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ABSTRACT

Background

Control interventions in randomised trials provide a frame of reference for the experimental interventions and enable estimations of
causality. In the case of randomised trials assessing patients with mental health disorders, many different control interventions are used,
and the choice of control intervention may have considerable impact on the estimated effects of the treatments being evaluated.

Objectives

To assess the benefits and harms of typical control interventions in randomised trials with patients with mental health disorders. The
difference in effects between control interventions translates directly to the impact a control group has on the estimated effect of an
experimental intervention. We aimed primarily to assess the difference in effects between (i) wait-list versus no-treatment, (ii) usual care
versus wait-list or no-treatment, and (iii) placebo interventions (all placebo interventions combined or psychological, pharmacological,
and physical placebos individually) versus wait-list or no-treatment. Wait-list patients are offered the experimental intervention by the
researchers after the trial has been finalised if it offers more benefits than harms, while no-treatment participants are not offered the
experimental intervention by the researchers.

Search methods
In March 2018, we searched MEDLINE, PsycInfo, Embase, CENTRAL, and seven other databases and six trials registers.

Selection criteria

We included randomised trials assessing patients with a mental health disorder that compared wait-list, usual care, or placebo
interventions with wait-list or no-treatment.

Control interventions in randomised trials among people with mental health disorders (Review) 1
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Data collection and analysis

Titles, abstracts, and full texts were reviewed for eligibility. Review authors independently extracted data and assessed risk of bias using
Cochrane’s risk of bias tool. GRADE was used to assess the quality of the evidence. We contacted researchers working in the field to ask
for data from additional published and unpublished trials.

A pre-planned decision hierarchy was used to select one benefit and one harm outcome from each trial. For the assessment of benefits, we
summarised continuous data as standardised mean differences (SMDs) and dichotomous data as risk ratios (RRs). We used risk differences
(RDs) for the assessment of adverse events. We used random-effects models for all statistical analyses. We used subgroup analysis to
explore potential causes for heterogeneity (e.g. type of placebo) and sensitivity analyses to explore the robustness of the primary analyses
(e.g. fixed-effect model).

Main results

We included 96 randomised trials (4200 participants), ranging from 8 to 393 participants in each trial. 83 trials (3614 participants) provided
usable data. The trials included 15 different mental health disorders, the most common being anxiety (25 trials), depression (16 trials), and
sleep-wake disorders (11 trials).

All 96 trials were assessed as high risk of bias partly because of the inability to blind participants and personnel in trials with two control
interventions. The quality of evidence was rated low to very low, mostly due to risk of bias, imprecision in estimates, and heterogeneity.

Only one trial compared wait-list versus no-treatment directly but the authors were not able to provide us with any usable data on the
comparison.

Five trials compared usual care versus wait-list or no-treatment and found a SMD -0.33 (95% Cl -0.83 to 0.16, I* = 86%, 523 participants)
on benefits.

The difference between all placebo interventions combined versus wait-list or no-treatment was SMD -0.37 (95% Cl —0.49 to —-0.25, |2 =
41%, 65 trials, 2446 participants) on benefits. There was evidence of some asymmetry in the funnel plot (Egger’s test P value of 0.087).
Almost all the trials were small. Subgroup analysis found a moderate effect in favour of psychological placebos SMD -0.49 (95% CI -0.64
to —0.30; I = 53%, 39 trials, 1656 participants). The effect of pharmacological placebos versus wait-list or no-treatment on benefits was
SMD -0.14 (95% Cl -0.39 to 0.11, 9 trials, 279 participants) and the effect of physical placebos was SMD -0.21 (95% CI -0.35 to -0.08, |2 =
0%, 17 trials, 896 participants). We found large variations in effect sizes in the psychological and pharmacological placebo comparisons.
For specific mental health disorders, we found significant differences in favour of all placebos for sleep-wake disorders, major depressive
disorder, and anxiety disorders, but the analyses were imprecise due to sparse data.

We found no significant differences in harms for any of the comparisons but the analyses suffered from sparse data.

When using a fixed-effect model in a sensitivity analysis on the comparison for usual care versus wait-list and no-treatment, the results
were significant with an SMD of -0.46 (95 % CI -0.64 to -0.28). We reported an alternative risk of bias model where we excluded the blinding
domains seeing how issues with blinding may be seen as part of the review investigation itself. However, this did not markedly change the
overall risk of bias profile as most of the trials still included one or more unclear bias domains.

Authors' conclusions

We found marked variations in effects between placebo versus no-treatment and wait-list and between subtypes of placebo with the same
comparisons. Almost all the trials were small with considerable methodological and clinical variability in factors such as mental health
population, contents of the included control interventions, and outcome domains. All trials were assessed as high risk of bias and the
evidence quality was low to very low.

When researchers decide to use placebos or usual care control interventions in trials with people with mental health disorders it will
often lead to lower estimated effects of the experimental intervention than when using wait-list or no-treatment controls. The choice
of a control intervention therefore has considerable impact on how effective a mental health treatment appears to be. Methodological
guideline development is needed to reach a consensus on future standards for the design and reporting of control interventions in mental
health intervention research.

PLAIN LANGUAGE SUMMARY

Control interventions in randomised trials for people with a mental health disorder

This systematic review assesses the effects of different control interventions in randomised trials including patients with a mental health
disorder. In randomised trials, patients are assigned by chance to one of two or more groups - usually an experimental intervention and a
controlintervention. There are many types of control interventions in mental health intervention research. Some of the most common are
different types of placebos that lack what is assumed to be the active component in the experimental intervention, and usual care, where
patients receive the standard treatment for their mental health disorderin the area where they live. Two other types of control interventions
are wait-list or no-treatment where patients receive no trial-related care during the study (although some patients may receive care outside

Control interventions in randomised trials among people with mental health disorders (Review) 2
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the studies). Wait-list patients are often offered the experimental intervention after the trial has been finalised if it is likely to provide more
benefits than harms, while no-treatment participants are not offered the experimental intervention by the researchers.

We searched for randomised trials with patients with mental health disorders where wait-list, usual care, or placebo interventions were
compared with either wait-list or no-treatment. We looked at differences between all the types of controlinterventions on beneficial effects
and whether they caused any adverse effects. We included 96 trials with a total of 4200 participants. Only 83 trials (3614 participants)
provided usable data. Fifteen different mental health disorders were included. We found that all the trials were at high risk of bias in
how they had been conducted, which reduced the interpretability of our findings. However, the risk of bias was mostly due to lack of
blindingin the placebo studies, which may be seen as an aspect of the review's methodological question rather than a flaw with the review
itself. We found no clinically important differences for usual care or wait-list control interventions in the main analyses, however in our
secondary analyses we found a clinically important favourable difference for usual care. In general, placebo control interventions tended
to be favourable over no-treatment or wait-list control interventions across mental health disorders. We found no clinically important
differences on adverse events.

This review suggests that different controlinterventions have a tendency to yield very different estimates for the effects of the experimental
intervention and that the choice of control intervention has a large impact on how effective a mental health treatment appears to be.
Control interventions in trials with patients with mental health disorders are often poorly reported upon, and guidelines are needed to
inform researchers on how to properly design, report, and interpret these trials.

Control interventions in randomised trials among people with mental health disorders (Review) 3
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SUMMARY OF FINDINGS

Summary of findings 1. Summary of findings

Benefits and harms of wait-list compared with no-treatment for mental health disorders

Patient or population: patients with mental health disorders
Settings: inpatient and outpatient
Intervention: wait-list

Comparison: no-treatment

Outcomes Illustrative comparative risks* Relative effect  No of Partici- Quality of the
(95% Cl) (95% Cl) pants evidence
(studies) (GRADE)
Assumed risk Corresponding
risk
Wait-list/no- Usual care

treatment

Comments

Wait-list com-
pared with no-
treatment

Only one cluster-randomised trial compared a wait-list
intervention to a no-treatment intervention was includ-
ed (Howlin 2007). However, no usable data were provid-
ed in the full report, and the authors did engage in cor-
respondence. Eighty-four elementary school children
with a autism spectrum disorder were randomised to
either, i) immediate treatment, ii) delayed treatment
(wait-list), and iii) no-treatment. Conclusions were that
Picture Exchange Communication System (PECS) train-
ing indicated modest effectiveness for children with
autism spectrum disorder. In general there were no dif-
ferences on across outcome measures between the
wait-list and no-treatment intervention groups.

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).
Cl: Confidence interval; RR: Risk Ratio; RD: Risk Difference; RCT: Randomised clinical trial

GRADE Working Group grades of evidence
High quality: further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: further research is very likely to have an importantimpact on our confidence in the estimate of effect and is likely to change the estimate.
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Very low quality: we are very uncertain about the estimate.

Summary of findings 2. Summary of findings

Benefits and harms of usual care compared with wait-list or no-treatment for mental health disorders

Patient or population: patients with mental health disorders

Settings: inpatient and outpatient
Intervention: usual care

Comparison: wait-list or no-treatment

Outcomes Illustrative comparative risks* (95% Cl) Relative effect  No of Partici- Quality of the Comments
(95% ClI) pants evidence

Assumed risk Corresponding risk (studies) (GRADE)

Wait-list/no- Usual care

treatment
Usual care compared with wait-list/no- The mean score in the usual 523 flelele) TSA adjusted CI
treatment care group was 0.33 points very low 3,b,c =-2.32to1.15

lower (0.83 lower to 0.16 (5RCTs)

(Variety of continuous outcome) higher) TSARIS = 1536
(Post-treatment)
Serious adverse events for all placebos No data
Non-serious adverse events for all place- No data

bos

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).
Cl: confidence interval; RR: risk ratio; RD: risk difference; RCT: randomised clinical trial; TSA: Trial Sequential Analysis

GRADE Working Group grades of evidence

High quality: further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: further research is very likely to have an importantimpact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: we are very uncertain about the estimate.

aWe downgraded the quality of evidence by one level due to risk of bias
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b we downgraded the quality of evidence by one level due to inconsistency (in terms of either clinical and methodological heterogeneity)

¢ We downgraded the quality of evidence by one level due to imprecision (wide confidence intervals)

Summary of findings 3. Summary of findings

Benefits and harms of placebos compared with wait-list or no-treatment for mental health disorders

Patient or population: patients with mental health disorders

Settings: inpatient and outpatient

Intervention: all placebos combined, psychological, pharmacological and physical placebos

Comparison: wait-list or no-treatment

Outcomes Illustrative comparative risks* (95% ClI) Relative effect  No of Partici- Quality of the Comments
(95% CI) pants evidence
Assumedrisk  Corresponding risk (studies) (GRADE)
Wait-list/no- Placebos
treatment
All placebos compared with wait-list The mean score in the 2446 BDOO TSA adjusted
or no-treatment placebo group was 0.37 low a;b Cl=-1.85to
points lower (0.49 lower (65 RCTs) -0.84
(Variety of continuous outcome) t0 0.25 lower) TSARIS =397
(Post-treatment)
Psychological placebos compared The mean score in the 1263 BDOO TSA adjusted
with wait-list or no-treatment placebo group was 0.49 low a;b Cl=-2.54to0
points lower (0.66 lower (38 RCTs) -1.02
(Variety of continuous outcome) t0 0.31 lower) TSARIS = 454
(Post-treatment)
Pharmacological placebos compared The mean score in the 279 cloe) TSA adjusted
with wait-list or no-treatment placebo group was 0.14 very low a,b,c Cl=-9.43t0
points lower (0.39 lower (9 RCTs) 6.15
(Variety of continuous outcome) t0 0.11 higher) TSA RIS =229

(Post-treatment)
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Physical placebos compared with The mean score in the 896 BPOO TSA adjusted
wait-list or no-treatment placebo group was 0.21 low a;b Cl=-3.64to

points lower (0.35 lower (17 RCTs) -0.49
(Variety of continuous outcome) t0 0.08 lower) TSARIS = 194
(Post-treatment)
Serious adverse events for all place- 43 per 1000 27 per 1000 (95% CI 32 RD -0.00 517 5000 Not possible to cal-
bos compared with wait-list or no fewer to 23 higher) very low a,b,c culate TSA on serious
treatment (950/;’ Cl-0.03to  (11RCTs) 7 adverse events due

0.03 to too little informa-

(Spontaneous reporting of dichotomous tion use
outcomes)
(Post-treatment)
Non-serious adverse events for all 93 per 1000 96 per 1000 RD 0.03 590 6000 Not possible to cal-
placebos compared with wait-list or very low a,b,c culate TSA on serious
no treatment (95% CI 2 fewer to 7 (95% C1-0.02to (14 trials) ” adverse events due

(Spontaneous reporting of dichotomous
outcomes)

(Post-treatment)

higher)

0.08)

to too little informa-
tion use

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).
Cl: Confidence interval; RR: Risk Ratio; RD: Risk Difference; RCT: Randomised clinical trial;RIS: required information size; TSA: trial sequential analysis

GRADE Working Group grades of evidence

High quality: further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.

Very low quality: we are very uncertain about the estimate.

aWe downgraded the quality of evidence by one level due to risk of bias

b We downgraded the quality of evidence by one level due to inconsistency (in terms of either clinical and methodological heterogeneity)

¢ We downgraded the quality of evidence by one level due to imprecision (wide confidence intervals)
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BACKGROUND

Description of the methods being investigated

Control interventions in randomised trials provide a frame of
reference for the experimental intervention and allow causal
estimations of treatment efficacy and adverse events (Higgins 2019;
Kazdin 2016; Sibbald 1998). This systematic review assesses the
benefits and harms of different controlinterventionsin randomised
trials that include patients with a mental health disorder.

We included the following experimental interventions in the
review (which are often described as control interventions —
see Table 1): (a) wait-list, (b) usual care, (c) psychological
placebo, (d) pharmacological placebo, and (e) physical placebo.
We included the following control interventions: (a) wait-list and
(b) no-treatment. We also planned to compare wait-list with no-
treatment. We conducted analyses across all included patient
populations and within specific mental health disorders. We
made direct comparisons between the control interventions by
including trials with more than one control arm (often three-armed
randomised trials).

Wait-list participants are typically assessed before and after a given
time period, and they receive the experimental intervention after
the final research assessment if it provides more benefits than
harms. No-treatment participants are also assessed on repeated
occasions but are not promised the experimental intervention
after the final assessment (Comer 2013). Furukawa and colleagues
have proposed that wait-list participants could become motivated
to remain in poor health in order to receive a desired therapy
after the trial has ended, and that those receiving no-treatment
might actively seek out other forms of care outside the trial
during the trial period ( Furukawa 2014). Wait-list participants
could therefore be subject to so-called nocebo effects (i.e. negative
effects from inert interventions) (Colloca 2020), but the evidence
on this is preliminary (Greville-Harris 2015; Furukawa 2014).
Wait-list and no-treatment comparators control for maturation,
spontaneous improvement, regression to the mean, and observer-
expectancy effects (Comer 2013 ; Kienle 1997). Careful monitoring
of participants in wait-list and no-treatment interventions is
important to ensure toleration of treatment delays and ethical
compliance Comer 2013; Mohr 2009).

Usual care (sometimes also referred to as treatment as usual)
is a control intervention that attempts to mirror the locally
accepted treatment practices for a given mental health disorder.
This control intervention may include both pharmacological
and psychological treatments that are administered by relevant
practitioners (Freedland 2011). The research teams are often
not involved in the care of these patients. Usual care control
groups are typically subject to large clinical and methodological
heterogeneity, the practitioners receive little supervision, and
the interventions often use a mixture of different theoretical
approaches (Comer 2013 ; Kazdin 2015 ; L6fholm 2013 ). Despite
these issues, usual care arguably reflects routine practice better
than highly controlled psychiatric interventions ( Kazdin 2015;
Mohr 2014 ) and when delivered well this type of control
intervention is useful for determining whether novel psychiatric
treatments are favourable to current practices (Mohr 2009).
Usual care is sometimes standardised (Bateman 2009; Chanen
2008), which may involve manualisation, optimising of treatment

structure, and adherence procedures (e.g. through supervision)
(Bateman 2017; Cristea 2017; Kongerslev 2015).

This Cochrane methodology review distinguishes between three
types of placebos. First, psychological placebos are designed to
target the shared components of psychological treatments, such
as attending sessions, the therapeutic relationship and patient
expectations (Frank 1991; Hrobjartsson 2012; Rosenzweig 1936). It
is both methodologically and theoretically difficult to discriminate
between psychological placebos and psychological treatments
(Borkovec 2005; Hrdbjartsson 2012; Locher 2018; Mohr 2014;
Wampold 2010; Wampold 2016). However, psychological placebos
can be methodologically useful for differentiating between the
proposed active and non-active components in psychological
treatments (Mohr 2009). Second, pharmacological placebos are
inert substances in pill, liquid or other forms that do not contain
the active ingredients of a given pharmacological treatment.
Participants typically receive a pill containing starch, sugar,
or lactose (Double 1993; Meissner 2011). The pharmacological
placebo will need to match the active drug treatment (e.g.
antidepressant medication) in size, form, colour, weight, smell,
texture, solubility and taste, but not include any of the active
components in the experimental intervention (Wager 2015).
Third, physical placebos target the inert components of physical
treatments (e.g. acupuncture, exercise regimens, or surgery).
Here an example could be a staged electromagnetic stimulation
procedure where the machine is not turned on or electrodes are
attached to inactive sites (Sommer 2006).

Why it is important to do this review

The need to improve and develop treatments for mental health
disorders is great (Holmes 2018; Karterud 2020; Leichsenring 2019;
Weisz 2019). The type of comparator used in randomised trials with
patients with mental health disorders may influence estimates of
the effects of the experimental intervention, and it is important
to know comparative benefits and harms of different types of
comparator. However, these is a lack of consensus on how to design
and report control interventions in randomised trials with these
patients and evidence-based guidelines are needed (Erlen 2015;
Freedland 2011; Gold 2018; Kube 2017; Lund 2014; Mohr 2009).
One aim of this review was to provide an empirical basis for future
methodological guideline development in this field (Hoffmann
2013; Tajika 2015).

Wait-list control and no-treatment interventions may yield different
effects in favour of experimental treatments depending on how
they are structured, designed, and delivered, and it is very
important to describe such factors. Wait-list and no-treatment
conditions are also some of the most commonly used control
interventions in psychiatric research (Mohr 2014) but may induce
unwanted adverse events in participants, for instance from waiting
to receive a treatment that patients may critically need (Furukawa
2014). If participants allocated to wait-list and no-treatment
interventions show significantly more adverse events than those
allocated to other control interventions, the ethical concerns and
risks of overestimating the effects of clinical interventions in
randomised trials should also be investigated (Cunningham 2013;
Furukawa 2014).

We need more evidence on the content and effects of usual care
as a control intervention in randomised trials (Rosenberg 2014;
Swanson 2014) given the lack of discussion on how to design
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usual care conditions properly and how the use of usual care as a
control condition may influence the reported effects (e.g. in favour
of experimental treatments in study reports) (Kazdin 2015).

In a series of prior reviews, Hrdbjartsson and Getzsche found,
in general, no clinically important effects of psychological,
pharmacological, and physical placebos versus wait-list and
no-treatment interventions for various medical and psychiatric
conditions (Hrdbjartsson 2001; Hrdbjartsson 2002; Hrdbjartsson
2004; Hrébjartsson 2010). For example, the most recent update of
their review (2010) included 44 trials with dichotomous outcomes
and 158 trials with continuous outcomes, and they found moderate
heterogeneity for both outcome domains (I 2 = 45% and 42%,
respectively). For continuous outcomes, they also found large
variation in effects between small and large trials (asymmetric
funnel plots). Although the design of Hrdbjartsson's and Gatzsche's
reviews is similar to the design of this review, their objective
was to investigate the clinical relevancy of placebos, whereas this
review is focused on methodological questions related to control
interventions in randomised trials with patients with mental health
disorders. It is, however, relevant to compare the two reviews
methodologically. The present review is also interested in how
placebo interventions may depend on factors such as type of
mental health disorder, context of administration, information
given to participants, and type of outcome measure (Charlesworth
2017; Fassler 2015; Holmes 2016; Hrébjartsson 2010; Howick 2019;
Jensen 2017; Meissner 2011; O'Leary 1978; Rutherford 2014; Vase
2019Walach 2011; We 2012; Weimer 2015; Yeung 2017), which were
also investigated by Hrébjartsson and Getzsche.

This review is based on our published protocol (Faltinsen 2019).
OBJECTIVES

Our objectives were to assess the comparative benefits and harms
of different control interventions used in randomised trials with
patients with mental health disorders. We specifically wanted
to assess whether different control interventions yield different
effect estimates compared with wait-list or no-treatment. We
included the most common control interventions in mental health
intervention research: wait-list, usual care and placebos and
compared these with wait-list or no-treatment. We also wanted to
compare wait-list with no-treatment interventions.

We compared the following interventions:

1. wait-list versus no-treatment interventions;
2. usual care versus wait-list or no-treatment interventions;
3. all placebos combined, psychological, pharmacological,

and physical placebos versus wait-list or no-treatment
interventions.

METHODS

Criteria for considering studies for this review
Types of studies

Randomised trials comparing wait-list, usual care, or placebo
interventions with either wait-list or no-treatment interventions
were eligible. Parallel trials irrespective of language, publication
year, and publication type were eligible. We included one cross-
over trial, but only used data from the first phase of the trial as
a regular parallel trial. We included one cluster-randomised trial.

In case of articles published in languages other than English, we
sought translation of the relevant sections. Unpublished studies
where methods and results could be assessed in written form were
eligible.

Types of data

All patients in each included trial were required to have a formal
diagnosis of a mental health disorder according to the Diagnostic
and Statistical Manual of Mental Disorders (DSM), First Edition
(DSM-I; APA 1952), Second Edition (DSM-II; APA 1968), Third Edition
(DSM-III; APA 1980), Third Edition Revised (DSM-III-R; APA 1987),
Fourth Edition (DSM-IV; APA 1994), Fourth Edition Text Revision
(DSM-IV-TR; APA 2000), and Fifth Edition (DSM-5; APA 2013),
or according to the International Classification of Diseases and
Related Health Problems (ICD), Sixth Edition (ICD-6; WHO 1949),
Seventh Edition (ICD-7; WHO 1955), Eighth Edition (ICD-8; WHO
1967), Ninth Edition (ICD-9; WHO 1975), 10th Edition (ICD-10; WHO
1993), or 11th Edition (ICD-11; WHO 2018). In some instances,
the diagnostic classification system was not mentioned in the
full report, but the participants fulfilled all symptoms to receive
a diagnosis of a mental health disorder or they were formally
diagnosed by a mental health professional. For trials published
before the introduction of DSM or ICD criteria in 1949, participants
were eligible if they had received a formal diagnostic assessment of
a mental health disorder by a health professional.

We categorised the different mental health disorders according to
the currentnomenclature in the DSM-5 (APA 2013). If all participants
in a trial had a mental health disorder, but not the same one,
we included the trial in all the analyses except those on specific
mental health disorders (see Types of outcome measures). We
included participants with or without comorbid conditions. Eligible
participants were included irrespective of location, setting, and
other demographic variables (including age).

Types of methods
Experimental interventions

We defined wait-list, usual care, and placebo interventions as any
interventions that were clearly labelled or reflected the properties
of wait-list, usual care, or placebo interventions, according to
the criteria below (and in Table 1). We anticipated that most
of the included interventions would be control interventions in
three-group randomised trials. The properties of the interventions
deemed experimental for this methodology review were defined
as the following (based on the work by Hrébjartsson 2010 ; Comer
2013; and Kazdin 2016.

1. Wait-list: an intervention where participants are assessed on one
or more occasions, and are promised the 'active' intervention
after the trial has ended.

2. Usual care: an intervention that reflects locally accepted
treatment practices for a given mental health disorder. It is
provided either by private or public practitioners and may
involve pharmacological, psychological treatment or both.

3. Psychological placebo: an intervention that targets the non-
specific or shared components of psychological treatments,
such as treatment exposure and human interaction variables,
attending sessions, and patient expectations.
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4. Pharmacological placebo: an intervention thatincludes aninert
substance, typically in the form of a pill or liquid, which does not
contain the active ingredients of a given medication.

5. Physical placebo: an intervention that includes the inert
components of a physical treatment (such as acupuncture,
exercise regimens, surgery, or electromagnetic stimulation).

Comparator interventions

We included two comparators: wait-list and no-treatment (see
Table 1). When wait-list was the experimental intervention, we only
compared it with no-treatment interventions. We defined these
comparator interventions as any interventions that were clearly
labelled as, or reflected the properties of wait-list and no-treatment
interventions. The properties of no-treatment interventions were
defined as the following (based on the work by Comer 2013).

1. No-treatment: an intervention where participants are assessed
on repeated occasions without receiving the experimental
intervention. Unlike wait-list interventions, no-treatment
participants are not promised the experimental treatment after
trial completion.

Description of main comparisons

We conducted the comparisons on placebo and usual care
interventions in the following order.

1. We first pooled wait-list and no-treatment interventions when
compared with placebo and usual care interventions.

2. We then conducted subgroup analyses (see Subgroup analysis
and investigation of heterogeneity) between wait-list and no-
treatment interventions for all these pooled comparisons. If
there were significant differences or substantial heterogeneity
between the wait-list and no-treatment interventions for a
given comparison, we conducted separate main analyses for the
two comparison interventions. We expressed low confidence in
these analyses if they had insufficient statistical power.

Types of outcome measures
Primary outcomes

1. Outcomes measuring the efficacy of wait-list, usual care,
and placebo interventions versus wait-list or no-treatment
interventions for all mental health disorders combined.

2. Serious adverse events in wait-list, usual care, and placebo
interventions versus wait-list or no-treatment interventions for
all mental health disorders combined and for specific mental
health disorders.

Secondary outcomes

1. Outcomes measuring the efficacy of wait-list, usual care,
and placebo interventions versus wait-list or no-treatment
interventions for specific mental health disorders.

2. Non-serious adverse events in wait-list, usual care, and placebo
interventions versus wait-list or no-treatment interventions for
all mental health disorders and for specific mental health
disorders.

Description of outcomes

We conducted analyses across allincluded mental health disorders
and within specific disorders. We grouped the specific disorders

according to the classification in the DSM-5 (APA 2013). We only
calculated the efficacy for specific mental health disorders that had
beenincluded in at least three included trials. This was a pragmatic
threshold inspired by Hrébjartsson and Getzsche ( Hrdbjartsson
2010 ) to reduce spurious positive and negative findings in single
trials.

For the outcomes measuring efficacy, we selected one outcome
from each trial report. We conducted separate analyses on
dichotomous and continuous outcomes (see Measures of the effect
of the methods ). We used the following decision hierarchy to select
the outcomes measuring effect.

1. Wefirstincluded the outcome indicated as the primary outcome
in the trial report (e.g. the one used for the sample size
calculation). We preferred data from end of treatment over
follow-up data. This choice was inspired by Hrébjartsson 2010.

2. If the trial did not differentiate between primary and secondary
outcomes or if more than one primary outcome was stated, we
preferred continuous over dichotomous outcomes.

3. If there were multiple continuous outcomes, we preferred
observer-reported over patient-reported outcomes, and blinded
over non-blinded outcomes.

4. If trials reported several observer-reported outcomes, we
included the outcomes that best captured the core symptoms of
the mental health population being treated. Here, we preferred
global scores over sub-scores.

5. We then identified the outcome measure with the best
psychometric properties (e.g. validity and reliability).

6. If still undecided, we randomly selected the outcome measure
to use.

Serious adverse events were defined as any event that lead to
death (e.g. suicide), is life-threatening (e.g. suicidality), required in-
patient hospitalisation (e.g. self-harm), prolonged hospitalisation,
resulted in persistent or significant disability, or was any other
important event that jeopardised the patient’s life or required
intervention for prevention (ICH 2005 ). All other adverse events
were considered non-serious adverse events (ICH 2005). We
conducted separate analyses for specific serious adverse events
(e.g. suicide and self-harm). We combined all non-serious adverse
events into a single estimate.

We extracted adverse events from studies as measured by
standardised psychometric rating scales, such as laboratory values,
or spontaneous reporting. We also located adverse events as
described in the International Conference on Harmonization of
Technical Requirements for Registration of Pharmaceuticals for
Human Use (ICH) (ICH 2005 ). Most of the adverse events data
from the reports were spontaneously reported. Adverse events
in randomised trials generally (Allen 2018) and for psychiatric
treatments in particular, can be difficult to detect, and valid
instruments to detect them are lacking (Lilienfeld 2007; Linden
2014; Pagsberg 2017; Storebg 2018). However, strategic searches
foradverse events using standardised questionnaires are becoming
more common (Pagsberg 2017; Storebg 2018). We corresponded
with trial authors if they did not report data on adverse events.
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Search methods for identification of studies
Electronic searches

We searched the electronic databases and trial registries listed
below (guided by Bramer 2017) using the search strategies shown
in Appendix 1. The strategy for MEDLINE was used as a template for
the other databases and trial registries, with modified syntax and
controlled terms as necessary.

Bibliographic databases (April 2018)

1. MEDLINE Ovid (1946 to current) (see Appendix 1 for search
strategy)

2. PsycINFO Ovid (1806 to current)

3. Embase Ovid (1974 to current)

4. Cochrane Central Register of Controlled Trials (CENTRAL;
currentissue), in The Cochrane Library.

5. Allied and Complementary Medicine Database (AMED; 1900 to
current)

Web of Science Core Collection (1900 to current)
ProQuest Dissertations and Theses A&l (1743 to current)
Sociological Abstracts ProQuest (1952 to current)
Google Scholar ( https://scholar.google.no/)

10.BIOSIS Previews/Thomson Reuters (969 to current)
11.0pen Grey (1997 to current)

© N

Clinical trial registries (March 2019)

1. Australian New Zealand Clinical Trials Registry (ANZCTR,;
www.anzctr.org.au/BasicSearch.aspx ).

2. Clinical Trials ( clinicaltrials.gov ).

3. EU Clinical Trials Register ( www.clinicaltrialsregister.eu/ctr-
search/search).

4. ISRCTN Registry ( www.isrctn.com).

5. UK Clinical Trials Gateway (
#popoverSearchDivid ).

6. World Health Organization International Clinical Trials Registry
Platform (WHO ICTRP; http://apps.who.int/trialsearch/)

www.ukctg.nihr.ac.uk/

Searching other resources

We searched other resources at the end of the screening
process. We surveyed relevant journals such as ACTA Psychiatrica
Scandinavica, the American Journal of Psychiatry, Biological
Psychiatry, the British Journal of Psychiatry, the BMJ, the
International Journal of Clinical Psychopharmacology, JAMA
Psychiatry, Journal of the American Academy of Child and
Adolescent Psychiatry, Journal of Clinical Psychiatry, Journal of
Clinical Psychopharmacology, Journal of Psychopharmacology,
Lancet Psychiatry, Psychopharmacology, Psychotherapy Research
and the Scandinavian Journal of Child and Adolescent Psychiatry
and Psychology. We also reviewed abstracts of key psychiatric
conferences, given the large proportion of conference abstracts
that do not go on to full publication (Scherer 2018) and asked for
relevant unpublished studies from experts in the field. We also
checked the references in relevant literature.

Data collection and analysis

We conducted this review according to the Cochrane Handbook for
Systematic Reviews of Interventions (Higgins 2019), and performed
analyses using the latest version of RevMan (Review Manager 5) .

Selection of studies

Because we expected to retrieve large numbers of records from
the electronic literature search, titles and abstracts were screened
only once (divided equally between review authors EF and AT). For
quality assurance, an additional review author (0JS) screened a
random sample of the retrieved records to check whether there
were differences in the included and excluded records between
screeners. Three review authors (EF, AT and LB) independently
screened the full-text reports for studies judged to be potentially
eligible. They discussed any disagreements, and an arbiter (0JS)
made the final decision if agreement was not reached. Full-text
reports were obtained and assessed for inclusion based on the
eligibility criteria (see Criteria for considering studies for this
review). Randomised trials in this general topic area that do not
fulfil the inclusion criteria are listed as excluded studies. We used
EPPI Reviewer 4, an online software application for systematic
review development, for screening of abstracts and full-text reports
(Thomas 2010). We included a PRISMA flow diagram to show the
flow of included and excludes studies in the full review (Moher
2009).

Data extraction and management

Three review authors (EF, AT and LB) independently extracted
data from the included studies. We resolved disagreements by
discussion or using an arbiter (0JS), if necessary. Two review
authors (EF and AT) entered data into Review Manager 5. We
requested missing information by contacting relevant authors
(Young 2011). We developed a data extraction form to facilitate
standardisation of the data extraction process. The form included
the following items: methods (e.g. trial design, setting, and
country), types of participants (e.g. baseline demographics,
inclusion and exclusion criteria), description of experimental and
comparator interventions and their components (e.g. duration and
intensity), outcome measures, and risk of bias assessment (see
Appendix 2).

Assessment of risk of bias in included studies

Three review authors (EF, AT and LB) assessed the risk of bias
using Cochrane’s risk of bias tool (RoB) 1.0 (Higgins 2011). There
is an updated version of this tool (Eldridge 2016 ; Higgins 2017),
but because it was still at the pilot stage when we rated risk of
bias, we used the original version. For each included study, the
data extractors independently categorised the risk of bias domains
listed in Appendix 3 as being low, unclear (uncertain), or high risk
of bias, according to the guidelines in the Cochrane Handbook
for Systematic Reviews of Interventions (Higgins 2011). Potential
disagreements were resolved by discussion or using an arbiter
(0JS), if necessary.

We defined trials at 'low risk of bias' as having low risk of bias on
all domains. We defined trials with one or more unclear risk of bias
domain as trials at ‘high risk of bias’ We evaluated the influence of
risk of bias on our results (see Sensitivity analysis) due to the risk of
overestimating beneficial intervention effects and underestimating
adverse events in randomised trials with unclear or inadequate
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methodological quality (Kjaergard 2001; Lundh 2017; Moher 1998;
Savovic¢ 2012; Savovic 2018; Schulz 1995; Wood 2008; Savovic 2018).

At the protocol stage ( Faltinsen 2019 ), we decided to include all the
domainsin RoB 1.0 including the blinding domains when assessing
risk of bias in the included studies. However, we recognise that the
blinding domains are the subject of the investigation in this review
in the placebo comparisons, (i.e. one goal of our review is to assess
differencesin blinding between placebos and no-treatment or wait-
list seeing) and we therefore decided to report two solutions to
the bias assessment post hoc for placebo interventions: one bias
assessment including the blinding domains and one without.

We assessed conflicts of interest in the included studies as
a separate bias category outside of Cochrane's risk of bias
tool. We assessed both financial and non-financial conflicts of
interest. Conflicts of interest were defined as situations in which
professional judgments or actions regarding a primary interest are
unduly influenced by a secondary interest (Institute of Medicine
2009). Examples of financial conflicts could be when a study's
authors had received payment from a company manufacturing
one of the study interventions. A non-financial conflict of interest
(often termed affiliation bias in psychotherapy research) could be
if a study's authors had developed the treatment manual for the
intervention being evaluated (Munder 2013).

Dichotomous data

We summarised dichotomous data as risk ratios (RR) for outcomes
for efficacy and risk differences (RD) for adverse events. We used
95% confidence intervals (Cls) for both, and Trial Sequential
Analysis (TSA)-adjusted Cls if possible (see Subgroup analysis and
investigation of heterogeneity).

Continuous data

For continuous data, we estimated standardised mean differences
(SMD). We used SMD because we anticipated variation in the
types of outcome measures. We calculated SMDs using scores from
the end of intervention. We considered a statistical significant
SMD effect size of: 0.15 or less to have no clinically meaningful
effect; 0.15 to 0.40 to have a clinical meaningful but small effect;
0.40 to 0.75 to have a moderate effect; and greater than 0.75 to
have a large treatment effect (Cohen1988 ). When the trials only
reported change data, we pooled these with scores from the end
of intervention (da Costa 2013). We explored whether inclusion
of change data affected the outcomes by performing a sensitivity
analysis (see Sensitivity analysis). If the direction of a given scale
was opposite to that of most other scales, we multiplied the
corresponding mean values by -1.00 to ensure adjusted values. If
the trials did not report means and standard deviations (SDs), but
reported other values such as t-tests and P values, we attempted to
transform these into means and SDs.

We used data from means and SDs in intention-to-treat (ITT)
analyses as well as replacing missing values when available. We
otherwise conducted the analyses based on the available data. We
performed all calculations using RevMan software (Review Manager
5).

We summarised the outcomes measuring adverse events from
count data (e.g. spontaneous reporting) as RD (see Subgroup
analysis and investigation of heterogeneity).

Unit of analysis issues

We only included the first phase of cross-over trials. We calculated
study estimates on the basis of post-treatment group results. If
trials were cluster-randomised we planned to appropriately control
for cluster effects (robust standard errors or hierarchical linear
models). If the necessary information was unclear or not available
in the trial reports, we attempted to contact the original authors
for further information. We used sensitivity analyses to assess
the potential biases of inadequately controlled cluster-randomised
trials (Donner 2002) (see Sensitivity analysis).

Dealing with missing data

We contacted trial authors for relevant missing data on our
primary and secondary outcomes (Young 2011). However, we
did not contact authors of trials published before 1990 because
of a lack of reliable contact information and the probability
that these data would not have been preserved. If authors did
not respond after two attempts to contact them, we stopped
communications. If we were not able to obtain missing data, we
used the available data (incomplete data) in our analyses. If data
were not reported in a usable way, we consulted a statistician
to explore its transformation. For a description of each trial with
missing data see Table 2.

Assessment of heterogeneity

We expected to find evidence of substantial heterogeneity.
We created subgroups based on study characteristics such as
different control intervention, study duration, participants etc.
(see Subgroup analysis and investigation of heterogeneity).
We evaluated methodological heterogeneity by comparing trial
designs. Assessment of statistical heterogeneity was carried
out for comparisons by visual inspection of the graphs and
the 12 statistic (Higgins 2003). 1* values between 0% and 40%
indicated little heterogeneity; between 30% and 60% indicated
moderate heterogeneity: between 50% and 90% indicated
substantial heterogeneity; and between 75% and 100% indicated
considerable heterogeneity (Higgins 2019). We also assessed
statistical heterogeneity by Chi? tests (P < 0.10) and tau?, an
estimate of between-study variability.

Assessment of reporting biases

Funnel plots were provided for comparisons that had a sufficient
number of included trials. Asymmetry in the funnel plot could
be due to publication bias or other reasons for heterogeneity
between small and large trials (Higgins 2019). Egger’s statistical
test was performed for primary outcomes included in the Summary
of findings 3 to test for small-study effects (Egger 1997). A visual
inspection of funnel plots and Egger’s statistical test was not
applied if there were fewer than 10 trials in the meta-analysis, in
keeping with the recommendations in the Cochrane Handbook for
Systematic Reviews of Interventions (Higgins 2019).

Data synthesis

We performed statistical analyses according to the
recommendations in the Cochrane Handbook for Systematic
Reviews of Interventions (Higgins 2019). We applied the inverse
variance method to give estimates from trials with less variance
(mostly, larger studies) more weight. We used the random-effects
model for meta-analysis because some clinical heterogeneity was
expected to be present in most cases. We tested whether a fixed-
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effect model provided different effect estimates in a sensitivity
analysis (see Sensitivity analysis). If pooling of data seemed
feasible, we combined the included study effects and calculated the
associated 95% Cls.

Subgroup analyses (pre-specified)

1. Type of active interventions: i) psychological intervention, ii)
pharmacological intervention, iii) physical intervention, or iv)
other or combination of interventions.

2. Overall risk of bias: i) high risk of bias compared with ii) low risk
of bias.

3. Type of outcome domain: i) blinded observer-reported, ii) non-
blinded observer-reported, or iii) patient-reported.

4. Type of comparator intervention: i) wait-list or ii) no-treatment.

5. Awareness of placebo intervention: i) participants were aware
that they might receive a placebo or ii) participants were not
aware of this.

6. Trial objective: i) a trial’s objective was clearly to assess the
effects of placebo, usual care, or wait-list interventions, or ii) no
such objectives were stated.

7. Mean age of participants: i) < 18 years, ii) 18 to 50 years, or iii) >
50 years.

8. Duration of intervention: i) three months or above or ii) below
three months.

9. Type of usual care: i) pharmacological, ii) psychological, iii)
physical, or iv) other.

10.Standardised usual care: i) the usual care intervention
was intentionally standardised or manualised or ii) no
standardisation or manualisation.

11.Mode of psychological treatment in wusual care and
psychological placebo: i) individual psychological treatment or
ii) group psychological treatment.

Subgroup analyses (post hoc)

1. Mental health diagnoses: i) formal diagnosis according to DSM/
ICD, ii) fulfil symptoms of disorder ICD/DSM while not stating
classifications systems, or iii) population is classified as having
a mental disorder, but full diagnostic criteria not reported.

2. Type of psychological placebo: i) interaction placebo, ii)
educational placebo, or iii) exposure placebo.

3. Type of physical placebo: i) acupuncture or acupressure
placebo, ii) exercise and relaxation placebo, iii) technical device
placebo, oriv) electromagnetic stimulation placebo.

4. Conflicts of interest:i) risk of non-financial and financial conflicts
of interest, or ii) no risk of conflicts of interest (Leichsenring
2019).

5. Imputed data: i) analyses with available outcome data or ii)
analyses following the ITT principle.

Diversity-adjusted required information size (RIS) and Trial
Sequential Analysis (TSA)

Trial Sequential Analysis (TSA) is a methodology that combines
a required information size (RIS) calculation for meta-analyses
with a threshold for statistical significance ( Brok 2009 ; Thorlund
2009; Wetterslev 2008; Wetterslev 2009; Wetterslev 2017). The TSA
enables quantification of the statistical reliability of the data in
cumulative meta-analysis, and adjusted P values for sparse data
and for repetitive testing on accumulating data (Brok 2008; Brok

2009; Thorlund 2009; Wetterslev 2008; Wetterslev 2017). Similar
to an a priori sample size estimation in a single randomised trial,
a meta-analysis should include a RIS at least as large as the
sample size of an adequately powered single trial to control the
risks of random error. The TSA program can calculate the RIS
in a meta-analysis and provide an alpha-spending boundary to
adjust the significance level for sparse data and repetitive testing
(Copenhagen Trial Unit 2018; Wetterslev 2008; Wetterslev 2017).
This enables one to control for the risk of random error.

Multiple analyses of accumulating data when new trials emerge
lead to repeated significance testing and introduces multiplicity
issues. Therefore, the use of a conventional naive P value
exacerbates the risk of random errors (Berkey 1996; Thorlund 2011,
Wetterslev 2017). By analysing meta-analyses that do not reach the
RIS with trial sequential alpha-spending monitoring boundaries
(analogous to interim monitoring boundaries in a single trial), this
can be controlled for (Wetterslev 2008; Wetterslev 2017).

We calculated a RIS on the outcomes reported in the summary
of findings tables in this review (i.e. the major findings of the
review). If the TSA does not find significant results (no crossing of
the alpha-spending boundary and no crossing of the conventional
boundary of P = 0.05) before the RIS has been reached, several
conclusions may be inferred. We will either conclude that more
trials are needed to reject or accept an intervention effect used for
the calculation of the required sample size, or reject the anticipated
effect, if the cumulative Z-curve enters the futility area. We used an
assumption that the minimal relevant clinical difference (MIREDIF)
was approximately %2 SD on the used scale, which can be used as a
MIREDIF (Norman 2003).

We calculated the diversity-adjusted required information size
(DARIS; that is the number of participants required to detect
or reject a specific intervention effect in a meta-analysis), and
performed TSAs for the primary outcomes reporting continuous
data at the end of treatment, based on the following a priori
assumptions:

1. the SD of the primary outcomes;
2. an anticipated MIREDIF as a Y2 SD on the used scale;

3. amaximum type | error of 3.3% (due to two primary outcomes;
Jakobsen 2014);

4. amaximum type Il error of 10% (minimum 90% power; Castellini
2018); and

5. the diversity observed in the meta-analysis.

For the outcomes 'total serious adverse events' (dichotomous
data), we calculated the diversity-adjusted required information
size (DARIS; i.e. number of participants in the

1. proportion of participants in the control group with serious
adverse events;

relative risk reduction of 25%;

type | error of 3.3%;

type Il error of 10%;

observed diversity of the meta-analysis; and

we included trials with zero events by substituting 0.5 for zero (
Thorlund 2011).

o Uk wwN

It was not possible to calculate TSA on 'total serious adverse events'
and 'non-serious adverse events' due to a lack of information.
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Summary of findings tables

We used the GRADE approach to construct three summary of
findings tables to document primary review outcomes. GRADE
evaluates the quality of a body of evidence based on the confidence
that an effect estimate or association reflects the item being
assessed. These considerations were based on within-trial risk
of bias, directness of evidence, heterogeneity of data, precision
of effect estimates and risk of publication bias (Andrews 2013a;
Andrews 2013b; Balshem 2018; Brunetti 2013; GRADE Working
Group 2004; Guyatt 2011a; Guyatt 2011b; Guyatt 2011c; Guyatt
2011d; Guyatt 2011e; Guyatt 2011f ; Guyatt 2011g; Guyatt 2011h;
Guyatt 2013a; Guyatt 2013b; Mustafa 2013). When possible, we used
the SMD or the RR for the summary of findings table. We used the
TSA as the rating for imprecision (Jakobsen 2014).

Sensitivity analysis

Trials contributing to statistical heterogeneity (‘outliers’) were
removed to evaluate their impact on the overall pooled effect
estimate. We removed outliers one by one and assessed the impact
on the overall outcome.

We conducted sensitivity analyses to determine whether findings
were sensitive to the following decisions made during the review
process.

1. Analytical technique (e.g. fixed-effect compared with random-
effects models)

2. Combination of data in continuous outcomes
intervention or compared with change scores)

3. Trial Sequential Analysis (TSA) as a sensitivity analysis for the
imprecision rated with GRADE (Castellini 2018)

4. Including wait-list interventions described as no-interventions
5. Including no-interventions described as wait-list interventions

(end of

More information on the sensitivity analyses that we were not able
to conduct is given in Differences between protocol and review .

RESULTS

Description of studies

See Characteristics of included studies , Characteristics of excluded
studies , Characteristics of studies awaiting classification , and
Characteristics of ongoing studies .

Results of the search

All electronic databases and search periods are listed in the
Methods section (see Electronic searches). The search was
conducted in April 2018. The search strategy was comprehensive
(see Appendix 1 and generated 64,529 records, but only 58,943
records could be exported from the databases and imported to
Endnote. We consulted our research librarian and identified some
records that did not include any title, abstract, or keywords, and
they could therefore not be retrieved. Another 1034 records of
clinical trials across the remaining trial registries could not be
imported and had to be manually screened. Ten records were
identified from references in other reviews.

Figure 1 shows our PRISMA flowchart. After duplicate check, 13,134
studies were excluded. We used an EPPI Reviewer 4 text mining
software filter to identify reports that with 97% certainty was a
systematic review or a randomised trial. This filter was used in
three phases. In total, 10,167 reports were excluded because they
did not fulfil the criteria for being a randomised trial, leaving
35,642 reports for abstract screening in EPPI reviewer 4, and 1034
clinical trials. Following screening of titles and abstracts, 1243
records were identified for full-text screening. Six trials are still
awaiting classification due to difficulties locating the trial reports
(see Studies awaiting classification), while four trials are ongoing
(see Ongoing studies). In total, 96 randomised trials described in
122 reports were eligible for the full review (see Figure 1 for a more
detailed description).

Figure 1. Study flow diagram. * Powers 2008 was included in both psychological and pharmacological placebo
" Brill 1964 was included in both pharmacological placebo and usual care < Klerman 1974 was divided into two
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psychological and pharmacological placebo

April 2018 January 2019 Additional studies identified through
First search Second search other sources:
Medline: 13,338 ANZCTR: 63 Cross referenced reviews: 10
Embase: 21,818 El Clinical Trials: Total: 10
PaycIiMNFO: 13,715 323
Cochrane Library: 4,329 lSRCTN: 202I
AMED: 5,018 :stclmlcal Trials:
Web of Science: 2,878 Total: 1034
ProQuest Dissertations &
Thesis: 132
Sociological abstracts
ProQuest: 67
Google Scholar: Top 200 of
12,900
BIOSIS: 2,217
Open Gray: 26
Clinical Trials: 659
WHO Clinical Trials: 132
Total: 64,529
}

58,943 Imported from
databases an trial registries

13,134 duplicates remaoved

10,167 removed with RCT &
Systematic review filter in Eppi
Reviewer 4

35,433 irrelevant records
35,642 records + 1034 clinical excluded after screening
trials screened title and abstract

1121 ineligible full-texts
reports excluded with
reasons:

e Mota RCT = 155

# Mo relevant control
interventions = 840

# Mot 3 psychiatric
population = 103

» Other reason (2.9,
duplicate) = 9

1243 full-texts reports assessed for » Awaiting classification = 6

eligibility —* @ Ongoing studies = 4

All placebos = 86 (from 108 full reports)

Psychological placebo = 45 trials (from 54 full reports)
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Figure 1. (Continued)

96 randomised trials (from 122
reports) included in the full review

Author correspondence

We contacted authors from 35 trials with unclear or missing data
and requested the necessary data but only 16 responded (Table 3)
The other trials did not provide contact information or were below
the threshold for contact.

Included studies

Here we summarise the key characteristics of the 96 included trials.
Further detail can also be found in Characteristics of included
studies.

Design

We included 96 trials (94 parallel-group trials, one cluster-
randomised trial, and one cross-over trial). The only cross-over
trial did not provide any usable data (Sibilio 1957). Only one trial
compared wait-list with no-treatment (Howlin 2007). This was the
only cluster-randomised trial identified. Nine trials compared usual
care versus either wait-list or no-treatment (Brill 1964b; Crisp 1991,
Glogowska 2000; Matson 1980; Milby 1980; Rapee 2006; Rapee 2007,
Robin 1976; Teri 1997). We included 45 trials on psychological
placebos, 23 trials on pharmacological placebos and 17 trials on
physical placebos.

One parallel-group trial compared a pooled group of psychological
and pharmacological placebo with no-treatment (Peck 1976).
One trial included three control groups (wait-list, usual care and
pharmacological placebo) and was split into two trials ( Brill 1964a;
Brill 1964b).

Settings

Seventy-four trials were conducted in outpatient settings and
20 trials were conducted in inpatient settings. Two trials were
conducted combining inpatient and outpatient settings (Table 3).

Sample sizes

There was considerable variation in sample sizes between the trials.
The total number of participants ranged from eight participants
( Kilmann 1987; Peck 1976) to 393 participants (Proudfoot 2013).
Only five trials included more than 100 participants (Table 3).

Participants

The 96 trials included a total of 4200 participants but 586
participants could not be included due to missing data. The mean
age ranged from 2.9 years (Glogowska 2000) to 86.5 years (Kwan
2017). Nineteen trials only included females, and 14 trials only

—*|"Wait-list = 1 trial (from 1 full report)

Lt Iy [ D WA R o Lo RN | UL R R I R g U T ] WLV R e )
Psychological placebo = 45 trials (from 54 full reports)
Pharmacological placebo = 23 (from 37 full reports)

Psychological + pharmacological placebo = 1 {from 1 full
report)

Physical placebo = 17 {from 18 full reports)

Usual care = 8 (from 12 full reports)

included males. Seven trials did not state the sex of the participants
(Table 3). All remaining trials included both sexes.

Diagnostic criteria

Participants were diagnosed as having a formal mental health
disorder according to DSM-II (two trials), DSM-III (four trials), DSM-
II-R (eight trials), DSM-IV (15 trials), DSM-IV-TR (three trials) and
ICD 9th edition (one trial) (Table 3). The most commonly used
assessment instrument was Structured Clinical Interview for DSM
(SCID; Spitzer 1989), which was used by eight trials. Twenty-four
trials fulfilled the symptoms of a mental health disorder from the
available diagnostic classifications system at the time of the trial,
but did not report a classification system. Thirty-five trials reported
a population classified as having a mental health disorder, but
full diagnostic criteria were not reported (for more information
see Table 3).

Diagnoses

The 96 trials included participants with the following 15 diagnoses:
different forms of anxiety disorders (such as specific anxiety, social
anxiety, or panic disorder, 25 trials); depression (16 trials); sleep-
wake disorders (11 trials); substance use disorders of different
kind such as cocaine and alcohol dependency (eight trials); other
unspecified disorders mentioned as 'psychiatric patients' only
(eight trials); neurodegenerative diseases (six trials); schizophrenia
(five trials); attention deficit hyperactivity disorder (ADHD) or
attention deficit disorder (ADD) (five trials); post traumatic stress
disorder (PTSD) (four trials); learning disability (three trials);
intellectual disability (two trials); and one trial each for anorexia,
autism, bulimia, encopresis, and erectile dysfunction (Table 3).

Experimental interventions

In the original trials, the placebo groups were all control
interventions. We turned these control interventions into our
experimental interventions in this systematic review.

Types of interventions

Only one trial (cluster-randomised) compared a wait-list
intervention versus a no-treatment intervention.

Three trials included usual care as a standard treatment, three
trials included it as a form of outpatient psychotherapy, one trial
as community-based therapy, one trial as typical care control, and
one trial did not specify its format (Robin 1976).

The 44 trials with psychological placebo included seven different
labels for the psychological placebos. Thirteen trials used the
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term attention placebo control, 11 trials used non-specific placebo
counselling or treatment; seven trials used a quasi-desensitisation
placebo; four trials used a non-specific educational placebo;
two trials used a form of active treatment such as present-
centred therapy (Foa 2018), or emotion-focused supportive therapy
(Ehlers 2014). The other trials used different variations of placebo
definitions, such as credible placebo or imagery relief placebo
(Table 3).

Twenty trials used a psychological placebo with an interactive
component; 16 trials included a psychological placebo with
an exposure component; nine trials had a psychoeducational
character (Table 3); and one trial combined psychological and
pharmacological placebo (Peck 1976 ).

Sixteen trials provided pharmacological placebos in pill form, one
trial used implants, and one trial used injection (Table 3).

Four trials used a pharmacological placebo with psychological
treatment as an add-on treatment. Six trials provided a physical
placebo as a technical device, five trials as either acupuncture or
acupressure, three trials as exercise and relaxation, and two trials
as electromagnetic stimulation (Table 3).

Format of interventions

Twenty-five  trials administered psychological placebos
individually, whereas 18 trials administered them in groups. Three
trials used a combination of individual and group administration of
psychological placebos (Table 3). All pharmacological and physical
treatments were provided on an individual basis, except for one
trial that combined a pharmacological treatment with group
psychological treatment (Crouch 1988).

Duration of interventions

Seventy-four trials had a duration of less than three months, while
21 had a duration of three months or more (Table 3). One trial did
report the duration of the interventions (Hippman 2016). Where
reported, the duration of treatment ranged from a single session
(Etringer 1982; Karst 2007; Powers 2004; Powers 2008a; Powers
2008b; Wilson 1980; Wolitzky 2009) to two years of treatment
(McLachlan 1991).

Control comparators

Fifty-six trials included a no-treatment control and 39 trials used a
wait-list control intervention. Ten trials labelled their comparator
as a wait-list intervention, but their description and definition
of it led us to classify it as a no-treatment control intervention.
Four trials labelled their comparator as no-treatment, but their
description and definition led us to classify it as a wait-list control
intervention, and four trials received an add-on psychotherapeutic
treatment to the wait-list group. One trial labelled their wait-list as
a 'minimal contact group, three trials labelled their wait-list as a
'delayed treatment group', and one trial received an add-on drug
treatment (Table 3).

Concomitant treatment

Twenty trials did not allow concomitant psychotherapy to the
placebo, treatment as usual, no-intervention, or wait-list groups,
and 18 trials allowed the participant to receive a concomitant
psychotherapy to the placebo, treatment as usual, no-intervention,

or wait-list groups, (Table 3). The remaining trials did not report any
information about concomitant treatments.

Twenty-nine trials allowed the participants to receive a
concomitant pharmacotherapy to the placebo, treatment as usual,
no-intervention or wait-list groups, while 19 trials did not allow any
sort of concomitant pharmacotherapy (Table 3). The other trials did
not report any information about concomitant treatments.

Outcomes
Benefits

We followed our hierarchy for selecting outcomes measuring
potential benefits (see Types of outcome measures). For more
information for the individual trials, see Characteristics of included
studies . We included 59 different outcomes for the placebo
analyses (see Characteristics of included studies). The most
common outcomes were Behavioral Avoidance Test (BAT) in eight
trials, Daily Sleep Questionnaire (DSQ) in six trials, and Beck
Depression Inventory (BDI) in four trials (Table 3). All outcomes
included in the usual care analysis were different. The outcome
in the cluster-randomised trial of wait-list versus no-treatment
included an outcome that was not used in any of the other analyses.

Adverse events

Only 11 trials reported serious adverse events, and only 14 trials
reported non-serious adverse events (Table 3). This was reported
in the following ways: one trial used a complaint list ( Ayen 2004 ),
another trial used an assessment with clinician-administered
posttraumatic stress disorder (PTSD) Scale for DSM-5 (CAPS-5),
a third trial used a disulfiram-ethanol reaction (DER), and the
remaining 11 trials reported adverse events as a spontaneous
reporting.

Excluded studies

In total, we excluded 1121 full-text reports. Of the excluded full-
text reports, 159 were not a randomised trial, 840 did not compare
a placebo or usual care control intervention versus either wait-list
or no-treatment intervention. One hundred and three studies were
excluded because the participants did not belong to a psychiatric
population. Lastly, nine duplicates were identified in the full-
text screening and excluded (Figure 1). Thirty-three excluded
studies were close enough to the inclusion criteria to be listed
in Characteristics of excluded studies.

Studies awaiting classification

Six full reports are awaiting classification due to difficulties in
retrieving them (Studies awaiting classification). We were not able
to locate the full text for these trials. Three were reported as an
abstract (Bommert 1978; McLachlan 1993; Trianes Torres 1991),
and three were only reported as a title ( Brandes 2010; Newton-
Cross 2017; Schwarzler 1999). We tried to contact the authors of the
most recent studies (Brandes 2010 ; Newton-Cross 2017), but did
not receive any response. After two attempts, we terminated our
correspondence.

Ongoing studies

We identified four ongoing studies that assessed different type
of placebos or usual care versus wait-list or no-treatment
(Heitman 2017; ISRCTN21392756; ISRCTN35717198; NCT00044629)
(Characteristics of ongoing studies).
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Risk of bias in included studies

Figure 2 and Figure 3 show our assessment of the risk of bias for
each included study (see also Characteristics of included studies).

Figure 2. Risk of bias graph: review authors' judgements about each risk of bias item presented as percentages
across all included studies.
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Figure 3. Risk of bias summary: review authors' judgements about each risk of bias item for each included study.
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Figure 3. (Continued)
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Figure 3. (Continued)
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We judged all trials to be at high risk of bias overall. All trials
were rated at high risk of bias on blinding of participants and
personnel because of the difficulties with blinding a trial with a no-
treatment or wait-list comparator. However, the remaining risk of
bias domains also had a large proportion of unclear risk of biases.
We used all eligible trials in the meta-analysis, as recommended
in the Cochrane Handbook for Systematic Reviews of Interventions
when all trials are assigned the same risk of bias ( Higgins 2011;
Higgins 2019). We incorporated our risk of bias assessment when
considering the quality of the evidence using the GRADE approach
(Higgins 2011). Below is a breakdown of how the included trials
scored on each risk of bias domain.

Allocation
Random sequence generation

Evidence suggests that trials which lack sufficient reporting of
randomisation processes are more likely to present larger effect
estimates for beneficial outcomes (Chalmers 1983; Schulz 1995;
Kjaergard 2001; Savovi¢ 2012; Savovic 2018; Wood 2008). Trials
were regarded as low risk of bias if they provided detailed
description of their randomisation process such as stratification
methods rather than just stating that it was randomised.
Twenty-seven trials provided sufficient information on how the
randomisation sequence had been generated, and were rated at
low risk of bias. The random sequence generation was rated at
high risk of bias in four trials (Table 4). Examples included patients
being randomised according to when they entered the treatment
program (Poland 2013) or allowing participants to decline up to
two treatments arms (Shalev 2012). The remaining 65 trials did not
provide sufficientinformation on how the treatment allocation had
been conducted and were assessed as unclear risk of bias.
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Allocation concealment

We classified trials as low risk of bias if the allocation was
conducted off-site (centralised) by computer software or by an
independent research coordinator not involved in delivering the
therapy. Eighteen trials provided information about how the
allocation was concealed and were therefore rated at low risk of
bias. The other 78 trials did not provide any information regarding
allocation concealment and were assessed as unclear risk of bias
(Table 4)

Blinding
Blinding of outcome assessors

Forty-five trials that reported that outcomes assessors were kept
blind to treatment allocation were rated as low risk of bias. Thirty-
two trials were rated as high risk of bias due to reporting of
inadequate blinding of outcomes assessors. The remaining 19 trials
were assessed as unclear risk of bias due to a lack of sufficient
information (Table 4).

Blinding of participants and personnel

We judged all trials as high risk of bias in this domain because the
participants would be aware of whether they received treatment or
not (e.g. allocated to either placebo or wait-list).

Incomplete outcome data
Incomplete outcome data

Forty-one trials were assessed as low risk of bias, due to the use of
appropriate methods for handling missing data, such as intention-
to-treat (ITT) analyses. Twenty-nine trials either reported data on
completers only or did not address the missing data and were
considered as high risk of bias. The other trials did not report
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adequately information regarding missing data, and were therefore
assessed as unclear risk of bias (Table 4).

Selective reporting

Most trials (n = 85) did not have a published protocol prior to
initiation or did not provide sufficient information in the report
to judge reporting bias and were considered as unclear risk of
reporting bias. Six trials had a prior published protocol that
provided sufficient information about all outcomes and did not
exclude any of these in the full report. These trials were rated as
low risk of biased reporting. Five trials published a protocol before
the start of the trial, but we found discrepancies such as missing
outcomes or an addition of outcomes and we rated them as high
risk of bias.

Other potential sources of bias

Eighty-seven trials were rated as low risk of other biases, eight
trials were rated as high risk of bias in other potential sources of
bias. These included four trials with researchers or authors who
provided the treatment, two trials with attention bias or differences
in duration of treatment, one trial with potential carry-over effects,
one trial that exceeded the passivity of placebo, and one trial with
a time bias or assessment at different point for the groups. One
trial was rated as unclear risk of others bias because of confounding
differences between groups on the number of medical diagnoses
other than dementia among participants (Table 4).

Conflicts of interest

We assessed six trials to be at risk of bias because of conflicts of
interest. This could be a non-financial affiliation bias, for instance
if one of the investigators had developed a treatment evaluated in
the trial, or bias from trials funded by a company manufacturing
one of the interventions. We included subgroup analyses to test the
difference between trials judged to be at risk of affiliation bias and
those judged not to be at this risk (Analysis 16.17).

Effect of methods
Effects of interventions for all mental health disorders

Here, we present the results for each of the primary and secondary
outcomes for the 19 comparisons. Seventy-one trials reported data
as continuous and 11 trials reported dichotomous data, whereas 13
trials did not report usable data. It was only possible to generate
missing data for nine trials. For more information see Table 2.

Wait-list versus no-treatment

Weincluded a single cluster-randomised trial that compared a wait-
list intervention versus a no-treatment intervention (Howlin 2007).

However, no usable data were provided in the full report and the
trial authors did not respond to our request for additional data.
In this trial, 84 elementary school children with autism spectrum
disorder were randomised to either immediate treatment, delayed
treatment (wait-list) or no-treatment. The study's conclusion was
that Picture Exchange Communication System (PECS) training
showed modest effectiveness for these children. In general, there
were no differences across outcome measures between the wait-
list and the no-treatment intervention groups.

Outcomes measuring benefits for usual care versus wait-list or
no-treatment

Nine trials compared usual care versus wait-list or no-treatment.
Two of these did not report usable data (Table 5). Five trials
reported continuous data and two trials reported dichotomous
data.

Usual care versus wait-list or no-treatment (continuous data)

No differences were found for beneficial effects comparing usual
care versus wait-list or no-treatment when using a random-effects
model (standardised mean difference (SMD) -0.33, 95% confidence
interval (Cl) -0.83 to 0.16; 5 trials, 523 participants; P = 0.13; 1 2 =
86% ; very low-quality evidence; Analysis 2.1). No differences were
found between the subgroups: usual care versus wait-list (SMD
-0.53, 95% Cl —1.17 to 0.10; 3 trials, 443 participants; P = 0.10; 12 =
91%), and usual care versus no-treatment (SMD 0.08, 95% CI —0.38
to 0.53; 2 trials, 80 participants; P =0.74; 12 =0%). Test for subgroup
difference: Chi2=2.33,df=1,P=0.13,12=57.1%.

When using a fixed-effect model, usual care had a benéeficial effect
compared with wait-list or no-treatment (SMD -0.45, 95% Cl -0.62
to —0.27; 5 trials, 523 participants; P = 0.01; | 2 = 83.3%; Analysis
25.1), and there were differences between the subgroups: usual
care versus wait-list (SMD —0.54, 95% Cl -0.73 to -0.35; 3 trials,
443 participants; P < 0.00001; | 2 = 91%) and usual care versus no-
treatment (SMD 0.08, 95% CI -0.38 to 0.53; 2 trials, 80 participants;
P =0.74;12=0%). Test for subgroup differences: Chi2=5.99, df=1;
P=0.01;12=283.3%.

The TSA showed the cumulated Z curve enters the futility area,
and therefore the anticipated intervention effect can be rejected
(TSA-adjusted confidence interval -2.32 to 1.15) (see Figure 4).
Inspection of the funnel plot and Egger's test were not possible due
to insufficient data.
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Figure 4. When we compared usual care with wait-list and no-treatment, we performed trial sequential analysis
(TSA) on the primary outcome. The analysis shows that the required information size was not reached. See Figure 4
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Usual care versus wait-list or no-treatment (dichotomous data)

No differences were found for beneficial effects comparing usual
care versus wait-list or no-treatment (RR 0.93, 95% Cl 0.34 to 2.57;
2 trials, 260 participants; P = 0.89; | 2 = 79%; very low-quality
evidence; Analysis 2.2). Tests for subgroup differences were not
done because both these trials were versus wait-list.

Serious adverse events of usual care versus wait-list or no-
treatment

None of the trials in this comparison reported data on serious
adverse events.

Non-serious adverse events of usual care versus wait-list or no-
treatment

None of the trials in this comparison reported data on non-serious
adverse events.

Outcomes measuring benefits for all placebos versus wait-list or
no-treatment

86 trials compared all placebos versus wait-list or no-treatment. 12
of these did not report usable data (Table 5).

All placebos versus wait-list or no-treatment (continuous data)

All placebo interventions showed beneficial effect compared with
wait-list or no-treatment (SMD -0.37, 95% Cl -0.49 to -0.25; 65
trials, 2446 participants; P < 0.00001, | 2 = 41% ; low-quality
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evidence; Analysis 6.1) . Differences were identified between
subgroups: all placebos versus wait-list (SMD -0.55, 95% CI -0.76
to —0.35; 31 trials, 1410 participants; P <0.00001; | 2= 62%), and all
placebos versus no-treatment (SMD -0.18, 95% ClI -0.30 to —0.05;
34 trials, 1036 participants; P = 0.005; | 2 = 0%). Test for subgroup
differences: Chi2=9.63,df=1;P=0.002;12=89.6%).

The Trial Sequential Analysis (TSA) showed that the required
information size (RIS) was reached (n =397) and that there was no
risk of type 1 error (TSA adjusted confidence interval -1.85 to —0.84)
(seeFigure 5in Appendix 4). Inspection of the funnel plot (see Figure
6 in Appendix 4) suggested a small potential bias (asymmetry),
but we found no evidence of possible publication bias: Egger’s
regression intercept (bias) -0.699 (two tailed, P = 0.087).

All placebos versus wait-list or no-treatment (dichotomous
data)

We found no differences for beneficial effect comparing all placebos
versus wait-list or no-treatment (risk ratio (RR) 1.05, 95% CI 0.74 to
1.48; 9 trials, 385 participants; P = 0.79; | 2 = 58%; very low-quality
evidence; Analysis 6.2) . Tests for subgroup differences were not
done because all these trials were versus no-treatment.

Serious adverse events of all placebos versus wait-list or no-
treatment

Eleven trials compared versus placebos with wait-list or no-
treatment and reported serious adverse events (Table 5).
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All placebos versus wait-list or no-treatment (dichotomous
data)

We found no differences for serious adverse events comparing
all placebos versus wait-list or no-treatment (risk difference (RD)
-0.00, 95% CI1-0.03 to 0.03; 11 trials, 517 participants; P=0.89;12=
0%; very low-quality evidence; Analysis 7.1)

It was not possible to construct a TSA-figure on serious adverse
events due to insufficient data. Inspection of the funnel plot (Figure
7 in Appendix 4 ) suggested no potential bias (asymmetry). We
found no evidence of possible publication bias: Egger’s regression
intercept (bias) -1.192 (two tailed, P = 0.408).

Psychological placebos versus wait-list (dichotomous data)

We found no differences for serious adverse events comparing
psychological placebos versus wait-list (RD -0.01, 95% CI -0.07 to
0.04; 2 trials, 207 participants; P = 0.68; | 2 = 0%); very low-quality
evidence; Analysis 7.2)

Pharmacological placebos versus no-treatment (dichotomous
data)

We found no differences for serious adverse events comparing
pharmacological placebos versus no-treatment (RD 0.01, 95% ClI
-0.08 to 0.09; 4 trials, 125 participants; P = 0.89; | 2 = 0%; very low-
quality evidence; Analysis 7.3)

Physical placebos versus wait-list or no-treatment

(dichotomous data)

We found no differences for serious adverse events comparing
physical placebos versus wait-list or no-treatment (RD 0.00, 95% ClI
-0.04 to 0.04; 5 trials, 185 participants; P = 1.00; | 2 = 0%; very low-
quality evidence; Analysis 7.4)

Non-serious adverse events of all placebos versus wait-list or no-
treatment

Fourteen trials compared all placebos versus wait-list or no-
treatment and reported non-serious adverse events (Table 5).

All placebos compared with wait-list or no-treatment
(dichotomous data)

We found no differences for non-serious adverse events comparing
all placebos versus wait-list or no-treatment (RD 0.03, 95% CI -0.02
to 0.08; 14 trials, 590 participants; P = 0.27; | 2 = 33% ; very low-
quality evidence; Analysis 8.1).

Psychological placebos versus wait-list or no-treatment
(dichotomous data)

We found no differences for non-serious adverse events comparing
psychological placebos versus wait-list or no-treatment (RD 0.01,
95% Cl -0.18 to 0.19; 5 trials, 280 participants; P = 0.96; | 2 = 66%;
very low-quality evidence; Analysis 8.2).

Pharmacological placebos versus wait-list or no-treatment
(dichotomous data)

We found no differences for non-serious adverse events comparing
pharmacological placebos versus no-treatment (RD 0.08, 95% ClI

-0.04 to 0.21; 4 trials, 125 participants; P = 0.18; | 2 = 46%,; very low-
quality evidence; Analysis 8.3).

Physical placebos wait-list or no-treatment

(dichotomous data)

versus

We found no differences for non-serious adverse events comparing
physical placebos versus wait-list or no-treatment (RD 0.00, 95% CI
-0.04 to 0.04; 5 trials, 185 participants; P = 1.00; | 2 = 0%; very low-
quality evidence; Analysis 8.4).

Outcomes measuring benefits for psychological placebos versus
wait-list or no-treatment

Forty-four trials compared psychological placebos versus wait-list
orno-treatment. Five trials did not report usable data.(Table 5). One
trial reported dichotomous data and 39 trials reported continuous
data.

Psychological placebos versus wait-list or no-treatment
(continuous data)

Psychological placebos showed a beneficial effect compared with
wait-list or no-treatment interventions (SMD -0.49, 95% CI —0.64
to —0.30; 38 trials, 1656 participants; P < 0.00001; | 2 = 56%; low-
quality evidence; Analysis 9.1). Differences were identified between
subgroups: psychological placebos versus wait-list (SMD -0.66,
95% Cl -0.92 to -0.40; 23 trials, 721 participants; P < 0.00001; | 2 =
41%), and psychological placebos versus no-treatment (SMD -0.21,
95% Cl -0.38 to —0.04; 15 trials, 542 participants; P = 0.02; 1 2 = 0%).
Test for subgroup difference: Chi2=8.03,df=1,P=0.005;2=87.5%.

The TSA showed that the RIS was reached (n = 454), and that there
was no risk of type 1 error (TSA-adjusted confidence interval -2.54
to -1.02) (Figure 8 in Appendix 4). Inspection of the funnel plot
(Figure 9 in Appendix 4) suggested no potential bias (asymmetry),
and we found no evidence of possible publication bias: Egger’s
regression intercept (bias) -0.915 (two tailed, P = 0.259).

Psychological placebos versus wait-list or no-treatment
(dichotomous data)

No data were applicable; Analysis 9.2..

Outcomes measuring benefits for pharmacological placebos
versus wait-list or no-treatment

Twenty-three trials compared pharmacological placebos versus
wait-list or no-treatment. Six trials did not report usable data (Table
5). Nine trials reported continuous data and eight trials reported
dichotomous data.

Pharmacological placebos versus wait-list or no-treatment
(continuous data)

We found no differences for beneficial effect comparing
pharmacological placebos versus wait-list or no-treatment (SMD
-0.14, 95% CI -0.39 to 0.11; 9 trials, 279 participants; P =0.28;12 =
0%; very low-quality evidence; Analysis 10.1) No differences were
identified between subgroups: pharmacological placebos versus
wait-list (SMD -0.51, 95% ClI -1.41 to 0.38; 1 trial, 20 participants;
P = 0.26; |1 2 = not applicable), and pharmacological placebos
versus no-treatment (SMD -0.11, 95% CI -0.37 to 0.16; 8 trials, 259
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participants; P =0.43; |1 2= 0%). Test for subgroup differences: Chi 2
=0.73,df=1, P =0.39; 12 = 0%.

The TSA shows that the cumulated Z curve enters the futility
area, and therefore the anticipated intervention effect can be
rejected (TSA adjusted confidence interval -9.43 to 6.15) (Figure 10
in Appendix 4). Inspection of the funnel plot was not possible due
to insufficient data. We found no evidence of possible publication
bias: Egger’s regression intercept (bias) -1.192 (two tailed, P =
0.408).

Pharmacological placebos versus wait-list or no-treatment
(dichotomous data)

We found no differences for beneficial effect comparing
pharmacological placebos versus wait-list or no-treatment (RR
1.05, 95% CI 0.74 to 1.48; 8 trials, 366 participants; P = 0.79; |1 2 =
58%; very low-quality evidence; Analysis 10.2 ). Test for subgroup
differences: not applicable.

Outcomes measuring benefits for physical placebos versus wait-
list or no-treatment

17 trials compared physical placebos versus wait-list or no-
treatment. One of these did not report usable data (Table 5
in Appendix 4).

Physical placebos compared with wait-list or no-treatment for
continuous data

Physical placebos had a beneficial effect compared with wait-list
or no-treatment (SMD -0.21, 95% CI -0.35 to -0.08; 17 trials, 896
participants; P=0.002; 12 =0%,; low-quality evidence; Analysis 11.1).
No differences were found between subgroups: physical placebos
versus wait-list (SMD -0.30, 95% CI -0.54 to -0.06; 7 trials, 669
participants; P = 0.02; | 2 = 37%), and physical placebos versus
no-treatment (SMD -0.15, 95% C| -0.42 to 0.11; 10 trials, 227
participants; P = 0.26; | 2= 0%). Test for subgroup differences: Chi 2
=0.64,df=1,P=0.42,12=0%.

The TSA showed that the RIS was reached (n = 194), and that there
was no risk of type 1 error (TSA-adjusted confidence interval -3.64
to —0.49) (Figure 11 in Appendix 4). Inspection of the funnel plot
(Figure 12 in Appendix 4) suggested no potential bias (asymmetry),
and we found no evidence of possible publication bias: Egger’s
regression intercept (bias) —0.078 (two tailed, P = 0.860).

Subgroup analyses

We found significant subgroup differences between using wait-list
or no-treatment as comparators in the analyses on all placebos and
psychological placebos (Appendix 5). We found larger differencesin
favour of all placebos or psychological placebos when comparing
them with wait-list rather than no-treatment.

For specific mental health disorders: on all placebos versus wait-
list or no-treatment, we found differences in favour of placebos
for sleep-wake disorders (SMD -0.34, 95% CI -0.60 to -0.07, 1 2 =
0%), depression (SMD -0.42, 95% CI —0.78 to —0.05, 1 2=51%), post-
traumatic stress disorder (SMD —0.54, 95% Cl —1.06 to -0.02, | 2 =
74%), and anxiety disorders (SMD -0.57, 95% ClI -0.93 to -0.21, | 2
= 66%) . However, sparse data in these analyses made the results
imprecise. Psychological placebos showed a beneficial effect for
patients with sleep-wake disorders (SMD —0.44, 95% CI —0.76 to

-0.12,12=0%) and for patients with post-traumatic stress disorder
(SMD —-0.75, 95% Cl -1.23 to -0.27, | 2 = 55%) versus wait-list or no-
treatment.

In the other subgroup analyses, we only found significant
differences in the analyses comparing non-blinded observer-
reported outcomes with blinded observer-rated and patient-
reported outcomes. We also conducted a post-hoc subgroup
analysis on types of psychological placebos: those with
an interactional component (e.g. talking to a counsellor
in a non-directive manner), psychological placebos with a
psychoeducational component and those with an exposure
element. For this subgroup analysis, we found that interactional
placebos yielded significantly higher effects than the other two
types of psychological placebo.

There were no significant differences in the other subgroup
analyses (see Appendix 5 for all the estimates of the subgroup
analyses).

Sensitivity analyses

Due to a lack of sufficient data, it was not possible to conduct
some of our predefined sensitivity analyses (see Table 6). We
used both the fixed-effect and the random-effects models in all
meta-analyses. Statistical significance did not change when we
applied a fixed-effect model to analyses regarding all placebos,
psychological placebos, pharmacological placebos and physical
placebos. However, the statistical significance did change for
usual care versus no-treatment or wait-list (Analysis 25.1). We
therefore report the results of the random-effects model for
placebointerventions versus wait-list or no treatment, and both the
random-effects and fixed-effect models for usual care versus wait-
list or no treatment.

We also tested if different type of data collection (e.g. measures
of adverse events) impacted our results and found no differences.
For another sensitivity analysis, for outcomes at the end of
intervention, we removed change scores to see if it affected the
results. No statistical significant differences were detected.

We performed Trial Sequential Analysis (TSA) on all relevant
primary outcomesincluded in Summary of findings 2and Summary
of findings 3 . The required information size (RIS) was reached for
all placebos, psychological, and physical placebos compared with
wait-list and no-treatment. It was not reached for pharmacological
placebos, where the cumulated Z curve entered the futility area,
and therefore the anticipated intervention effect could be rejected.
The RIS was also not reached for usual care compared with wait-
list or no-treatment. It was not possible to calculate TSA on
serious adverse events and non-serious adverse events because
of insufficient information. We also tested whether removing the
trials named by trial authors as wait-list or no-treatment but fitting
our criteria for no-treatment or wait-list respectively would change
the subgroup analysis between these two groups and found no
significant differences.

Summary of findings tables

We did not assess the quality of evidence and report effect
estimates in Summary of findings 1 because it only included one
study. In the second table, on usual care versus no-treatment or
wait-list, we rated the quality of evidence as low using GRADE
(Summary of findings 2). In the third table on placebo interventions,
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we included six comparisons and the quality of evidence was rated
low to very low (Summary of findings 3).

DISCUSSION

Summary of main results

This review includes 96 randomised trials, out of which 83 trials
provided usable data (3614/4200 participants or 86%). The trials
included 15 different mental health disorders. We only found one
trial that compared wait-list versus no-treatment directly and the
authors were not able to provide usable data for this comparison.
The comparison on usual care versus wait-list or no-treatment was
not significant with an standardised mean difference (SMD) of -0.33
(95% confidence interval (Cl) -0.83 to 0.16, |12 = 86%, 5 trials, 523
participants), although a sensitivity analysis showed significant
differences when using a fixed-effect instead of a random-effect
model with an SMD of -0.46 (95% Cl -0.64 to -0.28). We found
significant differences between all placebo interventions combined
versus wait-list and no-treatment with an SMD of -0.37 (95% Cl
-0.49 to -0.25, I*= 41%, 65 trials, 2446 participants), but there
was evidence of some asymmetry in the funnel plot and almost
all the trials were small. We found a moderate effect in favour
of psychological placebos (SMD -0.49, 95% Cl -0.64 to -0.30, I? =
53%, 39 trials, 1656 participants) and small effects in favour of
pharmacological placebos (SMD -0.14, 95% CI -0.39 to 0.11, 1> = 0%,
9 trials, 279 participants) and physical placebos (SMD -0.21, 95%
Cl -0.35 to -0.08, 1> = 0%, 17 trials, 896 participants). There were
significant differences in favour of all placebos in the comparisons
on specific mental disorders, but the analyses suffered from sparse
data. No differences were found on harms in any of the analyses.

The present systematic review has many strengths. We developed
a protocol for this review (Faltinsen 2019) in accordance with
the Cochrane Handbook for Systematic Reviews of Interventions
(Higgins 2019 ). We conducted extensive searches in relevant
databases, with no restrictions to language, publication year, or
publication type. Two independent review authors selected trials,
extracted data, assessed the risk of bias, and graded the quality
of the evidence. Disagreements were resolved by discussion. We
used Trial Sequential Analysis (TSA) to estimate the required
Information Size (RIS) needed to either accept or reject a certain
intervention effect. Another strength of the review is the large
number of included trials and the fact that we could make direct
comparisons between the different control interventions. This
enabled a comprehensive assessment of the effect of the included
controls.

The results of this review are affected by the statistical
heterogeneity in the analyses, which may be due in part to
methodological and clinical heterogeneity in variables such as
the included mental health populations, outcome domains,
and the contents of the control interventions. To investigate
some of the heterogeneity stemming from the pooled mental
health populations in the first primary outcome, we conducted
comparisons on specific mental health disorders. However, out
of the 15 different identified diagnoses across the included trials,
we were only able to run comparisons on seven mental health
disorders, and these analyses were limited by sparse data, which
made the results imprecise. The majority of the review’s meta-
analyses are therefore conducted across all included mental
disorders.

Another example of methodological heterogeneity is the large
variability in the contents of the included psychological placebos,
which is a much-discussed issue in the literature on mental
health control interventions (Comer 2013; Kazdin 2015; Borkovec
2005; Hrébjartsson 2012). It is in part difficult to properly
design a psychological placebo because of the issue of
targeting hypothesised specific factors of complex psychological
treatments Borkovec 2005; Hrébjartsson 2012; Mohr 2014). Out of
the three types of placebo interventions, psychological placebos
showed the largest reported difference compared with wait-list
and no-treatment for all included mental health populations (SMD
-0.49, 95% Cl -0.65 to -0.30). In an attempt to further investigate the
methodological heterogeneity within this control intervention, we
conducted a post-hoc subgroup analysis on psychological placebos
and divided them into three separate groups: interactional,
psychological placebos with a psychoeducational component,
and those with an exposure element (Analysis 17.8). The term
interactional placebo referred in this case to psychological
placebos that control for human interaction variables in treatments
such as psychotherapy. We found that interactional placebos
yielded significantly higher effects than the other two groups,
which may indicate that controlinterventions thatinvolve a human
interaction element yield higher effect sizes compared to no-
treatment or wait-list. This is in line with previous frameworks on
the shared factors of psychological treatments (Wampold 2010;
Haflidadottir 2021), although it is not possible to draw strong
conclusions on this matter with this exploratory subgroup analysis.
Rather, it points to the fact that the psychological placebos as an
intervention are methodologically heterogeneousin their contents.

Overall completeness and applicability of evidence

We were able to include data from 83 of 96 trials or 3614
participants out of 4200 in total (86% of the total participant
pool). In order to include a sufficient number of trials and give
a global estimate of efficacy, we combined different outcomes
across the included trials. More specifically, one outcome was
chosen from each trial based on our predetermined outcome
hierarchy. We included 66 different outcomes, which is a source of
methodological heterogeneity (Higgins 2019). When we looked at
specific mental health disorders, the outcome measures were often
more similar. For instance, for depression, the outcome was often a
depression inventory to rate symptoms (see Table 3).

Quality of the evidence

We assessed all included trials as high risk of bias, partly
due to lack of blinding of participants and personnel. It is
not possible to maintain blinding when comparing a control
intervention where participants receive some form of treatment
with a control intervention where no treatment is provided (wait-
list or no-treatment). This is because the participants and often the
personnel will know what treatment is provided to whom, which
makes the results prone to bias and systematic errors (Higgins
2019). However, the trials also suffered from other forms of risk
of bias. In fact, only three trials (Allen 2006; Ehlers 2014; Kwan
2017) would have been rated at low risk of bias if the blinding
of the participants and personnel rating were excluded from the
risk of bias assessment. Blinding of participants and personnel
is a persistent issue in randomised trials with psychosocial
interventions (Guidi 2018; Juul 2020) and thereis a need to consider
how to address the specific methodological challenges relevant to
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these types of trials (Guidi 2018; Munder 2018). We also conducted
a post-hoc subgroup analysis and found no differences between
the trials at low, unclear and high risk of bias, when we removed
the blinding of participants and personnel from the assessment
(Analysis 16.18 , test for subgroup differences P = 0.26, | 2 =
26%). However, this analysis was exploratory and many of the
trials provided insufficient information on the bias domains, which
makes it difficult to judge the overall true extent of systematic bias
in the included studies. The reader should take these factors into
consideration when evaluating the review's risk of bias profile and
its impact on the quality of the evidence.

We intended for this review to provide support for an empirical
and methodological reflection of the benefits and harms of control

Figure 5. Alternative Risk of bias graph

interventions in mental health intervention research. Realising that
the subject matter is complex, one may look at the low to very
low quality of evidence as a reflection of the state of control
intervention design rather than a criticism of the interpretability of
our review. Although the included trials were rated as low to very
low quality of evidence, this is a reflection of the heterogeneous
objectives of this review and to some extent the fact that blinding
of participants is not possible with the included designs. As a
consequence, we chose to report an alternative risk of bias profile
where we excluded the blinding domains (see Figure 5; Figure 6 ) in
addition to the conventional risk of bias assessment. However, this
did not change the overall quality of evidence.
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Figure 6. Alternative Risk of bias summary
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Many trials had small sample sizes which led to imprecise
estimates. The funnel plot for the comparison on all placebos was
somewhat asymmetrical, which may reflect poor methodological
quality, true heterogeneity, or selection bias (Higgins 2019). Upon
visual inspection, the funnel plot indicated that some data points
might be missing on the lower right corner of the plot, and this
could have important implications for the interpretability of the
data. The results in this comparison may be sensitive to trial size
and should be interpreted with caution.

Almost all the included trials had three arms (interventions) with
one experimental arm. Potential conflicts of interest when the
researches had vested interests in the experimental intervention,
financially or non-financially, may have produced bias and
threatened the validity of the results (Lundh 2017; Boutron
2021). We conducted a post-hoc analysis to test conflicts of
interest, but found no significant differences, but the data in the
subgroup analysis were sparse. We should therefore not rule out
the possibility of conflicts of interest towards the experimental
intervention in some of the trials having impacted effect estimates.
We graded all the overall results as either very low or low quality of
evidence according to GRADE based on risk of bias, inconsistency
of the evidence, and imprecision (Guyatt 2011a).

There are also many potential issues with reporting in the included
trials. For instance, usual care, wait-list and no-treatment can
vary in their contents and trial authors do not always specify
how their control interventions were designed (Cuijpers 2021,
Watts 2015), which makes it hard to determine how much overlap
there is between the controls in the review. This should not,
however, be an argument against the use of controls such as
psychological placebos in trials with mental health populations
because they may be methodologically useful for differentiating
the active and non-active factors in psychological treatments
(Mohr 2009). Instead, controls such as psychological placebos

should arguably be designed to control for everything but the
hypothesised mechanism of causality in a psychological treatment
(Hrdbjartsson 2012; Locher 2018). Another potential issue is with
the diagnostic classification systems used in the included studies,
as some studies used older versions of the Diagnostic and Statistical
Manual of Mental Disorders (DSM), which are not necessarily
comparable to current versions.

Potential biases in the review process

Because of the large amount of records to screen, we chose to
single-screen records. This may have affected the selection of
results and produced bias. Itis very challenging to locate accurately
all relevant records with such as broad search strategy (two control
interventions in a three-arm randomised trial with any mental
health disorder), and we may have missed relevant trials. However,
for the placebo interventions, we did include 50 more trials for
mental health disorders than Hrébjartsson 2010 reported in an
earlier review on placebos for all medical conditions.

During the inclusion phase, we identified trials where patients
fulfilled the symptoms of a mental health disorder according to
International Classification of Diseases (ICD) or DSM, but where the
trial did not explicitly state what classification system was used. In
some instances we also included trials where the population was
classified as having a mental health disorder but the full diagnostic
symptoms were not reported. We chose to include these trialsin our
analyses, and included a post-hoc subgroup analysis to investigate
potential differences.

There were some more minor changes from the protocol to the final
report and these are all listed in Differences between protocol and
review and Table 6.

Control interventions in randomised trials among people with mental health disorders (Review)

31

Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

Agreements and disagreements with other studies or
reviews

The earlier reviews by Hrdbjartsson and Ggtzche (Hrdbjartsson
2001; Hrébjartsson 2002; Hrdbjartsson 2004; Hrébjartsson 2010)
found that the efficacy of their included placebo interventions
yielded, on average, a small to moderate effect and that placebos
may influence patient-reported outcomes. Our analysis on all
placebo types combined for continuous outcomes yielded an
SMD of -0.37 (95% Cl -0.49 to -0.25), which is not considerably
different from the results found in Hrébjartsson and Ggtzsche's
work (SMD -0.23, 95% Cl -0.28 to -0.17) for all placebos combined
on continuous outcomes. Both these effect estimates are small
to moderate. They also found moderate statistical heterogeneity
present in both the binary and continuous outcomes and funnel
plot asymmetry in the analyses on continuous outcomes, which is
similar to the findings in the present review.

We found some indication of funnel plot asymmetry in the
comparison on all placebos, moderate heterogeneity in most
analyses and high variability between effect sizes. In this review,
psychological and physical placebos showed larger differences
compared with no-treatment or wait-list than pharmacological
placebos, which is also similar to what was found in Hrébjartsson
2010 . It could be true that placebo interventions yield larger
differences compared with wait-list or no-treatment in randomised
trials with mental health populations, perhaps because they
involve more subjective outcome measures or that mental
health disorders are more prone to be affected by placebo
administration ( Weimer 2015 ). Our subgroup analyses for
all placebos combined indicated that blinded and non-blinded
observer-reported outcomes provided a higher placebo effect
size compared with patient-reported outcomes. Hrébjartsson 2010
found the opposite: a higher placebo effect for patient-reported
outcomes over observer-reported. Here it should be noted that the
observer-reported outcomes in Hrébjartsson 2010 often measured
a somatic variable, whereas observer-reported outcomes in the
present review were often psychometric instruments rated by an
observer. Thus, the conflicting results from the reviews may not be
directly comparable.

Placebo and usual care control groups compared with wait-list
controls were found to yield higher effect estimates than compared
with no-treatment controls. The findings were only significant
for all placebos combined and for psychological placebos. Our
review found similarities to the work of Mohr and colleagues (Mohr
2014). In their meta-analysis focusing on studies on depression,
they found significant differences in effect sizes generated across
different control interventions. Another recent network meta-
analysis that assessed control intervention's influence on effect
estimates of active psychotherapies for depression found weaker
effect estimates for wait-list and no-treatment than psychological
and pharmacological placebos (Michopoulos 2021). Our review
supports these findings and the importance of considering the type
of control intervention in a randomised trial with mental health
populations because it can drastically influence reported effect
estimates. Cuijpers and Cristea has also proposed that to ensure a
higher effect estimate of the active treatment in a randomised trial,
await-listintervention should be preferred (Cuijpers 2016). Wait-list
control interventions might bias the true effect of different active
treatments and therefore potentially produce a skewed view of the

effect of those treatments, but we are not able to make conclusions
about this based on the results in this review.

Little research has been done on the harms of psychological
treatments (Lilienfeld 2007; Linden 2014; Pagsberg 2017; Storebg
2018). We did not find indications of wait-list or no-treatment
interventions being more harmful than any placebos. In the case of
usual care, no trials reported or mentioned adverse events, and we
are only able to give anecdotal evidence on adverse events here.
Usual care is a highly heterogeneous control intervention and very
few of our included trials accurately reported its contents because
the researchers are often unaware of this themselves. Furukawa
and colleagues previously speculated that wait-list interventions
could lead to negative effects in patients from waiting for an
experimental treatment after the study period (Furukawa 2014), but
our review was not able to confirm this because of sparse adverse
event data. It should be a priority to identify whether wait-list
interventions might produce unfavourable harms in randomised
trials with participants with mental health diagnoses in future
research.

It has previously been argued that a decision framework should
be put in place for how to properly choose a control intervention
in trials with patients with mental health disorders, and that such
a framework should take into account factors like trial phase,
participation risk and available levels of resources (Gold 2018).
It is evident from this review that the effect sizes in trials with
patients with mental health disorders may vary widely depending
on what control intervention is used, and it seems reasonable,
therefore, to demand methodological standards for when it is
appropriate to use a particular control in a trial. It may for instance
be recommended that wait-list or no-treatment controls should
only be used in the early stages of testing a new behavioural
treatment, seeing that they often produce high effect sizes in
favour of experimental interventions, which may give a misguided
impression of the intervention’s effectiveness. Overall, it seems
important that a control intervention should be properly designed
and tailored to the specific objectives under investigation, and that
there should be some agreement among researchers on when a
type of control design is appropriate in a mental health trial and
when itis not (Mohr 2009; Mohr 2014).

AUTHORS' CONCLUSIONS

Implication for systematic reviews and evaluations of
healthcare

The choice of a control intervention in randomised trials with
patients with mental health disorders has a considerable impact
on the reported estimate of benefits in published reports. When
psychiatric interventions are compared with some kind of placebo
intervention, the beneficial effect of the psychiatric intervention is
lower than when compared with other control interventions. The
difference in effect size for the experimental intervention might be
approximately a standardised mean difference (SMD) value from 0.3
to 0.4 lower when using a placebo control intervention compared
with wait-list or no intervention.

Mental health systematic reviews and evaluations of healthcare
should put equal emphasis on the reporting of the contents of
control interventions, because they may have the same influence
on effect size estimates as experimental interventions. This may be
especially true for reviews dealing with psychosocial interventions,
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where the contents of control interventions such as usual care
or psychological placebos are often underreported and unclear.
People using reviews and evaluations should therefore be aware of
how the choice of a control intervention (such as wait-list controls
or placebo controls) impacts on the reported effect estimates, both
unfavourably and favourably. The evidence in the included trials
in this review were rated as low to very low quality, only partly
because of the inability to blind participants in randomised trials
with a no-treatment or wait-list comparator. The issue of blinding
may, however, be viewed as a methodological issue with the type
of control design in mental health intervention research and not a
flaw in the interpretability of this review itself.

The choice of a controlinterventionin arandomised trialin patients
with mental health disorders has a considerable impact on the
reported estimate of benefits in the published reports. Placebos or
usual care tend to increase the differences compared with wait-list
or no-treatment. Methodological guidelines need to be developed
to reach a consensus on future standards for the design and
reporting of control interventions in the field of mental health.

Implication for methodological research

Currently, descriptions of both the experimental and control
interventions are often poorly reported (Hoffmann 2013) and

they need to be more adequately described (Guidi 2018).
Methodological guidelines on how to properly report and design
controlinterventionsin randomised trials in mental health research
are needed to advance the evidence base in the field. An adequate
and systematised description of interventions would provide
a platform for researchers to build on findings about control
intervention design or replicate results (Hoffmann 2013; Tajika
2015). Control interventions should be developed to answer the
specific research question at hand and should be chosen based on
available resources, ethical concerns and the phase of research for
a particular treatment (Gold 2018). Future research should support
the development of a methodological guideline on how to properly
design and report control interventions in randomised trials with
patients with mental health disorders, to ensure the validity and
reliability of future mental health trials.
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Abikoff 2004

Study characteristics

Methods Parallel randomised trial with three arms
1. Psychological placebo: methylphenidate + attention control psychosocial treatment
2. No treatment: methylphenidate
3. Active treatment: methylphenidate + multimodal psychosocial treatment (social skills training)
Sample calculation: not stated
Cluster randomised: no
Duration of trial (baseline to post): 1 year
Duration of participation (trial + follow-up): 1 year + 1 year follow-up (switched to placebo)
Setting: outpatient
Purpose of trial: “To test that methylphenidate combined with intensive multimodal psychosocial
intervention, which includes social skills training, significantly enhances social functioning in chil-
dren with attention-deficit/hyperactivity disorder (ADHD) compared with methylphenidate alone and
methylphenidate plus nonspecific psychosocial treatment (attention control)” (p.820)
Open/closed placebo: closed placebo

Data Number of participants screened: 332
Number of participants included: 103
Number of participants followed-up at post treatment: 86 (after 1 year)
Number of participants randomly assigned to:
« psychological placebo: n=34
* no-treatment:n=34
» active treatment: n=34
Number of withdrawals: n =17
« psychological placebo:n=5
e no-treatment:n=6
« active treatment: n=6
Diagnosis: Attention Deficit Hyperactivity Disorder (ADHD)
Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 3rd edition, revised (DSM-
lI-R)
Means of assessment: the Diagnostic Interview Schedule for Children (DISC-IV)
Comorbidity: majority (55 of 103, 53.4%) met criteria for oppositional defiant disorder and 31 (30%) of
103 had one or two symptoms of conduct disorder. Relatively few (17 of 103, 16.5%) had an anxiety dis-
order (simple phobia, overanxious disorder, separation anxiety disorder) or major depression (four of
103, 3.9%)
Age: 8.2 mean years (SD = 0.8) (Range 7 t0 9.9)
1Q: exclusion 1Q less than 85. Mean WISC IQs were full scale, 109.5 (SD =14.5); verbal, 108.5, SD =4.0);
and performance, 108.7 (SD =15.0)
Sex: 7% female
Ethnicity: 84% white, 13%, African American, 2% Hispanic, and 1% other.
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Abikoff 2004 (continued)

Country: USA
Inclusion criteria

DSM-III-R criteria for ADHD.

Grade 1to 4.

Medication free 2 weeks.

Meaningful benefit from methylphenidate without significant side effects.

Hw N

Exclusion criteria

. Diagnosable neurological disorders.

. Psychosis.

. Significant medical illness.

. Current physical or sexual abuse.

. Chronic tic disorder or Tourette’s disorder.

. A DSM-III-R developmental reading or arithmetic disorder, defined as a standard score in reading or
mathematics on the Kaufmann Test of Educational Achievement of 85 or less (i.e., at least 1 SD below
the population mean) and at least 15 points (1 SD) below full-scale 1Q

o U W N

Comparisons

Psychological placebo

Treatment name: attention control psychosocial treatment + methylphenidate (MPH)

Description of intervention: “The attention control was designed to account for nonspecific treat-
ment effects of the MPT intervention, including professional time and attention, extended interactions
with peers, and parental attention. It contained components parallel to those of MPT but excluded spe-
cific remedial or therapeutic content.” ( Klein 2004 , p., 797)

Individual or group treatment: group and Individual.

Exposure/intensity to treatment: the groups’ mean daily methylphenidate dose did not differ at the
end of year I, or year |l The percentage of positive ritalinic acid assays was 87%, without differences be-
tween groups. ( Klein 2004, p. 799)

Duration of treatment: 1 year

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: all received MPH. Otherwise not stated
No-treatment

Comparison name: methylphenidate (MPH) only (no-treatment)
Description of intervention: not stated

Exposure/intensity to treatment: "The groups’ mean daily methylphenidate dose did not differ at the
end of year | or year II. The percentage of positive ritalinic acid assays was 87%, without differences be-
tween groups.” ( Klein 2004 , p. 799)

Duration treatment: 1 year
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: all got MPH. Otherwise not stated

Outcomes Beneficial effect
« Hierarchy: observer-reported, clinical relevance
« Outcome chosen: social skills rating scale - subscale parents rated
Adverse events
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Abikoff 2004 (continued)

« Reports adverse events, but does not differentiate between groups.

Notes Key conclusion from study authors

1. Inyoung children with ADHD, there is no support for clinic-based social skills training as part of a long-
term psychosocial intervention to improve social behaviour.

2. Significant benefits from methylphenidate were stable over 2 years.
Key limitations from study authors

1. Measures of social behaviour consisted of parent, child, and teacher ratings and school observations.

2. Other measures, such as sociometric ratings and friendship indices, might have yielded treatment
effects.

3. Similarly, it is conceivable that social skills interventions for children with ADHD are not targeting ap-
propriate social skills. It is also possible that social skills are learned during training but do not gener-
alise to real-world settings, possibly due to a lack of reinforcement in natural settings or an underlying
disturbance in the ability of children with ADHD to generalise learned social behaviours

Other notes from review authors
1. Data on adverse events not usable
Conflicts of interest

Potential industry bias: Disclosure: Dr. Abikoff is a member of the ADHD Advisory Board and a princi-
pal investigator in clinical trials, Shire Pharmaceutical Co., and a member of the Metadate CD Advisory
Board of Celltech Pharmaceuticals. He is a recipient of an investigator-initiated grant from McNeil Con-
sumer and Specialty Pharmaceuticals. Dr. Hechtman received research funding from Eli Lilly, Janssen
Ortho, Purdue,Shire Pharmaceutical Co., and GlaxoSmithKline Beecham and is on the speakers roster
of Shire Pharmaceutical Co., Janssen Ortho, and Eli Lilly. Dr Klein is a member of the ADHD Advisory
Board of Shire Pharmaceutical Co

Judgment: no

Risk of bias

Item Authors' judgement  Support for judgement

Random sequence genera-  Unclear Quote: “Children were randomly assigned to one of three treatments for 2

tion years: (1) methylphenidate alone (M), (2) methylphenidate and MPT (M + MPT),
or (3) methylphenidate and attention control psychosocial treatment (M +
ACT). Groups were balanced for ethnicity, sex, 1Q, and oppositional defiant dis-
order. Assignment was done in blocks of four to enable group treatment com-
ponents.” (p. 821)

Allocation concealment Unclear No information

Blinding of outcome as- No Parents not blinded

sessors

Blinding of participants No Not possible to placebo and "no-treatment"

and personnel

Incomplete outcome data No Attrition >15% (21.4%). No ITT
Selective outcome report-  No Differences in outcomes (adverse events) from the published description
ed (Klein 2004) of the methods and full report
Other sources of bias Yes None found
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Allen 1998

Study characteristics

Methods Parallel randomised trial with three arms

1. Physical placebo: nonspecific acupuncture treatment group
2. Wait-list
3. Active treatment: specific acupuncture treatment

Sample calculation: yes
Cluster randomised: no

Duration of trial (baseline to post): 8 weeks.

Duration of participation (trial + follow-up): no follow-up

Setting: outpatient

Purpose of trial: “This design allowed us to test whether acupuncture designed to specifically treat
symptoms of depression would demonstrate efficacy compared with a wait-list control and nonspecific
acupuncture treatments.” (p. 397)

Open/closed placebo: closed placebo

Data Number of participants screened: not stated
Number of participants included: 38
Number of participants followed-up at post treatment: 34
Number of participants randomly assigned to: 38

« Physical placebo: n=12
o Wait-list: n=12
« Active treatment: n =14

Number of withdrawals: n =4 (5 dropped out of the study but one of them had completed non-specific
treatment and is therefore included in analyses, p. 398).

« Physical placebo:n=1
o Waitlist: n=1
o Active treatment: n=2

Diagnosis: major depressive disorder

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th edition (DSM-1V)
Means of assessment: Structured Clinical Interview for DSM-III-R. (SCID-R)

Comorbidity: not stated

Age: not stated (age between 18 and 45 years)

1Q: not stated

Sex: 100% female

Ethnicity: not stated

Country: USA

Inclusion criteria

1. Meet diagnostic criteria for current major depression as outlined in DSM-IV.
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Allen 1998 (Continued)

Exclusion criteria

. Dysthymia or chronic (duration greater than 2 years) major depression.
. Any current Axis | diagnosis besides major depressive disorder.

. History of psychosis or mania

. Substance abuse or dependence within the past 4 months.

. Any current treatment.

. Endocrine abnormalities.

. History of central nervous system lesions or any medical disorder or treatment that could cause de-
pression.

~N o 0 W N

8. Active suicidal potential necessitating immediate treatment.
9. Pregnancy.

Comparisons

Physical placebo
Treatment name: nonspecific treatment group

Description of intervention: acupuncture - “(...) a placebo-like treatment designed to treat a pattern
of disharmony that was not related to the individual’s depression, but was characteristic of the individ-
ual.” (p. 398)

“Patients in the nonspecific-treatment group received 8 weeks of nonspecific treatment first, and then
8 weeks of specific treatment.” (p. 398)

Individual or group treatment: individual

Exposure/intensity to treatment: “Each 8-week treatment regimen (both specific and nonspecific)
comprised 12 treatment sessions: 2 sessions a week for the first 4 weeks followed by 1 per week there-
after.” (p. 398)

Duration of treatment: 8 weeks

Concomitant psychotherapy: no - excluded if any current treatment

Concomitant pharmacotherapy: no - excluded if any current treatment

Wait-list

Comparison name: wait-list

Description of intervention: “Patients in the wait-list group waited 8 weeks before receiving 8 weeks
of specific treatment.” (p. 398)

Exposure/intensity to treatment: no treatment during the 8 weeks

Duration treatment: 8 weeks.

Concomitant psychotherapy : no - excluded if any current treatment

Concomitant pharmacotherapy: no - excluded if any current treatment

Outcomes Beneficial effect
« Hierarchy: usable data, patient-reported
« Outcome chosen: The Inventory of Depressive Symptomatology (IDS; a self-report version of the
Hamilton Rating Scale for Depression (HRSD)
Adverse events
« Nousable data reported
Notes Key conclusion
1. Quote: "A comparison of the acute effect of the three 8-week treatment conditions (n=34) showed that
patients receiving specific acupuncture treatments improved significantly more than those receiving
the placebo-like nonspecific acupuncture treatments, and marginally more than those in the wait-list
condition.” (p. 397)
2. "These finding from a small sample of women with major depression suggest that acupuncture may
hold sufficient efficacy to warrant a lager clinical trial.” (p. 400)
Key limitations
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Allen 1998 (Continued)

1. Quote: “Because specific treatment did not produce significantly greater improvement than the wait
list, it remains possible that the improvement during specific treatment was due to spontaneous re-
mission (...)With greater statistical power, specific treatment would likely prove significantly more
effective than a wait-list control, as the power to detect a significant difference between these two
groups with the present sample size is only.31.” (p. 400)

2. “These finding are, of course, preliminary. Larger scale studies are required to provide corrobora-

tion.” (p. 400)

Other notes from review authors

1. None

Conflicts of interest: none found

Judgement: yes

Risk of bias

Item Authors' judgement  Support for judgement

Random sequence genera-  Yes Quote: “Patients were randomly assigned to one of three conditions (specific

tion treatment: n=12, nonspecific treatment: n=11, or wait list: n=11.” (p. 398)
Quote: “In 1996, unstratified randomization was implemented by creating a
master randomized order in advance” (author correspondence)

Allocation concealment Yes Quote: "this was concealed until each new subject needed to be random-
ized.” (Allen 1998 (pers comm) )

Blinding of outcome as- Yes ”Quote: All patients were interviewed by trained raters blind to treatment con-

sessors dition using the previously described 31-item version of the HRSD.” (p. 399)

Blinding of participants No Not possible to blind placebo and wait-list

and personnel

Incomplete outcome data  Yes Quote: “To determine whether the results would be the same for the origi-
nal intent-to-treat sample, we conducted two analyses. The simple intent-to-
treat analysis took the last available DepHRSD score of each participant who
dropped out and carried that score forward to count as the subsequent obser-
vation (...) The second strategy used a random regression model (Gibbons et
al., 1993, implemented with BMDP 5V), which imputes missing values based
on maximum-likelihood estimates of missing parameters, thereby allowing for
the analysis of all intent-to-treat subjects.” (p. 399)
Attrition rate <15% (Specific treatment: 14%, Nonspecific treatment: 8%, Wait-
list: 8%). ITT used, but seems that they excluded non-completers from report-
ed data.

Selective outcome report-  Unclear No trial registry was made ( Allen 1998 (pers comm))

ed

Other sources of bias Yes No other sources found

Allen 2006
Study characteristics
Methods Parallel randomised trial with three arms
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Allen 2006 (Continued)

1. Physical placebo: nonspecific acupuncture treatment
2. Wait-list

3. Active treatment: Traditional Chinese Medicine (TCM)- style acupuncture with manual stimulation for
depression

Sample calculation: not stated

Cluster randomised : no

Duration of trial (baseline to post): 8 weeks.

Duration of participation (trial + follow-up): “No follow-up data. Patients in WL and non-specific re-
ceived specific treatment after 8 weeks"

Setting: outpatient

Purpose of trial: “The current study sought to test the efficacy of acupuncture as a monotherapy for
MDD in a large randomized controlled trial of both men and women with a range in the severity of MDD
by comparing the efficacy of acupuncture intervention specifically designed to target each individual’s
depressive symptoms with an active valid acupuncture control that was not tailored to address an indi-
vidual’s symptoms of depression and with a wait-list control.” (p. 1666).

Open/closed placebo: closed placebo

Data Number of participants screened : 2965

Number of participants included: 157
Number of participants followed-up at post treatment : 131
Number of participants randomly assigned to:
+ Physical placebo: n =52
« Wait-list: n=52
« Active treatment: n =53
Number of withdrawals: n =26
» Physical placebo:n=7
« Wait-list: =8
o Active treatment:n=11
Diagnosis: major depressive disorder (MDD)
Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th edition (DSM-IV)
Means of assessment: Structured Clinical Interview for DSM-IV (SCID-R)
Comorbidity: not stated
Age: 42.1 mean years (SD = 11.0). (Range = 18 to 65)
1Q: not stated
Sex : 66.2% female
Ethnicity: physical placebo: 88% white, wait-list: 81% white, active treatment: 79% white.
Country: USA
Inclusion criteria
1. Age 18to 65 years
2. Meet DSM-IV diagnostic criteria for current MDD
3. Score at 14 or greater on the 17-item Hamilton Rating scale for Depression
Exclusion criteria
1. Dysthymia or chronic (duration greater than 2 years) MDD
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Allen 2006 (Continued)

2. Seasonal pattern

3. Any Current Axis | diagnosis besides MDD or any Axis Il Cluster B disorder

4. History of psychosis or mania

5. Substance abuse or dependence within the past 4 months

6. Any current relevant treatment

7. Endocrine abnormalities (e.g., hypothyroidism, unstable diabetes)

8. History of central nervous system involvement (e.g., seizures, brain injury, neurological illness

9. Any medical disorder or treatment believed by the investigators to cause depression

10.Active suicidal risk necessitating immediate intervention or suicide attempt within the past year
11.Pregnancy

Comparisons

Physical placebo
Treatment name (type): nonspecific acupuncture

Description of intervention: “A placebo-like control intervention utilized a comparable number of
valid acupuncture points that were not designed to treat the individual’s depression.” (p. 1667)
“Following the initial 8 weeks in 1 of these 3 intervention groups, all patients received SPEC interven-
tion for the next 8 weeks.” (p. 1668)

Individual or group treatment: individual

Exposure/intensity to treatment: “Twice per week for 4 weeks, then once per week for 4 weeks for a
given 8-week regimen.” (p. 1667)

Duration of treatment: 8 weeks

Concomitant psychotherapy: no - excluded if receiving any current relevant treatment
Concomitant pharmacotherapy: no - excluded if receiving any current relevant treatment

Wait-list

Comparison name: wait-list.

Description of intervention: “Following the initial 8 weeks in 1 of these 3 intervention groups, all pa-
tients received SPEC intervention for the next 8 weeks.” (p. 1668)

Exposure/intensity to treatment : no treatment during the 8 weeks

Duration treatment: 8 weeks

Concomitant psychotherapy: no - excluded if receiving any current relevant treatment
Concomitant pharmacotherapy : no - excluded if receiving any current relevant treatment

Outcomes

Beneficial outcomes for effect

Hierarchy: usable data, observer-reported
Outcome chosen : Hamilton Rating Scale for Depression (17-item)

Relevant outcomes for adverse events

No adverse events measured before after the wait-list received treatment.

Notes

Key conclusion from study authors

1.

Quote: “The results of this randomized controlled trial of acupuncture as an intervention for depres-
sion indicate that although patients receiving acupuncture demonstrated significantly greater im-
provement than patients assigned to waitlist, there was no evidence to support differential efficacy
of the 2 types of acupuncture intervention.” (p. 1672)

“Interventions designed to specifically target depression resulted in no better outcome than those
designed to serve as a control intervention.” (p. 1672)

“The overall low response rate achieved with acupuncture suggest that TCM-style acupuncture with
manual stimulation is not likely to be an adequate monotherapy for many with depression.” (p. 1672)

Key limitations from study authors

1.

Quote: ”(...) differences in provider expectations between SPEC and NONSPEC interventions, although
smallin magnitude, were statistically significant, suggesting that the blinding strategy was not entire-
ly successful.” (p. 1672)
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Allen 2006 (Continued)

2. “Interventions designed to specifically target depression resulted in no better outcome than those
designed to serve as a control intervention. Such results could reflect that the SPEC acupuncture in-
tervention was not particularly effective, or that the intended control of NONSPEC acupuncture was
somewhat more effective than predicted (...)” (p. 1672)

Other notes from review authors

1. None

Conflicts of interest: none found

Judgement: yes

Risk of bias

Item

Authors' judgement

Support for judgement

Random sequence genera-
tion

Yes

Quote: “Patients were randomly assigned to 1 of 3 intervention groups follow-
ing a stratified randomization schedule based on sex and severity of depres-
sion (...)” (p. 1668).

“No significant differences emerged between intervention groups with re-
spect to age, male/female ratio, ethnicity, age at onset, number of previous
episodes, or symptom severity as assessed by the HAM-D or the BDI.” (p. 1668)

Quote: “In 2006, the randomization was stratified by severity, with two master
records created in advance.” ( Allen 2006 (pers comm))

Allocation concealment

Yes

Quote: "Randomization schedules were devised by the first author at study on-
set, with each client’s assignment becoming known to the assessing acupunc-
turist and the study coordinator only after the completion of the intake assess-
ment” (p. 1668)

Quote: "also concealed until each new subject needed to be randomized.” (
Allen 2006 (pers comm) )

Blinding of outcome as-
sessors

Yes

Quote: "The primary outcome measure was the HAM-D, administered at intake
and at 4-week intervals thereafter by trained raters blind to intervention condi-
tion.” (p. 1668)

Blinding of participants
and personnel

No

Not possible to blind placebo and wait-list

Incomplete outcome data

Yes

Quote: “Change in depression severity over time was examined using random
regression analyses using a mixed effects linear regression model with MIXREG
software (...) The random regression approach utilizes all available data, es-
timating rate of change for each subject based on extant observations.” (p.
1668)

Attrition >15% (Specific: 20.8%, Non-specific: 8.2%, Wait-list: 15.4%. Excluded
6 after randomisation due to that the did not fulfil the inclusion criteria. Uses
intent-to-treat on the remaining.

Selective outcome report-
ed

Yes

NCT00010517 Protocol found but most information was not provided.

Authors provided a descriptive protocol through author correspondence (
Allen 2006 (pers comm) )

Other sources of bias

Yes

No other found
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Alvarez 1997

Study characteristics

Methods

Parallel randomised trial with three arms

1. Psychological placebo: Attention placebo
2. No-treatment
3. Active treatment: Anger management

Sample calculation: yes

Cluster randomised: no

Duration of trial (baseline to post): 3 weeks

Duration of participation (trial + follow-up): 3 weeks (endpoint data only)

Setting: drug-free, residential therapeutic community located in a large northeastern metropolitan
area (outpatient)

Purpose of trial: "This study tested the following hypotheses: (1) Anger management treatment re-
duces both experienced and expressed anger in a sample of drug addicts in a therapeutic community;
(2) the acquisition of effective anger manager skills by these subjects increases self-esteem; (3) the ac-
quisition of positive anger management skills by these subjects decreases depression; (4) the acquisi-
tion of positive anger management skills by these subjects decreases addiction severity.” (p. 6)
Open/closed placebo: closed

Data

Number of participants screened: “350 to 400 clients.” (p. 49)
Number of participants included: 119

Number of participants followed-up at post treatment: 76
Number of participants randomly assigned to:

» Psychological placebo: n =39
o No-treatment: n=40
o Active treatment n=40

Completer data at post-treatment

« Psychological placebo: n=23
* No-treatment: n=25
o Active treatment: n =28

Number of withdrawals: n =

» Psychological placebo: n=16
o No-treatment: n=15
o Active treatment: n=12

Diagnosis: Substance-use disorder
Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DSM-IV)
Means of assessment: not stated

Comorbidity: substance-use of different drugs (51.6% cocaine, 26.4% polydrug abusers, 13.2% hero-
in).

Age : 33.91 mean years, (range 19 to 54)
1Q: moderate to severe intellectual disability excluded from trial
Sex: 47.1% female

Ethnicity: 90% African-Americans and Latinos and 10% Asian, European, or "other."
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Country : USA

Inclusion criteria

1. Diagnosis of substance-use disorder
Exclusion criteria

Serious homicidal or suicidal ideation or acting out
Free of active psychotic processes

Moderate to severe mental retardation

Moderate to severe organic brain syndrome

HwnN e

Comparisons

Psychological placebo

Treatment name : attention placebo

Description of intervention: "Subjects in the attention placebo group were presented an education-
al lecture from another standardized protocol, a copy of which appears in Appendix H. It consisted of a
presentation of the clinical pharmacology of addictive drugs based on a training course for psycholo-
gists.” (p.60)

Individual or group treatment: group
Exposure/intensity to treatment: 6 hours
Duration of treatment : 3 weeks
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: "Prescription medications for medical conditions are allowed if they
do not interfere with the individual's ability to fully participate in the TC program. Medications such as
fluoxetine for depression are frowned upon, though sometimes tolerated.” (p.65)

No-treatment
Comparison name: no-treatment

Description of intervention: "The control group (N = 40) received no treatment from the facilitators,
except for the pre- and posttest batteries." (p.58)

Exposure/intensity to treatment: none
Duration treatment : 3 weeks
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: “Prescription medications for medical conditions are allowed if they
do not interfere with the individual's ability to fully participate in the TC program. Medications such as
fluoxetine for depression are frowned upon, though sometimes tolerated.” (p.65)

Outcomes Beneficial effect
« Hierarchy: patient-reported, clinical relevance, coin-toss (random.org)
« Outcome chosen: The State-Trait Anger Expression Inventory, Research Edition - Subscale of trait
Adverse events
« No data on adverse event reported

Notes Key conclusion from study authors
1. The experimental group (n = 34) attended the workshop. The control group (n =29) received an atten-

tion placebo, and the no treatment group (n = 30) was not treated
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Alvarez 1997 (Continued)

2. No significant difference between group treatment effects pre to post-treatment were found; the hy-
potheses were not supported.

Key limitations from study authors

Workshop delivery ineffective,
Not intensive enough

No monitoring

High attrition

HwnN e

Other notes from review authors
1. None

Conflicts of interest: none found.

Judgment: yes
Risk of bias
Item Authors' judgement  Support for judgement
Random sequence genera-  Unclear Quote: "The list generated by the registration procedure was then randomly
tion divided into three approximately even groups and each randomly assigned to
an experimental condition.” (p.50)
“Careful examination of procedures revealed no systematic bias that would in-
terfere with the randomness of the groups.” (p. 58)
Allocation concealment Unclear No information
Blinding of outcome as- No Quote:“The staff involved in the study were not blind to the paradigm” (p. 28)
Sessors
Patient-reported outcomes only
Blinding of participants No Not possible to blind placebo and no-treatment
and personnel
Incomplete outcome data  No Attrition >15% (36.2%). No ITT. Only reports data on completers
Selective outcome report-  Unclear No protocol found
ed
Other sources of bias Yes No other sources found
Ascher 1979
Study characteristics
Methods Parallell randomised trial with 3 interventions
1. Psychological placebo: placebo treatment
2. Wait-list
3. Active treatment: paradoxical intention
Sample calculation: not stated
Cluster randomised: no
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Ascher 1979 (continued)

Duration of trial (baseline to post): 4 weeks
Duration of participation (trial + follow-up): “10 days pre trial + 4 weeks of experimental phase
Setting: outpatient

Purpose of trial: “The present study focused on a comparison of paradoxical intention with appropri-
ate control procedures in reducing sleep onset insomnia.” (p. 408)

Open/closed placebo: closed placebo

Data

Number of participants screened : not stated

Number of participants included: 25

Number of participants followed-up at post treatment: not stated
Number of participants randomly assigned to:

« Psychological placebo: n=8
« Wait-list: n=9
» Active treatment: n=8

Number of withdrawals: not stated
Diagnosis: sleep-wake disorder (insomnia)
Diagnostic manual: not stated

Means of assessment: interview, not otherwise specified. “Following their initial phone call, clients
who described themselves as experiencing a clinically significant level of sleep disturbance were invit-
ed for a pre-treatment interview.” (p. 409)

Comorbidity: not stated

Age: 39 mean years, (range 24 to 67)
1Q: not stated

Sex : 60% female

Ethnicity : not stated

Country: USA

Inclusion criteria

1. ”(...) criteria of sleep disturbance necessary for selection. These included: a sleep onset latency of one
hour or more at least three times per week; awakening after falling asleep at night, with or without
difficulty returning to sleep, three or more evenings each week; arising uncomfortably early in the
morning on three or more occasions each week.” (p. 408)

Exclusion criteria

1. Participants who exhibited a sub-clinical level of sleep difficulty.
2. Secondary insomnia

Comparisons

Psychological placebo:

Treatment name: placebo

Description of intervention: “ Steinmark 1974 employed a placebo condition which served as a mod-
el for the present study. During the first session each subject was required to compose a hierarchy
consisting of eighteen chronologically ordered bedtime activities. Then six neutral scenes were con-
structed. Finally, the clientimagined each of the bedtime activities in the appropriate order, each being
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Ascher 1979 (continued)

paired with one of the six neutral scenes. Homework involved practicing the procedure twice a day, but
not within two hours of bedtime.” (p. 409)

Individual or group treatment: individual

Exposure/intensity to treatment: four weekly sessions of 30-45 minutes
Duration of treatment : 4 weeks

Concomitant psychotherapy not stated

Concomitant pharmacotherapy: not stated

Wait-list

Comparison name : no treatment (in reality wait-list)

Description of intervention: “Clients in this condition were provided with no treatment throughout
the four weeks of the experimental phase. Contact was maintained through brief telephone conversa-
tions once every 1 2 weeks.” (p. 409)

“Subjects in either of the control conditions who elected to continue with treatment were provided
with a combination of behavioral techniques.” (p. 409.)

Exposure/intensity to treatment: no treatment during the experimental phase
Duration treatment: 4 weeks.
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes Beneficial effect

« Hierachy: patient-reported, clinical relevance

« Outcome chosen: Daily Sleep Questionnaire (DSQ) Subscale difficulty experienced in falling asleep
(0-7 - 7 being no difficulties falling asleep)

Adverse events

« No data on adverse events reported

Notes Key conclusion from study authors

1. "Specifically, in the present study, subjects in the paradoxical intention group reported a significant
reduction in sleep onset latency, fewer awakenings at night with difficulty returning to sleep, a signif-
icant increase in the experience of restedness obtained from sleep, in comparison to the reports of
subjects in either the placebo or no-treatment control groups.” (p. 410).

Key limitations from study authors
1. Not stated

Other notes from review authors

1. None

Conflicts of interest: none found

Judgment: yes
Risk of bias
Item Authors' judgement Support for judgement
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Random sequence genera-  Unclear Quote: "The experiment consisted of three groups of randomly assigned sub-

tion jects. The paradoxical intention treatment was contrasted with no-treatment
and placebo treatment control conditions.” (p. 408)

Allocation concealment Unclear No information

Blinding of outcome as- No Patient-reported outcomes

sessors

Blinding of participants No Not possible to blind placebo and wait-list

and personnel

Incomplete outcome data  Unclear No information
Attrition unclear

Selective outcome report-  Unclear Protocol not found

ed

Other sources of bias Yes No other sources found

Ayen 2004

Study characteristics

Methods

Parallel randomised trial with four arms

. Psychological placebo: Unterstiitzende Gruppe (UGT)
. Wait-list B
. Active treatment: Kognitive Verhaltenstherapie (CBT)
. Wait-list A

H W N =

Sample calculation: not stated

Cluster randomised: no

Duration of trial (baseline to post): 3 months

Duration of participation (trial + follow-up): 3 months + 12 months
Setting: outpatient

Purpose of trial: assess short- and long-term efficacy of CBT compared to supportive group program
(UGT) and waiting list control for depressive problems among menopausal women.

Open/closed placebo: closed placebo

Data

Number of participants screened : 85

Number of participants included : 51

Number of participants followed-up at post treatment : 50
Number of participants randomly assigned to:

» Psychological placebo: n =20
« Wait-listB: n=10
« Active treatment: n=11
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Ayen 2004 (Continued)

« Wait-list A: n =10
Number of withdrawals: n=1

» Psychological placebo: not stated
« Wait-list B: not stated

« Active treatment: not stated

« Wait-list A: not stated

Diagnosis:depression

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DSM-IV). 59 %
fulfilled DSM diagnosis, 41 % had an unspecified depression

Means of assessment: The Structured Clinical Interview for DSM-IV Disorders (SCID) (German version)
Comorbidity: 6 participants (12 %) had substance dependence. 27 (53%) had anxiety disorder

Age: 51.3 means years (range = 46 - 56)

1Q: not stated

Sex: 100% females

Ethnicity: not stated

Country: Germany

Inclusion criteria

Irregular bleedings last 12 months
Menopausal difficulties

Between 40 and 60 years
Depression diagnosis

Hw N

Exclusion criteria

1. Not stated

Comparisons

Psychological placebo

Treatment name : Unterstiitzende Gruppe (UGT)

Description of intervention: The control group incorporated none of the specific techniques from the
active intervention.

Individual or group treatment: group exposure/intensity to treatment: 2 hours each session.
Duration of treatment: 3 months

Concomitant psychotherapy: not stated - but many patients had already been in psychic or psy-
cho-therapeutic treatment

Concomitant pharmacotherapy: 29 did not take drugs, 6 took antidepressants and 1 took anxiety
medication.

Wait-list

Comparison name: waiting list B
Description of intervention: unclear
Exposure/intensity to treatment: not stated

Duration treatment: 3 months
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Concomitant psychotherapy: not stated - but many patients had already been in psychic or psy-
cho-therapeutic treatment

Concomitant pharmacotherapy: 29 did not take drugs, 6 took antidepressants and 1 took anxiety
medication

Outcomes Beneficial effect

« Hierarchy: Patient-reported, clinical relevance, psychometric properties
+ Outcome chosen: Beck Depression Inventory (BDI)

Adverse events

« Beschwerdenliste (BL) - complaint list

Notes Key conclusion from study authors

1. Both active groups beneficial outcomes at both assessment periods. Superior to the psychological
placebo.

Key limitations from study authors

Initial and final examination as well as group interventions were conducted in one hand
Therapist diagnostic decisions at baseline
Many participants had already prior been involved in a psychiatric or psycho-therapeutic treatment

Participants reported themselves notices in medical practices or offices of health insurance compa-
nies

Hwn e

Other notes from review authors
1. None

Conflicts of interest: none found.

Judgment: yes
Risk of bias
Item Authors' judgement Support for judgement
Random sequence genera-  Unclear quote: “However, initially (21 participants inside) between the KVT (N = 11) and
tion the KG (N - 10) was randomized, later (30 participants) then between the UGT
(N =20) and the KG (N 10)” (translated from, p. 293)
Allocation concealment Unclear No information
Blinding of outcome as- No Patient-reported outcomes
sessors
Blinding of participants No Not possible to blind placebo and "no-treatment"
and personnel
Incomplete outcome data  Yes Attrition <15% (1.96%)
Selective outcome report-  Unclear No information
ed
Other sources of bias Yes None other sources of bias found
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Berg 1983

Study characteristics

Methods

Parallel randomised trial with three arms

1. Pharmacological placebo: Placebo pill
2. Waitlist
3. Active treatment: Senokot

Sample calculation: not stated

Cluster randomised : no

Duration of trial (baseline to post): 3 months

Duration of participation (trial + follow-up): 3 months + 18 months

Setting: outpatient

Purpose of trial : “The study described in this paper was designed to see whether behaviour therapy
would suffice on its own in the treatment of severe and persistent faecal soiling or would be improved
by employing a laxative as well.” (p.544)

Open/closed placebo: closed

Data

Number of participants screened: not stated

Number of participants included: 44

Number of participants followed-up at post treatment 40
Number of participants randomly assigned to:

« Pharmacological placebo: n=11
« Wait-list: n=15
« Active treatment: n =14

Number of withdrawals: 4 (only completed one or two visits)
Diagnosis: faecal soiling (encopresis)

Diagnostic manual: not stated

Means of assessment: clinical interview (not otherwise specified)
Comorbidity: not stated

Age : 7.9 mean years (SD =2.3)

1Q: not stated

Sex : not stated

Ethnicity: not stated

Country: UK

Inclusion criteria

1. Children with soiling as main complaint

2. Initial assessment and physical examination indicating that uncomplicated functional faecal inconti-
nence was the problem

Exclusion criteria

1. None mentioned

Comparisons

Pharmacological placebo

Treatment name (type): Group B

Description of intervention: “The basic method of treatment given to all was behavioural, focusing on
use of the toilet and freedom from soiling.” (p. 544)

“Group B was given placebo tablets in similar dosage...” (as group A, not specified). The children start-
ed at one tablet at night. On the next visit to the clinic, if there was no improvement in ‘use of the toilet’
and ‘being clean’ on the charts the dosage was increased to two tablets. The number of tablets was in-
creased to three on the following visit if improvement had still not occurred by that time. When the soil-
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Berg 1983 (Continued)

ing was getting better and the child was using the toilet the dosage was kept the same. Once the child
was going regularly to the toilet and not soiling the tablets were stopped altogether.” (p. 544)
Individual or group treatment: individual.

Exposure/intensity to treatment: 1-3 pills at night. "Mother and child came to see the psychologist
dealing with them every fortnight for three months,” (p. 544)

Duration of treatment: 3 months

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Wait-list

Comparison name: Group C (wait-list - any child still soiling after the 3 months assessment was of-
fered a further 3 months treatment by the same psychologist using a behavioural approach as before
and explicitly labelled Senokot tablets, 1-3 at night, in addition, (p. 546).

Description of intervention: “The basic method of treatment given to all was behavioural, focusing on
use of the toilet and freedom from soiling.” (p. 544)

Exposure/intensity to treatment : No medical treatment. "Mother and child came to see the psychol-
ogist dealing with them every fortnight for three months,” (p. 544)

Duration treatment: 3 months

Concomitant psychotherapy : not stated

Concomitant pharmacotherapy: not stated

Outcomes

Beneficial effect

« Hierarcy: usable data, clinical relevancy

« Outccome chosen: number of children soiling more than once weekly: (self-reported) - binary out-
come

Adverse events

« Nonefound

Notes

Key conclusion from study authors

1. Quote: "Significantimprovement occurred following three months of outpatient treatment using be-
havioural approach and either Senokot, placebo or no medication. However, there was no evidence
either during the trial or subsequently when Senokot was employed to supplement behavioural treat-
ment in every child who continued with therapy that this laxative contributed in any way to relieving
the problem in this group of cases.” (p. 549)

Key limitations from study authors

1. Quote: “Senokot was given in doses which were not excessive, and at night. This may have helped to
conceal its true nature from the psychologists”. (p. 547)

Other notes from review authors
1. None
Conflicts of interest: none found

J judgment: yes

Risk of bias

Item

Authors' judgement  Support for judgement

Random sequence genera-
tion

Unclear Quote: "Cases were then randomly allocated to one of three treatment group-
s” (p. 544)

“The process of random allocation was successful since the treatment groups
did not differ on a whole variety of features” (p. 547)
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Allocation concealment Unclear No information
Blinding of outcome as- No Psychiatrist were outcome assessors
Sessors

Patient-reported outcomes

Blinding of participants No Not possible to blind placebo and wait-list
and personnel

Incomplete outcome data  Yes Quote: "Forty-four children were included in the investigation but 4 dropped
out after only one or two visits.” (p. 544)”

Attrition > 15%. (9.1% dropped out after one or two visits)

Selective outcome report-  Unclear No protocol found
ed
Other sources of bias Yes No other sources found

Borden 1986

Study characteristics

Methods Parallel randomised trial with three arms

1. Pharmacological placebo: placebo pill
2. No-treatment: No pill
3. Active treatment: methylphenidate

Sample calculation: not stated

Cluster randomised : no

Duration of trial (baseline to post): 3 months

Duration of participation (trial + follow-up): “Treatment occurred over a three-month period, with
children beginning the program at various times throughout a one-year period. All testing was com-
pleted during the three weeks preceding treatment, and then during the three weeks following treat-
ment.” (p. 42)

Setting: outpatient

Purpose of trial: “The present study examined the attributional effects of combining medication with
cognitive behavior therapy in the treatment of children diagnosed as having Attention Deficit Disorder
(ADD).” (p. iii)

Open/closed placebo: closed placebo

Data Number of participants screened: not stated

Number of participants included : 37 (only 30 is stated in the text, but in notes at page 72, it is stated
that seven additional children began the study).

Number of participants followed-up at post treatment: 30
Number of participants randomly assigned to: not stated
Number of randomised completers

« Pharmacological placebo: n =10
« No-treatment: n=10
o Active treatment: n =10

Number of withdrawals: "7 additional children began the study" (p. 72)
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» Pharmacological placebo: n=2
o No-treatment:n=3
o Active treatment: n=2

Diagnosis: Attention Deficit Hyperactivity Disorder (ADHD) (n = 25) or Attention Deficit Disorder without
Hyperactivity (ADDNH) (n =5).

Diagnostic manual: not stated

Means of assessment: clinical interview, laboratory tests, parent, teacher, and child questionnaires,
achievement tests, intelligence tests and paediatric examination.

Comorbidity: not stated

Age: 107.1 months (SD = 20.6). (Range = 68 - 143 months)

1Q : Above 80

Sex: 16.7% female

Ethnicity: not stated

Country: USA

Inclusion criteria

1. Meets diagnostic criteria for ADD or ADDH

2. At least one Conners Rating Scale score (parent or teacher) had to be 15 or greater at the onset of the
study

3. Wechsler Full Scale 1Q at least 80
4. Duration of ADD or ADDH symptoms at least 6 months

Exclusion criteria

. 1Q below 80

. An acute problematic situation in the home that might have caused ADD symptoms
. Onset after age 6

. Duration of symptoms for less than six months

. Known physical, neurological, or uncorrected sensory impairment

. Psychosis

o b~ W N =

Comparisons

Pharmacological placebo

Treatment name : Placebo (pharmacological placebo) + cognitive behavior modification
Description of intervention: “The placebos were administered to placebo children in the same way
and at the same time as was the active medication. Methylphenidate and placebo doses were both
packaged by a University of Illinois Hospital pharmacist in identical opaque capsules to conceal their
contents.” (p. 43) “Each child was randomly assigned to a therapist who was responsible for cognitive
training.” (p. 43-45)

Individual or group treatment: individual.

Exposure/intensity to treatment: two doses were administered per day: one at breakfast and one at
lunch” (p. 43). Cognitive training sessions two times per week.

Duration of treatment: 3 months

Concomitant psychotherapy: cognitive behavior modification

Concomitant pharmacotherapy: not stated

No-treatment

Comparison name : No pill (no treatment) + cognitive behaviour modification
Description of intervention:

No pharmacological treatment. “Cognitive training occurred over three months, with sessions held two
times per week... Each child was randomly assigned to a therapist who was responsible for cognitive
training.” (p. 43-45)

Exposure/intensity to treatment: no medication. Cognitive training sessions two times per week
Duration treatment : 3 months

Concomitant psychotherapy: cognitive behavior modification

Concomitant pharmacotherapy: not stated
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Borden 1986 (Continued)

Outcomes

Beneficial effects

» Hierarchy: blinded, observer-reported, clinical relevancy, random assignment
« Outcome chosen: The Children's Checking Task (CCT), omissions - observer-reported

Adverse events

« None reported

Notes

Key conclusions from study authors

1. "Medication group was found to influence parent attributions for the causes and solutions to their
children’s presenting problems.” (p. iii)

2. “While child measures did not reveal significant effects, group means were directionally similar to
those of the parents.” (p. iii)

3. “No group differences were found at posttest on achievement attributions measures or on measures
of behavioral or cognitive improvement.” (p. iii)

Key limitations from study authors
1. Not stated

Other notes from review authors

1. None

Conflicts of interest: none found

Judgment: yes

Risk of bias

Item

Authors' judgement Support for judgement

Random sequence genera-
tion

Unclear Quote: “Assignment to groups was random with the exception of stratification
based upon sex and age.” (p. 33)

Allocation concealment

Unclear No information

Blinding of outcome as-
Sessors

Yes Quote:”Examiners were blind to the treatment conditions of the children they
tested.” (p. 42)

Tests were administered by trained masters and doctoral level students who
were blind to the subjects' medication conditions.” (p. 35)

“Disagreements between raters were settled by a third graduate student in
psychology who was blind to the responses of the first two.” (p. 39)

Blinding of participants No Not possible to blind placebo and "no-treatment"
and personnel
Incomplete outcome data  Unclear Attrition > 15% (19%). No mention of ITT.

Only completers included

Selective outcome report-  Unclear No protocol found
ed
Other sources of bias Yes No other sources found
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Borkovec 1975

Study characteristics

Methods Parallel randomised trial with four arms

1. Psychological placebo: quasi-desensitisation placebo
2. Wait-list: waiting list no treatment

3. Active treatment 1: progressive relaxation

4. Active treatment 2: relaxation without tension-release

Sample calculation : not stated

Cluster randomised: no

Duration of trial (baseline to post): 4 weeks

Duration of participation (trial + follow-up): 4 weeks of treatment + 5 months follow-up
Setting: outpatient

Purpose of trial: “At the end of a counter demand period, progressive relaxation was compared to the
same quasi-desensitization placebo and no treatment conditions employed in the earlier investigation.
As suggested elsewhere (Borkovec,1973), a treatment procedure demonstrated to reliably produce im-
provement greater than placebo under such (neutral) expectancy conditions is indeed a powerful mod-
ification technique and includes active ingredients independent of demand effects.” (p. 302)

Open/closed placebo : closed placebo

Data Number of participants screened: not stated
Number of participants included : 56
Number of participants followed-up at post treatment: 41

N umber of participants randomly assigned to: 56 were randomised, but reports only data on com-
pleters

» Psychological placebo: n=11
o Wait-list: n=10

« Active treatment1l:n=11

« Active treatment2:n=9

Number of withdrawals: n =15

« Psychological placebo: not stated
« Wait-list: not stated

« Active treatment 1: not stated

« Active treatment 2: not stated

Diagnosis: sleep-wake disorder (Insomnia)
Diagnostic manual: not stated

Means of assessment : clinical interview, not otherwise specified. “(...) were interviewed and
screened, following the criteria of Steinmark 1974 .” (p. 302)

Comorbidity : not stated
Age: not stated

1Q : not stated, but all were college students.
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Borkovec 1975 (Continued)

Sex : not stated

Ethnicity: not stated

Country: USA

Inclusion criteria

1. Average latency to sleep onset was 31 minutes or greater
Exclusion criteria

1. Not stated

Comparisons

Psychological placebo

Treatment name : quasi-desensitisation placebo

Description of intervention: “During session 1, subjects in the P condition constructed an 18-item hi-
erarchy of chronological bedtime activities and chose six neutral images to be paired with the hierar-
chy items as a substitute for the relaxation ordinarily employed in conventional desensitization. Each
hierarchy item was presented three times with intervening presentations of neutral images during ses-
sion 2, 3 and 4. The P subjects were instructed to practice hierarchy and neutral image visualizations
twice a day.” (p. 303)

Individual or group treatment : group sessions + individual practice

Exposure/intensity to treatment : 4 sessions of group treatment + individual practice twice a day
Duration of treatment: 4 weeks

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy:: not stated

Wait-list

Comparison name: waiting list no treatment (in reality wait-list)

Description of intervention: “Subjects in the NT condition were told by phone that current treatment
groups were filled, new groups would begin in 4 wk, and they would receive priority if they filled out the
daily questionnaires during the next 4 wk.” (p. 303)

Exposure/intensity to treatment: no treatment during the 4 weeks experimental period
Duration treatment: 4 weeks
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes

Beneficial effects

« Hierachy: patient-reported, clinical relevance

« Outcome chosen: Daily Sleep Questionnaire (DSQ) Subscale difficulty experienced in falling asleep
(0-5 - 5 being higher being more difficult to fall asleep)

Adverse events

« No data reported on adverse events

Notes

Key conclusion from study authors
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Borkovec 1975 (Continued)

1. “In replication of an earlier study, progressive relaxation was found to produce greater reduction in
reported latency to sleep onset than both placebo and no treatment conditions during a counterde-
mand period.” (p. 307)

2. “Reports of additional latency improvement by progressive relaxation subjects 5 mo after the conclu-
sion of the study replicate the follow-up results of the earlier study and indicate the long-term effec-
tiveness of that procedure.” (p. 307)

3. “Second, the superiority of progressive relaxation over a control condition similar in all respects ex-
cept the presence of tension-release of muscle groups suggests that attention focusing alone is not
sufficient to promote sleep.” (p. 307)

4. “Itis noteworthy that interactions of therapist and treatment factors were isolated in the positive de-
mand data and only among the control condition. Such results suggest that therapist characteristics
(such as sex of therapist), frequently found to be unrelated to outcome in behavior therapy studies,
may be potent factors in the generation of demand and placebo effects.” (p. 308)

Key limitations from study authors
1. Not stated
Other notes

1. SD’s were imported from Steinmark 1974 due to that the same population, outcome and intervention
was used in both

Conflicts of interest: none found

Judgment: yes

Risk of bias

Item Authors' judgement  Support for judgement

Random sequence genera-  Unclear Quote: "The subjects were ranked on latency to sleep onset obtained in the

tion pretherapy interview and randomly assigned within levels of severity to one of
the four conditions: (a) progressive relaxation (PR), (b) relaxation without ten-
sion-release (NTR), (c) quasi-desensitization placebo (P), and (d) waiting list no
treatment (NT).” (p. 303)

Allocation concealment Unclear No information

Blinding of outcome as- No Patient-reported outcomes

Sessors

Blinding of participants No Not possible to blind placebo and "no-treatment"

and personnel

Incomplete outcome data  No Attrition >15% (27%). No ITT. Only reports data on completers

Selective outcome report-  Unclear Protocol not found

ed

Other sources of bias Yes No other sources found

Borkovec 1976
Study characteristics
Methods Parallel randomised trial with three arms
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1. Psychological placebo
2. Wait-list
3. Active treatment: progressive relaxation training

Sample calculation: not stated
Cluster randomised no
Duration of trial (baseline to post): 4 weeks (endpoint data)

Duration of participation (trial + follow-up): pre-therapy week + 4 weeks of therapy + 1 year (fol-
low-up)

Setting: outpatient

Purpose of trial : “The purpose of the present study was to replicate the basic aspects of the earlier in-
vestigations using objective sleep measures.” (p. 174)

Open/closed placebo: closed placebo

Data Number of participants screened: not stated
Number of participants included: 36
Number of participants followed-up at post treatment: 33
Number of participants randomly assigned to:

» Psychological placebo: n=12
« Wait-list: n=12
+ Active treatment: n=12

Number of withdrawals: n=3

« Psychological placebo:n=1
o Wait-list:n=1
o Active treatment:n=1

Diagnosis: sleep-wake disorder (sleep disturbance)
Diagnostic manual: not stated

Means of assessment: Brief questionnaire - "A brief questionnaire on sleep behavior was given (...)” (p.
174) + pretherapy interview

Comorbidity: not stated

Age: not stated

1Q : not stated, but psychology students at University of lowa
Sex : not stated

Ethnicity: not stated

Country: USA

Inclusion criteria

1. "Subjects indicating 31 min or greater in average latency to sleep onset and that they considered this
duration to represent a problem (...)” (p. 174)

Exclusion criteria

1. Participants reporting 30 minutes or less average sleep-onset latency
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Borkovec 1976 (Continued)

2. Current use of drugs
3. Current contact with other professional services during the interview

Comparisons Psychological placebo:

Treatment name: placebo

Description of intervention: “The placebo condition involved a quasi-desensitization procedure. Dur-
ing Session 1, each subject constructed an 18-item hierarchy of chronological bedtime activities and
chose six neutral images to be paired with the hierarchy items and to be used as substitutes for relax-
ation” (p. 175)

Individual or group treatment: group treatment + individual practice
Exposure/intensity to treatment: 4 weekly group sessions + individual practice twice a day
Duration of treatment: 4 weeks

Concomitant psychotherapy: no - excluded if current contact with other professional services during
the interview

Concomitant pharmacotherapy: not stated
Wait-list
Comparison name: no-treatment (in reality a wait-list)

Description of intervention:“No-treatment subjects were told that current treatment groups were
filled but that new groups would be formed in 6 weeks and that they would receive priority if they con-
tinued to fill out the daily sleep questionnaires and attended the sleep evaluation nights.” (p. 174)

Exposure/intensity to treatment: no treatment
Duration treatment: 4 weeks

Concomitant psychotherapy: no - excluded if current contact with other professional services during
the interview

Concomitant pharmacotherapy: not stated

Outcomes Beneficial effect

« Hierachy: observer-reported, clinical relevance
+ Outcome chosen: latency in minutes - First occurrence of Stage | EEG.

Adverse events

« No adverse events reported

Notes Key conclusion from study authors

1. ”In general, the results of the present study provide modest support for the efficacy of progressive
relaxation in the treatment of sleep-onset disturbance. Relaxation was the only condition to produce
significantimprovementin Stage | onset and in reports of sleep onset during lab evaluation nights.” (p.
178)

2. “Between-condition differences, however, were limited. Relaxation was significantly superior only to
no-treatment on Stage | onset improvement at the positive demand period, to placebo only on self-
report post questionnaire items, and to placebo and no-treatment on Stage | variance reduction at
the positive demand period.” (p. 178)

Key limitations from study authors

1. "Lab setting and measurement procedures themselves might have been sufficient placebos to induce
reported daily improvements" (p. 179)
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Borkovec 1976 (Continued)

Other notes from review authors
1. None
Conflicts of interest: none found

Judgment: yes

Risk of bias

Item Authors' judgement  Support for judgement

Random sequence genera-  Unclear Quote: "The subjects were ranked on latency to sleep onset obtained in the

tion pretherapy interview and randomly assigned within levels of severity to one of
the four conditions: (a) progressive relaxation (PR), (b) relaxation without ten-
sion-release (NTR), (c) quasi-desensitization placebo (P), and (d) waiting list no
treatment (NT).” (p. 303)

Allocation concealment Unclear No information

Blinding of outcome as- Yes Quote:“Three research assistants, independent of each other and “blind” to

sessors the experimental condition and evaluation night of the subjects, scores the
EEG records of the three evaluation nights (pretherapy, counterdemand, and
positive demand). (p. 175-6)

Blinding of participants No Not possible to blind placebo and "no-treatment"

and personnel

Incomplete outcome data  Yes Attrition <15% (8.5%). Equal amount from each group. No ITT
Selective outcome report-  Unclear Protocol not found

ed

Other sources of bias Yes No other sources found

Bornovalova 2008

Study characteristics

Methods Parallel randomised trial with three arms

1. Psychological placebo: Supportive care
2. No-treatment
3. Active treatment: Skills for Improving Distress Intolerance (SIDI)

Sample calculation: yes

Cluster randomised: no

Duration of trial (baseline to post): 3 weeks
Duration of participation (trial + follow-up): 3 weeks
Setting: inpatient

Purpose of trial : “To develop a treatment for prevention of treatment drop-out in a residential treat-
ment setting.” (p. 1)
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Open/closed placebo: closed placebo

Data

Number of participants screened: 68

Number of participants include : 66

Number of participants followed-up at post treatment: 65
Number of participants randomly assigned to:

« Psychological placebo: n=19
* No-treatment: n=25
o Active treatment: n=22

Number of withdrawals: n=1

» Psychological placebo: n=0
o No-treatment:n=0
o Active treatment:n=1

Diagnosis: substance use disorder

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DSM-IV)
Means of assessment: The Structured Clinical Interview for DSM-IV Disorders (SCID)
Comorbidity:

« Bipolar | or Il 13.4%, Major depressive disorder (MDD) 26.9%, Past MDD 35.8%, Social Phobia 10.4%,
Generalized Anxiety Disorder 13.4%, Post-Traumatic Stress Disorder 14.9%, Borderline personality
disorder (BPD) 26.9%, Antisocial personality disorder (APD) 37.3%, Substance Dependence: Alcohol
32.4%, Cannabis 10.4%, Heroin 29.9%, Cocaine 58.2%, Phencyclidin (PCP) 7.5%, Dependent > one
drug class 41.8%.

Age: 43.5 mean years (SD =9.8)

1Q : not stated - but approximately 35.8% of the participants had an education level of “less then high
school”, 34.3 % had a “high school or equivalent” level, and 30% had “some college and above” level

Sex: 20.6% female

Ethnicity: 90.1 % African American
Country: USA

Inclusion criteria

1. Only participants who were low in distress tolerance (defined as the non-completion of at least one
of the two behavioural tasks),

2. Were not evidencing acute psychosis
3. Were somewhat literate were eligible for participation in the treatment protocol

Exclusion criteria

1. Complete abstinence from drugs and alcohol is required upon entry into the centre and through the
duration of the program, with the Exception of caffeine and nicotine

Comparisons

Psychological placebo

Treatment name: Supportive counselling

Description of intervention: “To control for the non-specific elements of therapist contact, approx-
imately one-third of the patients received SC, which also consisted of six individual sessions over 3
weeks. This treatment did not follow a clearly defined theoretical model, and was best described as un-
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conditional support, combined with information and advice on managing current problems that a giv-
en patient may be experiencing. Although the format was rather open, therapists were provided with

a manual providing a script for the initial session as well as potential topics for discussion and corre-
sponding prompts. These included (but were not limited to) day to day annoyances/issues in the treat-
ment center likes and dislikes about the centre, discussions of drug court status and concerns related
to this, discussions of families and relationships, concerns about leaving the center, spirituality, relax-
ation and leisure time, and employment and finances. SC specifically avoided acceptance or mood in-
duction techniques.” (p. 28)

Individual or group treatment: individual
Exposure/intensity to treatment: 6 sessions over 3 weeks
Duration of treatment: 3 weeks

Concomitant psychotherapy: “TAU is basically no treatment (from us). They are still receiving addic-
tion TX from the Residential Facility (as are all patients regardless of condition); But they don’t get addi-
tional treatment from us. We just give them a pre and post” ( Bornovalova 2008 (pers comm) )

Concomitant pharmacotherapy: receiving Psychotropic Medication: 13.2%. Alcohol 32.4%, Cannabis
10.4%, Heroin 29.9%, Cocaine 58.2%, Phencyclidin (PCP) 7.5%

Comparator intervention

Comparison name: no-treatment

Description of intervention: “Of note, procedure for NTC was similar for baseline and post-test. How-
ever, no therapy was given.” (p. 17). Sometimes labelled TAU.

Exposure/intensity to treatment: Duration treatment: 3 weeks

Concomitant psychotherapy: TAU is basically no treatment (from us). They are still receiving addic-
tion TX from the Residential Facility (as are all patients regardless of condition); But they do not get ad-
ditional treatment from us. We just give them a pre and post” (author correspondence)

Concomitant pharmacotherapy: receiving Psychotropic Medication 13.2%. Alcohol 32.4%, Cannabis
10.4%, Heroin 29.9%, Cocaine 58.2%, Phencyclidin (PCP) 7.5%

Outcomes Beneficial effect
+ Hierarchy: usable data, primary outcome, patient-reported
« Outcome chosen: Acceptance and Action Questionnaire 16 items (AAQ-16)
Adverse events
« No data on adverse events reported
Notes Key conclusion from study authors
1. The current results suggest that SIDI is effective in increasing distress tolerance in inner-city drug
users. Additionally, the variable rates of dropout that were, nevertheless, non-siginficant suggest a
need for larger-scale studies to test the effect of SIDI on dropout.
Key limitations from study authors
1. Modest sample size
2. Sample population reduced generalisability
3. Placebo group got no homework, active intervention got homework
4. Self-report measures
5. Some individuals dropped out of post-therapy assessment
Other notes from review authors
1. None found
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Conflicts of interest: potential n on-financial conflict of interest. The principal investigator (MAB) con-
ducted a large majority of the SIDI group .

Judgment: no

Risk of bias

Item Authors' judgement  Support for judgement

Random sequence genera-  Yes Quote: “l used one of the randomisation websites to pre-create a randomisa-

tion tion list of subject numbers and conditions to which said numbers were as-
signed.
( Bornovalova 2008 (pers comm))

Allocation concealment Yes Concealed ( Bornovalova 2008 (pers comm) )

Blinding of outcome as- No Patient-reported outcomes

Sessors

Blinding of participants No Not possible to blind placebo and "no-treatment"

and personnel

Incomplete outcome data No Quote: “there were no dropouts in the SIDI or SC conditions (0%), and 4 in-
dividuals (16%) dropped out of the TAU group, resulting in an overall sam-
ple dropout rate of 6.1%. In contrast, when dropout at any point in treatment
(thus including any time in their contract after SIDI was completed) was used
as a dependent variable, the rates were somewhat different." (p. 74)

"Thus, the positive findings were likely inflated, as treatment completer rather
then intent-to- treat analyses were utilized in this study.” (p. 74)

Attrition rate >15% (16% in no-treatment group, 0% in other groups). No ITT.
Reports data on completers only

Selective outcome report-  No NCT01741415.

ed
No congruent between trial registry outcomes and full report.

Some outcomes added - some deleted. Control group added

Other sources of bias Yes No other sources found

Bramston 1985

Study characteristics

Methods Parallel randomised trial with four arms

. Psychological placebo: Attention-Placebo Control Group
. Wait-list: no-treatment

. Active treatment 1: Social-problem-solving training

. Active treatment 2: Behavioural Social-skills training

H W N =

Sample calculation: not stated
Cluster randomised: no

Duration of trial (baseline to post : 4 weeks
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Bramston 1985 (Continued)

Duration of participation (trial + follow-up): 4 weeks + 3-month follow-up

Setting: inpatient

Purpose of trial: "This study was therefore designed to investigate the effectiveness of a traditional
SST approach as compared to a cognitively based social-problem-solving (SPS) programme in enhanc-
ing the social competence of intellectually-handicapped adults." (p. 240)

Open/closed placebo: closed placebo

Data

Number of participants screened: not stated

Number of participants included: 48

Number of participants followed-up at post treatment: 48
Number of participants randomised :

« Psychological placebo: n=12
o Wait-list: n=12

« Active treatment1:n=12

« Active treatment2:n=12

Number of withdrawals: n=0

Diagnosis: intellectual disability

Diagnostic manual: not stated

Means of assessment: The Wechsler Adult Intelligence Scale (WAIS)
Comorbidity: not stated

Age: 28.06 mean years (SD = 7.08), (range = 18.03 to 46.5)
1Q: a mean IQ of 40.06 and 55.20.

Sex: not stated

Ethnicity: not stated

Country: Australia

Inclusion criteria

1. Intellectual disability

Exclusion criteria

1. Not stated

Comparisons

Psychological placebo

Treatment name: Attention-Placebo Control Group

Description of intervention: “In order to control for non-specific treatment effects the 12 Ss in this
condition received an equivalent degree of therapist input and small group attendance as for the BSST

and SPS training groups. ” (p.242)

Individual or group treatment: group

Exposure/intensity to treatment: sessions occurred four times a week over 4 weeks, each lasting for

30 minutes

Duration of treatment: 4 weeks
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Bramston 1985 (Continued)

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy:: not stated

Wait-list

Comparison name:: no-treatment control group (in reality a wait-list)

Description of intervention: “Twelve Ss received no direct intervention other than that ordinarily
offered by the centre during the daily routine. Assessments were made before and after the training
phase on all measures applied to the experimental groups. Training was then made available following
the post-training assessment.” (p. 242)

Exposure/intensity to treatment: no treatment provided
Duration treatment: not stated
Concomitant psychotherapy: ordinary treatment

Concomitant pharmacotherapy:: ordinary treatment

Outcomes

Beneficial effect

« Hierarchy: observer-reported, psychometric properties
» Outcome chosen: Social Skills Assessment Chart - Behaviour Ratings

Adverse events

« No data on adverse events reported

Notes

Key conclusion from study authors

1. Significant improvement in basic social-skill performance was found for the BSST group but not for
the SPS, APC or NTC groups,

2. whereas significant increases in the generation of alternative solutions were found for the cognitive
SPS group but not the BSST, APC or NTC groups.

Key limitations from study authors

1. thestaff rating scale used may have been insufficiently sensitive to detect any changes in social com-
petence which occurred

Other notes from review authors
1. None
Conflicts of interest: none found

Judgment: yes

Risk of bias

Item

Authors' judgement  Support for judgement

Random sequence genera-
tion

Unclear Quote: "Subjects were randomly allocated to one of four groups: a behaviour-
al social-skills (BSST) programme, a social-problem-solving (SPS) programme,
an attention-placebo control (APC) group and a no-treatment control (NTC)
group." (p. 240)

Allocation concealment

Unclear No information
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Blinding of outcome as- Yes Quote:”In the present study one rater completed the scale for all Ss at each as-
sessors sessment session. Thisrater was highly experienced in use of the scale but was
blind as to the treatment condition of Ss.” (p. 241)

Blinding of participants No Not possible to blind placebo and "no-treatment"
and personnel

Incomplete outcome data  Yes Quote:”There was no other attrition throughout the study.” (p.240)
Attrition <15% (0%)
Selective outcome report-  Unclear No protocol found
ed
Other sources of bias Yes No other sources found
Brill 1964a
Study characteristics
Methods Parallel randomised trial with six arms
1. Pharmacological placebo
2. Usual care: psychotherapy
3. Wait-list
4. Active treatment 1: meprobamate
5. Active treatment 2: phenobarbital
6. Active treatment 3: prochlorperazine

Sample calculation: not stated

Cluster randomised: no

Duration of trial (baseline to post): average 5 months (up to 12 months.)
Duration of participation (trial + follow-up): 5 + 10 - 18 months follow-up
Setting: outpatient

Purpose of trial: a controlled double-blind study of 299 non-psychotic female psychiatric clinic pa-
tients divided into six groups, with members of each group dealt with in a different manner from those
in other groups.

Open/closed placebo: closed placebo

Data Number of participants screened: not stated
Number of participants included: 299
Number of participants followed-up at post treatment: 169
Number of participants randomly assigned to:

» Pharmacological placebo: n =55
« Usual care:n=50

+ Waiting list: n =34

» Active treatment: n =53

o Active treatment 2: n =53
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o Active treatment3: n=54
Number of withdrawals: n =130

« Pharmacological placebo: n =25
« Usualcare:n=20

+ Waiting list: n=14

« Active treatment:n=19

o Active treatment2: n=25

« Active treatment3:n=27

Diagnosis: psychiatric patients. (The sample included patients with personality disorders, psychoneu-
roses, psychosomatic disturbances, and borderline schizophrenic state)

Diagnostic manual: not stated

Means of assessment:: not stated
Comorbidity: different psychiatric diagnoses
Age: range = 20-40 years

1Q: average intelligence or better

Sex: 100% female

Ethnicit::100% Caucasian

Country: USA

Inclusion criteria

. The selection of patients was limited to Caucasian females between the ages of 20 and 40 years
. Who were of average intelligence or better

Who were nonpregnant

And who were not psychotic

. Drug-sensitive

. Severely depressed

. Or suffering from a disabling physical disease

. The sample included patients with personality disorders, psychoneuroses, psychosomatic distur-
bances, and borderline schizophrenic states (of the kind normally accepted by the Clinic). Patients
with severe sociopathic disorders were not included

Exclusion criteria

1. Not stated

Comparisons Pharmacologoical placebo

Treatment name: placebo pill

Description of intervention: “All capsules were identical in color and size.” (p. 583)
Individual or group treatment: individual

Exposure/intensity to treatment: not stated

Duration of treatment: average 5 months

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated
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Brill 1964a (continued)

Wait-list
Comparison name: no-treatment (in reality wait-list)

Description of intervention: “The no-treatment group was assigned at random from the pool of pa-
tients who had been examined. These patients were told that they could not be accepted for treatment
immediately but that treatment might be available after about four months to a year. They were told
that they would be contacted in approximately that time. Four months after the date of initial evalua-
tion, the same explanation was repeated. Some patients were re-evaluated at that time ; others were
again placed on a waiting list and were recalled during the year for re-evaluation.” (p. 584)

Exposure/intensity to treatment: no treatment during waiting
Duration treatment: average 5 months
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes Beneficial effect

« Hierarchy : Observer-reported
« Outcome chosen: Symptomatic adjustment

Adverse events

« No data reported on adverse events

Notes Key conclusion from study authors

1. The findings suggested that the widespread preference for the traditional outpatient psychotherapy
is based as much on the physician's bias as on proven greater effectiveness over briefer treatment
methods

Key limitations from study authors
1. Not stated

Other notes from review authors

1. No usable data available

Conflicts of interest: none found

Judgment: yes
Risk of bias
Item Authors' judgement Support for judgement
Random sequence genera-  Unclear No information
tion
Allocation concealment Unclear No information
Blinding of outcome as- Unclear Quote: "the therapists had no knowledge of the names, types, or number of
Sessors drugs involved, nor even if there was a placebo being used.” (p. 585).
"it was evaluated blindly and because of the prejudice in favor of psychothera-
py among patients and therapists." (p. 590)
Blinding of participants No Not possible to blind placebo and wait-list
and personnel
Control interventions in randomised trials among people with mental health disorders (Review) 85

Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.
Better health. Cochrane Database of Systematic Reviews

Brill 1964a (continued)

Incomplete outcome data  No Attrition > 15% (43.5 %)
Selective outcome report-  Unclear No protocol found

ed

Other sources of bias Yes No other sources found

Brill 1964b
Study characteristics
Methods See Brill 1964a
Data See Brill 1964a

Comparisons

Usual care
Treatment name: psychotherapy

Description of intervention: “The patients treated with psychotherapy were assigned to psychiatric
residents who were closely supervised by the clinical staff of The Neuropsychiatrie Institute of the UCLA
Center for Health Sciences. Each resident treated one or two psychotherapy patients. These were seen
for 50-minute sessions at least once a week and could be seen more often at the discretion of the resi-
dent and his supervisor. Psychotherapy, while psychoanalytically oriented and generally nondirective
in keeping with the attitude of the supervisory staff, was in varying degrees supportive. The average
length of treatment was five months.” (p. 583)

Individual or group treatment: individual

Exposure/intensity to treatment: 50 minutes at least once a week
Duration of treatment: average 5 months

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Wait-list

Comparison name: no-treatment (in reality wait-list)

Description of intervention: “The no-treatment group was assigned at random from the pool of pa-
tients who had been examined. These patients were told that they could not be accepted for treatment
immediately but that treatment might be available after about four months to a year. They were told
that they would be contacted in approximately that time. Four months after the date of initial evalua-
tion, the same explanation was repeated. Some patients were re-evaluated at that time ; others were
again placed on a waiting list and were recalled during the year for re-evaluation.” (p. 584)

Exposure/intensity to treatment: no treatment during waiting
Duration treatment: average 5 months
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes See Brill 1964a
Notes See Brill 1964a
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Risk of bias

Item Authors' judgement Support for judgement

Random sequence genera-  Unclear No information

tion

Allocation concealment Unclear No information

Blinding of outcome as- Unclear Quote: "the therapists had no knowledge of the names, types, or number of

SEeSsors

drugs involved, nor even if there was a placebo being used.” (p. 585).

"it was evaluated blindly and because of the prejudice in favor of psychothera-
py among patients and therapists." (p. 590)

Blinding of participants No Not possible to blind usual care and wait-list
and personnel

Incomplete outcome data  No Attrition > 15% (43.5 %)

Selective outcome report-  Unclear No protocol found

ed

Other sources of bias Yes No other sources found

Carlson 1993

Study characteristics

Methods Parallel randomised trial with three arms
1. Pharmacological placebo: placebo pill
2. No-treatment: no pill
3. Active treatment: methylphenidate (MPH)
Sample calculation: not stated
Cluster randomised: no
Duration of trial (baseline to post): 6 weeks.
Duration of participation (trial + follow-up): 6 weeks + 2 weeks
Setting: outpatient (an 8-week day-treatment program)
Purpose of trial: investigating MPH’s effect on the performance and perceptions of Attention Deficit
Hyperactivity Disorder (ADHD) boys following solvable and insolvable puzzles.
Closed/open placebo: closed placebo

Data Number of participants screened: not stated
Number of participants included: 28
Number of participants followed-up at post treatment: 28
Number of participants randomly assigned to :
« Pharmacological placebo: n=9
« No-treatment:n=9
« Active treatment: n=10
Number of withdrawals: n =2
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Carlson 1993 (continued)

« Pharmacological placebo: not stated
« No-treatment: not stated
« Active treatment: not stated

Diagnosis: Attention Deficit Hyperactivity Disorder (ADHD)

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 3rd Edition, revised (DSM-
1I-R)

Means of assessment: clinical interviews and standardised rating scales

Comorbidity: "Based on the interview, 17 of the boys also obtained a DSM-III-R diagnosis of opposi-
tional/defiant disorder, and 8 boys met criteria for a DSM-III-R

diagnosis of conduct disorder.” (p. 273)

Ag:: 9.35 mean years (SD = 1.33)

1Q: “On the Wechsler Intelligence Scale for Children-Revised, subjects had a mean score of 108 (SD=10),
and on the Woodcock-Johnson Test of Achievement Revised, they obtained a mean reading standard
score of 97 (SD =12).

Sex: 100% male

Ethnicity: not stated

Country: USA

Inclusion criteria

1. ADHD
2. Higher scores in CASQ (more adaptive attributional style)

Exclusion criteria

1. Not stated

Comparisons Pharmacological placebo
Treatment name: placebo
Description of intervention: received placebo pill each day. “The MPH and placebo were packed in
identical opaque gelatin capsules.” “Medication was given in the morning and at midday.” (p. 274)
Individual or group treatment: individual
Exposure/intensity to treatment: two times a day
Duration of treatment: 6 weeks.
Concomitant psychotherapy: not stated - but was a part of a Summer Treatment Program
Concomitant pharmacotherapy: not stated

No-treatment

Comparison name: no pill (no treatment)

Description of intervention: no treatment

Exposure/intensity to treatment: no treatment

Duration treatment: 6 weeks

Concomitant psychotherapy: not stated - but was a part of a Summer Treatment Program
Concomitant pharmacotherapy: not stated

Outcomes Beneficial effects

« Hierarchy: observer-rated, clinical relevancy
« Outcome chosen:: numbers of stopped early - subscale unsolvable - observer-rated

Adverse events

« None mentioned

Notes Key conclusions from study authors

1. "Subjects exposed to insolvable puzzles showed greater persistence on a subsequent generalization
task when receiving MPH as compared to placebo. (p. 270)

2. “They failed to find any differences between the no-pill and placebo conditions for any of the mea-
sures, whereas the placebo and MPH conditions differed consistently.” (p. 282)
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Carlson 1993 (continued)

3. “On medication, compared to placebo, the boys solved more of the puzzles, and tended to stop early
less often and to find more of the word on the final puzzle.” (p. 282)

Key limitations from study authors

1. “The present study examined performance and attributions on a single- task in the context of a short-
term medication assessment.” (p. 185)

Other notes from review authors

1. No report of how many participants was randomised to each group. Since 28 patients was included
in total, we assumed due to randomisation and ethical principles that the active arm (in this case
methylphenidate) included an additional patient compared with the placebo and no-treatment group

(see Table 2)

Conflicts of interest: none found

Judgment: yes

Risk of bias

Item

Authors' judgement

Support for judgement

Random sequence genera-  Unclear Quote: “Order of the conditions was randomized, with the constraint that for

tion all boys the first two sessions were either both solvable or both insolvable con-
ditions.” (Milich 1991, p. 524)
No information in Carlson 1993 if the study was randomised, but replicates (
Milich 1991 ), which was randomised.

Allocation concealment Unclear No information

Blinding of outcome as- Yes No information but outcomes was objective measures (cognitive test)

Sessors

Blinding of participants No Not possible to blind placebo and no-treatment

and personnel

Incomplete outcome data  Unclear Quote: “Two were dropped from analyses because on at least one solvable day
they failed to find any solvable puzzles” (p. 272)
Attrition <15% (7,1%). However, only reports data on completers

Selective outcome report-  Unclear No protocol found

ed

Other sources of bias Yes No other sources found

Carter 2003
Study characteristics
Methods Parallel randomised trial with three arms
1. Psychological placebo: nonspecific self-help
2. No-treatment: wait-list
3. Active treatment: cognitive behavioural self-help
Sample calculation: yes
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Carter 2003 (Continued)

Cluster randomised: no

Duration of trial (baseline to post): 8 weeks

Duration of participation (trial + follow-up): 8 weeks (endpoint data)
Setting: inpatient

Purpose of trial: “The aim of the present study was to evaluate the effectiveness of a cognitive behav-
ior self-help manual for patients with bulimia nervosa who were on a waiting list for treatment at a hos-
pital-based specialist clinic.” (p. 973)

Open/closed placebo: closed placebo

Data

Number of participants screened: 245

Number of participants included: 85

Number of participants followed-up at post treatment: 65
Number of participants randomly assigned to:

« Psychological placebo: n=28
« No-treatment: n=29
o Active treatment: n =28

Number of withdrawals: n =20

« Psychological placebo:n=7
o No-treatment: n=8
o Active treatment:n=5

Diagnosis: Bulimia nervosa

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DSM-IV)
Means of assessment: Eating Disorder Examination (EDE)

Comorbidity: not stated

Age: 27 mean years (SD = 8), (range=17 to 53)

1Q: not stated

Sex: 100% female

Ethnicity: 83% Caucasian, 2% African Caribbean, 7% Asian, and 8% other.
Country: Canada

Inclusion criteria

1. Bulimia nervosa

Exclusion criteria

. Younger than age 17

. Pregnant

. Medicalillness or treatment known to influence eating or weight (e.g., diabetes mellitus),
. Current or previous specialist treatment for an eating disorder

. Body mass index (kg/m2) under 18.

aa b~ W N =

Comparisons

Psychological placebo
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Carter 2003 (Continued)

Treatment name : nonspecific self-help

Description of intervention: “The second self-help condition (nonspecific self-help) was designed to
control for nonspecific factors, such as receiving a self-help book, hearing a plausible rationale, and ex-
pecting to improve. It involved following the self-help manual Self-Assertion for Women. This self-help
manual focuses on developing assertiveness skills and does not in any way address the specific symp-
toms of bulimia nervosa. This control intervention was selected because it might be regarded by pa-
tients as a credible alternative treatment, since many women with eating disorders report experiencing
significant interpersonal difficulties, including inhibited self-assertion. Like the cognitive behavior self-
help manual, the nonspecific self-help book contains both psychoeducational information and practi-
cal advice designed to foster behavioral change. Both books were similar in length and level of difficul-
ty.” (p. 974)

Individual or group treatment: individual (self-help)
Exposure/intensity to treatment: not stated
Duration of treatment: 8 weeks

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: “Patients who were taking an established dose of antidepressant
medication were eligible to take part” (p. 974)

No-treatment
Comparison name: waiting list control group (in reality a no treatment)

Description of intervention: “Individuals assigned to the waiting list condition received no interven-
tion.” (p. 974)

Exposure/intensity to treatment: no exposure
Duration treatment: 8 weeks
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: patients who were taking an established dose of antidepressant
medication were eligible to take part” (p. 974)

Outcomes Beneficial effect
« Hierarchy: usable data, patient-reported, clinical relevance
» Outcome chosen: Eating Disorder Examination, subscale Eating Concern
Adverse events
« No data on adverse events reported
Notes Key conclusion from study authors
1. Although the group-by-time interaction for binge eating and purging was not statistically significant,
simple effects showed that there was a significant reduction in symptom frequency in both self-help
conditions at posttreatment but not in the waiting list condition
Key limitations from study authors
1. Alimitation of the studyisthat only 69.1% of those who appeared eligible to take part, according to the
telephone screeninginterview, agreed to participate. This may limit the generalisability of the findings
Other notes from review authors
1. None
Conflicts of interest: none found
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Judgment: yes
Risk of bias
Item Authors' judgement  Support for judgement
Random sequence genera-  Yes Quote "Arestricted randomization procedure employing random permuted
tion blocks of three people was used to ensure approximately equal numbers of
participants in the three conditions.” (p. 974)
Allocation concealment Unclear No information
Blinding of outcome as- No Quote: "An assessor who was blind to the patients’ treatment assignment per-
Sessors formed the posttreatment assessments 8 weeks later.” (p. 974)
Patient-reported outcomes used
Blinding of participants No Not possible to blind placebo and "no-treatment"
and personnel
Incomplete outcome data  Unclear Quote: "Twenty participants (23.5%) dropped out of the study and did not at-
tend the posttreatment assessment: five (17.9%) of these were from the cog-
nitive behavior self help group (N=28), seven (25.0%) were from the nonspe-
cific self-help group (N=28), and eight (27.6%) were from the waiting list con-
trol group (N=29). There was no statistically significant difference between the
three conditions in terms of the rate of attrition. This dropout rate is similar to
those reported in previous treatment studies (...). There were no significant
differences between the dropouts and completers in terms of baseline charac-
teristics.” (p. 975)
Attrition >15% (23.5%). ITT analyses made
Selective outcome report-  Unclear No protocol found
ed
Other sources of bias Yes No other sources found
Crisp 1991
Study characteristics
Methods Parallel randomised trial with four arms
1. Usual care: In-patient treatment
2. No-treatment: No further treatment
3. Active treatment 1: outpatient individual and family psychotherapy plus separate dietary counselling
4. Active treatment 2: outpatient group psychotherapy (patients and parents) plus separate dietary
counselling
Sample calculation: not stated
Cluster randomised: no
Duration of trial (baseline to post): mean 20 weeks
Duration of participation (trial + follow-up): 20 weeks treatment, post treatment assessment at 1
year
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Crisp 1991 (Continued)

Setting: inpatient for usual care (outpatient for other group)

Purpose of trial: “The present study involves an extension of this established treatment approach, al-
lowing a controlled investigation of the effects of psychotherapy directed at the development and fam-
ily psychopathology, together with dietary management, provided within three different treatment set-
tings; and comparison with a no-treatment group.” (p. 327)

Data

Number of participants screened: not stated

Number of participants included: 90

Number of participants followed-up at post treatment: 73
Number of participants randomly assigned to:

o Usualcare:n=30

* No-treatment: n=20

« Active treatment 1: n=20
« Active treatment2: n =20

Number of withdrawals: n =17

o Usualcare:n=12

o No-treatment:n=2

« Active treatment1:n=3
o Active treatment2:n=0

Diagnosis: Anorexia nervosa

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 3rd Edition, revised (DSM-
11-R)

Means of assessment: diagnostic assessment interview

Comorbidity: not stated

Ag:: usual care 23.2 mean years (SD =4.9), no-treatment; 21.9 mean years (SD = 4.5)
1Q: not stated

Sex: 100% female

Ethnicity: not stated

Country: UK

Inclusion criteria

Patients received diagnoses of undoubted anorexia nervosa and all fulfilled DSM-III-R criteria
Being female

Having a duration of illness of less than 10 years

Living within out-patient reach of the service.

H W

Exclusion criteria

1. Not stated

Comparisons

Usual care
Treatment name: inpatient treatment

Description of intervention: “It was taken to be the established treatment (Crisp, 1980) and believed
to be effective (...) In-patient treatment was intensive and involved much greater patient contact than
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Crisp 1991 (Continued)

did the other two treatment options (...) Treatment involved weight restoration to the mean matched-
population weight (MMPW) at the age of onset of anorexia, supported by weekly individual therapy,
family therapy, group therapy, dietary counselling and occupational therapy, including psychodra-
ma and projective art techniques. Inpatient treatment was followed by 12 sessions of out-patient psy-
chotherapy involving the patient and family.” (p. 328)

Individual or group treatment: both individual and group treatment
Exposure/intensity to treatment : not stated

Duration of treatment: mean stay was 20 weeks

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: “Psychotropic drugs were not prescribed for or consumed by any of
the patients in the three ongoing treatment groups during the period of study.” (p. 328)

No-treatment
Comparison name: no further treatment

Description of intervention: “Patients allocated to option 4, no further treatment (‘one-off), were re-
ferred back to their family doctor or local consultant, who received a detailed report of the assessment
together with advice on further management.” (p. 328)

Exposure/intensity to treatment: no treatment
Duration treatment: 12 months

Concomitant psychotherapy: not stated, but probably, as most of the participants were treated else-
where while enrolled in the study

Concomitant pharmacotherapy: not stated, but probably, as most of the participants were treated
elsewhere while enrolled in the study

Outcomes Beneficial effect

« Hierarchy: Global score
« Outcome chosen: Morgan and Russel Mean Scores, Global Score, One-year follow-up

Adverse events

« No data reported on adverse events

Notes Key conclusion from study authors

1. “We are left with the conclusion that all three interventions are powerful in their effect at one-year
follow-up. The out-patient interventions are clearly less intensive and less expensive than the in-pa-
tient package

Key limitations from study authors

1. “This study has been fraught with difficulties that relate to the well known problem of engaging and
maintaining patients with anorexia nervosa in treatment and follow-up. We believe our assessment
and treatment procedures normally contain and minimize these, but the imposition of the study ex-
acerbated them.” (p. 331)

Other notes from review authors
1. None
Conflicts of interest: none found

Judgment: yes
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Crisp 1991 (Continued)

Risk of bias

Item Authors' judgement Support for judgement

Random sequence genera-  Unclear Quote: “Following an assessment of the kind described above, 90 patients
tion were randomly allocated to one or other of the four options (...)” (p. 327)
Allocation concealment Unclear No information

Blinding of outcome as- No Patient-reported outcomes

Sessors

Blinding of participants No Not possible to blind usual care and no-treatment

and personnel

Incomplete outcome data No Attrition rate: 17/90 (18.9%). In-patient: 12/30 (40%) Psychotherapy: 2/20
(10%). Group psychotherapy: 3/20 (15%). One-off: 0.

Quote:“Drop-out occurred in all three treatment groups, especially the out-
patient group psychotherapy. One of the patients allocated to this treatment
died as a consequence of her anorexia nervosa before the treatment could be-
gin. This was the only death” (p. 331)

“We were distressed to find patients refusing treatment or dropping out be-
cause of forced allocation when they would have preferred - or we would have
preferred to have offered them another therapy” (p. 331)

Quote:“the sample will not include patients who refused in-patient admission
in the first instance or who dropped out of in-patient treatment, refusing fur-
ther intervention.” (p. 326)

Attrition > 15% (18.9%). Drop-out on usual care group was 40%. No ITT. Only
reports data on completers

Selective outcome report-  Unclear No protocol found
ed
Other sources of bias Yes No other sources found

Crouch 1988

Study characteristics

Methods Parallel arm with three arms

1. Pharmacological placebo: placebo pill
2. No-treatment: no pill
3. Active treatment: propranolol

Sample calculation: not stated

Cluster randomised: no

Duration of trial (baseline to post): 10 weeks

Duration of participation (trial + follow-up): 10 weeks + 3 month follow-up

Setting: outpatient (withdrawal clinic)

Purpose of trial: “We therefore present some characteristics of patients referred for treatment of tran-
quillizer dependence to a clinic specializing in its treatment” (p. 503-4)

Open/closed placebo: closed placebo
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Crouch 1988 (continued)

Data

Number of participants screened: 91

Number of participants included: 44

Number of participants followed-up at post treatment: 23
Number of participants randomly assigned to :

« Pharmacological placebo: n =10
* No-treatment:n=8
o Active treatment:n=5

Number of withdrawals : n =21

« Pharmacological placebo: not stated
« No-treatment: not stated
« Active treatment: not stated

Diagnosis: substance dependence (benzodiazepine)
Diagnostic manual: not stated

Means of assessment: assessment interview. All patients assessed with The State-Trait Anxiety Inven-
tory (STAI). Otherwise, referred to by local general practitioners

Comorbidity: Generalized anxiety disorder (GAD), n = 13; Panic disorder, n = 5; Agoraphobia; n = 1; so-
matic symptoms, n = 8; Insomnia, n =4; Drug abuse, n = 2; Alcohol abuse, n =1; Depression, n = 2.

Age: 41.4 mean years (SD =10.8)
1Q: not stated

Sex: 14 male, 30 women
Ethnicity: not stated

Countr:: UK

Inclusion criteria

1. Taking benzodiazepines regularly for at least four months
2. Wished to stop

Exclusion criteria

1. Concurrent severe affective disorder
2. Abusing alcohol or other drugs
3. Physicalillness which could be compromised by taking propranolol

Comparisons

Pharmacological placebo

Treatment name: placebo pill

Description of intervention: no information about placebo pill. “Group support was structured with
active interventions, anxiety management training with a cognitive-based component” (p. 504).
Individual or group treatment: Individual + group

Exposure/intensity to treatment: 160 mg per day + “group meetings were held weekly for 5 weeks,
then after 2 and 4 weeks respectively and lasted approximately one hour (p. 505)

Duration of treatment: 10 weeks

Concomitant psychotherapy: all patients received group support

Concomitant pharmacotherapy: “No other medication was taken, apart from steady reduction of di-
azepam/lorazepam over a four-week period” (p. 504)

No-treatment
Comparison name: no pill
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Crouch 1988 (continued)

Description of intervention: no information about no pill group. “Group support was structured with
active interventions, anxiety management training with a cognitive-based component” (p. 504).
Exposure/intensity to treatment: no pill + “group meetings were held weekly for 5 weeks, then after 2
and 4 weeks respectively and lasted approximately one hour* (p. 505)

Duration treatment: 10 weeks

Concomitant psychotherapy:: all patients received group support

Concomitant pharmacotherapy: “No other medication was taken, apart from steady reduction of di-
azepam/lorazepam over a four week period” (p. 504)

Outcomes Beneficial effect

« Hierarchy: observer-reported
« Outcome chosen: Hamilton Anxiety Rating Scale (no usable data)

Adverse events

« No data on adverse events reported

Notes Key conclusion from study authors

1. Anxiety management trainingin group resulted in a considerable reduction in tranquillizer intake and
half of the subjects managed to stop tranquillizers altogether despite previous failures.

Key limitations from study authors

. Ahigh proportion of patients reported previous contact with psychiatric services.

. Small sample size

. Only 5 patients completed in the treatment in propranolol

. 2 patients in the propranolol group revealed that they had not taken the medication.

H W N =

Other notes from review authors

1. No usable data (see Table 2)
2. 31 started treatment, only reports data on 23 completers

Conflicts of interest: none found

Judgement: yes

Risk of bias

Item Authors' judgement  Support for judgement

Random sequence genera-  Unclear Quote: "Patients were allocated randomly to either highly structured cognitive

tion based group therapy or offered group therapy of a more supportive non-inter-
ventionist nature. The patients were also randomly allocated to one of 3 treat-
ment groups. Either propranolol ("Inderal LA”) 16mg per day, matching place-
bo or no medication (“no pills”).” (Hallstrom 1988, p. 41)

Allocation concealment Unclear No information

Blinding of outcome as- No Patient-reported outcomes

Sessors

Blinding of participants No Not possible to blind placebo and no-treatment

and personnel

Incomplete outcome data  No Attrition >15% (52,3%). Only reports data on completers

Control interventions in randomised trials among people with mental health disorders (Review) 97
Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Crouch 1988 (continued)

Selective outcome report-  Unclear No protocol found

ed

Other sources of bias Yes No other sources found

Doty 1975

Study characteristics

Methods Parallel randomised trial with five interventions
1. Psychological placebo: Non-specific control
2. No treatment
3. Active treatment 1: Social skills training
4, Active treatment 2: Incentive condition
5. Active treatment 3: Combination condition

Sample calculation: not stated

Cluster randomised: no

Duration of trial (baseline to post): 2 weeks

Duration of participation (trial + follow-up): 2 weeks treatment + 2 weeks follow-up
Setting: inpatient

Purpose of trial: “Do training in social skills or incentives, or a combination of both contribute to either
the daily social interaction rates or the social responsiveness of psychiatric patients?” (p. 677)

Open/closed placebo: closed placebo

Data Number of participants screened: 96
Number of participants included : 56
Number of participants followed-up at post treatment: 39
Number of participants randomly assigned to:

» Psychological placebo: n=12
* Notreatment:n=8

« Active treatment1l:n=12

« Active treatment2:n=12

o Active treatment3: n=12

Number of withdrawals: n =17

» Psychological placebo: not stated
« No treatment: not stated

« Active treatment 1: not stated

« Active treatment 2: not stated

« Active treatment 3: not stated

Diagnosis: open-ward psychiatric patients
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Doty 1975 (Continued)

« 56 male open-ward psychiatric patients at the Veterans Administration Hospital, Danville, Illinois,
who were nominated for the study by nursing personnel on their wards as being noninteractive, rela-
tively cooperative, and not engaging in active delusional or hallucinatory behavior.” (p.677)

Diagnostic manual: not stated
Means of assessment: not stated
Comorbidity: not stated

Age: 47.98 mean years

1Q:: not stated

Sex:: 100% male

Ethnicity : not stated

Country: USA

Inclusion criteria

1. Psychiatric patients from hospital

2. were nominated for the study by nursing personnel on their wards as being noninteractive, relatively
cooperative

Exclusion criteria

1. not engaging in active delusional or hallucinatory behavior

Comparisons Psychological placebo
Treatment name: nonspecific control condition

Description of intervention: “This treatment was modeled after the attention-control group used by
Wollersheim (1968) in that it was designed to control for the nonspecific therapy elements such as at-
tention and positive regard from the therapist, knowledge of the target behaviors, and the expectancy
that the four treatment sessions would lead to positive behavior change by the subjects. The vehicle for
this control was lectures by the therapists following a transactional games analysis orientation and at-
tempting to examine the supposed intrapsychic reasons why the subjects did not engage in more social
interaction. Opportunities for the subjects to role play sample interactions or mention of concrete in-
centives for behavior change were specifically and intentionally avoided.” (p. 678)

Individual or group treatment: group
Exposure/intensity to treatment: 4 sessions
Duration of treatment: 2 weeks

Concomitant psychotherapy: “None of the subjects were participating in other forms of active psy-
chological treatment except chemotherapy or assignment to recreational activities at the time of the
study.” (p. 677)

Concomitant pharmacotherapy: “52 of the 56 subjects were receiving psychotropic medication at the
time of the study.” (p. 677)

No-treatment
Comparison name: no-treatment control

Description of intervention: “The only contact that the subjects in this condition had with the thera-
pists was in the pretreatment and posttreatment social responsiveness assessments. In fact, these sub-
jects were never told that they would receive treatment and, therefore, received none of the nonspecif-
ic treatment elements such as knowledge of the target behaviors, encouragement to change, etc.” (p.
679)
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Exposure/intensity to treatment: not stated
Duration treatment: 4 weeks

Concomitant psychotherapy: “None of the subjects were participating in other forms of active psy-
chological treatment except chemotherapy or assignment to recreational activities at the time of the
study.” (p. 677)

Concomitant pharmacotherapy “52 of the 56 subjects were receiving psychotropic medication at the
time of the study.” (p. 677)

Outcomes Beneficial effect

« Hierarchy: observer-reported
« Outcome chosen: Ward behavior observations

Adverse events

« No data on adverse event reported

Notes Key conclusion from study authors

1. Trend analyses of ward data and post hoc
2. t-tests with the discussion data consistently indicated significant positive
3. changes at posttreatment for only those groups receiving monetary incentives.

Key limitations from study authors

1. The restriction of treatment to four sessions may have produced results with limited generality, in
that very different results might have been obtained in an examination of more extended treatment

2. First, the failure of the role-playing condition subjects to demonstrate significant changes either on
the ward behavior or the in session assessment data suggests that short-term treatments that fail to
provide concrete incentives for behavior change outside the treatment sessions may prove fruitless

3. Second, but equally important, the behavior changes evidenced by the treatment that focused solely
on incentives serves as an indictment of the incentives and encouragements typically supplied by
the traditional hospital milieu. As argued earlier, continued social responsiveness and interaction is
important for the consensual validation of significant events it offers the patient and because it would
seem to be a prerequisite for positive response to most traditional treatment programs and for the
individual's eventual release from the hospital.

Other notes from review authors
1. Usable data not available

Conflicts of interest: none found

Judgement: yes

Risk of bias

Item Authors' judgement  Support for judgement

Random sequence genera-  Yes Quote: ” Subjects were randomly assigned from stratified blocks formed on

tion the basis of pretreatment levels of daily social interaction either to one of
three active treatment conditions” (p. 677)
“The success of the random stratified-block subject-assignment procedure in
establishing the pre-experimental group equation was checked using Treat-
ment X Therapist analyses of variance for the group means and Bartlett's test
of homogeneity of variance on the following variables both before treatment
and rechecked after the data rejection mentioned above:” (p. 679)
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Doty 1975 (Continued)

Allocation concealment Unclear No information
Blinding of outcome as- Yes Quote: "“The observers were blind to both the nature of the dependent vari-
sessors able to be extracted from their recordings and the group assignments of the

subjects” (p. 678)

"Trained observers, unaware of the experimental group identity of the sub-
jects,(...)” (p. 678)

Blinding of participants No Not possible to blind placebo and no-treatment
and personnel

Incomplete outcome data  No Quote: ””In order to make the statistical analyses as meaningful as possible
it was necessary in some cases to drop some subjects' data from considera-
tion. For instance, eight subjects were dropped for failure to adequately ex-
pose themselves to the treatments (only subjects attending three or more ses-
sions were included), and nine subjects were dropped from the analysis of the
ward data because of incomplete data. Thus, criteria for data selection were as
objective as possible, and attrition rates were approximately the same across
the various subject groups” (p. 680)

Attrition >15% (33.9%). No ITT. Excludes non-completers

Selective outcome report-  Unclear Protocol not found
ed
Other sources of bias Yes No other sources found

Double 1993

Study characteristics

Methods Parallel randomised trial with three arms

1. Pharmacological placebo: Placebo pill
2. No-treatment
3. Active treatment: anticholinergic medication

Sample calculation: not stated

Cluster randomised: no

Duration of trial (baseline to post): phase one =4 weeks (total 12 weeks)

Duration of participation (trial + follow-up) : not stated

Setting: inpatient

Purpose of trial:: “This study was rigorously designed to evaluate the efficacy of the long-term use of
anticholinergic agents in patients maintained on neuroleptics.” (p. 381)

Open/closed placebo:: closed placebo

Data Number of participants screened: 96
Number of participants included: 27
Number of participants followed-up at post treatment: 23
Number of participants randomly assigned to :

« Pharmacological placebo: n=9
* No-treatment:n=9
o Active treatment:n=9
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Double 1993 (continued)

Number of withdrawals:n=4

« Pharmacological placebo: not stated
« No-treatment: not stated
« Active treatment: not stated

Diagnosis: psychiatric in-patients
Diagnostic manual: not stated
Means of assessment: not stated
Comorbidity: not stated

Age: 54 mean years (range = 22-76)
1Q: not stated

Sex: 29.6% female

Ethnicity: not stated

Country: UK

Inclusion criteria
1. Not stated
Exclusion criteria

1. No age restrictions were used in this study

2. Patients were screened for a history of prefrontal leucotomy or organic brain disease or clinical signs
of dementia

3. None of the eligible patients met these exclusion criteria

Comparisons

Pharmacological placebo

Treatment name: placebo

Description of intervention: “Placebo and active medication for the trial were produced by the Phar-
macy Manufacturing Department at the Royal Hallamshire

Hospital, Sheffield, from raw materials obtained from manufacturers. The capsules looked identical
and were tested for quality control. They were made in the strength that they are produced commer-
cially, so that patients in the trial, instead of receiving tablets, were given capsules in the same number
as usually prescribed.” (p. 382)

Individual or group treatment: individual

Exposure/intensity to treatment: up to 10 mg per day

Duration of treatment: 4 weeks

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: on concomitant antiparkinsonian and neuroleptic medication for
over one year

No-treatment

Comparison name: no drug (no-treatment)

Description of intervention: not stated

Exposure/intensity to treatment: not stated

Duration treatment: 4 weeks

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: on concomitant antiparkinsonian and neuroleptic medication for
over one year

Outcomes

Beneficial effects

« Hierarchy: available data

« Outcome: number of patients with relapse of parkinsonian symptoms (= need for escape medication)
Extrapyramidal Symptom Rating Scale (ESRS) - Binary - observer-reported

Adverse events

« None reported
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Double 1993 (continued)

Notes Key conclusion from study authors

1. The relapse rate on no medication was 14%, and if patients relapsed on no medication they also re-
lapsed on placebo.

2. Therelapse rate was not significantly different on active medication. Nor were there significant differ-
ences in ratings of Parkinsonism or dyskinesia.

3. The lack of difference between double-blind and overt withdrawal does not mean that studies that
find a much higher relapse rate are necessarily unaffected by nonspecific factors, as significant un-
blinding may occur in clinical trials.

Key limitations from study authors

1. Unblinding occurs far more commonly in clinical trials than is generally appreciated.

2. The studies that find that anticholinergic medication seems to be needed for clinical stability may be
affected by this bias.

3. The role of nonspecific factors in the studies that find a high relapse rate seems to require further
investigation

Other notes from review authors

1. The outcome data was not available from the first period only, and was calculated as deriving from
a parallel group trial.

Conflicts of interest: none found

Judgement: yes

Risk of bias

Item Authors' judgement  Support for judgement

Random sequence genera-  Unclear No information

tion

Allocation concealment Unclear No information

Blinding of outcome as- Yes Quote: "Assessments were allocated equally between 3 assessors so that each

Sessors patient was rated by a different assessor under each condition. There were,
therefore, no carry-over effects from one assessment to the next. Assessors re-
mained blind to the previous ratings by other assessors.” (p. 382)
Assessors remained blind to the previous ratings by other assessors. (p. 382)

Blinding of participants No Not possible to blind placebo and no-treatment

and personnel

Incomplete outcome data  No Quote "Complete assessments were unavailable for 4 patients (15%) because
of drop-out from the trial at different stages” (p. 382)
Attrition = 15%. Only reports data on completers

Selective outcome report-  Unclear No protocol found

ed

Other sources of bias Yes No other sources found
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Ehlers 2014

Study characteristics

Methods Parallel randomised trial with four arms
1. Psychological placebo: emotion-focused supportive therapy:
2. Wait-list
3. Active treatment 1: weekly cognitive therapy
4. Active treatment 2: intensive cognitive training
Sample calculation: yes
Cluster randomised: no
Duration of trial (baseline to post): 14 weeks
Duration of participation (trial + follow-up): 14 weeks + 27 weeks (follow-up 1) and 40 weeks (fol-
low-up 2)
Setting: outpatient
Purpose of trial: “This clinical trial had two goals, (1) to investigate the acceptability and efficacy of a
7-day intensive version of cognitive therapy for PTSD, and (2) to investigate whether cognitive therapy
has specific treatment effects by comparing intensive and standard weekly cognitive therapy with an
equally credible alternative treatment.” (p.1)
Open/closed placebo : closed placebo

Data Number of participants screened: 253
Number of participants included: 125 (only reports data on 121 completers)
Number of participants followed-up at post treatment :112
Number of participants randomly assigned to:
» Psychological placebo: n =30
«  Wait-list: n=30
« Active treatment1:n=31
« Active treatment2:n=30
Number of withdrawals: n =9
« Psychological placebo:n=6
o Wait-list: n=0
o Active treatment1:n=0
« Active treatment2:n=3
Diagnosis: Chronic Post-traumatic Stress Disorder (PTSD)
Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DMSM-IV)
Means of assessment: the Structured Clinical Interview for DSM-IV Disorders (SCID)
Comorbidity: 63.6% had comorbid other Axis | disorders (mainly mood and anxiety disorders, sub-
stance abuse), and 19.8% had Axis Il disorders (mainly obsessive-compulsive, depressive, paranoid,
avoidant).
Age: placebo: 37.8 mean years (SD = 9.9), wait-list; 36.8 mean years (SD =10.5)
1Q: not stated
Sex: 60% female
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Ehlers 2014 (continued)

Ethnicity: placebo 73.3% Caucasian, wait-list 70 % Caucasion
Country: UK
Inclusion criteria

. Between 18-65 years old

. Met diagnostic criteria for chronic PTSD as determined by the Structured Clinical Interview for DSM-IV
. Their current intrusive memories were linked to one or two discrete traumatic events in adulthood

. PTSD was the main problem

H W N =

Exclusion criteria

. History of psychosis

. Current substance dependence

. Borderline personality disorder

. Acute serious suicide risk

. Treatment could not be conducted without the aid of an interpreter

a b~ W N =

Comparisons Pscyhological placebo

Treatment name: Emotion-focused Supportive Therapy

Description of intervention: “This non-directive treatment focused on patients’ emotional reactions
rather than their cognitions. It was designed to provide a credible therapeutic alternative to control for
nonspecific therapeutic factors so that observed effects of cognitive therapy could be attributed to its
specific effects beyond the benefits of good therapy.” (p.4)

Individual or group treatment: individual

Exposure/intensity to treatment: “it comprised up to 12 weekly individual sessions (up to 20 hours in
total) over three months and optional three monthly booster sessions.” (p.4)

Duration of treatment: 12 weeks
Concomitant psychotherapy: 3,3% started another psychological treatment during the study.

Concomitant pharmacotherapy: “Patients taking psychotropic medication (29.8%) were required to
be on a stable dose for two months before random allocation.” (p.3). No one started a new medication
during the trial.

Wait-list
Comparison name: wait-list

Description of intervention: patients allocated to wait-list waited for 14 weeks before receiving treat-
ment

Exposure/intensity to treatment: no treatment during waiting
Duration treatment: 14 weeks
Concomitant psychotherapy: none reported

Concomitant pharmacotherapy: “Patients taking psychotropic medication (29.8%) were required to
be on a stable dose for two months before random allocation.” (p.3). No one started a new medication
during the trial.

Outcomes Beneficial effect

« Hierarchy: Primary, observer-reported
« Outcome chosen: Clinician-rated PTSD symptoms
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Ehlers 2014 (continued)

Adverse events

« Serious "No adverse effects (i.e., negative reactions to treatment procedures such as significant in-
creases in dissociation, suicidal intent or hyperarousal) were reported in any of the groups.” (p. 7)

« Non-serious: CAPS (deterioration)

Notes

Key conclusion from study authors

1. Cognitivetherapy for PTSD delivered intensively over little more than a week is as effective as cognitive
therapy delivered over 3 months.

2. Both had specific effects and were superior to supportive therapy.

3. Intensive cognitive therapy for PTSD is a feasible and promising alternative to traditional weekly treat-
ment

Key limitations from study authors

1. Small sample size

2. The study focused on traumatic events in adulthood, and it will need to be investigated whether the
results generalize the treatment of childhood trauma

Other notes from review authors
1. Only reports data on 121 completers

Conflicts of interest: potential n on-financial conflict of interest: “The treatment follows Ehlers and
Clark’s model of PTSD (...) ...” (p.3). First and last author developed the active treatment intervention

Judgement: no

Risk of bias

Item

Authors' judgement  Support for judgement

Random sequence genera-
tion

Yes Quote: "They were then randomly allocated (...) using the minimization proce-
dure(...) to stratify for sex and severity of PTSD symptoms” (p.3)

Allocation concealment

Yes Quote: "They were then randomly allocated to one of the four trial conditions
by an independent researcher who was not involved in assessing patients (...).
Assessors determining the suitability of a patient for inclusion were not in-
formed about the stratification variables and algorithm.” (p.3)

Blinding of outcome as-
sessors

Yes Quote: "Assessments of treatment outcome were conducted by independent
evaluators without knowledge of the patient’s treatment condition. Patients
were asked not to reveal their group assignment to the evaluators. “(p. 3)

Blinding of participants No Not possible to blind placebo and wait-list
and personnel
Incomplete outcome data  Yes Quote: "Dropouts were defined as attending fewer than 8 sessions (...), unless

the earlier completion was agreed with the therapist. Dropout rates were low
and did not differ between conditions (Table 2). Only one patient in the sup-
portive therapy group reported symptom deterioration on the Posttraumat-
ic Diagnostic Scale (Table 2). On the CAPS, fewer patients treated with inten-
sive and cognitive therapy were rated as having deteriorated than those in the
wait-list condition. The supportive therapy group did not statistically differ
from the other groups.” (p.7)

Attrition <15% (4.1%).

Selective outcome report-  Yes Trial registry: ISRCTN 48524925.
ed
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No apparent differences in reporting between trial registry and full report.

Other sources of bias

Yes No other sources found

Espie 1989a

Study characteristics

Methods

Parallel randomised trial with six arms

. Psychological placebo: imagery relief placebo
. Wait-list: no treatment

. Active treatment 1: relaxation

. Active treatment 2: stimulus control

. Active treatment 3: paradoxical intention

o A~ W N

. Active treatment 4: tailored treatment
Sample calculation: not stated

Cluster randomised: no

Duration of trial (baseline to post): 8 weeks

Duration of participation (trial + follow-up): 8 weeks treatment + follow-up at 6 weeks, 3 months, 6
months and 17 months

Setting: outpatient

Purpose of trial: “Treatment process and outcome were investigated in terms of mean and standard
deviation (night to night variability) measures of sleep pattern and sleep quality. (p. 80)

Open/closed placebo: closed

Data

Number of participants screened: 141

Number of participants included: 101

Number of participants followed-up at post treatment: 84 (completers)
Number of participants randomly assigned to :

« Psychological placebo: n=14
o Wait-list: n=13

o Active treatment1: n=14

« Active treatment2:n=14

« Active treatment3:n=15

o Active treatment 4: n=14

Number of withdrawals:: n =17

» Psychological placebo: not stated
« Wait-list: not stated

« Active treatment 1: not stated

« Active treatment 2: not stated

« Active treatment 3: not stated

« Active treatment 4: not stated

Diagnosis:: chronic insomniacs
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Espie 1989a (Continued)

Diagnostic manual:: not stated

Means of assessment: not stated

Comorbidity: not stated

Age: 45.5 mean years (SD = 15.9), (range 17 to 82)
1Q: not stated

Sex: 67.9% female

Ethnicity: not stated

Country: UK

Inclusion criteria

1. Sleep-onset latency greater than 30 minutes on average per nightThat is a total latency of at least 3.5
hours over the week

2. Chronic initial insomnia present for minimum of one year

3. Previousadvice-seekingasevidence of clinical relevance of insomnia. In practice this constituted writ-
ten physician referral

4. Legitimate to treat insomnia in isolation as the main presenting or primary problem

5. Able to ensure the withdrawal of all drugs which might interfere with the experimental design, or to
maintain the patient on the same dosage of the same drugs throughout the period of study

6. No other ongoing therapy for insomnia, anxiety or depression
Exclusion criteria

1. Exclusion of patients presenting as clinically depressed at initial interview or with scores of 60 or high-
er on the Zung Depression Scale

2. Exclusion also if anti-depressant medication had been prescribed at any time during the 6 months
preceding referral

3. Exclusion of patients considered to have drink problems

4. Exclusion of insomnia problems possibly related to medical conditions, and of sleep disorders not
conforming to categories 1,2 or 9 of the Diagnostic Classification of Sleep and Arousal Disorders

5. Exclusion of patients non-compliant with either treatment instruction or adequate record-keeping

Comparisons

Psychological placebo

Treatment name: Imagery relief placebo

Description of intervention: “Patients in this group were treated in accordance with the quasi—de-
sensitisation placebo instructions commonly used in past research ( Steinmark 1974 ). The term "im-
agery relief" was, however, coined by the author. (...)The programme was, therefore, analogous to re-
laxation therapy/desensitisation but with the important omission of any known active ingredient, ei-
ther theoretically or practically. Patientsreceived no instruction in dealing with sleeplessness per se.” (
Espie 1989b p. 105-6,)

Individual or group treatment: individual

Exposure/intensity to treatment: not stated, but at least once weekly
Duration of treatment: 8 weeks

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: “Of the 84 patients, 58 (69%) were stated, by their GPs, to be
"drugfree". Only 14 of these patients, however, had never been on hypnotic medication, and it tran-
spired upon further assessment, that approximately one third of the remainder had not entirely discon-
tinued medication. In most cases drug use was occasional and low dose. (...) Twenty—six patients were

Control interventions in randomised trials among people with mental health disorders (Review) 108
Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.
Better health. Cochrane Database of Systematic Reviews

Espie 1989a (Continued)

referred with persisting sleep difficulties who were also on nightly sleep medication. ” ( Espie 1989b, p.
101-2)

Wait-list
Comparison name: : no treatment (in reality a wait-list)

Description of intervention: "This group functioned as a waiting list control and had minimal ther-
apist contact. Patients were seen after referral for the purposes of training in the use of the DSQ. This
typically involved two appointments. Occasional contact by telephone was also made to ensure that
sleep diaries were being completed as required, but at no time was advice or treatment offered. Sub-
jects were seen again at the end of the ten week data collection period having thus provided data for
the entire duration of the experimental period (...). Waiting—list subjects were, therefore, treated on an
ad hoc individualised basis.” ( Espie 1989b , p. 107).

Exposure/intensity to treatment: no treatment during waiting
Duration treatment:: 10 weeks
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: "Of the 84 patients, 58 (69%) were stated, by their GPs, to be "drug
free". Only 14 of these patients, however, had never been on hypnotic medication, and it transpired up-
on further assessment, that approximately one third of the remainder had not entirely discontinued
medication. In most cases drug use was occasional and low dose. (...)Twenty—six patients were re-
ferred with persisting sleep difficulties who were also on nightly sleep medication. ” ( Espie 1989b, p.
101-2)

Outcomes

Beneficial effect

« Hierachy: patient-reported, clinical relevance, coin toss (random.org)
« Outcome chosen: Self-report Daily Sleep Questionnaire (DSQ), subscale SOL.

Adverse events

« No data on adverse events reported.

Notes

Key conclusion from study authors

1. Only active treatments were associated with significant improvement, but the nature of treatment
gains varied.

2. In particular, stimulus control improved sleep pattern, whereas relaxation affected perception of
sleep quality.
3. Allimprovements were maintained at 17 month follow-up.

Key limitations from study authors
1. Not stated

Other notes from review authors

1. None

Conflicts of interest: none found

Judgement: no

Risk of bias

Item

Authors' judgement Support for judgement
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Random sequence genera-  Unclear Quote: ”Ss were allocated according to a predetermined list of random num-

tion bers to either progressive relaxation (PR), stimulus control (SC), paradoxical
intention (P1), imagery relief placebo (IR) or no treatment (NT).” (p. 81).

Allocation concealment Unclear No information

Blinding of outcome as- No Patient-reported measures

sessors

Blinding of participants No Not possible to blind placebo and "no-treatment"

and personnel

Incomplete outcome data  No Quote: "The 84 included subjects represented 60% of the 141 referrals re-
ceived. (...) In summary, half of the subject loss was due to the operation of
strict selection criteria, and half due to subjects dropping out. Of the "drop-
outs", however, considerably more than one third failed to attend even the first
appointment. The true "drop-out" rate amongst assessed and suitable sub-
jects was only 17 out of 101 patients. This attrition rate is at least comparable
to clinical research studies in any field of application.” ( Espie 1989b , p. 180)
Attrition >15% (15.5%). No ITT. Only reports data on completers

Selective outcome report-  Unclear No protocol found

ed

Other sources of bias Yes No other sources found

Etringer 1982

Study characteristics
Methods Parallel randomised trial with three interventions
1. Psychological placebo: graduated subliminal modelling
2. No-treatment
3. Active treatment: participant modelling
Sample calculation: not stated
Cluster randomised: no
Duration of trial (baseline to post): 1 session (1 day - a maximum of 90 minutes)
Duration of participation (trial + follow-up): 1 day + 4 week follow-up (but problems with assess-
ment)
Setting: outpatient (local community & college)
Purpose of trial: “The present study compared PM to an attention-placebo/treatment element control
group that had been rated as initially equally credible for the treatment of severe snake-avoidant be-
havior.” (p. 477)
Open/Closed placebo: closed placebo
Data Number of participants screened: 41

Number of participants included: 38

Number of participants followed-up at post treatment: not stated
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Etringer 1982 (Continued)

Number of participants randomly assigned to:

« Psychological placebo: n=13
* No-treatment: n=12
o Active treatment: n=13

Number of withdrawals:: not stated
Diagnosis: Specific anxiety (chronic fear of snakes)
Diagnostic manual:: not stated

Means of assessment: not stated
Comorbidity: not stated

Age: 23.7 mean years

1Q: not stated- but 18/38 were college students
Sex: : 81.6% female

Ethnicity : not stated

Country: USA

Inclusion criteria

1. Chronic fear of snakes

Exclusion criteria

1. Not stated

Comparisons

Psychological placebo

Treatment name: Graduated subliminal modelling

Description of intervention:

“The subjects were given a theoretically neutral but highly credible placebo treatment couched in
terms of modeling. The subjects were told that GSM was an effective method for getting rid of common
fears. The stated rationale was that the method works by subjects' viewing tachistoscopically exposed
slides of a model interacting with a snake. The model was ostensibly performing a graduated series

of increasingly more threatening interaction behaviors with a fox snake. The subjects were told that

by viewing these slides they would gradually come to learn that harmful consequences do not follow
from interaction with the snake and that they would gradually overcome their fear. Subjects were also
told that in order to optimize their progression through the interaction hierarchy, their heart rate and
muscle tension would be monitored, thereby enabling the therapist to present the slides at such a pace

that the subject would never become overly anxious.” (p. 478)

Individual or group treatment: not stated
Exposure/intensity to treatment : max 90 minutes
Duration of treatment : 1 session (1 day)
Concomitant psychotherapy : not stated
Concomitant pharmacotherapy : not stated
Wait-list

Comparison name: wait-list

Description of intervention:

Control interventions in randomised trials among people with mental health disorders (Review)

Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

111



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Etringer 1982 (Continued)

Subjects in the NTC condition participated in all assessment procedures without receiving any inter-
vening treatment. Following pretreatment assessment, the subjects in this condition sat in the exper-
imental room for the appropriate time period and were urged to read popular magazines that were
made available.These subjects were given PM in the supplementary treatment phase of the experiment
if they so desired.” (p. 479)

Exposure/intensity to treatment : No treatment during waiting period
Duration treatment: 1 session (1 day)
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes Beneficial effect

« Hierarchy: observer-reported
« Outcome chosen:: Behavioral avoidance test (BAT)

Adverse events

« No data reported on adverse events

Notes Key conclusion from study authors

1. Although initially equivalent across treatments, credibility increased significantly for the participant
modelling group and stayed virtually the same for the placebo group.

Key limitations from study authors
1. Not stated

Other notes from review authors

1. None

Conflicts of interest: none found

Judgement: yes

Risk of bias
Item Authors' judgement  Support for judgement
Random sequence genera-  Unclear Random assignment of subjects to conditions produced the following groups:
tion PM contained 2 males and | | females (4 community and 9 college subjects) (p.
478)
Allocation concealment Unclear No information
Blinding of outcome as- Yes Therapists were kept blind to the results of all assessment procedures. (p. 479)
Sessors
Blinding of participants No Not possible to blind placebo and no-treatment
and personnel
Incomplete outcome data  Unclear Attrition unclear
Selective outcome report-  Unclear Protocol not found
ed
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Other sources of bias Yes No other sources found
Foa 1991

Study characteristics

Methods Parallel randomised trial with four arms

1. Psychological placebo: supportive counselling
2. Wait-list

3. Active treatment 1: Stress inoculation (SIT)

4. Active treatment 2: Prolonged exposure (PE)

Sample calculation: not stated

Cluster randomised: no

Duration of trial (baseline to post): 4.5 weeks

Duration of participation (trial + follow-up: 4.5 week. No follow-up
Setting: outpatient

Purpose of trial: “We predicted that both PE and SIT would significantly reduce PTSD symptoms, more
than would SC and WL.” (p. 716)

Open/closed placebo: closed placebo

Data Number of participants screened: not stated
Number of participants included: 55
Number of participants followed-up at post treatment: 45
Number of participants randomly assigned to:

« Psychological placebo: n =14
o Wait-list: n=10

o Active treatment 1: n =17

« Active treatment 2: n=14

Number of patients reported in full report:

« Psychological placebo: n=11
o Wait-list: n=10

o Active treatment1: n=14

« Active treatment2:n=10

Number of withdrawals: n =10

« Psychological placebo: n=3
« Wait-list:n=0

« Active treatment1:n=3

o Active treatment2: n=4

Diagnosis: Post-traumatic stress-disorder (PTSD)

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 3rd Edition, Revised (DSM-
lI-R)
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Foa 1991 (Continued)

Means of assessment: clinical interview

Comorbidity: not stated, but several mental health diagnoses were excluded
Age: 31.8 mean years (SD =8.2)

1Q:: not stated

Sex: 100% female

Ethnicity: Black 25%, White 72.7%, Hispanic 2.3%.

Country: USA

Inclusion criteria

1. PTSD
2. Raped at least 3 months before participation

Exclusion criteria

1. Current or previous diagnosis of organic mental disorder
2. Schizophrenia, or paranoid disorders as denned in the DSM-III-R

3. Depression severe enough to require immediate psychiatric treatment, bipolar depression, or depres-
sion accompanied by delusions, hallucinations, or bizarre behavior

4. Current alcohol or drug abuse
5. Assault by spouse or other family member
6. Lliteracy in English

Comparisons Psychological placebo
Treatment name:: Supportive counselling

Description of intervention: “Supportive counseling followed the nine-session format, gathering in-
formation nine-session format, gathering information through the initial interview in the first session
and presenting the rationale for treatment in the second session. During the remaining sessions, pa-
tients were taught a general problem-solving technique. Therapists played an indirect and uncondi-
tionally supportive role. Homework consisted of the patient's keeping a diary of daily problems and
her attempts at problem solving. Patients were immediately redirected to focus on current daily prob-
lems if discussions of the assault occurred. No instructions for exposure or anxiety management were
included.” (p. 718)

Individual or group treatment: Individual

Exposure/intensity to treatment: nine biweekly 90-minute sessions
Duration of treatment: 4.5 weeks

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Wait-list

Comparison name: wait-list (WL)

Description of intervention: “WL subjects were informed that they would receive treatment in 5
weeks. During this period, they were contacted by a therapist between assessments to determine
whether emergency services were required. Following an assessment at the end of the waitlist period,
patients were randomly assigned to either PE or SIT.” (p. 718)

Exposure/intensity to treatment: no treatment during waiting

Duration treatment: 5 weeks
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Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes Beneficial effect

« Hierarchy: observer-reported, clinical relevance, global score

« Outcome chosen: PTSD severity

Adverse events

« No data reported on adverse events

Notes Key conclusion from study authors

1. All conditions produced improvement on all measures immediately post-treatment and at follow-up

2. However, SIT produced significantly more improvement on PTSD symptoms than did SC and WL im-
mediately following treatment

3. At follow-up, PE produced superior outcome on PTSD symptoms

4. Theimplications of these findings and direction for treatment and future research are discussed.

Key limitations from study authors

1. First, the use of only female therapists in the study limits its generalisability. However, this issue may
not pose a serious limitation because most rape victims' treatment centres employ primarily women
as therapists.

2. Moreimportant, the fact that the principal authors provided training and supervisionin all of the treat-
ments may have introduced experimental bias effects. Also, it is difficult to assess the impact of the
fact that therapists conducted therapies that may have been contrary to their preferences.

Other notes from review authors

1. Only reports data on 45 patients

Conflicts of interest: non-financial conflict of interest: The first author (Foa EB) is the developer of the

experimental intervention (prolonged exposure)

Judgement: no

Risk of bias

Item Authors' judgement Support for judgement

Random sequence genera-  Unclear Quote: ” After 10 patients were entered into the wait-list condition, subsequent

tion admissions were randomly assigned to one of the three treatment groups” (p.
716)

Allocation concealment Unclear No information.

Blinding of outcome as- Yes Assessments at pretreatment, posttreatment, and follow-up consisted of clin-

Sessors

ical interviews conducted by an independent assessor, who was blinded to
treatment conditions, and self-report questionnaires. (p. 717)

Blinding of participants No Not possible to blind placebo and wait-list
and personnel
Incomplete outcomedata  No Quote: “Dropout rates were not significantly different across the treatment

groups, X2 (3, N=55) = 3.34, p > .30, and were as follows: PE 28.6%, SIT 17.6%,
SC 21.4%, and WL 0%. (...) Subsequent analyses were conducted on data from
the 45 completers.” (p. 718)
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Attrition >15% (PE 28.6%, SIT 17.6%, SC 21.4%, and WL 0%). No ITT. Only re-
ports data on completers

Selective outcome report-  Unclear Protocol not found

ed

Other sources of bias Yes No other sources found

Foa 2018

Study characteristics

Methods Parallel randomised trial with four arms
1. Psychological placebo: person-centered therapy
2. Waitlist: minimal contact control
3. Active treatment 1: massed prolonged exposure therapy
4. Active treatment 2: paced prolonged exposure therapy

Sample calculation: yes
Cluster randomised: no
Duration of trial (baseline to post): 2 weeks (available post-treatment data)

Duration of participation (trial + follow-up): 8 weeks + 2 weeks follow-up. There are also 12 weeks
and 6 months follow-up but no data on the minimal contact control group.

Setting: outpatient

Purpose of trial: to examine the effects of massed prolonged exposure therapy (massed therapy),
spaced prolonged exposure therapy (spaced therapy), present-centered therapy (PCT), and a mini-
mal-contact control (MCC) on PTSD severity

Open/closed placebo : Closed placebo

Data Number of participants screened: 526
Number of participants included : 370
Number of participants followed-up at post treatment: 245
Number of participants randomly assigned to:

« Psychological placebo: n =110
o Waitlist: n =40

o Active treatment 1: n =110

« Active treatment 2: n=110

Number of withdrawals before treatment: n =55

« Psychological placebo: n=13
« Waitlist: n=0

o Active treatment 1: n =15

« Active treatment2:n=27

Number of withdrawals post treatment: n =70

« Psychological placebo: n =22
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Foa 2018 (Continued)

« Waitlist: n=0
o Active treatment 1: n =17
o Active treatment 2: n =31

Diagnosis: Post-traumatic stress-disorder (PTSD)

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th Edition, Text Revision
(DSM-IV-TR)

Means of assessment: clinical interview (not otherwise stated)

Comorbidity: depressive symptoms

Age:: mean psychological placebo: 32.54 years (SD = 7.45), wait-list: 32.70 years (SD = 7.68)
1Q:: Diagnostic and Statistical Manual of Mental Disorders, 4th Edition

Sex: 11.6% female

Ethnicity: 32 Hispanic, 115 non-Hispanic. 0 Asians, 29 Blacks, 95 whites, 23 other
Country: USA

Inclusion criteria

1. active duty military, activated Reservist, activated National Guard, or veterans who had deployed to
Operation Enduring Freedom/Operation Iraqgi Freedom/ Operation New Dawnages

2. 18to 65 years

3. PTSDdiagnosis according to the Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition,
Text Revision (DSM-IV-TR).

Exclusion criteria

. Current bipolar or psychotic disorders

. Alcohol dependence

. Moderate to severe traumatic brain injury

. Suicidal ideation

. Other disorders warranting immediate attention

o b W N =

Comparisons

Psychological placebo

Treatment name: Present-centered therapy

Description of intervention: “Present-centered therapy is a non-trauma-focused, manualised treat-
ment that controls for nonspecific therapeutic factors Ten 90-minute sessions were scheduled similar-
ly to spaced therapy and focused on current life problems that may or may not be PTSD-related. Ther-
apists helped participants identify stressors and discussed them in a supportive, nondirective man-
ner.” (p. 356)

Individual or group treatment: not stated

Exposure/intensity to treatment: 10 sessions over 8 weeks for full treatment
Duration of treatment: 2 weeks (data used). Full treatment was 8 weeks
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: 47.3% received 1 psychotropic medication or more
Wait-list

Comparison name: Minimal contact control (wait-list)
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Description of intervention: “The MCC condition consisted of 10- to 15-minute therapist telephone
calls once weekly for 4 weeks. Participants were asked about their well-being, offered support as need-
ed, and received contact information in case symptoms worsened.” (p. 356). “After the 2-week fol-
low-up, participants in the MCC group were offered their choice of the other treatments” (p. 355)

Exposure/intensity to treatment: minimal contact for 2 weeks. (post-treatment)
Duration treatment: 2 weeks + 2 weeks follow-up
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: 30% received 1 psychotropic medication or more

Outcomes

Beneficial effect

+ Hierarchy: primary outcome, observer-reported
« Outcome chosen : PTSD Symptom Scale-Interview (PSS-I)

Adverse events

» Count data/spontaneous reporting of serious and non-serious.

Notes

Key conclusion from study authors

1. Among active duty military personnel with PTSD, massed therapy (10 sessions over 2 weeks) reduced
PTSD symptom severity more than MCC at 2-week follow-up and was non inferior to spaced therapy
(10 sessions over 8weeks),

2. There was no significant difference between spaced therapy and PCT.

3. Thereductionsin PTSD symptom severity with all treatments were relatively modest, suggesting that
further research is needed to determine the clinical importance of these findings

Key limitations from study authors

1. First,the designdid notinclude an active 2-week comparison treatment for massed therapy. However,
because this was the first study to evaluate intensive prolonged exposure therapy in military person-
nel, the use of an MCC condition was required by the Department of Defense external advisory board
and supported by the respective institutional review boards.

2. Second, participantsin the massed therapy group may have lacked time to sufficiently practice home-
work assignments.

3. Third, because participants were treatment seeking, the results are limited to military personnel seek-
ing treatment for PTSD.

4. Fourth, the dropout rate during treatment rangedfrom12.1% (PCT) to 24.8% (spaced therapy), and
only 59% of randomised participants completed the full study. Treatment effects likely would have
been larger if a greater proportion of participants had completed the treatment portion of the study.

Other notes from review authors
1. None

Conflicts of interest: non-financial conflict of interest: the first author (Foa EB) is the developer of the
experimental intervention (prolonged exposure)

Judgment: no

Risk of bias

Item

Authors' judgement  Support for judgement

Random sequence genera-
tion

Yes Quote: “Randomization was originally planned as 3:11:11:11 for MCC: massed
therapy: spaced therapy: PCT. On January 5, 2012, enrolment in MCC was ac-
celerated by changing the ratio to 1:1:1:1 to allow for preliminary massed ther-
apy vs MCC comparison per Department of Defense request. After 40 partici-
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pants were randomized to receive MCC, randomization to MCC was discontin-
ued on March 19, 2014, and subsequent participants were assigned. To receive
massed therapy, spaced therapy, or PCT(1:1:1).” (p. 355)

Randomization pattern was dummy coded and then added as a moderator to
the analyses. (p. 355)

Allocation concealment Unclear Quote: “The randomization sequence was entered by a study statistician in-
to a secure, web-based application using SAS version 9.4 (SAS Institute Inc),
which was accessed by the project coordinator on enrollment of each partici-
pant.” (p. 355).

Unclear whether project coordinator could have influenced allocation con-
cealment.

Blinding of outcome as- Yes Quote: “PTSD symptom severity was assessed by independent evaluators

Sessors blinded to treatment condition, before and after treatment, and at 2-week, 12-
week, and 6-month follow-up.” (p. 355)

Blinding of participants No Not possible to blind placebo and no-treatment

and personnel

Incomplete outcome data  Unclear Linear mixed models and generalised linear mixed models were used to
analyse the data, using SPSS version 23 (IBM SPSS). These models are in-
tent-to-treat and calculate results based on available data without imputation
of missing data (p. 356)

Attrition >15% (Active treatment 41% - but only 12.1% in placebo and 0% in
wait-list). No ITT

Selective outcome report-  No Trial registry: NCT01049516.

ed
Veterans RAND 12-items HealthSurvey and Adverse events not mentioned in
Clinical Trial Registry.

Other sources of bias Yes No other sources found

Freire 2007

Study characteristics

Methods

Parallel randomised trial with three arms

1. Physical placebo: sham acupuncture

2. Wait-list

3. Active treatment: acupuncture

Sample calculation: yes

Cluster randomised: no

Duration of trial (baseline to post): 10 weeks

Duration of participation (trial + follow-up): 10 + 2 weeks = 12 weeks post-treatment

Setting: outpatient

Purpose of trial: “To investigate the efficacy of acupuncture in the treatment of moderate obstructive
sleep apnea syndrome (OSAS), assessed by polysomnography (PSG) and questionnaires of functional
quality of life (SF-36) and excessive daytime sleepiness (Epworth)” (p. 43)

Open or closed placebo: closed placebo

Data

Number of participants screened: 38
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Number of participants included: 36
Number of participants followed-up at post treatment: 26

Number of participants randomly assigned to:

« Physical placebo: n=12
o Wait-list: n=12
« Active treatment: n=12

Number of withdrawals: n =10

« Physical placebo:n=5
o Wait-list: n=3
o Active treatment:n=2

Diagnosis: obstructive sleep apnoea (sleep-wake disorder)

Diagnostic manual:: not stated

Means of assessment: diagnosis “confirmed by a full polysomnographic (PSG) study with an apnea/hy-
popnea index (AHI) >15/hour and <30/hour (moderate OSAS” (p. 44) + clinical interview

Comorbidity: not stated

Age: 54.67 mean years, (Range = 49 to 54)

1Q :not stated - but participants with intellectual deficits were not eligible

Sex: 55.6% female

Ethnicity: not stated

Country: Brazil

Inclusion criteria
1. Adiagnosis of moderate OSAS was eligible.
Exclusion criteria

Patients with a high alcohol intake (> 80 g/day)
Morbid obesity

Significant lung disease

Neurological disease

Intellectual deficits

Skeletal facial framework problems

Central apnoea

Patients who were taking any hypnotic drugs

. Patients who had undergone oropharyngeal surgery
10.Patients who had been treated with CPAP
11.Patients with oral devices were excluded.

© o N U AW

Comparisons Physical placebo
Treatment name: sham acupuncture

Description of intervention: “The sham acupuncture group was stimulated with the same number of
needles as the acupuncture group, and the points were localized 1 cun from the real point, in a region
not related to any acupoints or meridians and was done following the standards of minimal acupunc-
ture. For the sham acupuncture group, the needles were inserted and no manipulation was done. {...)
All acupuncture procedures, as well as sham acupuncture, were performed by an experienced physi-
cian, who was a specialist in acupuncture, according to traditional Chinese acupuncture methods. All
procedures were performed in the afternoon between 3 p.m. and 6 p.m. Body needles were left in situ
for 30 min.” (p. 45) “Finally, patients were informed that at the end of the study all patients allocated
to the sham acupuncture group would receive 10 sessions of acupuncture treatment if they so want-
ed.” (p. 44)

Individual or group treatment: individual

Exposure/intensity to treatment: once a week for 10 weeks

Duration of treatment: 10 weeks

Concomitant psychotherapy:: not stated
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Concomitant pharmacotherapy: not stated - but excluded if taking hypnotic drugs

Wait-list

Comparison name: control group (wait-list)

Description of intervention: “Patients assigned to the control group were offered weight reduction
advice if overweight and sleep hygiene counseling. Given the usual waiting list for nCPAP at our service,
which is about 6 months, the waiting time was not a matter of ethical concern.” (p. 44)
Exposure/intensity to treatment: nothing during waiting

Duration treatment: 3 months (12 weeks)

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated - but excluded if taking hypnotic drugs

Outcomes Beneficial outcomes:
« Hierarchy: observer-reported, clinical relevance, global score
« Outcome chosen: apnoea-hypopnoea index
Adverse events
« “No adverse events occurred during the trial.” (p. 45)
Notes Key conclusion
1. Twenty-six patients completed the study.
2. The AHI (P =0.005), the apnoea index (Al) (P = 0.008) and the number of respiratory events (P =0.005)
decreased significantly in the acupuncture group but not in the sham group.
3. On the other hand, the control group displayed significant deterioration in some of the polysomno-
graphic parameters, with a significant increase in the number of respiratory events (P = 0.025).
4. Acupuncture treatment significantly improved (before vs. after treatment) several dimensions of the
SF-36 and Epworth questionnaires. There was no significant association between changes in the body
mass index (BMI) and AHI.
5. Conclusions: Acupuncture is more effective than sham acupuncture in ameliorating the respiratory
events of patients presenting with moderate OSAS
Key limitations
1. Although this protocol did not include oesophageal balloon, the gold standard method to detect the
respiratory effort, we measured the airflow through the nasal cannula. This measurement provides
information about airflow limitation [23], which has been correlated with elevated upper airway re-
sistance and increased oesophageal pressure. Since, the PSG scorers did not find any flattened inspi-
ratory airflow associated with micro arousals or paradoxal breathing, we could rule out upper airway
resistance syndrome (UARS).
Other notes from review authors
1. Follow-up data is post-treatment data
Conflicts of interest: none
Judgement: yes
Risk of bias
Item Authors' judgement  Support for judgement

Random sequence genera-
tion

Yes Quote: “Randomisation was done by a blinded independent researcher and
was conducted by selecting a closed piece of paper out of a box, with a treat-
ment order written on it. (p. 44)
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Allocation concealment Yes Only the physician applying the treatments (acupuncture/ sham acupuncture)
was aware of which group each patient had been assigned to and did not par-
ticipate in any phase of the subsequent evaluation.” (p. 44)

Blinding of outcome as- Yes Quote:“All of the PSG recordings were assessed by two experienced sleep
sessors physicians (S.M. Togeiro and F.S.Chrispin), who were blind to the groups to
which the patients had been assigned.” (p. 46)

Blinding of participants No Not possible to blind placebo and no-treatment
and personnel

Incomplete outcome data  No Attrition >15% (27.8%). No ITT. Only reports data on completers
Selective outcome report-  Unclear No protocol found
ed
Other sources of bias Yes No other sources found
Fuchs 1977
Study characteristics
Methods Parallel randomised trial with three arms

1. Psychological placebo: non-specific
2. Wait-list
3. Active treatment: self-control

Sample calculation: not stated
Cluster randomised: no
Duration of trial (baseline to post): 6 weeks

Duration of participation (trial + follow-up): 6 weeks (Post-treatment assessment at 7 weeks) + 6
weeks follow-up (WL not assessed at follow-up)

Setting: outpatient

Purpose of trial: “A behavior therapy program based on a self-control model of depression was evalu-
ated against a nonspecific group therapy condition and a waiting list control group.” (p. 206)

Open/closed placebo : Closed placebo

Data Number of participants screened: not stated
Number of participants included: 36
Number of participants followed-up at post treatment: 28
N umber of participants randomly assigned to:

« Psychological placebo: n=10
o Wait-list: n=10
» Active treatment:n=8

Number of withdrawals: n=8

» Psychological placebo: not stated
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«  Wait-list: not stated
« Active treatment: not stated

Diagnosis: depression

Diagnostic manual: not stated

Means of assessment: Minnesota Multiphasic Personality Inventory (MMPI)
Comorbidity: not psychotic, suicidal, no history of psychiatric hospitalisation
Age: 28.8 years (range = 18 to 48)

1Q: not stated

Sex: 100% female

Ethnicity: not stated

Country: USA

Inclusion criteria

1. On the Minnesota Multiphasic Personality Inventory (MMPI), scores met these criteria: F <, 80, L <. 60,
D A 70,D>Hy, and D> Pt), and D was among the highest two elevations on the profile,

2. Screening questionnaire and interview responses revealed no history of psychiatric hospitalisation,
serious suicidal ideation or attempts, and no involvement in any other therapy for problems related
to psychological functioning within the past month,

3. Clinical judgment, based on MMPI profile and interview data, was that the clients were not psychotic
or suicidal.

Exclusion criteria

1. Not stated

Comparisons Psychological placebo

Treatment name (type): nonspecific therapy

Description of intervention: “Session 1 began in the same way as the self-control procedure with in-
troductions, collection of deposits, a review of confidentiality issues, and a 10-minute group interac-
tion assessment procedure. As in the other groups, subjects were given an information sheet and a
general introduction to group therapy concepts, generally from a nondirective framework. From that
point on and throughout the ensuing sessions, therapists in this condition attempted to elicit discus-
sion of past and current problems, to encourage group interaction, and to reflect and clarify feelings in
an empathic manner. Although therapists at times suggested simple exercises within the group to fa-
cilitate open discussion, they were specifically instructed neither to recommend out-of-therapy activi-
ty nor explicitly to teach behavioral principles. These sessions lasted approximately 2 hours weekly, as
did self-control therapy sessions.” (p. 209)

Individual or group treatment: group
Exposure/intensity to treatment: 2 hours weekly
Duration of treatment::6 weeks

Concomitant psychotherapy: no involvement in any other therapy for problems related to psycholog-
ical functioning within the past month

Concomitant pharmacotherapy: not stated
Wait-list

Comparison name: wait-list control
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Description of intervention :

“Subjects in this condition were informed by phone that they had been accepted into the research pro-
gram but that our present groups were filled, so that they would have to wait about 8 weeks before
their groups would start. They were also told that they would be required to retake some of the screen-
ing tests just prior to beginning therapy; however, they were assured of being seen.” (p. 209)

Exposure/intensity to treatment: no treatment during waiting
Duration treatment: 6 weeks

Concomitant psychotherapy: no involvement in any other therapy for problems related to psycholog-
ical functioning within the past month

Concomitant pharmacotherapy: not stated

Outcomes

Beneficial effect

« Hierarchy: patient-reported, clinical relevance
« Outcome chosen : the Beck Depression Inventory

Adverse events

« No data on adverse events reported

Notes

Key conclusion from study authors

1. Self-control therapy patients showed significantly greater reduction in depression on self-report and
behavioural measures

2. Self-control patients also showed greater improvement in overall pathology on the Minnesota Multi-
phasic Personality Inventory.

Key limitations from study authors

1. Population limited to females
2. Not able to isolate specific effects

Other notes from review authors
1. None

Conflicts of interest: non-financial conflict of interest: Authors developed the experimental interven-
tion

Judgement: no

Risk of bias

Item

Authors' judgement  Support for judgement

Random sequence genera-
tion

Unclear Quote: "Except where necessary to balance experimental conditions for mean
age and severity of depression, subjects were randomly assigned to one of two
therapists and one of three treatment conditions—self-control therapy, non-
specific therapy, or waiting list control.” (p. 209)

Allocation concealment Unclear No information
Blinding of outcome as- No Patient-reported outcomes
Sessors
Blinding of participants No Not possible to blind placebo and wait-list
and personnel
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Incomplete outcome data  No Quote: “Eight of the original 36 subjects dropped out of the study, all within
the first 2 weeks. (...) Drop-out rate did not differ significantly between condi-
tions, x2 (2)=.29, p <.80. Dropouts did not differ from remainders on age, De-
pression Inventory, MMPL D, or MMPI total elevation scores.” (p. 210)

Attrition >15% (22.2%). No ITT. Only reports data on completers

Selective outcome report-  Unclear Protocol not found

ed

Other sources of bias Yes No other sources found
Glogowska 2000

Study characteristics

Methods Parallel randomised trial with two arms

1. Usual care: therapy
2. Wait-list: watchful waiting

Sample calculation: yes
Cluster randomised: no

Duration of trial (baseline to post): mean treatment 8,4 months (0,9 to 12 months). post treatment
data at 12 months

Duration of participation (trial + follow-up):: 12 months - no follow-up
Setting: outpatient

Purpose of trial: “To compare routine speech and language therapy in preschool children with de-
layed speech and language against 12 months of “watchful waiting”. (p. 1)

Data Number of participants screened: 507
Number of participants included: 159
Number of participants followed-up at post treatment: 155
Number of participants randomly assigned to:

o Usualcare:n=T71
« Wait-list: n =88

Number of withdrawals: n=4

o Usualcare:n=4
« Wait-list: n=0

Diagnosis: delayed speech and language
Diagnostic manual: not stated

Means of assessment: not stated
Comorbidity: 13 diagnosed with hearing loss

Age: age in months, usual care 34.2 months (range = 18 to 42), wait-list 34.2 months (range = 24 to 42)
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Glogowska 2000 (Continued)

1Q: not stated

Sex: usual care: 23% female. wait-list: 26% female
Ethnicity: not stated

Country: UK

Inclusion criteria

1. Generalselection criteria: Newly referred singleton children acquiring English, inamonolingual home.
Aged under 3 %2 years at initial attendance for speech and language therapy assessment. No diagno-
sis of severe learning difficulties or autism. No oromotor deficits. No primary diagnosis of dysfluen-
cy (stammering) or dysphonia (voice disorders). No siblings currently receiving speech and language
therapy. Children had to satisfy on of the clinical criteria. Be considered to have significant clinical
difficulties by the speech and language therapist. A “carer” had to attend sessions. Parents had to give
consent.

2. Clinical criteria: general language group: a standardised score < 1.2 SD (standard deviation) below
the mean on the auditory comprehension part of the preschool language scale. Expressive language
group: a standardised score >1.2 SD below the mean on auditory comprehension but <1.2 SD below
the mean on the expressive language part of the preschool language scale. Phonology group: audito-
ry comprehension and expressive language scores >1.2 SD below the mean but with an error rate of
at least 40% in the production of fricative consonant (for example, f and s) and/or velar consonants
(for example, “hard” ¢, “hard” g, and ng) and/or sounds occurring after a vowel among the 22 words
included in the phonological analysis.

Exclusion criteria

1. Not stated

Comparisons

Usual care
Treatment name: therapy

Description of intervention: “Therapy provided in the study tended to focus on several areas of lan-
guage simultaneously. Therapy techniques included Derbyshire language scheme tasks, as well as
everyday play and games used as contexts for modelling language for the child. Goals covered a wide
range of language stages - for example, understanding and building single words, using narratives, and
identifying consonants in words.” (p. 4)

Individual or group treatment: individual. “Children randomised to the therapy group received the
one-to-one speech and language therapy (...)” (p. 2)

Exposure/intensity to treatment: 6.2 (0-15) hours of therapy. Frequency of therapy were once a
month (range once a week to once every two and a half months)

Duration of treatment: 8.4 months (range = 0.9-12) - number of months over which the therapy took
place

Concomitant psychotherapy: not stated
Concomitant pharmacotherapy: not stated
Wait-list

Comparison name: watchful waiting

Description of intervention: “Parents of children in the watchful waiting group could request ther-
apy at any time if they were concerned about their child’s progress. All children in the study were re-
assessed by the research therapists after 12 months; if a child in the watchful waiting group were still
experiencing difficulties, two research therapists (SR and MG) provided up to 12 therapy sessions.” (p.
2)

Exposure/intensity to treatment: no treatment
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Glogowska 2000 (Continued)

Duration treatment: 12 months (after all received treatment and assessments)

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes

Beneficial effect

Outcome hierarchy: primary outcome, observer-reported, continuous outcome, clinical relevance
Outcome chosen: Bristol language development scales

Adverse events

No data reported on adverse events

Notes

Key conclusion from study authors

1.

“Improvement in the therapy group was significant (compared with the watchful waiting group) for
only one of the five primary outcomes - auditory comprehension.” (p. 4)

. “Most children in this study still had important clinical difficulties at 12 months, regardless of trial

allocation; indeed, many remained eligible for the trial, with little evidence of “spontaneous resolu-
tion.” This study provides little evidence for the effectiveness of speech and language therapy when
compared with “watchful waiting” over 12 months.” (p. 5)

Key limitations from study authors

1.

“Overall, the impacts of therapy in this trail was small, perhaps because of the relatively low level of
therapy provided - considerably lower than levels reported in previous studies.” (p. 5)

. Although the children were stratified according to their broad entry criteria, which ensures similar

groups in this respect, the sample size of the clinical groupings was too small to detect significant
differential effects.” (p. 5)

. Blinding was maintained for all baseline assessments and for the language sample at follow-up. Al-

though every effort was made to retain blinding at the follow up assessments, in the presence of par-
ents strict blinding was inevitably not always feasible for the other outcomes.” (p. 5)

Other notes from review authors

1.

12 months follow-up is the end of the intervention (post-treatment data)

Conflicts of interest: none found

Judgement: no

Risk of bias

Item

Authors' judgement  Support for judgement

Random sequence genera-
tion

Unclear Quote: “Randomisation was stratified by the 16 clinics and by the three clini-

cal criteria (general language, expressive language, and phonology) (...) The
sequence of random numbers was generated before the trial independently of
the therapists.” (p. 2)

Allocation concealment

Yes Quote: “The allocation was implemented by the therapists opening sealed

opaque envelopes (coloured according to the three clinical criteria) in the
presence of the parents.” (p. 2)

Blinding of outcome as-
sessors

Yes Quote: “Assessors were blind to previous results, and every attempt was made

to maintain blindness in terms of allocation. The presence of the parent meant
that this was often inevitably compromised, but each child was seen by a dif-
ferent therapist for the two follow ups, and the language sample for the Bristol
language development scales was analysed in a fully blinded manner.” (p. 2)
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Glogowska 2000 (Continued)

Blinding of participants No Not possible to blind usual care and wait-list
and personnel

Incomplete outcome data  Yes Quote: “The trial arms were compared on an “intention to treat” basis.” (p. 2)

“*Data were missing for all measures in both groups: analyses were based on
64 (therapy group) and 80 children (watchful waiting group) for auditory com-
prehension; 63 and 77 for expressive language; 57 and 62 for the phonology er-
ror rate; and 71 and 84 for improvement by 12 months.” (p. 4)

Attrition <15% (2.5%). ITT used

Selective outcome report-  Unclear No protocol found
ed
Other sources of bias Yes No other sources found

Goldstein 2000

Study characteristics

Methods Parallel randomised trial with three arms

1. Psychological placebo: attention placebo
2. Wait-list
3. Active treatment: EMDR

Sample calculation: yes

Cluster randomised: no

Duration of trial (baseline to post): 4 weeks

Duration of participation (trial + follow-up): 4 weeks + 1 month follow-up
Setting : Outpatient

Purpose of trial: “Accordingly, the purposes of the present study were twofold: (a) to conduct a repli-
cation of Feske and Goldstein's comparison of EMDR to a waiting list control group for PDA and (b) to
contrast EMDR with a credible attention-placebo.” (p. 948)

Open/closed placebo: closed placebo

Data Number of participants screened: not stated
Number of participants included: 46
Number of participants followed-up at post treatment: 45
Number of participants randomly assigned to:

« Psychological placebo: n=13
o Wait-list: n=14
o Active treatment: n=18

Number of withdrawals: n=1

» Psychological placebo: n=0
+ Wait-list:n=1
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Goldstein 2000 (continued)

« Active treatment:n=0

Diagnosis: agoraphobia

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DSM-IV)
Means of assessment: the Structured Clinical Interview for DSM-IV Disorders (SCID)

Comorbidity: 20 participants had at least one comorbid Axis | diagnosis: specific phobia (7), gener-
alised anxiety disorder (6), social phobia (5), or obsessive—compulsive disorder (2). Of these, 5 had
more than one Axis | comorbid condition. Three participants met criteria for obsessive— compulsive
personality disorder, and 4 for avoidant personality disorder

Age: 38.16 mean years, (range =22 to 63)
1Q:: not stated, but 38 had attended at least some college
Sex: 80.4% female

Ethnicity: two were African American, and one was Asian American; the remainder were European
American

Country: USA

Inclusion criteria

1. Agoraphobia according to Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DSM-IV)
Exclusion criteria

1. agelessthan 18 or greater than 65 and being in therapy elsewhere if not willing to suspend that treat-
ment until the end of the study.

2. Potential participants on dosages of alprazolam in excess of 1.5 mg daily (or similar dosages for other
benzodiazepines) were excluded, as were those who had been taking antidepressant or antianxiety
medication for less than 6 months or who had changed their medication within the last 12 weeks

3. Potential participants were also excluded if they had comorbid diagnoses of thought disorder, major
depression (n=5), bipolar disorder, or substance dependence (n = 1); if another anxiety disorder was
more severe than the PDA ( n = 3); or if they met full criteria for any of the following Axis Il disorders:
paranoid ( n = 1), schizoid, schizotypal, antisocial, or borderline (n = 3).

Comparisons Psychological placebo
Treatment name: attention placebo

Description of intervention: “ART, the attention-placebo treatment, included a combination of two
relatively inert treatment procedures: 30—45 min of progressive muscle relaxation training and 45 60
min of association therapy” (p. 952)

Individual or group treatment: Individual

Exposure/intensity to treatment: six 90-minute sessions held over an average of 4 weeks
Duration of treatment: 4 weeks

Concomitant psychotherapy: no other treatment. Excluded if they had

Concomitant pharmacotherapy: excluded if taking medication. “Participants excluded on the basis
of recent medication changes were eligible for reconsideration once medications were stabilized in ap-
propriate limits.” (p. 950)

Wait-list

Comparison name: wait-list
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Description of intervention: “For 2 weeks prior to and after treatment or waiting list, as well as
throughout the course of treatment or waiting period, participants completed anxiety forms every
morning and evening and at the close of each week.” (p. 950)

Exposure/intensity to treatment: waiting for treatment

Duration treatment: 4 weeks. “Once the waiting list period ended, all those assigned to waiting list
were randomized to EMDR (n = 6) or attention-placebo (n=7).” (p. 949)

Concomitant psychotherapy: no other treatment. Excluded if they had

Concomitant pharmacotherapy: excluded if taking medication. “Participants excluded on the basis
of recent medication changes were eligible for reconsideration once medications were stabilized in ap-
propriate limits.” (p. 949)

Outcomes Beneficial effect

« Hierarchy: observer-reported

« Outcome chosen: Panic Disorder Severity Scale

Adverse events

» Count data/spontaneous reporting of serious and non-serious.

Notes Key conclusion from study authors

1. EMDRwas significantly better than waiting list for some outcome measures (questionnaire, diary, and
interview measures of severity of anxiety, panic disorder, and agoraphobia) but not for others (panic
attack frequency and anxious cognitions.

2. Differences between EMDR and the attention-placebo control condition were not statistically signifi-
canton any measure, and, in this case, the effect sizes were generally small (n =2=.00 t0.06), suggest-
ing the poor results for EMDR were not due to lack of power.

Key limitations from study authors

1. However, low power and, for panic frequency, floor effects may account for these negative results

2. The effect sizes were generally small (n =2 =.00t0.06), suggesting the poor results for EMDR were not
due to lack of power.

Other notes from review authors

1. None

Conflicts of interest: none found

Judgement: no

Risk of bias
Item Authors' judgement  Support for judgement

Random sequence genera-
tion

Unclear Participants were initially randomly assigned to one of three groups: waiting
list (n=14), EMDR ( n = 18), or an attention-placebo condition ( n = 13) involv-
ing the same amount of therapist contact as EMDR (p. 3)

Allocation concealment Unclear No information
Blinding of outcome as- No Quote: "Raters were not blind to group assignment.” (950)
Sessors
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Blinding of participants No Not possible to blind placebo and wait-list
and personnel

Incomplete outcome data  Yes Quote: "Dropouts were replaced with the next participant to enter the
study” (p. 949)

"Intention-to-treat analyses were conducted at each assessment period by re-
peating ANOVAs and ANCOVAs with pretest scores carried forward to serve as
posttest or follow-up scores for those who failed to provide posttest data or
who dropped out before the conclusion of treatment or before the follow-up
assessment. The findings of the EMDR versus waiting list and EMDR versus ART
comparisons were unchanged.” (p. 955)

Quote: “Fisher;s exact tests indicated that attrition was not significantly dif-
ferent across groups (EMDR vs. attention-placebo p=.242; EMDR vs. waiting
list p=1.00). Of the 42 participants who completed treatment, 37 provided fol-
low-up data. Of those who dropped from follow-up after EMDR, one required
medical attention for an unrelated condition, one terminated because of in-
creased distress during treatment, and a third refused assessment without ex-
planation. Of those who dropped from attention- placebo, one dropped be-
cause of his disappointment with treatment and the other without explana-
tion.” (950)

Attrition > 15% (19.6%). ITT used

Selective outcome report-  Unclear No protocol found

ed

Other sources of bias Yes No other sources found
Goldwasser 1987

Study characteristics

Methods Parallel randomised trial with three arms

1. Psychological placebo: support
2. No-treatment
3. Active treatment: reminiscence

Sample calculation: not stated

Cluster randomised: no

Duration of trial (baseline to post): 5 weeks

Duration of participation (trial + follow-up): 5 weeks + 6 weeks follow-up

Setting: inpatient (resident population at Beth Sholom Home in Richmond, Virginia)

Purpose of trial: “This article presents a controlled study designed to determine the degree to which
reminiscence group therapy influences affective, cognitive, and behavioral functioning in demented el-
derly.” (p. 210)

Open/closed placebo: closed placebo

Data Number of participants screened: 30

Number of participants included: 27
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Goldwasser 1987 (Continued)

Number of participants followed-up at post treatment: 24
Number of participants randomly assigned to:

« Psychological placebo: n=9
o No-treatment:n=9
o Active treatment:n=9

Number of withdrawals:n=3

« Psychological placebo:n=1
o No-treatment:n=1
o Active treatment:n=1

Diagnosis: dementia

Diagnostic manual: not stated

Means of assessment: not stated

Comorbidity: Alzheimers’s multi-infarct, dementia secondary to medical disorder
Age: 82.3 mean years (range = 70 to 97)

1Q: not stated

Sex: 74.1% female

Ethnicity: not stated

Country: USA

Inclusion criteria

1. Clinical diagnosis of dementia,

2. Presence of symptoms associated with dementia (i.e. confusion, disorientation, cognitive dysfunc-
tion, etc.)

3. The ability to communicate verbally,

4. Tthe ability to function within a group without causing excessive disruption.

Exclusion criteria

1. Not stated

Comparisons Psychological placebo

Treatment name: attention-placebo support group

Description of intervention: “A second group consisted of a support group that focused on present or
future events and problems. This group also met for a half hour twice weekly for a period of five week-
s.” (p. 212); “In order to ensure that the reminiscence component of the intervention accounted for any
observed changes, an attention-placebo “support” group and a “no-treatment” control group were al-
so used.” (p. 210)

Individual or group treatment:: group
Exposure/intensity to treatment: 30 minutes twice weekly
Duration of treatment: 5 weeks

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

No-treatment
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Goldwasser 1987 (Continued)

Comparison name: no-treatment

Description of intervention: The third group served as a "no-treatment" control group, and conse-
quently did not participate in any group activity during the same period of time.” (p. 212)

Exposure/intensity to treatment: no treatment
Duration treatment: 5 weeks
Concomitant psychotherapy:: not stated

Concomitant pharmacotherapy: not stated

Outcomes Beneficial effect
« Hierarchy: observer-reported, clinical relevance
« Outcome chosen: Mini-Mental State (MMS)
Adverse events
« No data reported on adverse events. However, it is mentioned that one patient died during the trial.
Notes Key conclusion from study authors
1. Theself-reported level of depression in participants given reminiscence therapy was positively affect-
ed compared to participants in the supportive therapy and control groups, but no significant effects
were found for cognitive or behavioral functioning
Key limitations from study authors
1. The question may be raised as to whether the less impaired individuals can truly be considered to be
demented. Although they were clearly confused and their MMS scores generally fell at or below the
criterion level for dementia, their confusion may not have been primarily due to organicity, but rather
to factors such as medications, environmental factors, or depression.
Other notes from review authors
1. Nousable data
Conflicts of interest: none found
Judgement: yes
Risk of bias
Item Authors' judgement  Support for judgement
Random sequence genera-  Unclear Quote: "(...) randomly assigned to three groups of ten people each. (p. 210)
tion
Allocation concealment Unclear No information
Blinding of outcome as- Unclear No information
sessors
Blinding of participants No Not possible to blind placebo and no-treatment
and personnel
Incomplete outcome data  Unclear Quote: ”Since one participant in the reminiscence group died during the

course of the study, one participant from each of the other treatment groups
was randomly dropped from data analyses” (p. 210)
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Attrition <15% (11.1%).

Selective outcome report-  Unclear Protocol not found
ed
Other sources of bias Yes No other sources found

Hekmat 1984

Study characteristics

Methods

Parallel randomised trial with three arms

1. Psychological placebo: attention placebo
2. No-treatment: wait-list
3. Active treatment: semantic desensitisation

Sample calculation: not stated

Cluster randomised: no

Duration of trial (baseline to post): 3 sessions in total

Duration of participation (trial + follow-up): follow up occurred within 4 weeks. (p. 465)
Setting: outpatient (college)

Purpose of trial: “This study explored the clinical effectiveness of semantic desensitization in the
treatment of public speaking anxiety. (p. 463)

Closed/open placebo : Closed placebo

Data

Number of participants screened: 239

Number of participants included: 30

Number of participants followed-up at post treatment: not stated
Number of participants randomly assigned: not stated

Number of withdrawals: not stated

Diagnosis: social anxiety (speech-anxious students)

Diagnostic manual: not stated

Means of assessment: speech anxiety was measured by the following scales: Personal report of con-
fidence as a speaker (PRCS), Affect Adjective Checklist (ACL), S-R Inventory of Anxiousness, and Timed
Behavior Checklist (BCL)

Comorbidity: not stated

Age: not stated

1Q: not stated - but university students
Sex:: 60% female

Ethnicity:: not stated

Country: USA
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Hekmat 1984 (continued)

Inclusion criteria
1. Public speaking anxiety
Exclusion criteria

1. Not stated

Comparisons

Psychological placebo

Treatment name: attention placebo

Description of intervention: “Ssin this group were informed that they would receive a novel therapy
called “systematic ventilization.” Ss were instructed that awareness of anxiety and the ways in which it
would manifest itself in behavior is essential for cure.” (p. 464)

Individual or group treatment: individual

Exposure/intensity to treatment: 3 sessions

Duration of treatment: not stated

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

No-treatment

Comparison name: waiting list control. (in reality no-treatment)

Description of intervention: “Ss in the no treatment waiting list control were instructed that period-
ic measurement of their anxiety reaction was essential to procure a reliable assessment of their prob-
lem. The no treatment waiting list control Ss also were given the pretreatment, posttreatment, and fol-
low-up anxiety measures.” (p. 464)

Exposure/intensity to treatment: not stated
Duration treatment: not stated
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes

Beneficial effect

« Hierarchy:: observer-reported
« Outcome chosen: Timed Behavior Checklist (BCL)

Adverse events

« No data reported on adverse events

Notes

Key conclusion from study authors

1. Semantic desensitisation therapy resulted in significant reductions of both the affective and behav-
ioral components of anxiety as compared to the two controls.

2. The placebo control also showed Improvement in several indices of subjective anxiety as compared
to the no-treatment waiting-list control.

3. The beneficial effects of semantic desensitisation therapy were maintained on follow-up.
Key limitations from study authors
1. Not stated

Other notes from review authors
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Hekmat 1984 (continued)

1. Usable data not available
Conflicts of interest: none found

Judgement: yes

Risk of bias

Item Authors' judgement Support for judgement

Random sequence genera-  Unclear Quote: "Ss were volunteers who were matched on the basis of their pretreat-

tion ment anxiety scores and randomly assigned to one of the following treat-
ments: Group |, semantic desensitization therapy; Group 11, placebo control;
and Group 111, waiting list control." (p. 463)

Allocation concealment Unclear No information

Blinding of outcome as- Yes Quote: "The two behavioral assessors were blind to treatment assign-

Sessors ments.” (p. 464)

Blinding of participants No Not possible to blind placebo and "wait-list"

and personnel

Incomplete outcome data ~ Unclear Attrition unclear
Selective outcome report-  Unclear Protocol not found

ed

Other sources of bias Yes No other sources found

Hippman 2016

Study characteristics

Methods Parallel randomised trial with three arms

1. Educational booklet: psychological placebo
2. No-treatment
3. Active treatment: genetic counselling

Sample calculation: yes
Cluster randomised: no
Duration of trial (baseline to post): not stated

Duration of participation (trial + follow-up:: not stated, but was done during September 2008-No-
vember 2011

Setting: inpatient and outpatient

Purpose of trial: “We hypothesized that 1) mean scores for knowledge, risk perception accuracy, and
perceived control over illness would be higher, and scores for internalized stigma would be lower for
the GC group compared to an intervention group provided with an educational booklet (EB), and 2)
mean differences in scale scores between outcome (T3) and baseline (T1) for the two intervention
groups (GC, EB) would be significantly different than waitlist, with GC/EB mean scores being higher for
knowledge, risk perception accuracy, and perceived control over illness, and lower for internalized stig-
ma.” (p. 3)
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Hippman 2016 (Continued)

Open/closed placebo: closed placebo

Data

Number of participants screened: not stated

Number of participants included: 120

Number of participants followed-up at post treatment: 112
Number of participants randomly assigned to:

« Psychological placebo: n =40
« No-treatment: n=40
o Active treatment: n =40

Number of withdrawals (post-treatment): n=8

» Psychological placebo: n=4
o No-treatment:n=0
o Active treatment:n=4

Diagnosis: serious mental illness: Bipolar disorder (69.2%), Schizophrenia (16.7%), Schizoaffective Dis-
order (10.8%), Other (Major depression and Major depression with psychosis) (3.3)

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DSM-IV)
Means of assessment: the Structured Clinical Interview for DSM-IV Disorders (SCID)
Comorbidity: a variety of different mental health disorders

Age: 41.6 mean years (range = 17 to 73)

1Q: >70, 76.5% attended college or university

Sex:: 60.7% female

Ethnicity: not stated

Country: Canada

Inclusion criteria

1. Individuals were enrolled if they reported a diagnosis of schizophrenia, bipolar disorder, or schizoaf-
fective disorder

2. Were fluent in English
3. Had the capacity to provide informed and autonomous consent (e.g. 219 years of age).

Exclusion criteria

1. Individuals were ineligible if their SMI diagnosis was substance-induced,

2. ortheirability to provide autonomous informed consent was compromised (e.g. intellectual disability
(IQ<70),

3. orcurrently floridly psychotic and/or intoxicated).

Comparisons

Psychological placebo

Treatment name: educational booklet

Description of intervention: “The EB intervention was designed as a rigorous control intervention; it
was face-to-face and provided the same general information as GC, but without the ‘active ingredient’
of personalization of information/counseling by a BC/EGC.” (p. 4)

“EB sessions (~30 minutes) were provided by the research coordinator (AR), who answered questions
regarding literal interpretations of text, but responded to participants’ queries that aimed to make per-
sonal meaning of the material with responses such as: “I’m sorry, but I’'m afraid I’m unable to answer
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Hippman 2016 (Continued)

that. If you’d like to meet with someone who can help you with questions like that, we can set up a GC
appointment after you finish the study”. Thus, EB sessions did not evolve into GC, yet were a stringent
control intervention. Through observation, the research coordinator confirmed participant adherence
to the intervention. The booklet (16 color pages, reading grade level 8) was designed in collaboration
with individuals with SMI and included: a graphical depiction of the concepts of vulnerability (genetic
and environmental) and resilience (the “mental illness jar”), with specific examples and a table of gen-
eral RRs for relatives of people with SMI.” (p. 4-5)

Individual or group treatment: individual
Exposure/intensity to treatment: 30 minutes
Duration of treatment: not stated

Concomitant psychotherapy: not stated
Concomitant pharmacotherapy: not stated
No-treatment

Comparison name: wait-list (in reality no-treatment)

Description of intervention: “For the waitlist group, baseline and T1 occurred on the same day. Partic-
ipants had the option of bringing a support person with them to appointments if they wished. In-per-
son visits were arranged for some participants to complete the outcome measures at one month fol-
low-up at their request. One of the participants in the waitlist group had received GC for SMI prior to
the study. The trial was stopped once the pre-determined number of participants had been recruited
and those who were not lost to follow up had completed the study. The full protocol can be obtained
from the corresponding author.” (p. 14)

Exposure/intensity to treatment: none
Duration treatment: not stated
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes Beneficial effect
« Hierarchy: usable data, Self-reported, clinical relevance, global score
« Outcome chosen: the Internalized Stigma of Mental Illness scale (ISMI)
Adverse events
« No data reported on adverse events
Notes Key conclusion from study authors
1. Genetic counselling and the educational booklet improved knowledge; and genetic counselling, but
not the educational booklet, improved risk perception accuracy for this population.
2. The impact of genetic counselling on internalised stigma and perceived control is worth further in-
vestigation.
3. Genetic counselling should be considered for patients with serious mental illnesses.
Key limitations from study authors
1. However, importantly, our sample size was underpowered to detect the observed effect sizes for in-
ternalised stigma and perceived control.
2. Additionally, blinding was not possible; due to the nature of the study, participants were aware of the
group to which they had been randomised.
Control interventions in randomised trials among people with mental health disorders (Review) 138

Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



= COCh rane Trusted evidence.
o § d decisions.
N LI b ra ry g‘e;::'leleal:lf.lswns

Cochrane Database of Systematic Reviews

Hippman 2016 (Continued)

3. Furthermore, theriskrange used in the educational booklet was narrower than that typically provided
on the basis of a family history evaluation, thus biasing towards less accurate results for the EB group.
However, the ranges for the GC and WL groups were comparable.

4. We excluded individuals not fluent in English; our findings, therefore, may not be generalisable to
other cultural contexts.

Other notes from review authors

1. Dueto no data provided for the wait-list condition for post-treatment, and no response from authors,
we used the 1 month follow-up data (T3)

Conflicts of interest: none found

Judgement: yes

Risk of bias

Item Authors' judgement  Support for judgement

Random sequence genera-  Yes Quote: “For the randomization procedure, equally-sized laminated cards were

tion sorted into two opaque envelopes (one for males, containing 18 GC, and 17 of
each EB and WL, and one for females, containing 22 GC, and 23 of each EB and
WL). ” (p. 4)

Allocation concealment Unclear Quote: "Participants were asked to choose a card from the appropriate (male/
female) envelope without looking (under the supervision of AR or Al).” (p. 4)

Blinding of outcome as- No Patient-reported outcomes

Sessors

Blinding of participants No Not possible to blind placebo and "wait-list"

and personnel

Incomplete outcome data  Yes Quote: “While the nature of the study and interventions precluded blinding for
participants or providers, an independent party blind to group status conduct-
ed data analyses.” (p. 4)
Attrition <15% (6.7%). Analysed data on everyone that received the treatment.
Linear mixed effects models used. Blinded data analyst

Selective outcome report-  Yes NCT00713804. No differences in trial registry and full report

ed

Other sources of bias Yes No other sources found

Howlin 2007
Study characteristics
Methods Cluster-randomised trial with three arms
1. Wait-list: Delayed Treatment Group
2. No treatment
3. Active treatment: Immediate Treatment Group
Sample calculation: yes
Cluster randomised: yes
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Howlin 2007 (continued)

Duration of trial (baseline to post): 5 months
Duration of participation (trial + follow-up): 1 week + 5 months
Setting: outpatient (school classroom)

Purpose of trial: “To assess the effectiveness of expert training and consultancy for teachers of
children with autism spectrum disorder in the use of the Picture Exchange Communication System
(PECS)” (p. 473)

Data Number of participants screened: 38 classes
Number of participants included: 18 classes (88 participants)
Number of participants followed-up at post treatment: not stated (84 participants)
Number of participants randomly assigned to :

o Wait-list: n=29
« Notreatment:n=29
o Active treatment: n=30

Number of withdrawals:n=4

o Wait-list: n=4
¢ No treatment: n=0
o Active treatment:n=0

Diagnosis: autism

Diagnostic manual: not stated, but “All children had received a clinical diagnosis of autism prior to en-
rolment in the study” (p. 476)

Means of assessment: the Autism Diagnostic Observation Schedule-Generic (ADOS-G)
Comorbidity: not stated

Age: 6.8 mean years

1Q::not stated

Sex: 17% female

Ethnicity: not stated

Country: UK

Inclusion criteria

1. Have aformal clinical diagnosis of autism and to meet criteria for autism or autism spectrum disorder
on the Autism Diagnosis Observation Schedule - Generic Module 1 (ADOS-G)

2. Have little or no functional language (i.e., not exceeding single words/word approximations)

3. Have no evidence of sensory impairment

4. Be aged between 4 and 11 years; not be using PECS beyond Phase 1 (i.e., able to exchange symbols
only if prompted

5. Each class was required to have a minimum of 3 children meeting the above criteria

Exclusion criteria

1. Not stated

Comparisons Wait-list

Treatment name: delayed treatment group
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Howlin 2007 (Continued)

Description of intervention: DTG: Receiving PECS training 2 terms after initial baseline assessment.

Exposure/intensity to treatment: no treatment during waiting

Duration of treatment: 5 months

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

No-treatment

Comparison name :no-treatment group

Description of intervention: receiving no PECS training

Exposure/intensity to treatment: no treatment

Duration treatment: 5 months

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes Beneficial effect

Hierarchy: observer-reported, clinical relevance

Outcome chosen: the Autism Diagnostic Observation Schedule-Generic (ADOS-G) - subscale Recip-
rocal Social Interaction

Adverse events

No data reported on adverse events

Notes Key conclusion from study authors

1.

2.

The results indicate modest effectiveness of PECS teacher training/consultancy. Rates of pupils’ ini-
tiations and use of symbols in the classroom increased, although there was no evidence of improve-
ment in other areas of communication.

Treatment effects were not maintained once active intervention ceased.

Key limitations from study authors

1.

Firstly, there were significant restrictions on financial resources and personnel (both in terms of re-
searchers and consultants) as well as time (most children were to move classrooms at the end of the
school year in which training took place).

. Secondly, we relied on only one measurement point at each assessment period for each child.
. Furthermore, although the classroom observation assessments had high ecological validity, in order

to ensure a degree of comparability across schools the primary measures were restricted to snack
times.

. Thirdly, it was not possible to collect ongoing measures of treatment fidelity - either with regard to

the PECS consultants or with regard to the practice of class teachers.

. Fourthly, the assessors were not blinded to group allocation or treatment phase, as financial limita-

tions precluded the use of additional blinded raters to code all the video recordings.

. Finally, while our use of ordinal data was driven by the highly skewed distribution of our primary out-

come variables, this might reduce sensitivity to detect change compared to continuous quantitative
data.

Other notes from review authors

1.

Usable data not available

Conflicts of interest: none found

Control interventions in randomised trials among people with mental health disorders (Review) 141
Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



= COCh rane Trusted evidence.
o § d decisions.
N LI b ra ry g‘e;::'leleal:lf.lswns

Cochrane Database of Systematic Reviews

Howlin 2007 (Continued)

Judgement: yes

Risk of bias

Item Authors' judgement  Support for judgement

Random sequence genera-  Yes Quote: "In each stratum, classes were randomly allocated to one of the three

tion treatment conditions using an online randomisation programme (http://
www.random.org)" (p. 475)

Allocation concealment Unclear No information

Blinding of outcome as- No Quote:"Fourthly, the assessors were not blinded to group allocation or treat-

Sessors ment phase, as financial limitations precluded the use of additional blinded
raters to code all the video recordings." (p. 479)

Blinding of participants No Not possible to blind wait-list and no-treatment

and personnel

Incomplete outcome data  Yes Quote:“Following random assignment, one class (ITG) subsequently withdrew
from the study. One girl entered a DTG class one year into the study; thus her
data were available from Time 2-Time 3 only. At baseline, one other girl (NTG)
failed to meet criteria for ASD." (p. 477)
Excluded from further analysis. Seven children moved out of the DTG during
the watching waiting period and did not receive treatment but they were as-
sessed at Times 2 and 3 and their data included in the analyses on an inten-
tion-to-treat basis. The final groups were: ITG (5 classes, 26 children, 21 boys, 5
girls); DTG (6 classes, 30 children, 27 boys, 3 girls); NTG (6 classes, 28 children,
25 boys, 3 girls).” (p. 478)
Attrition <15% (5.6%).

Selective outcome report-  Unclear No protocol found

ed

Other sources of bias Yes No other sources of bias found

Karst 2007
Study characteristics
Methods Parallel randomised trial with four arms
1. Physical placebo: placebo auricular acupuncture group
2. No treatment
3. Active treatment 1: midazolam group
4. Active treatment 2: auricular acupuncture group
Sample calculation:: yes
Cluster randomised:: no
Duration of trial (baseline to post): 1 treatment (1 day)
Duration of participation (trial + follow-up): 1 treatment (1 day)
Setting: outpatient
Purpose of trial: “Therefore, we designed a study to determine whether auricular acupuncture can de-
crease acute dental anxiety and compared it with the standard pharmacological sedative medication
midazolam, noninvasive placebo auricular acupuncture, and no treatment.” (p. 295)
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Karst 2007 (Continued)

Open or closed placebo: closed placebo

Data Number of participants screened: 81
Number of participants included: 67
Number of participants followed-up at post treatment: 67
Number of participants randomly assigned to:

« Physical placebo: n=19

+ Notreatment:n=10

o Active treatment 1: n=19
« Active treatment2:n=19

Number of withdrawals: 0

Diagnosis: specific anxiety (dental anxiety)
Diagnostic manual: not stated

Means of assessment: not stated
Comorbidity: not stated

Age: 38 to 49 mean years (SD = 13.09)

1Q: not stated

Sex: 44.8% female

Ethnicity: not stated

Country: Germany

Inclusion criteria

1. Inclusion criteria were dental extraction
2. Age of 1to -65 years

3. German speaking

4. Informed consent

Exclusion criteria

. Exclusion criteria were allergy to benzodiazepines,

. Addiction to any drugs or alcohol or the use of such substances preoperatively
. Any major psychiatric, neurologic, or cardiopulmonary disorder

. Previous acupuncture treatment

. Anticoagulation

. Pregnant or lactating

o b~ WN =

Comparisons Physical placebo

Treatment name: Placebo auricular acupuncture group

Description of intervention: “In addition, patients in the placebo auricular acupuncture group were
told that the needles would only be inserted gently and superficially and that an elastic cube would,
therefore, be necessary to support the needle” (p. 296)

“This group received placebo ear acupuncture by using the finger and liver points, which do not have
any documented effects on anxiety reduction. A placebo needle system was used, in which the tip of
the needle is blunt so as to cause a pricking sensation mimicking real acupuncture without actually
puncturing the skin. To support the needle, an elastic foam was used which was fixed upon the area of
the acupoint. In contrast to superficial sham acupuncture, this form of control may be associated with
less unspecific physiological effects.” (p. 296)

Individual or group treatment: individual

Exposure/intensity to treatment: 1 treatment

Duration of treatment: 1 day

Concomitant psychotherapy:: not stated

Concomitant pharmacotherapy: not stated
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Karst 2007 (Continued)

No-treatment

Comparison name: no treatment

Description of intervention: not stated
Exposure/intensity to treatment: no treatment
Duration treatment: not stated

Concomitant psychotherapy: not stated
Concomitant pharmacotherapy: not stated

Outcomes Beneficial effect

Hierarchy: observer-reported
Outcome chosen: sedation score - follow-up 2 (after dental treatment)

Adverse events

“Some patients (n=7, 36.8%) complained of nasal burning for a few minutes after intranasal midazo-
lam administration. No adverse effects were reported in the other groups”

Notes Key conclusion from study authors

1.

With the no treatment group as control, the auricular acupuncture group, and the midazolam group
were significantly less anxious at 30 minutes compared with patients in the placebo acupuncture
group (Spielberger Stait-Trait Anxiety Inventory X1, P =0.012 and <;0.001, respectively)

. In addition, patient compliance assessed by the dentist was significantly improved if auricular

acupuncture or application of intranasal midazolam had been performed (P =0.032 and 0.049, respec-
tively)

. In conclusion, both, auricular acupuncture and intranasal midazolam were similarly effective for the

treatment of dental anxiety

Key limitations from study authors

1.

However, placebo auricular acupuncture also decreased anxiety somewhat; these effects may have
been caused by a placebo system that was not totally inert or by psychological effects, such as pa-
tients’ expectations and beliefs which, in acupuncture trials especially, can not only modulate treat-
ment effects and neuronal substrates, but also baseline values. (...) However, we tried to reduce such
effects to a minimum by having a dental student (B.F.) do the interventions. He was carefully trained
for each procedure, but was not instructed on the theoretical background of acupuncture or the phar-
macologic therapy of anxiety

. Furthermore, communication between investigator and patients was restricted to a minimum. In ad-

dition, baseline assessment and all follow- up assessments were done by an independent investigator
(A.H.) who was unaware of the treatment

. Although patients were blinded regarding both acupuncture procedures, blinding was not achieved

from the patients’ perspective whetherintranasal midazolam, auricular acupuncture, or no treatment
were given. This may have been a source of significant bias. On the other hand, placebo or sham
acupuncture may exert potential physiologic effects, which make it difficult to use such procedures
for a double-dummy technique

. Furthermore, it is not uncommon for acupuncture trials to compare against standard care, that is, no

specific treatment for dental anxiety

. Another potential limitation is that patients were included consecutively, regardless of heterogenous

groups regarding general dental anxiety. However, the STAl baseline scores indicate that tooth extrac-
tion creates a specific anxiety, the awareness of which may be used to explore the consequences of
dental anxiety in general. Additionally, the STAI baseline scores are about the same as those in the
Hollenhorst et al's study which investigated intranasal midazolam to prevent claustrophobia induced
by magnetic resonance imaging

. Further potential limitations of our study are the relatively small population size, the small no treat-

ment control group, and the lack of assessing pain that might be a potential source of bias in the set-
tings of this study, although dental extraction was performed under local anaesthesia

Other notes from review authors

1.

None
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Karst 2007 (Continued)

Conflicts of interest: none found

Judgement: yes

Risk of bias
Item Authors' judgement  Support for judgement
Random sequence genera-  Yes Quote: “The names of the recruited patients were transmitted to the Depart-
tion ment of Biometrics, Hannover Medical School. A list with random numbers
was prepared by one of its members (L.H.).” (p. 296)
Allocation concealment Yes Author L.H. made the list and randomised.
“statistical procedures (L.H.) (...) were blind to treatment condition” (p. 297)
Blinding of outcome as- Yes Quote: “Both the investigators performing follow-up examinations (A.H.) and
Sessors statistical procedures (L.H.), and the dentist were blind to treatment condi-
tion” (p. 297)
Blinding of participants No Not possible to blind placebo and no-treatment
and personnel
Incomplete outcome data  Yes Attrition <15% (0%)
Selective outcome report-  Unclear No protocol found
ed
Other sources of bias Yes No other sources found
Kelley 2012
Study characteristics
Methods Parallel randomised trial with two arms
1. Pharmacological placebo: open-label placebo
2. Wait-list
Sample calculation: not stated
Cluster randomised: no
Duration of trial (baseline to post): 2 weeks
Duration of participation (trial + follow-up): 2 weeks (post treatment data) + 2/4 weeks of placebo
treatment (no follow-up).
Setting: outpatient
Purpose of trial: investigating if open-label placebo can be used as a first-line treatment for depres-
sion
Open or closed placebo: open placebo
Data Number of participants screened: not stated
Number of participants included: 20
Number of participants followed-up at post treatment: 15
Number of participants randomly assigned to:
« Pharmacological placebo: n=11
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Kelley 2012 (continued)

o Wait-list: n=9
Number of withdrawals: n=5

« Pharmacological placebo: not stated
+ Wait-list: not stated

Diagnosis: non-psychotic Major Depressive Disorder

Diagnostic manual: Diagnostic and Statistical Manual of Mental Disorders, 4th Edition (DSM-IV)
Means of assessment: the Structured Clinical Interview for DSM-IV Disorders (SCID)

Comorbidity: “While some comorbid conditions resulted in patients being excluded (e.g., schizophre-
nia), many other comorbid conditions were allowed (e.g., Generalised anxiety disorder (GAD), so long
as the GAD was not primary over major depressive disorder (MDD)).” ( Kelley 2012 (pers comm) )

Age: 38.8 mean years (SD = 12.6)

1Q: not stated

Sex: 70% female

Ethnicity:: not stated

Country: USA

Inclusion criteria

. Men or women aged 18-60 years old

. Current Major Depressive Disorder (MDD)

. Written informed consent

. Ascore of 11 or greater on the Quick Inventory of Depressive

. Symptomatology - Self-Rated (QIDS-SR)

. For wait-list/no treatment group: Patient must continue to meet criteria for
. current MDD at baseline. Patient must have Clinical Global Impression

. Improvement (CGI) scores; 2 (i.e. less than much or very much

O 00 N o U b W N =

. improved) from the screen to the baseline visit
Exclusion criteria

1. Ascore of greater than 25 on the HAMD-17 and/or a score of 6 or greater on the CGI-Severity scale

2. Pregnant women or women of child bearing potential not using a medically accepted means of con-
traception

3. Patients who are a serious suicide or homicide risk

4. Unstable medical illness including cardiovascular, hepatic, renal, respiratory, endocrine, neurologi-
cal, or hematological disease

5. The following Diagnostic and Statistical Manual of Mental Disorders-IV diagnoses: a) organic mental
disorders; b) substance use disorders, including alcohol, active within the last year; c) schizophrenia;
d) delusional disorder; e) psychotic disorders not elsewhere classified; f) bipolar disorder; g) acute
bereavement; h) severe borderline or antisocial personality disorder; i) current primary diagnoses of
panic disorder, social phobia, generalised anxiety disorder (GAD), or obsessive compulsive disorder
(OCD) (disorders that present as chief complaint and/or have their onset preceding the onset of major
depressive disorder)

6. Uncontrolled seizure disorder

7. Patients with mood congruent or mood incongruent psychotic features

8. Current use of other psychotropic drugs. Exception: Patients who have been on a stable dose for 30
days of classes of medications such as non-benzodiazepine sedatives, anxiolytic benzodiazepines,
non-narcotic analgesics may be included. Flexibility will be allowed based on physician discretion

9. Clinical or laboratory evidence of hypothyroidism

10.Patients who have taken an investigational psychotropic drug within the last year.

11.Patients who have not responded to two or more antidepressant trials of adequate doses (e.g., fluox-
etine 40 mg/day or higher) and duration (e.g.,for six weeks or more) over the past five years

12.Any concomitant form of psychotherapy (depression focused)

Comparisons Pharmacological placebo
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Kelley 2012 (continued)

Treatment name: Open-label placebo

Description of intervention: Patients were instructed to take two placebo pills, twice daily. The place-
bos were blue capsules containing microcrystalline cellulose” (p. 1).

Individual or group treatment individual

Exposure/intensity to treatment: 2 placebo pills twice daily

Duration of treatment: 2 weeks (post treatment data) + 2 weeks

Concomitant psychotherapy: not allowed (see exclusion criteria)

Concomitant pharmacotherapy: not allowed (see exclusion criteria)

Wait-list

Comparison name: wait-list control

Description of intervention: waiting for treatment/placebo
Exposure/intensity to treatment: waiting for treatment

Duration treatment :2 weeks

Concomitant psychotherapy: not allowed (see exclusion criteria)
Concomitant pharmacotherapy: not allowed (see exclusion criteria)

Outcomes Beneficial effect
« Hierarchy: observer-reported, clinician-rated
+ Outcome chosen: 17-item Hamilton Scale for Depression (HAM-D-17)
Adverse events
« No adverse events mentioned
Notes Key conclusion from study authors
1. The results do not support the hypothesis that open-label placebo is an effective treatment for de-
pression, however small statistically significant improvements were found.
Key limitations from study authors
1. Small sample size, larger trials for open-label placebo for MDD are warranted
2. Low statistical power
3. Short duration
Other notes from review authors
1. None
Conflicts of interest: none found
Judgement: yes
Risk of bias
Item Authors' judgement  Support for judgement
Random sequence genera-  Yes Quote: “The randomization itself was created by the biostatistician using
tion a computer to generate the sequence of assignments.” ( Kelley 2012 (pers
comm))
Allocation concealment Yes Quote:“ prior to enrollment and the revelation of treatment assignment, the

randomization was concealed from both the clinician and patient.” ( Kelley
2012 (pers comm) )

Blinding of outcome as-
Sessors

Yes Quote:“Blinded clinicians assessed patients at baseline and every two weeks
thereafter. The primary outcome was the clinician-rated 17-item Hamilton
Scale for Depression.” (p. 1).

Control interventions in randomised trials among people with mental health disorders (Review) 147
Copyright © 2022 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Kelley 2012 (continued)

“In addition, all assessments were conducted by assessors who were blinded
to treatment allocation.” ( Kelley 2012 (pers comm) )

Blinding of participants No Open-labelled placebo. Quote:“(1) Since this was a trial of open-label placebo
and personnel vs. no treatment control, patients and clinicians were not blinded during treat-
ment.” ( Kelley 2012 (pers comm) )

Incomplete outcome data  Unclear Attrition >15% (25%). No mention of ITT
Selective outcome report-  No NCT01103271
ed

Different primary outcome measure - feasibility (timeframe; one year) in pro-
tocol, while HAMD-17 in the full report

Other sources of bias Yes No other sources found
Kennedy 1974
Study characteristics
Methods Parallel randomised trial with six arms
1. Psychological placebo: pseudo-desensitisation
2. No-treatment: untreated
3. Active treatment 1: desensitization group 1
4. Active treatment 2: desensitization group 2
5. Active treatment 3: desensitization group 3
6. Active treatment 4: desensitization group 4

Sample calculation: not stated

Cluster randomised: no

Duration of trial (baseline to post): 1 year (max. of 6 sessions)
Duration of participation (trial + follow-up): 1 year

Setting: outpatient (college)

Purpose of trial: “Thus, another purpose of the present study was to obtain a more accurate picture of
the relationship between anxiety decrements and approach behavior at various stages of performance
on the behavioral avoidance test.” (p. 722-3)

Open/closed placebo: closed placebo

Data Number of participants screened: 81
Number of participants included: 74
Number of participants followed-up at post treatment: 60
Number of participants randomly assigned to:

« Psychological placebo: n =10
* No-treatment: n=10

« Active treatment 1: n =10

o Active treatment2: n=10

« Active treatment3:n=10
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Kennedy 1974 (Continued)

o Active treatment4:n=10
Number of withdrawals: n=14

» Psychological placebo: not stated
« No-treatment: not stated

« Active treatment 1: not stated

« Active treatment 2: not stated

« Active treatment 3: not stated

« Active treatment 4: not stated

Diagnosis: specific anxiety (snake)

Diagnostic manual: not stated

Means of assessment:: behavioural avoidance test
Comorbidity: not stated

Age: not stated

1Q: not stated - but college students

Sex: 100% female

Ethnicity: not stated

Country: USA

Inclusion criteria

1. Seventy-four students satisfied the pretreatment Behavior Avoidance Test (BAT) criterion of not being
able to reach Step 10

Exclusion criteria

1. Not stated

Comparisons

Psychological placebo

Treatment name: Pseudo-desensitisation

Description of intervention: “Subjects in this control condition received the same type and amount
of relaxation training as subjects in the desensitization groups. In contrast to the latter groups, howev-
er, relaxation was paired with snake-irrelevant stimuli during the subsequent therapy sessions. That
is, pseudo-desensitization subjects were instructed to relax and imagine neutral, pleasant scenes such
as walking in the mountains, sailing, frolicking at the beach, etc. Pseudo-desensitization subjects were
matched with subjects in the 100% desensitization group in terms of the number of treatment sessions
and the time of the posttreatment assessment.” (p. 722)

Individual or group treatment: individual

Exposure/intensity to treatment: 40-minute sessions for 6 sessions
Duration of treatment: 1 year

Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

No-treatment

Comparison name: untreated (no treatment)
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Kennedy 1974 (Continued)

Description of intervention: “Untreated subjects participated only in the pretreatment and posttreat-
ment assessment procedures. Posttreatment evaluation was conducted at approximately the same in-
terval as for subjects in the 100% desensitization group.” (p. 722)

Exposure/intensity to treatment: no treatment
Duration treatment: 1 year
Concomitant psychotherapy: not stated

Concomitant pharmacotherapy: not stated

Outcomes Beneficial effect

+ Hierarchy: only one outcome
« Outcome chosen: Behavior Avoidance Test (BAT)

Adverse events

« No data reported on adverse events

Notes Key conclusion from study authors

1. Degree of transfer and fear change associated with four levels of desensitization, pseudodesensitisa-
tion, and no treatment were assessed in snake-phobic students.

2. Only participants desensitised to 75% or more of the hierarchy demonstrated reliably greater reduc-
tions in avoidance behaviour than controls.

3. However,participants completing 50% or less of the hierarchy showed smaller transfer decrements
than those who finished the hierarchy.

4. Evidence also suggested that repeated exposure tends to improve transfer efficiency. On the post-
test, desensitisation participants reported significantly less anxiety than no-treatment controls when
repeating their highest pretreatment responses, but were no different from either control group when
performing new approach responses, suggesting that behavioural improvementis not dependent up-
on the elimination or inhibition of conditioned emotional arousal.

Key limitations from study authors
1. Not stated
Other notes from review authors

1. Terminal = post-treatment
2. SD was generated from Etringer 1982 and Rosen 1976 (same outcome, same population, same scale)
3. Only reports data on completers

Conflicts of interest: none found

Judgement: yes
Risk of bias
Item Authors' judgement  Support for judgement
Random sequence genera-  Unclear Quote: “Assignment to groups was random, with the constraint that extreme
tion pretreatment BAT scores be distributed in order to keep pretreatment means
reasonably equal.” (p. 722)
Allocation concealment Unclear No information
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Kennedy 1974 (Continued)

Blinding of outcome as- Yes Quote:“The experimental assistant who administered the BAT participated on-
sessors ly in the assessment procedures and had no knowledge of which group the
subjects represented.” (p. 722)

Blinding of participants No Not possible to blind placebo and no-treatment
and personnel

Incomplete outcome data  No Attrition >15% (18.92%). No ITT. Only reports data on completers
Selective outcome report-  Unclear Protocol not found

ed

Other sources of bias Yes No other sources found

Kilmann 1987

Study characteristics

Methods Parallel randomised trial with five arms

. Psychological placebo: attention-placebo

. Wait-list: no-treatment

. Active treatment 1: communication Technique Training
. Active treatment 2: Sexual Technique Training

a b~ W N =

. Active treatment 3: Combination Treatment
Sample calculation: not stated

Cluster randomised: no

Duration of trial: 4 weeks

Duration of participation (trial + follow-up):: 4 weeks + 6 months follow-up. However, the same par-
ticipants were used in Kilmann 1985 and Kilmann 1988 . In these they were compared to a healthy sam-
ple.

Setting:: outpatient (WJB Dorn Veterans Hospital in Columbia)

Purpose of trial: Testing the effect of Group treatment (Communication Technique Training, Sexual
Technique Training, Combination Treatment)

Open/closed placebo: closed placebo

Data Number of participants screened: not stated
Number of participants included: 21
Number of participants followed-up at post treatment: 20
Number of participants randomly assigned to:

» Psychological placebo: n=4
« Wait-list: n=4

« Active treatment 1: n=4

o Active treatment2: n=4

« Active treatment3:n=4
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Kilmann 1987 (continued)

Number of withdrawals: n = 1, one man dropped out after the first week of treatment due to an unex-
pected illness which required hospitalisation.

Diagnosis: erectile dysfunction

Diagnostic manual: not stated

Mean of assessment: Clinical Interview (Sexual Interaction Inventory)

Comorbidity: not stated

Age:: 51 mean years, (range = 31 to 67)

1Q: not stated - their education average was 15.3 years, with a range of 12 to 20.

Sex: 100% male (and with their respective partners)

Ethnicity: not stated

Country: USA

Inclusion criteria

1.

g b~ W N

the man must have reported an inability to experience successful penetration of the vagina and sub-
sequent ejaculation in 20% or more of his attempts during the past 5 months;

. the man must not have been more than 70 years old;

. the man must have been in a committed relationship with his partner for at least the past six months;
. the man's partner was willing to participate in treatment;

. neither the man nor his partner had debilitating levels of anxiety, depression, or hostility as deter-

mined from extreme scores on the Multiple Affect Adjective Checklist;

. neither the