17, while the QIDS-C16
did not perform better than the full scales [29].

The subscales also differed in their ability to detect
change in symptomatology (increase or decrease), for the
total sample as well as for the different severity levels
(subthreshold, mild, moderate), depending on the items
included in the rating scale. In the lower depression

@ Springer



300

Eur Arch Psychiatry Clin Neurosci (2012) 262:291-304

severity level, the QIDS-C16 performed better than the
other scales, due to its wider item range, which also covers
cognitive symptoms, which are common among patients
with mild depression [31, 48]. In the moderate depression
level, the subscales that included items on somatic symp-
toms (i.e. the Bech6, the Evans6, the Toronto7 and the
Santen7 subscale) detected the most change. These are
symptoms that are more common among severely depres-
sed patients [19]. The more items each subscale included,
the better it detected changes, i.e., the ADAM2 performed
worst. Overall, the agreement in change between the scales
was moderate to large, with slightly higher correlations in
the lower depression levels. As described by different
authors (e.g., [58]), this might be a statistical effect due to a
greater homogeneity of the sample, i.e., weaker correla-
tions are a result of an increase in total score range and SD
(e.g. mean change HAMDI17 £ SD (range): moderate
depression level = 0.40 £ 0.87 (0.31-0.48)/mild: 0.28 +
0.91 (0.16-0.40)/subthreshold: —0.04 £ 0.93 (—0.13-0.04)).
Change agreement was also better for scales that had similar
items included.

Analyses of effect size scores (baseline-week 10) for the
different treatment groups showed that the effect sizes were
comparable between the scales. They were highest in the
sertraline group (range d = 0.94-1.03) and lowest in the
GSG (range d = 0.19-0.40) group. The placebo (range
d = 0.61-0.76) and CBT (range d = 0.60-0.78) group had
similar effect sizes. A post hoc analyses of the effect sizes
(baseline-W10) for each item (see Table 7) revealed that
most items detected change very well in the sertraline
group (e.g. ‘depressed mood’ d sertraline = 0.89, ‘work
and activities’ d sertraline = 0.84), but were less sensitive
in the other groups (e.g. ‘depressed mood’ d pla-
cebo = 0.60, d CBT = 0.67, d GSG = 0.27). The item
‘somatic anxiety’ was the only item that had the highest
impact on the CBT group (d CBT = 0.71 vs. d other
groups < 0.30). Subscales that included this item (i.e. the
Evans6, Toronto7 and Gibbons8) had also higher effect
sizes in the CBT compared to the placebo group (see
Table 7). The data on the CBT group support the non-
specific treatment effect of CBT (as well as placebo), i.e.,
improvement occurs in various different depressive and
anxiety symptoms [33]. Regarding the sensitivity to detect
placebo—verum differences, all subscales (except the
QIDS-C16) detected a significant treatment effect in
the sertraline—placebo comparison, with best values for the
Santen7, the Bech6 and the ADAM?2 subscale. Effect sizes
were comparable to other studies among patients with MD
treated with a selective serotonin reuptake inhibitor (SSRI,;
e.g., [18, 20]). The post hoc analysis of the scale item effect
sizes (see Table 7) revealed that these subscales included
the HAMD17 items ‘depressed mood’, ‘suicide’, ‘work and
activities’, ‘psychic anxiety’ and ‘somatic symptoms
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general’, which were most sensitive to the difference in
improvement in depression severity between sertraline and
placebo. The missing sensitivity of the QIDS-C16 can be
explained by the higher number of items, i.e., the subscale
item are more heterogeneous regarding their treatment
sensitivity resulting in a lower sensitivity (see Table 7).
The effect sizes for the CBT vs. GSG comparison were
higher than for the sertraline vs. placebo comparison; for
the Gibbons8, the Toronto7, the QIDS-C16 and the Evans6
subscale even clinically relevant according to the NICE
standards [43] (i.e. an effect size of 0.50 is considered to be
clinically relevant). The HAMD17 subscales all included
the item ‘somatic anxiety’, which was most distinctive
between CBT and GSG, and did not include the items
‘retardation’ and ‘somatic symptoms general’, which
showed the smallest effect between CBT and GSG. The
items of the QIDS-C16 were all quite well able to differ-
entiate between CBT and GSG (see Table 7). The large
difference in effect sizes between the sertraline vs. pill
placebo (small to medium) and the CBT vs. GSG (medium
to large) comparison is a result of the worse treatment
outcome of the GSG group (the worst of all groups). The
reasons for this (e.g. the ‘nocebo’ effect, the inability to
blind therapists and patients) are discussed in more detail
elsewhere (see [28]) and illustrate the difficulties to invent
an adequate psychotherapy ‘placebo’ condition.

The main study limitations come from the non-inde-
pendence of the subscales, because we used the collected
data from the IDS-C28 and HAMDI17 to derive the dif-
ferent subscale scores. Therefore, independent comparisons
among the scales are not possible and our results might be
inflated. However, the bias should be the same for each
scale; therefore, a comparison between the scales is justi-
fiable. Additionally, treatment side effects (e.g. agitation)
could have affected the subscale scores differently in the
total as well as in the treatment groups. Treatment effects
could have been reduced in subscales including items like
agitation (e.g. in the MP6) and also through the different
incidence of side effects: 10% in the sertraline group
withdrew due to the adverse events (e.g. tremor, nausea,
agitation), 4% in the placebo group, 2% in the CBT group
and 6% in the patients’ choice sertraline arm (for details
see [28]). Another limitation is the same rater completed
both interviews (IDS-C28 and HAMD17), thus the inter-
viewer was not blinded to the results of the other scale,
which could have enhanced the agreement between scales.
However, by having the same rater judging the symptom-
atology of one patient, existing differences between the
scales are not affected by the inter-rater variability. Rater
agreement in our study was high with 95% [28], but it still
has an influence on the score ratings with 5% rater dis-
agreement. Because independent ratings also have a neg-
ative impact on study time and costs, the advantages of
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having one rater for both scales outweighed the disadvan-
tages. However, an independent comparison of the sub-
scales by using different randomisation arms as Mclntyre
and colleagues [40] have applied it in their validation of the
Toronto7 scale would be interesting and warranted. The
sample sizes for the CBT and GSG arm were rather low,
due to an early stopping of CBT and GSG after planned
interim analyses (for details, see [28]). Therefore, an
analysis of depression subgroups in the placebo—verum
comparisons was not possible. Further studies with higher
sample sizes, especially for the psychotherapy treatment
condition, are needed in order to substantiate our findings
in the total group as well as for different depression
severity levels. Another study limitation is that the real
depression severity change cannot be validated by an
external criterion. However, the full scales (IDS-C28 and
HAMDI17) had a high concurrent validity (Pearson corre-
lations over 0.85), indicating that the scales accurately
measure depression. The lack of an external validation
criterion also means that it cannot be fully excluded that
the higher change rates detected by the QIDS-C16 could
also be a result of a higher false positive rate, i.e., the
QIDS-C16 could detect changes in symptomatology where
in fact there is no change, while the HAMD subscales
would produce less false positives, e.g., that it does not
change when there is no change. An additional source of a
potentially higher variance of the QIDS-C is the fact that it
has more items than the HAMD subscales. Therefore,
further studies should focus on the validation of our results
by using an external validation criterion like an indepen-
dent global expert severity assessment (LEAD approach)
involving all available data (e.g. clinical, biological,
physiological assessments) [35].

In summary, the subscales (except the ADAM?2, which
performed worst in all domains) have been well able to
measure depressive symptomatology in a quite represen-
tative sample of depressed primary-care patients with mild
major, minor or subsyndromal depression. In our study,
especially the Bech6, the MP6 and the Santen7 subscales
were more powerful to observe treatment effects. Regard-
ing the effect sizes, the QIDS-C16 performed worse than
most subscales, but detected more changes, due to its wider
item range. The sensitivity to detect change in symptom-
atology depended on the items included in the rating scales:
in the moderately depressed sample subscales embodying
items which are common among severely depressed
patients (e.g. somatic symptoms) performed slightly better
and in the mildly depressed sample subscales which
include items associated with mild depression (e.g. cogni-
tive symptoms). One reason for the lack of sensitivity to
treatment effects might be that the QIDS-C16 does not
include any anxiety item, because it does not belong to the
main DSM-IV depression criteria. Nevertheless, anxiety is

considered to be an important co-morbid symptom of
depression (e.g., [6, 26]). Patients presenting phobic anxi-
ety symptoms report a poorer quality of life [17], take
longer to recover, and typically show less response and
remission to antidepressants [21, 44, 46, 49, 66]. Studies [9,
10, 56, 57] have demonstrated that the psychic anxiety is a
very sensitive and useful item in assessing response to
treatment and it is therefore included in all HAMD
subscales.

When compared with the performance of the full scales
(HAMD17 and IDS-C28, see published data in Helmreich
et al. [29]), the full scales were better able to detect small
changes in depressive symptomatology than the short scales,
due to their wider range of items. Regarding pill placebo—
verum differences, the short scales were also more sensitive
than the full versions of the respective scales (d sertraline vs.
placebo HAMD17 = (.33, IDS-C28 = 0.36). However, for
the CBT vs. GSG comparison, the full scales achieved
higher effect sizes than most subscales (d CBT vs. GSG
HAMDI17 = 0.72, IDS-C28 = 0.60). Our results indicate
that the treatment modality is another factor that has to be
taken into consideration when selecting the appropriate
scale to measure efficacy. Results of other studies show that
different scales might be appropriate for different medica-
tions (e.g., [15, 20, 25]). Hamilton and Shapiro [25] could
show that the HAMD17 scale seems to be more sensitive to
serotonin-acting antidepressants, while the Montgomery
/&sberg Rating Scale (MADRS, [42]) was more sensitive to
noradrenaline-acting antidepressants due to the different
weight of individual items (e.g. decreased appetite). Ruhé
and colleagues [50] compared different treatment modalities
(pharmacotherapy with a combination of psychopharma-
cological treatment and Short Psychodynamic Supportive
Psychotherapy), but did not find any significant differ-
ences. However, they were not able to compare both
therapies as stand alone condition. Due to the limited
evidence on subscale comparisons in trials including a
psychotherapy treatment condition, our results are pre-
liminary and have to be replicated in different depressive
populations. The differing sensitivity of the scales could
lead to individually adapted measurement-based care
approach as, e.g., Trivedi [60] proposes it. The Santen7
subscale, which was specifically developed for measuring
drug—placebo differences, seems to be a very interesting
option in this field. Compared to the Bech6 and the MP6
subscales it also includes the item suicide, according to
Riedel and colleagues [49] a highly significant predictor
for treatment response, if it reaches a score value of
>3 points. However, to date there is a dearth of studies
validating and evaluating this scale in different depres-
sive populations and treatment conditions.

In conclusion, the short scales performed similarly
regarding their sensitivity to change and to detect treatment
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differences during the treatment course. However, the
Bech6, the MP6 and the Santen7 subscales were more
powerful to observe treatment effects, especially in the
sertraline group, while the Gibbons8 subscale and the full
scales were superior in the CBT group. Compared to the
full scales, markedly the IDS-C28 outperforms the short
scales regarding the sensitivity to detect small changes in
depression symptomatology. The Santen7 subscale seems
to be the most promising option to use in RCT comparing
antidepressants to placebo, because it was constructed to
assess drug—placebo differences and it also includes the
item suicide, a useful predictor for treatment response. The
Gibbons8 subscale and the full scales seem to measure
change in the CBT group best. However, these results are
preliminary and have to be replicated. Therefore, on the
one hand, subscales are a time- and cost-savings option in
judging drug therapy outcomes, especially in antidepres-
sant treatment efficacy studies. On the other hand, how-
ever, subscales do not cover all facets and symptom ranges
of depression, which might be important for comprehen-
sively understanding the nature of the disease depression
and in the clinical routine for, e.g., capturing symptom
profiles, identifying subtypes, studying biological corre-
lates and phenotypes, or detecting small changes in
symptomatology in order to make decisions on the most
effective treatment and predicting long-term outcomes.
Therefore, the cost-to-benefit ratio must be carefully
assessed in the decision for solely using unidimensional
subscales.

A highly recommended option—especially for RCTs,
which often rely on full scales—would be the inclusion of
subscale analyses as well as profile scores (e.g. a score for
the pure antidepressive effect, somatic complaints, anxiety,
suicide, atypical symptoms, etc.) as secondary outcome
criteria. This would lead to a better understanding of the
advantages as well as the shortcomings of the unidimen-
sional subscales.
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