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Background: How to define clinical significance of antidepressants has become a matter of far-
reaching clinical and regulatory consequences. A mean difference of at least 3 points on the
Hamilton Depression Rating Scale (HAMD-17) between active treatment and placebo has been
proposed as cut-off score for clinical significance in antidepressant trials.
Objective: We aimed to present arguments that this, and other commonly used related
approaches to establish clinical significance are likely to be misleading and risky depriving
patients with mild depression of efficient treatments.
Methods: These problems are exemplified with the data from a randomized placebo-controlled
five-arm clinical trialwith primary care patientswithmilder depressive syndromes (MIND-study).
Results and conclusions: Designs for studying clinical significance have to be distinguished from
those assessing efficacy. Moreover, evaluation of the clinical significance of psychotherapy as a
possible alternative to antidepressants faces the problem of how to define a valid control group
where blinding of neither therapists nor patients is possible.
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1. Introduction

Mild depression is highly prevalent in non-psychiatric
populations, especially primary care (28.5%) (Vuorilehto et al.,
2005). However, there are considerable uncertainties and
contradictions in guideline recommendations for these patients.
For example, “watchful waiting” or “active monitoring” is
considereda reasonableoptionaccording topastNICEguidelines
(Middleton et al., 2005; NICE, 2004) or the national guidelines
for care of unipolar depressive disorders in Germany (DGPPN
et al., 2009) whereas active treatment with antidepressants is
recommended by the APA(2000b) (see also Bauer et al., 2007).
Revised NICE guidelines (NICE, 2009) still recommend “active
monitoring” and offer new specifics (page 111):

“For people who, in the judgement of the practitioner, may
recover with no formal intervention, or people with mild
depressionwhodonotwant an intervention, or peoplewith
subthreshold depressive symptoms who request an inter-
vention:

• discuss the presenting problem(s) and any concerns that
the person may have about them;

• provide informationabout thenatureandcourseofdepression;
• arrange a further assessment, normally within 2 weeks;
• make contact if the person does not attend follow-up
appointments.”

In the case of patients with mild depression who seek
intervention, the NICE guidelines advise physicians to use
antidepressants or CBT only if low-intensity treatments (like
guided self-help based on CBT, computerized CBT, and group
exercise as well as sleep hygiene education) have been tried and
foundnot effective (NICE, 2009). If patientswithmild depression
have a history of episodes with more severe intensity, antide-
pressants can be prescribed as first-line treatment (see also
Davidson, 2010).

The importance of this topic stems from the large number of
patients suffering from mild depression and the health
economic consequences of treatment recommendations and
regulations in this area (Cuijpers et al., 2007). For the
development of guidelines and for decision makers in health
care systems who have to allocate limited resources, a central
question is whether the effects obtainable with antidepressants
can be considered large enough to be clinically significant. The
discussion is enriched by concerns that mild depressive mood
swings as part of daily and sometimes bitter life are “psychia-
trisized“, possibly in line with the interest and intention of the
pharmaceutical industry or other interest groups such as the
psychotherapists or psychiatrists to “create” new customers by
lowering the disease threshold.

The aim of this article is

1. to explain why the term “mild depression” is misleading;
2. to draw attention to the fact that the present procedure to

measure clinical significance canprovegrosslymisleadingand

3. to compare psychotherapy as an alternative to antidepres-
sant pharmacotherapy concerning the evidence of clini-
cally significant effects.

2. The term “mild depression” is misleading

“Mild depression” is a problematic term for several
reasons. One is that there is no consensus how to measure
it. Mild depression can be defined by the presence of a certain
number of diagnostic criteria. This approach is used in
psychiatric classification systems like ICD-10 (WHO, 1992)
or DSM-IV-TR (APA, 2000a). Another approach is to define
mild depression by a certain range of sum rating scores using
rating scales such as the Hamilton Depression Rating Scale
(HAMD) (Hamilton, 1960). There is only partial overlap
between these two approaches (Klinkman et al., 1997).

Within these two approaches, different definitions are used.
According to the American Psychiatric Association Task Force
for the Handbook of Psychiatric Measures (Task Force for the
APA Handbook of Psychiatric Measures, 2000) mild depression
is characterized by a sum score of 8 to 13 points in the 17-item
version of the HAMD. This definition is used in a recent meta-
analysis of antidepressant drug effects and depression severity
(Fournier et al., 2010). Other meta-analyses, however, use
markedly different definitions of mild depression (Angst et al.
(1993): HAMD-17 sum scores ≤21 points; Shelton et al.
(2007): HAMD-17 sum scores ≤19 points; de Maat et al.
(2007): HAMD-17 interval between 12 and 19.9 points).

Aside from inconsistencies in these definitions the term
“mild depression” suggests a rather benign condition. Yet, even
subthreshold and minor depressive disorders, not even
meeting the criteria necessary for diagnosing mild depression,
can prove serious disorders and can be associated with
considerable deficits in psychological well-being (Nierenberg
et al., 2010), a strong negative impact on life quality (Nieren-
berg et al., 2010), functional impairment (Rapaport and Judd,
1998), increased mortality as compared to non-depressed
subjects (Cuijpers and Smit, 2002) as well as increased risks of
suicidality (Angst andMerikangas, 1997; Fergussonet al., 2005)
and transition to major depression (Fogel et al., 2006; Judd
et al., 1998; Lyness et al., 2006). On thesebases,milddepression
is milder than severe depression, but not a mild disorder.

3. Do antidepressants have ‘clinically significant’ effects?

It becomes important to examine whether antidepressant
treatment effects in mild depression are not only statistically
significant, but large enough to be also clinically significant.
Whereas the statistical significance of treatment effects is
not questioned, the clinical significance has been challenged
by recent meta-analyses (Fournier et al., 2010; Kirsch et al.,
2008) which suggest that the amount of benefit of antide-
pressants in comparisonwith placebo escalates with intensity
of depression symptoms and may be minimal in the case
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of patients suffering from mild or moderate depression.
Fountoulakis and Möller (2010) seriously challenged this
view in a re-analysis of the data presented by Kirsch et al.
(2008). Important flaws were detected for the calculations.
Presentation of the results was shown to be selective whereas
conclusions appeared to be overemphasized. Fountoulakis
and Möller (2010) concluded from their re-analysis of the
Kirsch data that efficacy of antidepressants was always
existent and not restricted to a special degree of depression
severity.

The above-mentioned reviews aswell as national guidelines
like the German guidelines for the treatment of unipolar
depression (DGPPN et al., 2009) appear to adopt criteria for
clinical significance proposed byNICE (2004). TheNICE selected
as one measure a drug–placebo difference of at least three
points concerning the improvement compared to baseline in
the HAMD-17 (Hamilton, 1960) sum score (ΔHAMD-17) as a
threshold for clinical significance (NICE, 2004).

Having in mind the far reaching consequences of the
definition of clinical significance for the care of depressed
patients as well as for health political decisions, it is surprising
that the method how to measure it is not more broadly
discussed. Only a few articles brought this issue into focus in
the context of depression (Bech, 2006). In contrast to the
definition of clinical significance presented by NICE (2004),
Bech recommends the use of standardized effect size statistics
for the six-item version of the HAMD (HAMD-6) (Beck, 1967)
to determine clinically significant antidepressant effects
(Bech, 2006; Faries et al., 2000). This measure has the
advantages of being unit-free and independent of sample
size (in contrast to a p value) (Faries et al., 2000).

To declare that a particular treatment has no clinically
significant effects implies that in daily practice provision of the
treatment and alternatives such as active monitoring do not
really make a relevant difference for the individual patient.
When making such a statement, care should be taken not to
underestimate treatment effects and to discard erroneously
highly effective treatments. The situation is different than in
efficacy studies. The aim of these studies is to prove in principle
that the treatment has antidepressant effects. This is done by
testing the outcome against placebo within a randomized
controlled trial (RCT). Here, care has to be taken not to infer
efficacy erroneously. Since the aims behind demonstrating
efficacy and demonstrating clinical significance are different,
study design and methodology have to be different. As we will
see, there are compellingarguments that acceptedprocedure to
deduce clinical significance from differences between active
treatment and placebo in improvement in HAMD-17 scores,
response rates or other parameters obtained within random-
ized clinical trials (RCTs) is likely to prove grossly misleading
and risky depriving patients of efficient treatments.

3.1. Clinical significance of antidepressant treatment effects cannot
be derived from intent-to-treat and last-observation-carried
forward approaches

In RCT efficacy studies, intent-to-treat (ITT) and last-
observation-carried-forward (LOCF) approaches are used.
This conservative approach makes sense in order to avoid
false positive results. However, such an analysis does not
make sense when clinical significance is studied. The possible

benefit of a treatment would be underestimated if we
included in the analysis also patients who stopped treatment
prematurely and were not treated properly for other reasons.
The size of a treatment effect cannot be measured in patients
who are not treated for whatever reason. Clinical significance
should tell us how much the patient will improve when he
takes and tolerates the drug and this can be best studied in
the per protocol population. For the clinical decision to start
or not to start a specific treatment in an individual patient
many factors such as side effects, costs, treatment alterna-
tives, patients' preferences etc. come into play, but balancing
side effects and other costs and risks associated with
antidepressant treatment effects is not the topic addressed
by clinical significance. In the meta-analyses mentioned
above (Fournier et al., 2010; Kirsch et al., 2008) the drug-
placebo difference was measured based on ITT data with the
LOCF approach. It has to be expected that the placebo–verum
difference in ΔHAMD-17 would be clearly larger and possibly
above three points also for mild depression when the per-
protocol and not the ITT population would be analyzed. The
differences between these two analyses can be considerable.
According to a meta-analysis of major depressive disorder
trials the drug–placebo success rate difference is 28.1% in the
per-protocol population and only 18.8% in the ITT population
(Stolk et al., 2003).

3.2. Differences between active treatment and placebo are
underestimated because of adherence problems

In assessing clinical significance of treatment, it has to be
assumed that the patients are adherentwith their treatment. In
the RCTs used to evaluate the clinical significance of antide-
pressants it has to be expected that even in the per-protocol
population a large number of the patients take the drug
irregularly or not at all. In RCTs with antidepressants,
nonadherence, as measured mainly by the number of pills
taken, has been found to be between 28 and 80% (Pampallona
et al., 2002). This may be an underestimation of the problem
because even when plasma levels are measured patients may
take the drug the day before the visit and forget or not take it for
other reasons the other days. As can be expected, the response
rate is significantly higher in adherent than non-adherent
patients (82.5% versus 55.8% with adherence being defined
according to a composite index including questioning, serum
levels and appointments kept). This difference is irrespective of
the method applied to determine adherence (Akerblad et al.,
2003). Moreover, it could be demonstrated that the number of
depressed patients who reduced the dosage of the received
antidepressant or transiently discontinued the drug was
significantly lower in the group in which adherence was
measured by serum levels of sertraline and desmethylsertra-
line, as compared to a control group (Akerblad et al., 2003). In
addition, this study demonstrated the problems associated
with adherence measurement by the finding that 37–70% of
depressed patients showed treatment adherence, depending
on the method applied.

In our own randomized controlled study of patients with
milder forms of depression (MIND-study; (Hegerl et al.,
2010) see below) a surprising finding was that 2 patients in
the placebo arm had positive sertraline plasma levels. One
probable explanation might be that these patients wanted to
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be sure to receive the antidepressant, have thrown away the
study drugs and have secured themselves sertraline via
another physician or the internet. The consequence of the
mentioned adherence problems is that even when analyzing
the per-protocol population the active treatment/control
differencewould underestimate the real antidepressant effect
a depressed patient could expect when taking the drug.

This is exemplified using the data from the MIND-study
(Hegerl et al., 2010), a randomized, placebo-controlled,
single-center, 10-week clinical trial involving primary care
patients with milder forms of depression. Treatment arms
were 1) sertraline (flexible dosages up to 200 mg/day)
(n=83), 2) placebo (n=83), 3) manual-guided cognitive–
behavioral group therapy (1 individual session and 9 group
sessions per 90 min) (n=61), 4) guided self-help group
(control condition (n=59)) and 5) treatment with sertraline
or cognitive–behavioral group therapy according to patients'
choice (n=82).

The detailed study protocol was in accordance with the
Declaration of Helsinki, as revised 1989, and Good Clinical
Practice guidelines (International Conference on Harmoniza-
tion of Technical Requirements for Registration of Pharma-
ceuticals for Human Use, 2001). The study was approved by
an independent Ethics Review Committee, and all subjects
gave written informed consent.

When comparing the placebo–verum difference of im-
provement in HAMD-17 (ΔHAMD-17) between the ITT
population with LOCF and the PP population excluding non-
completers and those with non-adherence the placebo–
verum difference was larger in the latter group (2.99 versus
2.07; see also Fig. 1).

3.3. Overrepresentation of non-responders in RCTs leads to an
underestimation of the clinical significance in daily practice

Thedecisionwhether to treat apatientwithmilddepression
is especially difficult in patients without previous treatment.

Primary care providers are often confrontedwith such patients.
If there has been pretreatment the experience obtained can
guide the decision to treat or not to treat. In RCTs a high
percentage of patients had earlier treatments and it is not
unlikely that nonresponders are overrepresented in these study
populations. Demyttenaere et al. (2008) found a significantly
higher responder rate after 6 months of treatment with SSRI in
patients with a first episode of major depression compared to
patients with recurrent depressive episodes and previous
treatment with antidepressants (88% versus 62%). Own data
from the MIND-study (Hegerl et al., 2010) suggest lower
sertraline–placebo differences regarding HAMD-17 sum score
changes (baseline— individual endpoint) in patients with pre-
treatment with antidepressants (including St. John's Wort)
within the last two years (ΔHAMD-17=1.46 points) as
compared with patients who had no pretreatment with
antidepressants within the last two years (ΔHAMD-17=2.29
points) (according to ITT-LOCF analysis). The possible benefit a
patient can expect from starting for the first time an
antidepressant medication would be underestimated when
referring to data from typical RCTs as done by the meta-
analyses by Fournier et al.(2010)and Kirsch et al.(2008). The
meta-analysis by Fournier et al. (2010) illustrates how selective
some meta-analyses are: The authors of this article included
from the literature published in 30 years only six placebo-
controlled adult outpatient antidepressant trials with only 718
patients.

3.4. High treatment responders can be picked out by a
probationary treatment

A better outcome between active treatment and placebo of
averaged 2 points in the HAMD-17 implies the existence of
patientswith aneven smaller, but also thosewithgreater benefit
of the treatment. So far, markers for the identification of such
“high-responders” are not available; so, it must be discussed
whether or not probationary treatments are justified. Proba-
tionary treatments enableone subgroup to takeadvantages from
a therapy which is adequate for them while treatment could be
stopped in other patients. In this context, it is important to note
that the decision to continue or discontinue treatment can be
madealreadyafter twoweeksof therapy. Several studies suggest
that patients without marked symptom reduction after two
weeks (e.g. b20% in HAMD-17 (Hamilton, 1960)) have a high
probability to be non-responders after ten weeks of treatment
(79–94%) (Henkel et al., 2009; Kemp et al., 2010; Papakostas
et al., 2006; Stassen et al., 2007; Szegedi et al., 2003; Tadiç et al.,
2010; Taylor et al., 2006; van Calker et al., 2009). Post-hoc
analysis of data from the Sequenced Treatment Alternatives to
RelieveDepression (STAR*D) studypoints in the samedirection:
Early change of depressive symptoms (from baseline to week
2) was found to allow predictions of non-response after six
weeks of treatment being “sufficiently certain for clinicians to
spare identified patients from prolonged exposure to ineffec-
tive treatment” (Kuk et al., 2010; p. 1502). Although it will not
bepossible todecidehow far the improvement in the individual
responders is due to pharmacological effects of the antidepres-
sant or other factors such as spontaneous remission or
unspecific effects, the responder group is likely to be enriched
with true and clear responders. The risks and disadvantages of
such a probationary treatment are limited.

Fig. 1. Anti-depressive treatment effects and compliance in primary care
patients withmild-to-moderate depressive disorders, based on data from the
MIND study (Hegerl et al., 2010): Sertraline–placebo differences regarding
HAMD-17 sum score changes (baseline— individual endpoint) in patients with
low (non-PP) versus high (PP) compliance (according to ITT-LOCF analysis).
Notes: HAMD-17: Hamilton Depression Rating Scale — 17-item version
(Hamilton, 1960); ITT-LOCF: intent-to-treat last-observation carried-forward
analysis; MIND: Minor depression; PP: per-protocol population.
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3.5. Wrong patients might be included in RCTs

Many RCTs are conducted in countries in which many
patientsdonot ownahealth insurance, copayments formedical
visits orprescriptionmedication arehigh (e.g., USA). It becomes
attractive to such uninsured and inadequately insured persons
to enroll in a trial because this involves the chance to get free
medical visits and medication as well as financial incentives.
Moreover, inclusion of patients is mostly carried out in study
centers being paid for every included patient. High time
pressure is characteristic for these studies. These factors go
along with a high risk that patients slip into the studies
although they do not fulfill the inclusion and exclusion criteria.
Especially uninsured patients might be susceptible to undue
inducement in order to join a clinical trial (Pace et al., 2003)
motivating them to exaggerate depression severity. After
inclusion this exaggeration is not necessary any more leading
to rapid initial improvements in the placebo and verumarms. It
is evident that such factors will reduce the placebo–verum
difference in ΔHAMD-17 (Hegerl and Mergl, 2010).

However, there are also conflictive findings: Rush et al.
(2008) investigated predictors of remission to second-step
medications (like sertraline and venlafaxine-XR) for treat-
ment of major depressive disorder after intolerance or lack of
remission regarding an initial selective serotonin reuptake
inhibitor (citalopram hydrobromide); according to their
results, patients without any insurance do not significantly
differ from patients with private or public insurance in their
remission rates. However, patients with only public insurance
were characterized by significantly less remission rates, as
compared to patients with private insurance. For the authors,
this finding reflects the fact that remission is less likely in the
context of social disadvantage. Another result (remission in
white participants being nearly twice as likely as in nonwhite
ones) points in a similar direction.

3.6. Differences in placebo effects in RCTs compared to routine care
can lead to underestimation of clinical significance of treatment

Having inmind themanyvisitswhich intense studies entail,
it is likely thatmodern RCTs inducemore placebo effects due to
factors such as activation, suggestion, hope induction, social
support and care than what can be achieved within the small
time budget of a primary care provider. Possibly, the increased
efforts and complexity associatedwith phase-III trials might be
a factor contributing to the fact that the placebo response rates
in clinical antidepressant trials have increasedworldwide in the
last twenty years (Rief et al., 2009; Walsh et al., 2002). Other
factors like increased recruitment of patientswithmilder forms
of depression who are known to have an increased response
rate to placebo have also been discussed (Silberman, 2009):
These patients are given higher depression ratings at baseline
than acceptable, whereas subsequent ratings are correct
(“overrating”) (Möller, 2008).

It may be argued that this larger placebo effect in RCTs
influences outcome in the active treatment versus placebo
group in a similarmanner andmay therefore have no net effect
on observed differences in ΔHAMD-17 or other outcome
parameters. This is, however, only partly true, because in the
active treatment arm nonspecific and true pharmacological
effects of the antidepressant are not additive. Some additional

responders to nonspecific effects would also have responded to
the antidepressant alone.

In this context, a further factor comes into play. Because of
blinding, in RCT efficacy studies hope is induced in a similar
manner in both the active treatment and placebo arms. This is
not the situation found in routine care. If the doctor decides
not to offer specific treatment, but proposes watchful waiting,
less placebo (placebo = “I will please”) effects can be
expected. Some patients expecting help might even respond
with deception and nocebo effects cannot be excluded. In
addition, if the doctor decides to start antidepressant
treatment more hope might be induced than in the RCT.
The patient in daily praxis knows that he gets a drug which is
supposed to work, whereas in RCTs the patient knows he has
a considerable risk to receive only a placebo. Less hope is
induced by the active treatment in RCTs and the improve-
ment might be smaller than that in daily practice. The size of
this reduced hope induction in RCTs seems to be important as
suggested by a recent metaanalytic study (Sneed et al., 2008):
Antidepressant response rates were 60% in placebo-con-
trolled RCTs with three arms and two active drugs (chance to
get verum: 66%), but only 46% in placebo-controlled two-arm
RCTs (chance to get verum: 50%). Analogously, a more recent
study (Sinyor et al., 2010) suggests a strong influence of the
number of active treatment arms in a clinical trial on the
placebo response rates. Moreover, time is an important
variable in the evaluation of antidepressant versus placebo
response (e.g., Frank et al., 1990; Montgomery et al., 1993).

Altogether, these factors reduce the placebo–verum differ-
ence in ΔHAMD-17 compared to what a patient can expect
when receiving anantidepressant insteadof “watchfulwaiting”
(see Fig. 2).

3.7. In RCTs the possibilities to adjust treatment individually are
limited

In daily practice, guidelines recommend changing treat-
mentwith antidepressants after two to fourweeks if no clinical
improvement is observed. Adjustment of dosage, changing to
another antidepressantwith different pharmacodynamic prop-
erties or augmentation strategies are good clinical practice.
Although not proven by stringent studies, it is likely that these
established strategies increase the probability that the right
dosage and the right drug will be found for the individual
patient, and the chance to respond will be increased as
compared to RCT in which one antidepressant is used for up
to ten weeks even if no improvement is seen. In daily practice
also patient preference can be better taken into account.Within
the MIND-study patients receiving antidepressant drug treat-
ment in line with their treatment preference had a better
outcome by statistical trend than those who received an
antidepressant, but preferred psychotherapy (outcome differ-
ence 2.86 points in HAMD-17; p=0.07) (Mergl et al., 2011).

3.8. Antidepressants have the additional benefit of prevention of
relapse

Antidepressant drugs have the additional benefit for the
patient that they have clearly proven and strong effects
concerning prevention of relapse and recurrence (e.g., Blier
et al., 2007; Geddes et al., 2006; Kornstein, 2008; Reynolds
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et al., 2006). Compared with treatment discontinuation,
antidepressants can reduce the risk of relapse or recurrence
by about 50–70%. The mean rate of relapse on placebo was
41%, as compared to 18% on antidepressants (Geddes et al.,
2003). Focusing only on the acute effects neglects this
additional advantage of an antidepressant for the patients.

3.9. To define an improvement in HAMD-17 of two points is
questionable

Independent of the arguments presented so far, defining
two points in the HAMD-17 as not being clinically relevant is
questionable. Such an improvement can, for example simply
signify the change from “wishes s/hewere dead” to “suicidality
absent” (Hamilton, 1960) or a clear improvement in appetite or
sleep.

4. Clinical significance of effects of psychotherapy as a
possible alternative to antidepressants

Regarding treatment of mild depression, some guidelines
prefer psychotherapy (e.g., the German guidelines for the
treatment of depressive disorders (DGPPNet al., 2009)). Also in
the recent reviews about clinical significance of antidepressants
in mild depression, skeptical opinions about antidepressants
are often combined with support for psychotherapy as a better
alternative (e.g., Kirsch et al., 2008). This happens in spite of the
fact that for psychotherapy the evidence base for efficacy is
considerably more difficult to demonstrate than that for
antidepressants. This resultsmainly fromdifficulties indefining
a control group and in blinding therapists as well as patients
(e.g., Nutt and Sharpe, 2008). Without blinding of patients, no
placebo effect will be induced in the control group. Knowing
that one is only in a ‘waiting list group’, ‘treatment as usual
group’ or a ‘moderated self-help group’ might be frustrating
and could even result in nocebo effects. This was shown by the

abovementionedMIND-study (Hegerl et al., 2010). The striking
findingwas that the outcome in themoderated self-help group
as a psychotherapy control conditionwas not only significantly
worse comparedwith the Cognitive Behavioral Therapy group,
but also compared with the pill placebo group and all other
groups (see Fig. 3). Demonstrating superiority over such a
psychotherapy control group is obviously not providing the
same level of evidence for efficacy as pill–placebo–antidepres-
sant comparisons (Hegerl et al., 2010). If patients know that

Fig. 2. A simple model for spontaneous course, unspecific effects (e.g. induction of hope, activation and care) and specific effects of antidepressants as additive
factors contributing to treatment response. The response difference (ΔHAMD-17) between antidepressants and placebo within RCTs can be expected to be clearly
smaller than that between antidepressants and watchful waiting in daily practice. In the latter case, the effect of antidepressants is likely to be even larger than in
RCTs and the effect of watchful waiting to be less pronounced than that of placebo.Notes: Δ: Placebo–verum response difference; HAMD-17: Hamilton Depression
Rating Scale (17-item version) (Hamilton, 1960) sum score; RCT: Randomized controlled trial.

Fig. 3. HAMD-17 sum score changes (baseline — endpoint) in patients with
mild-to-moderate depressive disorders (according to MMRM analysis).
Analysis was based on data from the MIND study (Hegerl et al., 2010). The
guided self-help groups were found to lead to a significantly worse outcome
than the other four arms of the MIND study including pill–placebo.Notes:
CBT: Cognitive–behavioral group therapy; free choice: free choice of either
sertraline or CBT; GSG: Guided self-help groups; HAMD-17: Hamilton
Depression Rating Scale — 17-item version (Hamilton, 1960); MIND: Minor
depression; MMRM: Mixed-model repeated-measures analysis (Twisk,
2003); N: sample size; Pl: Placebo; Sert: Sertraline.
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they had the bad luck to be only in the control condition the
consequence is likely to be frustration, despair and nonadher-
ence (nocebo instead of placebo effects). The MIND study
suggests such effects despite the control condition having
involved unspecific support, psychoeducational and stress
management elements. The scope of this methodological
problem is not always sufficiently recognized and considered
in psychotherapy research. It explains why the effect sizes of
psychotherapies are especially large in psychotherapy studies
involving waiting list control groups which are likely to have
especially high nocebo effects (Robinson et al., 1990). It is bad
news for every depressed patient seeking help to be random-
ized to a waiting list control group. Such groups are not a
valid control condition and should not be included in meta
analyses.

In addition to this fundamental problem in psychotherapy
research, a recent analysis indicates that many studies have
further methodological shortcomings (no clear diagnostic
criteria for depressive disorders, no treatment manual, no
training of psychotherapists, no checking of treatment integ-
rity, no ITT analyses, small sample sizes (b50), no randomiza-
tion by an independent party, no blinding of outcome
assessors) leading to an overestimation of treatment effects of
psychotherapy (Cuijpers et al., 2010).

5. What to do?

If the drug–placebo difference in depression ratings cannot
be used to judge the clinical relevance of antidepressant effects
in daily practice, whatmight be a better alternative? The risk to
discard helpful treatment has to be minimized. Thus, for
assessing clinical significance it is recommended

– to use per protocol analyses;
– to install strict compliance control;
– to include mainly patients without pre-treatment;
– to consider other factors such as patients' preferences

(Mergl et al., 2011), age, comorbidity, comedication, earlier
treatment experiences as inclusion/exclusion criteria;

– to use open designs (but blinded raters) with randomi-
zation at the center/practice level and

– to compare the improvement with antidepressants not to
pill–placebo, but to active monitoring.

6. Conclusion

The paper focused on factors possibly leading to an
underestimation of the clinical significance of antidepressant
treatment in daily practice when measured with the presently
used approach (placebo–verum difference in HAMD-17). It did
not address factorswhichmight introduce abias in the opposite
direction, leading to an overestimation of the clinical signifi-
cance of treatment effects in daily practice. Among these are
problems with blinding in RCTs (Porter et al., 2003; Ventegodt
et al., 2009) and exclusion of patients with comorbidity and
comedication (Mosenifar, 2007; Van Spall et al., 2007) which
might suggest better efficacy than that observable in daily
practice. Such factors, however, do not invalidate the presented
arguments which highlight the risk to reject clearly effective
antidepressant treatments for patients with mild depression

when relying on the presently used assessment of clinical
significance.
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