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Depression is a major public health challenge. Psychotherapy is one of the most important
first-line treatments with good outcomes, although there is also room for improvement. In this
article, I describe how outcomes can be further improved, based on innovative meta-analytic
research. I first describe this innovative approach: a living systematic review of all randomized
trials on psychological treatments, regardless of age, target group, or comparator, which
provides an overview of everything that can be known about the field from randomized trials. In
the second part, I present a brief overview of the research questions that have been answered by
this work. Several therapies have been found to be effective, and they are effective in different
age and target groups. They are as effective as antidepressants at the short term but more
effective at the longer term. In the third part of this article, I describe some recommendations
for the field. One important finding is that therapies are effective but not for everyone. More
research on sequential treatments and on those who do not respond to a therapy is very much
needed. Another important finding is that none of the new therapies that have been introduced
over the past 50 years are more effective than previous treatments. It is important, therefore, not
to embrace new therapies too easily but to focus on other innovations that will result in better
outcomes, such as increased frequency of sessions, feedback to patients, and better matching the

needs of patients to the expertise of therapists.

Public Significance Statement

More than 1,000 controlled studies have shown that psychological interventions are
effective in the treatment of depression. However, they are not effective in every patient.
This article presents a new methodology to integrate the results of these studies in a manner
that facilitates the generation of recommendations on how treatments can be improved.

Keywords: depression, major depressive disorder, psychotherapy, meta-analysis, living

systematic reviews

Depression is one of the main public health challenges
of our time. Worldwide, approximately 280 million people
suffer from it, and 5.6% of all “years lived with disability”
can be attributed to depression (World Health Organization,
2022). In addition to all the personal suffering of patients and

their relatives, the economic costs associated with depression
are estimated to be nearly $1 trillion per year (Chisholm et al.,
2016), mostly due to production losses.

Psychotherapy and antidepressant medications are considered
the two most important first-line treatments for depression
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in most treatment guidelines (American Psychological
Association, 2019; Gelenberg et al., 2010; World Health
Organization, 2023). Although both treatments have been
found to be effective in hundreds of randomized trials
(Cipriani et al., 2018; Cuijpers, Quero, et al., 2021), modeling
studies have shown that they can only reduce the disease
burden of depression at the population level with approxi-
mately one third, even in optimal conditions of 100% uptake
and delivery of evidence-based treatments only (Andrews
et al.,, 2004). The effect sizes of psychological treatments
have also not improved in the past 5 decades (Cuijpers,
Miguel, Ciharova, Harrer, Basic, et al., 2024), and less than
half of patients receiving psychological treatment respond
(Cuijpers, Karyatoki, et al., 2021). Furthermore, the uptake of
services has increased considerably in high-income countries
over the past decades, but this has not resulted in a reduction
in the prevalence of depression in the community: the
treatment-prevalence paradox (Ormel et al., 2022).

More than 1,000 randomized controlled trials have been
conducted in the past decades that examine the effects
of psychological treatments of depression. This huge body of
research has resulted in much knowledge about the effects of
these treatments, the type of treatments that work, for whom,
and how they should be applied. Over the past years, we have
developed a new meta-analytic methodology that makes it
possible to analyze the large body of research systematically
and answer all research questions that can be answered with
randomized trials. However, this new approach also allows
researchers to go beyond these specific research questions
and draw broader conclusions. This also makes it possible to
give general directions on how treatments can be improved.

The goal of the current article was to describe this new
meta-analytic method, what this method has shown about the
effects of treatments of depression, and the lessons learned
from this research. In the first section of this article, I will
describe this innovative, “next level” approach to meta-
analytic research that my team and I have developed over the
past years. In the second section of this article, I will give a
brief overview of the results of more than 100 meta-analyses
of these trials that we have conducted and the clinically
relevant research questions that have been answered by this
research. In the third section of this article, I will take a step
back from the specific research questions and look at
the broader developments in the field, its weaknesses, and
opportunities to further improve the outcomes of treatments.

Toward a Next-Level Meta-Analytic Aggregation of
Outcomes of Randomized Trials

Transparency and Openness

This article is not a meta-analysis, but it reports on a series
of meta-analyses. Most of the data of these meta-analyses are
available for everyone on the website of the project at https://
www.metapsy.org.

CUIJPERS

Conventional meta-analyses focus on one research question
about one comparison, for example, one type of therapy
compared to a comparator, such as untreated controls or
another treatment. For such meta-analyses, the researchers
must conduct searches to identify relevant trials, extract data
from included trials, and then run analyses to answer this one
research question as good as possible. This approach to meta-
analyses is, however, not very efficient because every time
this work must be done all over again for each specific meta-
analysis. Especially when a field grows bigger, the work
involved is increasing considerably, while specific meta-
analyses can still only answer one specific research question.

In our meta-analytic work, we have used another strategy.
Over the past 17 years, we have conducted regular searches in
bibliographic databases and included any randomized con-
trolled trial examining the effects of psychological treatments,
regardless of the type of treatment, delivery format, age
group, target group, or comparator. That means that we have a
complete overview of all randomized trials on psychological
treatments of depression, which currently includes more than
1,000 randomized trials. We conduct searches to update the
database every 4 months, and every year several dozens of new
trials are added to our database. We refer to such extensive
living systematic reviews as ‘“‘meta-analytic research domains”
(MARD:s; Cuijpers, Miguel, et al., 2022). MARDs are wider
than (network) meta-analyses and superior to umbrella reviews
due to the uniform methodology across all subdomains.

MARDs have several important advantages. They give a
broad overview of a field with consistent study inclusion,
data extraction, quality assessment, and analyses. Basically,
an MARD includes everything that can be known from
randomized trials in a specific field, in our case, psychological
treatments of depression. This has allowed us to write dozens
of meta-analyses on types of therapy, comparisons between
therapies, comparisons with antidepressants, treatment formats,
effects in specific target groups, characteristics of participants,
treatments, settings, and countries (Cuijpers, Miguel, Harrer,
et al., 2023). Over the years, we have also been able to provide
updates of meta-analyses, when enough new studies have been
conducted.

MARD:s also allow meta-analytic research that is difficult to
conduct in other ways. For example, secondary outcomes of
treatments are difficult to identify through traditional searches
in bibliographic databases (abstracts usually do not report
them), but when the trials are identified, the included trials can
be examined easily on reported secondary outcomes (see, €.g.,
Bhattacharya et al., 2023; Kolovos et al., 2016; Park et al.,
2014). There are also no good search terms, for example, for
dismantling studies but they can be identified relatively easily
in our MARD (Cuijpers, Cristea, et al., 2019). MARDs also
allow for quick meta-analyses of specific research questions,
and the comprehensive overview of the field also leads to meta-
analyses that can be used in the development of treatment
guidelines. For example, several of our meta-analyses were
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used for the recent update of the guidelines of depression by the
World Health Organization (2023) and for the development of
the Clinical Practice Guideline for the Treatment of Depression
of the American Psychological Association (2019).

Open science is an important element of our initiative. The
website of our initiative (https:/www.metapsy.org) currently
includes 11 meta-analytic data sets on psychotherapies for a
range of mental disorders, including panic disorder, general-
ized anxiety disorder, suicide, problem gambling, obsessive—
compulsive disorders, posttraumatic stress disorder, psychotic
disorders, and borderline personality disorders, and we are
working on data sets on several other mental disorders, inclu-
ding bipolar disorder, eating disorders, and prolonged grief
disorder. The initiative is supported by the World Health
Organization and is a collaborative effort of several research
groups across the world, who are constantly working on
adding new data sets and keeping the available data sets up to
date. The project is financially supported and coordinated
by the Vrije Universiteit Amsterdam, The Netherlands.
The Technical University of Munich, Germany, supports
the technical development of the website. However, much of
the work is done by enthusiastic researchers and volunteers
around the world, who want to contribute to better treatments
and open access of meta-analytic data. Apart from the funding
by the Vrije Universiteit, the project is sometimes supported
by small grants, but structural funding remains problematic.
Each of the participating research groups is responsible for the
funding of their own MARD.

We have also developed other open and freely available
materials to facilitate high-quality meta-analyses: A freely
available handbook on how to conduct meta-analyses in
mental health research (Cuijpers, 2016); several specific
statistical packages in R to facilitate state-of-the-art meta-
analyses according to the standard of our project, such as
metapsyData and metapsyTools (Harrer et al., 2022); and a
handbook for doing meta-analysis in R, which can be
accessed for free on the internet (Harrer et al., 2021).

The data sets of the project are not only open access for
everyone but they also make it possible to run meta-analyses
completely online at our website without any statistical
software. These analyses can be run on a full data set or on a
selection of studies, using “shiny apps.” If you want to know,
for example, the effects of cognitive behavior therapy (CBT)
for depression in older adults (currently 50 trials), you can
go to the website and run a complete meta-analysis on this
subset of studies in a few minutes, including the effect size
(Hedges’ g), the number needed to treat, several indicators of
heterogeneity, a forest plot, outliers, publication bias, risk of
bias, and even moderator analyses. Are you interested in
what the effects are of group therapy in perinatal depression
(20 trials) if guided self-help works in depressed college
students (four trials) or if therapies with only one or two
sessions work in depression (11 trials)? You can run your
own meta-analysis on such questions within minutes.
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We have also added a data set where patients can find the
absolute outcomes of 24 treatments for eight mental disorders
(we included only treatments with at least five trials; based
on Cuijpers, Miguel, Ciharova, Harrer, Basic, et al., 2024).
We report response rates in terms of a 50% reduction in
symptoms and provide patients with the response rates in the
treatment and control groups. For example, the response rate
of behavioral activation (BA) for depression is 53%, while the
response rate in the control conditions is 26% (a net benefit
of 27%). We also provide explanations in lay language of
how trustworthy the results are in terms of study quality and
variation of effects, as well as the possibility of downloading
a complete report for this therapy with a technical appendix.

What Have Randomized Trials Shown About
Psychological Treatments of Depression?

Our MARD on psychological treatments of depression has
resulted in more than 100 meta-analyses in the past 17 years
(Cuijpers, Miguel, Harrer, et al., 2023). These meta-analyses
have answered many clinically relevant research questions.
In the following, I will give a brief overview of the research
questions that have been answered in this area of research.

Which Therapies Are Effective?

Our meta-analyses have shown that various psychological
interventions are effective in the treatment of depression.
Therapies that are effective and are examined in more than
10 trials include CBT, interpersonal psychotherapy, psycho-
dynamic therapy, problem-solving therapy, BA, life-review,
third-wave therapies (including acceptance and commitment
therapy and mindfulness-based therapy), and nondirective
counseling (for definitions, see Cuijpers, Karyotaki, de Wit &
Ebert, 2020). A large network meta-analysis including trials
in which any of these therapies were compared with another
or with a control group (wait-list or usual care) showed that
there are no significant differences between the treatments in
terms of effects or dropout (Cuijpers, Quero, et al., 2021).
Maybe nondirective counseling has effects that are somewhat
smaller than those of other therapies (Cuijpers, Miguel,
Ciharova, Harrer, & Karyotaki, 2024) but that may also very
well be an artifact, as it is often used as a control group. The
effect sizes of the therapies range from small to moderate, but
they are maintained up to 1 year after treatment.

In terms of absolute outcomes, approximately 41% of
participants show a response to treatment, defined as a 50%
reduction in symptoms between the start and end of the therapy
(Cuijpers, Karyotaki, et al., 2021). In contrast, response rates in
the wait-list and usual care control groups range from 16% to
17%. These response rates may be somewhat conservative
because they assume that all study dropouts are nonresponders.
These calculations also include people who have received
treatment before, while those who receive their first treatment
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probably have higher response rates (Sakurai et al., 2024). This
means that the actual response rates are probably higher.

Therapies can be administered in various formats, including
individual sessions, group sessions, telephone-based sessions,
digital platforms, and other forms of guided and unguided
self-help. No significant differences have been observed
between these delivery formats, as long as there is personal
support from a human, either face-to-face or through email
or other digital methods (Cuijpers, Noma, et al., 2019).
Interventions without human support (usually digital) are
also effective, although the effect sizes in such cases are
significantly smaller (Karyotaki et al., 2021). We found no
evidence that the number of sessions or the total contact
time with a therapist is associated with the effect size
(Cuijpers et al., 2013). However, a higher frequency of
sessions is associated with larger effect sizes, meaning that
two sessions per week are more effective than one and that
one is more effective than once every 2 weeks.

Age and Target Groups

The effects of therapies do not differ significantly between
adult age groups, ranging from young adults to individuals
aged 75 and older (Cuijpers, Karyotaki, Eckshtain, et al., 2020).
However, the effects are significantly lower in children and
adolescents. The impact of these therapies is also comparable
across various specific target populations, including individuals
with general medical disorders, college students, and women
experiencing perinatal depression.

However, the therapeutic effects are somewhat lower in
primary care settings compared to specialized care, possibly
due to higher rates of improvement in control conditions within
primary care (Cuijpers, Miguel, Ciharova, Harrer, et al., 2023).
There may also be a slight reduction in therapeutic effects in
cases of persistent depression. Furthermore, therapeutic effects
are reduced in individuals with depression and comorbid
substance use disorders, but this reduction is not observed in
cases with comorbid anxiety or insomnia (Cuijpers, Miguel,
Ciharova, Quero, et al., 2023).

Comparison With Antidepressants

We found in a large network meta-analysis that psycho-
therapy and antidepressant drugs have comparable effects at
the short term and that the combination of the two is better
than either one alone (Cuijpers, Noma, et al., 2020). In the
longer term, about 1 year after randomization, combined
treatment is still more effective than pharmacotherapy and
psychotherapy, but psychotherapy is also significantly more
effective than pharmacotherapy. In another meta-analysis,
which also included trials outside our database, we differenti-
ated between acute phase treatment and maintenance treatment
for up to a year (Furukawa et al., 2021). Patients could receive

CUIJPERS

any of the three possible treatments in the acute phase
(psychotherapy, pharmacotherapy, and combined treatment),
while in the maintenance phase, they could also receive any of
the three or usual care or placebo. This study again confirmed
that combined treatment was better than psychotherapy or
pharmacotherapy alone and that psychotherapy was more
effective than pharmacotherapy. This was also true when
psychotherapy was only provided in the acute phase.

Who Benefits From Treatments and Who Does Not?

An important limitation of conventional meta-analyses lies
in their inability to investigate the association between patient
characteristics and treatment outcomes. This challenge arises
because the personal characteristics of participants can only
be examined at the aggregated study level in meta-analyses.
Individual trials are also not well suited to examine such
outcome moderators, because they typically include enough
participants to find an effect of the intervention, but not to
find significant moderators (Cuijpers, Ciharova, et al., 2022).
Therefore, almost all trials lack the statistical power to
examine outcome moderators adequately. The so-called
“individual patient data” (IPD) meta-analyses can examine
such moderators. In these studies, researchers collect the
primary data from randomized controlled trials and consoli-
date them into one data file. As part of the Metapsy initiative,
we are also working hard to conduct such IPD meta-analyses.
These analyses are not at the core of the project and should be
considered a separate subproject. However, we are working
on multiple IPD meta-analyses, and we are exploring
possibilities to make these data open to other researchers.
IPD meta-analyses make it possible to do research on who
benefits from which treatment. For example, we conducted
a large IPD network meta-analysis of almost 40 trials with
almost 10,000 participants (Karyotaki et al., 2021). In this
study, we found that for mild depression, both guided and
unguided digital interventions for depression are effective,
with no discernible difference between them. However, when
dealing with more severe depression, guided interventions
prove to be more effective. Because the sample size of the IPD
data sets is large, it is also possible to examine several other
important issues that cannot be examined in single trials, for
example, deterioration and negative effects (Ebert et al., 2016;
Karyotaki et al., 2018; Vittengl et al., 2016).

Limitations

There are several limitations that must be considered when
looking at the results of this MARD on the psychological
treatment of depression. First, the validity of the randomized
trials that are included in the MARD. Only 20% of the
trials in our database can be considered to have a low risk
of bias. The other 80% have at least some problems with,
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for example, the randomization, the outcome assessments,
and/or the handling of dropouts (Cuijpers, Karyotaki, et al.,
2019). It has also been shown that waiting-list control groups
overestimate the effects of therapies, compared to usual care
control groups (see also, e.g., Furukawa et al., 2014). Another
important problem for research in this area is publication bias,
which refers to negative studies that are not published and
therefore inflate the outcomes of meta-analyses (Driessen et al.,
2015). In a study in which we adjusted for these problems, we
found that the pooled effect size was only about half of the
unadjusted effect size (Cuijpers, Karyotaki, et al., 2019).

Another major problem is that included trials often do not
report their characteristics and outcomes well enough. This
means that studies are unclear about the exact procedures,
outcomes, and participants. This could be solved by contacting
the authors but that requires an additional major effort from the
researchers, considering the large number of trials included in
the MARD. The resources to do that are simply not available.

The last major problem that I want to mention is the high
level of heterogeneity found in most meta-analyses. This
means that the results of the trials vary widely and that it is not
clear what the exact causes are of these variations in results.
This makes all results uncertain and may obscure important
differences between studies.

Lessons Learned: How to Innovate Research on
Psychological Treatments of Depression

Because our MARD gives a comprehensive overview of all
randomized trials on psychological treatments of depression,
we can also take a step back and look at developments that go

Figure 1

beyond the concrete research questions that are examined in
the trials and meta-analyses.

One important lesson we can learn from this large body of
research is that innovation is very much needed. As indicated
in the Introduction, modeling studies have shown that current
treatments can only take away one third of the disease burden
of depression and only in optimal conditions (Andrews
et al.,, 2004). However, our meta-analytic research gives
more reasons why innovation is needed. First, the effects of
therapies have not improved over time. In a large meta-
analysis of 562 randomized controlled trials with 669
comparisons between therapy and controls (including 66,361
patients), we found no indication that the effects of therapies
have improved over time (Cuijpers, Harrer, et al., 2023).
Hundreds of trials have been conducted on many types of
therapy, in all types of age and target groups, with differing
formats, lengths, and in many different countries and settings.
But in general, we have not been able to improve the effects
of therapies. Figure 1 shows a graphical representation of the
effect sizes of therapies over time.

In addition, with a response rate of 41%, the absolute
effects of therapies are good, but not for everyone. Although
this percentage is based on conservative estimates and the
actual response rate is probably somewhat higher, it still
means that a considerable proportion of patients do not
respond (59%) or would also have responded without
treatment (16%—17%). Although effect sizes in mental health
treatment are certainly not worse than effect sizes in broader
biomedical treatments (Leucht et al., 2012), there is also
considerable room for improvement. So, how can this
improvement be realized?

Bubble Plot of the Effects of Therapy for Depression Over Time

Effect size

1980 1990

2000 2010 2020

Year

Note. This plot is based on a meta-analysis of 562 randomized controlled trials (669 comparisons between therapy and control
groups; 66,361 patients), in which we conducted a bivariate metaregression analysis with publication year as predictor. The
P coefficient of publication year was —.0023 (SE = 0.0025, p = .38; Cuijpers, Harrer, et al., 2023). SE = standard error. See the
online article for the color version of this figure.
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Sequential Treatments

There is hardly any research on what to do when a patient
does not respond to evidence-supported treatment. Every
year, there are dozens of new trials examining the effects of
psychological treatments for acute depression, but almost no
research on those who do not benefit from the first treatment.
All therapies have comparable effects, but it is unknown
who benefits from which treatment and who will respond to
one specific therapy but not another. This results in several
research questions that are highly relevant for mental
health care. Which therapy is the best to start with? Is that
arelatively simple one, like BA? A low-intensity intervention
like guided self-help? The therapy the patient prefers? Or the
therapy that is available in the clinic? And when the patient
does not respond to this first treatment, what should be next?
And what should be the third, fourth, and fifth? When should
we start with antidepressants?

In Figure 2, I have given the cumulative response rates
for each new treatment when the previous one was not
successful. After the first treatment, 41% responded (Cuijpers,
Karyotaki, et al., 2021), and after the second treatment, 41%
of the remaining 59% (a total of 65%) have responded, and so
forth. About 80% of the patients have responded after three
treatments, but some patients need up to 10 treatments to
respond. All this is assuming that each new therapy is as
effective as the previous one. In reality, the number of
treatments needed to realize the response in all patients is
even greater because the number of patients responding to a
treatment is lower when they have received a treatment
before (Furukawa et al., 2016). The number of treatments
needed is also higher when the outcome is remission.

Figure 2

CUIJPERS

Figure 2 also shows that many people respond under control
conditions. Clinicians often think that when a patient does not
respond, they did not conduct the therapy well. They can
also go back to the diagnostic phase to examine whether the
diagnosis of depression was wrong, as this patient did not
respond to an “evidence-supported” therapy. Both assumptions
are certainly not necessarily true, as nonresponse is a
completely normal outcome of therapy.

If we want to improve patient outcomes, we need to focus
more on sequential treatments of depression. Because all
therapies have comparable effects and we do not know who
benefits from which treatment, there is currently no reason to
choose one therapy over the other. Due to the high number
of patients who do not respond to treatment, research on
sequential treatments has considerable potential to improve
outcomes efficiently and further reduce the disease burden of
depression.

In the field of pharmacotherapy, there is more research
on sequential treatments. In this field, the term “treatment-
resistant” depression (TRD) was coined. TRD can be defined
as inadequate response to a minimum of two antidepressants
despite the adequacy of the treatment trial and adherence to
treatment (McIntyre et al., 2023). I have argued elsewhere
that the concept of TRD is based on a misunderstanding of
the effects of depression treatments (Cuijpers, 2023) because
antidepressants also have limited effects, just as psycho-
therapy, and not responding to one or two treatments is not
an exception at all just a logical consequence of the limited
effects of the treatments. TRD is not a special condition for
patients. However, research on TRD is, in fact, research on
sequential treatments because these trials examine which

Cumulative Proportion Response After Sequential Treatments of Depression

1
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Cumulative response rates
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Response after therapy

"
/

Response after usual care
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Number of treatments

Note. This figure is based on the assumption that each new therapy is as effective as the previous
one. See the online article for the color version of this figure.
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antidepressant works when two previous antidepressants
have not worked. We need research like that in psycho-
therapy as well.

No New General Therapies for Depression Are Needed

Over the past 50 years, several new types of depression
therapy have been developed. Starting in the 1970s with
CBT, interpersonal psychotherapy, and BA, followed by
other treatments such as problem-solving therapy, and since
the 1990s, the third-wave therapies, like mindfulness-based
CBT, acceptance and commitment therapy, schema therapy,
and metacognitive therapy. With the introduction of these
new therapies, the developers and proponents suggested
that these therapies were more effective, better met the needs
of patients, or their underlying theoretic model was more
sophisticated. However, our meta-analytic work clearly
shows that there are no significant differences between
therapies, not only in terms of the main outcome, depressive
symptoms (Cuijpers, Quero, et al., 2021), but also in the
analyses of secondary outcomes, we have never found
strong indications that one therapy has better outcomes than
others.

Given the limited response rates of therapy, it is
understandable that clinicians remain constantly engaged
in searching for enhanced therapeutic approaches capable
of benefiting more patients. However, despite this perpetual
cycle of innovation and all the resources that are spent
on the development and implementation of these new
therapies, the anticipated surge in response rates has
remained elusive. It is possible that some patients respond
better to one treatment compared to another, but until now,
we have very little evidence supporting such personaliza-
tion of treatments.

There are some areas where new therapies are needed.
One area is persistent depression. Only one therapy has been
specifically developed for persistent depression (cognitive
behavioral analysis system of psychotherapy; Furukawa et al.,
2018), and relatively few trials have examined the effects of
therapies for this condition, while it is an important driver of
the disease burden of depression. A recent historical analysis
of the trials in our database also showed that compared to
research in adults, fewer trials are conducted in children and
adolescents, while it is well established that the effects are
significantly smaller in youth (Cuijpers, Harrer, et al., 2023;
Cuijpers, Karyotaki, Eckshtain, et al., 2020). Therefore, more
research is needed on better therapies for this group. Our
research has also shown that therapies are less effective in
primary care (Cuijpers, Miguel, Ciharova, Harrer, et al.,
2023) and in patients with comorbid substance use disorders
(Cuijpers, Miguel, Ciharova, Quero, et al., 2023). New
therapies to improve outcomes in these populations are
certainly much needed.
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More Research With the Potential to
Improve Treatments

Every year, dozens of new randomized trials examine the
effects of psychological treatment of depression. However,
there are also several important clinical issues that have
hardly been examined. In many ways, these extensive series
of new trials are aimed at “easy” research questions. The
more complicated trials aimed at questions that are clinically
highly relevant but require more resources or are logistically
more challenging are hardly conducted. For example, there
are only a few trials aimed at persistent depression (Cuijpers
et al.,, 2010) or comorbid conditions. For example, we
conducted a meta-analysis of trials aimed at patients with
comorbid mental health conditions and found a modest set of
trials on comorbid anxiety (k = 9), insomnia (k = 10), and
substance use problems (k = 8) and almost no trials on
comorbid personality disorders, posttraumatic stress disor-
der, or obsessive compulsive disorder (k < 2; Cuijpers,
Miguel, Ciharova, Quero, et al., 2023). At the same time,
comorbidity is more the rule than the exception in clinical
practice, especially in specialized services (ter Meulen
et al., 2021).

There are also several other important research directions
that have the potential to improve clinical practice and reduce
the disease burden of depression. For example, routine
outcome monitoring and feedback to patients have been
found to have some beneficial effects on outcomes (Barkham
et al., 2023). There is also some evidence that increasing the
frequency of sessions may increase the outcome in patients
(Bruijniks et al., 2020; Cuijpers et al., 2013). Another
promising approach to increase the effects of treatments is
to match therapists to patients in those areas where the
therapists are most effective (Constantino et al., 2021).
Although therapies may have comparable effects that does
not exclude the possibility, such process-based improve-
ments can further improve the effects of therapies.

It is not possible to discuss all research directions that
may lead to reductions of the disease burden of depression in
detail, but research into stratification and who benefits from
which treatment is certainly one promising line of research.
This can be realized, for example, through machine learning
approaches (Benjet et al., 2023; Lorenzo-Luaces et al., 2017)
and IPD network meta-analyses (Karyotaki et al., 2021).

Other important directions are not so much directed at
improving therapies or matching patients with therapies,
but rather at improving uptake. Currently, uptake is low
(Chisholm et al., 2016), with only one in five people with
depression receiving adequate treatment in high-income
countries and only one in 27 in low- and middle-income
countries (Thornicroft et al., 2017). The uptake is even
lower in specific age and target groups, such as adolescents,
young adults, older adults, minority groups, and groups
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with lower socioeconomic status (Merikangas et al., 2010;
Morichi et al., 2015; Rickwood et al., 2015; Suresh & Bhui,
2006). There is much research on how to increase the
uptake of services, including research on adapting therapies
to increase the uptake in low- and middle-income countries.
For example, there is a considerable body of literature
showing that therapies can be effectively delivered by lay
health counselors (Karyotaki et al., 2022), and digital
interventions are also increasingly used in low-resourced
settings (Cuijpers, Heim, et al., 2022a; Cuijpers, Heim,
et al.,, 2022b). Digital interventions have been found to
have similar effects as face-to-face therapies in depression
(Cuijpers, Noma, et al., 2019; Hedman-Lagerlof et al., 2023)
and can also be used in high-income settings to increase
uptake, just as single-session interventions (Schleider &
Weisz, 2017).

Clinical Implications

Meta-analytic research has resulted in much knowledge
about what works and what does not work in the treatment of
depression. It goes beyond the scope of this article to describe
all clinical implications of the meta-analytic research that has
been conducted. However, when we take a step back from the
concrete research questions and look at broader develop-
ments, some implications for clinical care are important to
note. One is that it is important that when treating a patient
with an evidence-supported therapy, it is very well possible
that the patient does not respond to that. The fact that a therapy
is supported by evidence does not mean that everyone gets
better. Clinicians can wonder if they conducted the therapy
well. They may think that they need to go back to the
diagnostic phase, because it may not be a depression after
all when the patient does not respond, and that is not
automatically true, because not responding to a therapy is
not unusual at all. Another clinical implication is that it may
not be better not to embrace new therapies too easily. None of
them has been shown to be better than older therapies, so it
may be a waste of time and resources to be trained to deliver
this new therapy. It may be more useful to spend time
developing sequential treatments. Yet, there is no scientific
knowledge to guide clinicians in how such sequential
treatments should look like but it is still possible to develop
ideas on how to do that based on the available expertise of
therapists, efficiency, and patient preferences.

Discussion

In this article, I described the new approach to meta-
analytic research on psychological treatments of depression
that my colleagues and I have developed over the past
17 years. Because this is a living systematic review that
covers all randomized controlled trials on these treatments,
this approach makes it possible to provide a complete and
up-to-date overview of what can be known from these trials.

Open science is an important element of our approach and
by making the data sets (and analyses of subsets) available to
everyone, my colleagues and I hope that these data sets will
be seen as the “cumulative knowledge of the field.”

This meta-analytic work has answered many relevant
research questions. Several different types of therapy have
been found to be effective, with few significant differences
between therapies. Therapies can be delivered effectively in
any format if there is human support. They are effective
in different age and target groups but are somewhat less
effective in children, adolescents, primary care, and in
comorbid substance use disorder. Therapies are as effective
as antidepressants in the short term but more effective in the
longer term, and combined treatment is more effective than
either one alone, in the short and longer terms.

Apart from answering such concrete research questions, it
also makes it possible to go beyond these specific research
questions and look at the broader developments in the field,
its weaknesses, and opportunities. An important finding is
that therapies are effective, but certainly not in all patients.
Therefore, it is important to focus much more on sequential
treatments and on those patients who do not respond to a
therapy.

Another important conclusion is that none of the new
therapies introduced over the past 50 years have been found
to be more effective than previous treatments, and it may
be better not to embrace new therapies too easily. It may be
better to focus on other innovations that will result in better
outcomes. Such innovations include not only more knowledge
on sequential treatments but also on increased frequency of
sessions, feedback to patients, and better matching the needs of
patients to the expertise of therapists.

More than 1,000 randomized trials have shown that
psychotherapy is a powerful and probably the best currently
available method to help patients with depression. However,
it does not work immediately for all patients. It is important,
therefore, that we acknowledge this and focus much more
on rational methods based on science to further improve the
outcomes that are already good but can even be better. We
owe this to our patients, their families, and our communities.
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