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Abstract

Introduction

Emotional disorders (ED) are highly prevalent worldwide. The PsicAP trial, conducted in
Spain, demonstrated the benefits of adding transdiagnostic cognitive behavioural therapy
(TD-CBT) to treatment as usual (TAU) for the attention of these disorders in primary care
(PC). Here we describe the design of a stepped wedge randomized controlled trial (RCT),
inspired by the PsicAP project. This RCT has two main aims: 1) to test the implementation
of the PsicAP protocol in a real clinical setting, further evaluating possible mechanisms of
change underlying the efficacy of TD-CBT (emotional regulation, alliance, and therapist
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experience and training), and 2) to assess the impact of psychotropic medication use on
neuropsychological function and treatment outcomes.

Methods

A single-blind multicentre RCT with a stepped wedge design will be conducted. Partici-
pants (N=320) will be randomly assigned to an experimental group (EG1) or to a waiting
list group (WG). The EG1 will receive immediate treatment and the WG will remain on the
waiting list for 3 months. After this time, the WG will become a second experimental group
(EG2) that will receive the same treatment as EG1 (PsicAP protocol). Patients will be
assessed at post-treatment, at 3 and 9 months. Before starting treatment, a random sub-
sample of patients (n=90) will undergo a neuropsychological assessment. These patients
will be assigned to three groups based on their use of psychotropic medication at the time
of randomization: no psychotropic medication, short-term use (< 3 months) and long-term
use (= 3 months). All 90 participants will undergo the same neuropsychological assess-
ment at one year. The RCT is expected to run from 01/05/23 to 01/10/25.

Discussion

The results of this trial are expected to provide further support for the efficacy of the Psi-
cAP TD-CBT protocol, as well as insight into the mechanisms of change that lead to the
positive therapeutic outcomes of this protocol. In addition, this study will help determine
the effects of short- and long-term psychotropic use on neuropsychological function and
therapeutic outcomes. In short, it is hoped that this RCT will help to better understand how
to implement evidence-based psychological treatment in the PC setting.

Trial registration
EURADICT 2013-001955-11/ ISRCTN58437086.

Introduction

Emotional disorders (EDs), such as depression or anxiety disorders, are the most prevalent
mental health problems worldwide [1]. In Spain, the prevalence of these disorders is even
higher than internationally [2]. Moreover, these disorders often manifest concurrently with
each other or with other health conditions, indicating that comorbidity is a very common
phenomenon [3]. EDs have a substantial impact on quality of life (QoL) and represent one of
the leading causes of disability worldwide [4,5]. In addition, EDs entail significant economic
costs to the healthcare system, both direct and indirect [6].

Management of EDs in primary care

In most countries, EDs are usually addressed in the Primary Care (PC) setting by GPs [7,8],
as this service is usually the gateway to the National Health System [9]. However, due to short
consultation times, high care burden and poor training of GPs in psychological treatments
and/or psychological diagnostic tools [9], it leads to approximately 40% of patients receiving
no treatment at all and only 30% receiving evidence-based treatment [10].

Typically, EDs are addressed through what is known as treatment as usual (TAU), which
usually consists of the pre-prescription of psychotropic medication and/or GP counselling.
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However, international guidelines for the treatment of these disorders is, in the first instance
and for cases with mild to moderate severity, evidence-based psychological therapy, especially
cognitive behavioural therapy (CBT) [11-13]. CBT has been shown to be a very effective and
cost-effective alternative for the treatment of these disorders, achieving large effect sizes in
both the short and long term [14,15]. In addition, some CBT approaches, such as Trandiag-
nostic CBT (TD-CBT), have also shown good efficacy [16] and a very interesting option for
implementation in PC [17].

The first programme to implement this evidence-based psychological approach was
the flagship “Improving Access to Psychological Therapies (IAPT)” project in the United
Kingdom (UK), which has become an international benchmark for the treatment of these
disorders. The project involves almost 11.000 therapists (both high and low intensity) pro-
viding CBT and other evidence-based psychological therapies in a stepped-care model in
which specific treatment depends on the severity of symptoms [18]. A major advantage of
the stepped-care approach is that it reduces overmedication and allows clinicians to select the
most appropriate treatment for each case [18].

The PsicAP clinical trial

The success of the IAPT programme encouraged the PsicAP Randomized Controlled Trial
(RCT) in Spain, a project to evaluate the efficacy of evidence-based psychological therapy for
the treatment of mild and moderate EDs in the Spanish PC setting [17]. This trial followed

a double-arm, single-blind design, where participants (n=1061) were randomized to receive
either TAU (control group) or TD-CBT+TAU (experimental group). The TD-CBT protocol
consisted of 7 sessions of psychological therapy in a group format of 8-10 persons, delivered
by a clinical psychologist (see information in the method section). The experimental treat-
ment was more effective than TAU alone for reducing symptoms of depression, anxiety and
somatizations, with medium to large effect sizes. The experimental treatment was also supe-
rior to TAU for improving QoL and functioning, with small to medium effect sizes. All these
effects were maintained at 12 months, suggesting a long-lasting therapeutic effect. Further-
more, the observed rates of reliable recovery (=50%) and impairment (=3%) were similar to
those achieved in the IAPT programme [10,18] and in a similar programme in Norway [19],
highlighting the efficacy of the PsicAP protocol.

Mechanisms of change of TD-CBT

In recent decades, transdiagnostic treatment approaches have received particular interest from
the scientific community [16,19,20]. Transdiagnostic treatments for EDs typically include
components that have been shown to be effective for anxiety disorders and depression, such

as cognitive restructuring, behavioural activation or exposure [21,22]. A very recent meta-
analysis has confirmed that TD-CBT is as effective as specific treatments in reducing anxiety
and depression, both at post-treatment and at 6-month follow-up [16]. Moreover, TD-CBT
can be administered in group format, obtaining a better cost-effectiveness ratio in the medium
to long term compared to other traditional formats [23,24].

Due to the rise of evidence-based psychological therapies, there is a growing interest in
understanding what are the mechanisms or processes of change in psychotherapy that drive
positive therapeutic outcomes [25,26], as despite the fact that these treatments have shown
good efficacy for the improvement of various mental disorders, there is still a significant num-
ber of patients who do not respond adequately to treatment [27,28]. Therefore, understand-
ing the processes of change that underlie positive therapeutic outcomes may help to develop
more effective psychological treatments. Thus, some studies have suggested that some of these
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components could be emotional regulation (ER) strategies, the therapeutic alliance, the thera-
pist’s experience and some neuropsychological functions [29-34].

Emotion regulation strategies. Emotion regulation strategies (ERS) have been shown to
have a mediating role in EDs [29,30,35], which is why improved ER is an important target
of TD-CBT [36,37]. According to some authors, CBT promotes improvement in certain
cognitive and behavioural ERS, which in turn reduces symptoms [30,38]. Sloan et al. [37]
suggested that the effectiveness of transdiagnostic therapies can be attributed to a reduction
in certain maladaptive ERS (e.g., rumination, worry and suppression) and a simultaneous
improvement in more adaptive strategies such as reappraisal and distraction. Other studies
of transdiagnostic approaches have found that it is possible reducing comorbidities in people
with anxiety disorders [39], an approach that has also proven effective when applied in a
group format in PC [40].

A recent study based on data from the PsicAP trial evaluated the mechanisms of change
that had the greatest impact on the efficacy of TD-CBT, showing the reduction in emo-
tional symptoms and improvements in functioning and QoL were mainly attributable to a
treatment-related decrease in maladaptive strategies such as worry, rumination, and negative
metacognition [41]. Although that study found that adaptive ERS did not appear play a signif-
icant role in treatment outcomes, more data are needed to determine whether adaptive ERS
play a mediating and moderating role in symptom reduction, QoL, and functioning.

Therapist experience and therapeutic alliance. The therapeutic alliance has been
shown to play a key role in treatment outcomes [34,42]. A meta-analysis examining the
correlation between the therapeutic alliance and treatment outcomes found that the therapist’s
contribution to the alliance appears to play an important role in improving patient outcomes
[34]. Other studies have shown similar results [31,42]. In addition, some studies have pointed
out that the therapeutic alliance is closely related to therapeutic dropout [43,44]. This is a key
issue, as therapeutic dropout has been shown to be one of the main factors that reduce the
effectiveness of psychological therapy [45-47].

Recent meta-analyses have shown that treatment discontinuation is a serious and wide-
spread problem in psychotherapy, affecting approximately one in five patients (20%) [48,49].
Dropout rates are even higher in patients with anxiety and depressive symptoms [50]. In the
PsicAP trial, approximately 60% of randomized patients completed the treatment protocol
and/or attended the post-treatment assessment. In the experimental group, patients attended
on average, five of the seven sessions. However, 11% of patients attended only 0-1 session.
While the reasons for this are unclear, it clearly merits further investigation [17].

Therapist experience may also play an important role in treatment outcomes [51,52]. Our
group has previously demonstrated the efficacy of highly trained clinical psychologists in the
PsicAP trial [17]. However, in other projects such as IAPT, therapists have different levels of
training (low and high intensity), showing that it is possible to safely and effectively include
professionals from various health care backgrounds in mental health care, as long as they have
received specialised training in evidence-based psychological treatment protocols [18].

With this in mind, in this trial we will assess the therapist-patient alliance, the alliance
between patients within the group, and include therapists with different levels of training and
experience. We hope that this will help to better understand positive therapeutic outcomes as
well as factors leading to dropout.

Psychotropic medication use and neuropsychological alterations. A recently published
study on global trends in the consumption of psychotropic medication has pointed out that
global sales of psychotropic drugs have increased at an average rate of 4% per year, from 28.5
daily doses per 1,000 inhabitants (DDH) in 2008 to 34.7 DDH in 2019 [53]. This has led to
an overall increase in the prescription and consumption of psychotropic drugs, which in turn
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has led to an excessive overmedicalization of daily life [54,55]. In Spain, the latest report of the
Subdirectorate General for Health Information has also confirmed this steady increase in the
prescription of psychotropic medicines [2].

This high consumption of psychotropic drugs, as well as the resulting social, personal and
economic costs, has led multiple authors to question the real efficacy of these drugs for the
treatment of EDs [56—61], as although their use and prescription has increased, the over-
all trend of EDs has also increased [4,62]. A comprehensive meta-analysis comparing CBT
against control conditions, other psychological therapies, pharmacotherapies and combina-
tion treatments for depression has recently been published [63]. Results showed that CBT
and pharmacotherapy did not differ in the short term, but did differ in the long term (6 and
12 months follow-up), where CBT was more effective. Combined drug treatment was more
effective than pharmacotherapies alone in the short and long term, but was not more effec-
tive than CBT alone at either time point. This has led to the suggestion that, although these
medications may alleviate mood symptoms, they may also lead to emotional blunting that
goes against the very essence of CBT [64]. Indeed, it is possible that withdrawal symptoms and
some side effects such as increased anxiety, insomnia and agitation may make it difficult to
engage in therapy [64-66]. In summary, the role of pharmacotherapy in the treatment of EDs
is currently unclear.

Neuropsychological impairment is a common subjective complaint in EDs patients. Objec-
tive neuropsychological testing often reveals deficits in several cognitive domains, including
processing speed, attentional processes, memory, verbal learning, executive function and
working memory [67]. The presence of these impairments is considered a prognostic fac-
tor for poor response to treatment and reduced functional recovery [68]. Studies involving
patients treated with psychotropics have consistently shown that these patients perform worse
in verbal fluency, cognitive inhibition, visuospatial memory, verbal learning, working memory
and executive function [32,69,70]. Some authors have reported an increased risk of cogni-
tive impairment, including dementia, in patients treated with antidepressants for prolonged
periods, especially selective serotonin reuptake inhibitors [71,72]. Tricyclic antidepressants,
in addition to their effects on serotonin and noradrenaline reuptake, also have antihistamine
effects that may produce drowsiness and some degree of sedation, which may negatively affect
performance in activities of daily living, as evidenced by poorer performance on neuropsy-
chological assessment tasks [73]. Prolonged treatment with tricyclic antidepressants has been
shown to negatively affect cognitive performance [33,74], and these effects persist even after
depressive and/or anxious symptoms have clinically improved [75]. Anticholinergic drugs,
which are sometimes prescribed to treat depressive disorders, have been associated with
poorer performance on neuropsychological assessment tasks, and exhibit greater cognitive
impairment [76].

Many different cognitive processes are involved in the performance of CBT tasks, so
medication-related cognitive impairment may negatively affect therapeutic outcomes.
Although some studies have evaluated the effects of standard psychopharmacological treat-
ments on neuropsychological processes, the results are still heterogeneous [61,77]. Despite the
importance of this issue, to our knowledge no study has directly assessed the effects (especially
the medium- to long-term effects) of antidepressants or anxiolytics on cognitive and psycho-
social functioning in people with EDs.

From PsicAP to PsicAP-CV: a stepped wedge ECA

The results of the PsicAP trial showed that it was possible to offer, from the PC setting,
evidence-based psychological therapy in a safe and effective way to people with mild and
moderate EDs [17]. However, this RCT did not analyze some variables that, as seen above,
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may be particularly relevant for therapeutic efficacy and dropout, such as the therapeutic alli-
ance, the therapist’s experience and training, or the influence of the state of neuropsychologi-
cal functions on the therapy process. Moreover, in the PsicAP trial, only a part of the included
patients (experimental group) received the best available treatment (TD-CBT+TAU).

The PsicAP-CV trial aims to follow the path initiated by PsicAP, but adding some aspects
that may help to complement and overcome the initial limitations. First, the PsicAP-CV
trial will follow a Stepped Wedge design [78]. In this type of design, patients are assigned to
an experimental group that receives immediate treatment (EG)) or to a waiting list group
(WG) that, after a certain period of time, becomes a second experimental group (EG,) and
receives the same treatment as the other group (see more details in the methods section).
This allows all patients included in the RCT, either before or after, to receive the best available
treatment, thus overcoming some important ethical issues. Furthermore, this design enables
us to evaluate whether the effect of therapy varies based on the patient’s waiting time, as it is
plausible that longer waiting periods may lead to more severe symptoms and greater impair-
ment, thereby making recovery more challenging and complex [79,80]. This design also allows
patients to be treated in a staggered manner, allowing more patients to receive treatment as
time goes by, but without collapsing resources at a particular point in time. This is a funda-
mental aspect, as it is an effective RCT in the PC setting, where resources are very limited and
there is often not enough staff or physical space to treat all patients simultaneously [9].

Another novelty of the PsicAP-CV trial is the addition of 3 extra sessions to the original
PsicAP protocol (7 sessions). As previously noted, not all patients in the PsicAP trial achieved
clinical recovery, so it is necessary to continue working to improve the therapeutic results.
With this in mind, in the PsicAP-CV trial, only those people who have received the PsicAP
therapy protocol (in group) and have not achieved clinical recovery will be offered three addi-
tional (individual) sessions on a monthly basis. It is expected that these sessions will help to
work on certain specific contents that may contribute to the patient’s final recovery.

Finally, as mentioned above, the PsicAP-CV trial will measure the therapeutic alliance,
include therapists with different levels of training and experience (similar to IAPT), and a
sub-sample of patients will undergo a study of neuropsychological function (see more details
in the methods section).

Aims

General. We aim to conduct an effectiveness RCT to assess the effectiveness of the PsicAP
protocol in real-life clinical practice. This trial has two main objectives. First, to conduct
a stepped wedge RCT to replicate the findings of the PsicAP trial, which showed that TD-
CBT+TAU was more effective than TAU alone, in 6 PC centres in the Valencian Region (3
in Alicante and 3 in Valencia). Results were be assessed at three time points: immediately
following treatment completion (posttreatment) and at 3 and 9 months (to determine whether
the posttreatment results are maintained over time). The second main objective is to perform
a neuropsychological assessment (working memory, executive function and attentional
control) in a subsample of patients (n=90) included in the trial to determine how the short-
and long-term use of psychotropic medications prior to treatment allocation affects cognitive
function. A secondary objective is to evaluate potential mechanisms of change (ERS, therapist
experience, and therapeutic alliance) that may influence the effectiveness of TD-CBT. The
results of this study may help health care managers and clinicians to more precisely select the
optimal treatment approach for specific patients or certain subpopulations, thus reducing the
use of ineffective therapies.

Hypotheses. Firstly, we expect the therapeutic outcomes (symptoms, quality of life and
functioning) of the EG, to be significantly better than those obtained in the WG. We also
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expect the therapeutic outcomes of EG, to be significantly better than those of the EG, group.
Furthermore, we expect that the improvements obtained in EG, and EG,, respectively, will be
maintained at 3- and 9-month follow-up.

Second, we expect therapeutic outcomes to be better in groups led by highly experienced
therapists than in groups led by less experienced therapists. In addition, highly experienced
therapists will have a better therapeutic alliance, better retention rates and higher attendance
rates than groups led by less experienced therapists. Finally, therapeutic outcomes are also
expected to be better in groups led by therapists who achieve a higher therapeutic alliance
versus those led by therapists with a lower therapeutic alliance.

Finally, patients who use psychotropics for > 3 months are expected to have less symptom
reduction than patients who do not use psychotropics or who have taken psychotropics for
<three months. Also, patients taking psychotropics for > 3 months are expected to have more
neuropsychological disturbances and worse ER than patients who do not use psychotropics or
who have taken psychotropics for < 3 months.

Methods
Study design

A single blind, multicentre RCT will be carried out at 6 PC centres in the Valencian region of
Spain (Alicante and Valencia), following the same method described in the original Psi-
cAP trial [81], but modified to perform an effectiveness trial. In this stepped wedge design,
participants who meet the inclusion criteria will be assigned in one “Treatment Package” and
blindly randomized to one of two groups: 1) an experimental group (EG; TD-CBT+TAU) or
2) a waiting list group (WG; TAU alone). The treatment (EG,) will consist of seven sessions of
TD-CBT delivered once per week over a three-month period. Upon completion of the treat-
ment program in EG , all pretreatment variables will be reassessed and both groups (EG, vs.
WG) will be compared. Afterwards, patients in the WG will be allocated to receive the same
treatment (TD-CBT+TAU), thus forming a second experimental group (EG,). This group will
receive the same treatment as EG,, but delivered approximately three months later. Follow-up
assessments will be performed in both experimental groups (EG, and EG,) at 3 and 9 months
after the posttreatment assessment. Data from these assessments will be used for the within-
group analyses. The final 9-month follow-up assessment will be performed approximately one
year after the pretreatment assessment (Figure 1).

Each Treatment Package will include several treatments and conditions:

(i) Treatment as usual (TAU): medical advice and/or psychotropic medication.
(ii) Psychological treatment + TAU: TD-CBT+TAU
Therefore, each will have three different conditions:
(i) Waiting list group (WG): TAU
(ii) Experimental group 1 (EG,): TD-CBT+TAU

(iii) Experimental group 2 (EG,): the WG will be converted to an experimental group, which
will receive the same treatment as EG, (TD-CBT+TAU), but delivered three months
later.

The study was approved by the National Scientific Research Ethics Committee in Spain,
conducted in accordance with the Declaration of Helsinki (EUDRACT: 2013-001955-11)
and the study protocol was registered (ISRCTN58437086). All participants gave their written
informed consent.

PLOS ONE | https://doi.org/10.1371/journal.pone.0320857  April 17, 2025 7/24




PLOS ONE

Implementing evidence-based TD-CBT for ED in PC

Eligibility screen

A 4

v

Refuse to participate

Sign the informed consent

A\ 4

Baseline assessment

\ 4

Do not meet inclusion criteria

Random allocation (1:1)

\ 4

EGi1 — immediately
TD-CBT+TAU

A4

Assessment
immediately after TD-
CBT+TAU treatment

A 4

3-month follow-up
assessment

A 4

9-month follow-up
assessment

v

WG — Waiting List
Group with TAU

Assessment
immediately after TAU
treatment

EG2— near 3 months of
TD-CBT+TAU

A\ 4

Assessment
immediately after
treatment

A 4

3-month follow-up
assessment

A 4

9-month follow-up
assessment

Fig 1. Design Flowchart. EG : experimental group 1; EG,: experimental group 2; WG: Waiting Group; TAU: treatment as
usual; TD-CBT: transdiagnostic cognitive-behavioural therapy.

https://doi.org/10.1371/journal.pone.0320857.9001
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Participants and sample selection

To determine the sample size needed for our stepped wedge trial we used the swCRTdesign
package in R. Assuming a dropout rate of 20%, the study will include at least 320 patients,
equally distributed in the EG, and WG groups (160 per group). With this sample size, the
result will be statistically significant when making comparisons between groups, even if they
differ by one point only on the subscales of the PHQ measures, with a standard deviation of
5 (83% statistical power). This will allow us to conclude that the outcome is different for each
group at a 95% confidence level. As this was an RCT conducted in a medical-healthcare set-
ting, an intracluster correlation (ICC) of.01 was assumed in the calculations [82].

For the first overall objective, we aim to include 320 patients, 160 treated by TD-CBT+TAU
in EG, and 160 treated with TAU alone in the WG. Patients will be randomly assigned to EG,
or WG in a 1:1 ratio. Assuming 16 treatment packages with 20 patients each (10 assigned
to EG, and 10 to WG), 160 patients will be included in each group. All WG groups will be
assigned to receive TD-CBT+TAU (EG,) approximately 3 months after the start of treatment
in EG,. At the end, a total of 320 patients will receive TD-CBT+TAU (EG, + EG,) (fig 2).

These 320 patients will be included in two different clusters, as shown in fig 3. Cluster 1
will allow us to compare the EG, and WG groups to determine the most effective treatment
approach (i.e., TAU alone or TD-CBT+TAU). Cluster 2 will allow us to compare the two
experimental groups, EG, vs. EG,, to determine whether psychological treatment provides the
same therapeutic benefits 3 months after being on the waiting list.

For the second overall objective, we will select 90 patients from the total sample included in
the trial using a computer-generated random sequence. This subsample of 90 patients will be
divided into three different groups: no psychotropic medication, short-term use (< 3 months)
and long-term use (= 3 months). From all these patients, both prescription and use of psy-
chotropic drugs will be collected, in order to study possible discrepancies in the results. It is

N =320

16 Treatment Packages
(n=20)

/ EG, (TD-CBT) > Post » 3M > OM

N =160

N =160

WG (TAU) > Post

EG, (TD-CBT) Post 3IM 9M

Fig 2. Flowchart of treatment packages. EG,: Experimental Group 1; EG,: Experimental Group 2; TD-CBT group is plus TAU; TD-CBT: Transdiagnostic-
Cognitive Behavioral Therapy; TAU: Treatment as Usual; WG: Waiting Group.

https://doi.org/10.1371/journal.pone.0320857.9g002

PLOS ONE | https://doi.org/10.1371/journal.pone.0320857  April 17, 2025 9/24



https://doi.org/10.1371/journal.pone.0320857.g002

PLOS ONE

Implementing evidence-based TD-CBT for ED in PC

CLUSTER 1 CLUSTER 2
N =160 N=160
EG, (TD-CBT) EG, (TD-CBT)
N =320
N = 160 16 Treatment Packages N =160
(n=20)

WG (TAU) EG, (TD-CBT)

Fig 3. Description of clusters. EG,: Experimental Group 1; EG,: Experimental Group 2; TD-CBT group is plus TAU;
TD-CBT: Transdiagnostic-Cognitive Behavioral Therapy; TAU: Treatment as Usual; WG: Waiting Group.

https://doi.org/10.1371/journal.pone.0320857.9g003

expected that each group can have about 30 patients and be relatively equal. The 90 patients
will undergo an additional assessment by a research psychologist with specific training in
neuropsychology that will last approximately 1 hour. During this session, the patient will
complete the neuropsychological test battery specified in Table 1. This subsample of patients
will be assessed before the start of TD-CBT (if they belong to the WG they will be assessed 3
months after the initial screening session, as this is the established waiting time before becom-
ing EG,) and at 12 months.

Participant recruitment

Patient recruitment will be performed by general practitioners (GPs) at the six participating
PC centres. Participating GPs who identify a patient with a suspected diagnosis of an ED will
invite the patient to participate in the trial. The patient will be given an information sheet
describing the trial and asked to sign an informed consent form. Once the consent form has
been signed, a psychologist will contact the patient to schedule an initial appointment during
which the psychologist will 1) ensure that the patient meets the inclusion criteria and 2)
administer the study instruments (see below for more detailed information).

Patients included who meet the criteria of any of the three groups of pharmacological
treatment will be invited to participate in the neuropsychological assessment until a total of
90 patients (30 per group) have been recruited. Once the patients will be randomly assigned
to the psychological therapy (EG), and before initiating the sessions, the neuropsychological
assessment will then be scheduled and, at this time, the participant’s psychotropic use will be
recorded.

Given the characteristics of the trial, patient recruitment dates to complete a post-
treatment sample of 200 patients are expected to be between 01/05/2023 and 01/12/2024. The
approximate end date of the trial, including 3- and 9-month follow-ups of the last patients
recruited, is estimated to be around 01/10/2025.
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Table 1. Overview of the Assessment Measures. BMQ: Beliefs about Medicines Questionnaire; CERQ-27: Cognitive emotion regulation questionnaire-27;
COWAT: Verbal Fluency Test; GAD-7: Generalized Anxiety Disorder-7; GSRS: Group Session Rating Scale; IACTA: Inventory of Cognitive Activity in Anx-

iety Disorders; MCQ-NB: Metacognitions Questionnaire-Negative Beliefs subscale; PHQ-15: Patient Health Questionnaire-15; PHQ-9: Patient Health

Questionnaire-9; PHQ-PD: Patient Health Questionnaire-Panic Disorder; PSWQ-A: Penn State Worry Questionnaire-Abbreviated; ROFC: Rey-Osterrieth
Complex Figure Test; RRS-B: Ruminative Responses Scale-Brooding subscale; SPWB: Psychological Wellbeing Scale; SDS: Sheehan Disability Scale; TAVEC:
Spain-Complutense Verbal Learning Test; TD-CBT: transdiagnostic cognitive-behavioural therapy; TMT: Trail Making Test; WAI-P: Working Alliance Inventory
Patient Form; WAIS-IV: Letters and Numbers subtest; WHOQOL-BREF: WHO Quality of Life scale-Brief version.

Domain Measure Reference
Demographics Age, gender, marital status, education level, family incomes NA
Primary outcomes (anxiety and depression)

Anxiety Symptoms Generalised Anxiety Disorder Assessment (GAD-7) [83]
Depressive symptoms Patient Health Questionnaire-9 (PHQ-9) [84]
Secondary outcomes (somatizations and panic)

Somatic symptoms Patient Health Questionnaire-15 (PHQ-15) [87]
Panic disorder Patient Health Questionnaire-Panic Disorder (PHQ-PD) [88]
Functioning and Quality of Life

Work, family and social functioning Sheehan Disability Scale (SDS) [89]
Quality of Life World Health Organization Quality of life Instrument- Abbreviated version (WhoQoL-Bref) [90]
Health related-quality of Life EuroQoL (EQ-5D-5L) [91]
Psychological Well-Being Scales of Psychological Well-Being (SPWB) [92]
Emotion Regulation Strategies

Worry Penn State Worry Questionnaire — Abbreviated (PSWQ-A) [93]
Rumination Ruminative Responses Scale - Brooding (RRS-B) [94]
Negative metacognitions The Metacognitions Questionnaire-Negative Beliefs (MCQ-NB) [95]
Attentional biases Inventory of Cognitive Activity — Panic Brief (IACTA-PB) [96]
Cognitive emotion regulation Cognitive Emotion Regulation Questionnaire (CERQ-27) [97]
Therapeutic effectiveness

Patient Alliance with the therapist Working Alliance Inventory - Patient Form (WAI-P) [98]
Patient Alliance with the group of patients Group Session Rating Scale (GSRS) [99]
Therapist experience Ad-hoc questionnaire: years of experience, training level and gender NA
Number of sessions Ad-hoc questionnaire: Number of sessions attended NA
Treatment satisfaction Ad-hoc question: treatment satisfaction (1-10) NA
Neuropsychological measures

Visual attention and processing speed Trail Making Test (TMT) [100,101]
Visual flexibility and cognitive inhibition Stroop Test [102,103]
Visual perception, construction and memory Rey-Osterrieth Complex Figure Test (ROFC) [104]
Visual processing speed Symbol Digit Modalities Test (SDMT) [105]
Remote and working memory Digits Subtest of the WAIS-IV [106]
Working memory Letters and Numbers Subtest of the WAIS-IV [106]
Verbal memory and learning Spain-Complutense Verbal Learning Test (TAVEC) [107]
Verbal Fluency Controlled Oral Word Association Test (COWAT) [108]
Psychotropic medication

Prescription of medication Ad-hoc questionnaire: Prescription, type, dose and time of use NA
Medication use Ad-hoc questionnaire: Current use, type, dose and time of use NA
Beliefs about psychotropic medication Beliefs about medicines questionnaire (BMQ) [109]

https://doi.org/10.1371/journal.pone.0320857.t001

Inclusion and exclusion criteria

The study sample will comprise patients with mild, moderate, or moderate-severe symptoms
of anxiety and/or depression. For inclusion, patients must meet the pre-determined cut-off

score on at least one of the two study scales: GAD-7 (210) or PHQ-9 (>10)[83,84].
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Exclusion criteria are as follows: severe mental disorder (e.g., bipolar or personality
disorder); substance use disorder; recent suicide attempt; severe disability according to the
Sheehan Disability Scale (= 25 total points on the first three items); and severe mood disorder
(= 23 points on the PHQ-9 depression subscale). Note that patients who score 20-23 points
on the PHQ-9 depression subscale may be eligible for inclusion pending a clinical interview
to rule out severe depression [83]. Patients who do not reach the minimum cut-off points on
the GAD-7 or PHQ-9 and those who do not meet criteria for a probable ED will be excluded.
Patients who are excluded from the study but suspected to have a severe mental disorder will
be referred to their GP for further evaluation and treatment, including a possible referral to
specialized care.

Interventions

Transdiagnostic psychological intervention. The experimental group will receive a
total of seven sessions (1.5h/session) of TD-CBT delivered in small groups (8-10 persons).
The programme will be delivered over a period of 10-12 weeks (approximately 3 months).
Initially, sessions will be scheduled weekly, however, over time, the interval between sessions
will be progressively increased (to see more information [85]). After the seven regular sessions
of the original PsicAP protocol, those patients who do not obtain a reliable recovery in the
post-treatment assessment will be eligible to receive up to three individual therapeutic sessions
in the following three months (one session per month). These sessions will work on individual
aspects of each patient’s situation using the transdiagnostic tools provided during the group
protocol. It is hoped that in this way the person will learn to apply these tools more specifically
and achieve reliable recovery.

Treatment-as-usual. The TAU group will receive the standard treatment prescribed by
their GP in routine clinical practice [86]. The specific treatment will depend on the individual
GP (usually either pharmacological treatment or observation).

Therapist and training

Three types of therapists will participate in this trial, all of them university graduates: Psychol-
ogists Specializing in Clinical Psychology (PSCP), General Health Psychologists (GHP) and
General Health Psychologists recently graduated from the qualifying master’s degree (GHPM).
To work as a PSCP in the Spanish National Health System (NHS), it is necessary to complete
an Internal Residency Programme (IRP) in the NHS, which consists of 4 years of work and
training under the supervision of a specialist. The PSCPs in this trial have more than 30 years
of experience. GHP are psychologists qualified to work in the health care setting, who in our
trial have at least 10 years of clinical experience. Finally, GHPMs are GHPs who are recent
graduates of the qualifying master’s degree and who have 1 year of clinical experience. As can
be seen, there is a hierarchy in the level of training and experience among therapists, with
PSCPs being the most competent psychologists. Throughout the trial, GHPs, and especially
GHPMs, will be supervised by PSCPs in regular clinical sessions.

In addition to regular training, all therapists will undergo a standardized training pro-
gramme on the PsicAP protocol, conducted by a supervisor and trainer. This training consists
of studying the Therapist Manual, four internet-based lessons on the content of each session
and a face-to-face session with the trainer. This course must be completed before any psychol-
ogist can provide group therapy as part of the trial.

Given that the drop-out rate in this type of trial can be high (especially in medium and long-
term follow-up), two strategies will be implemented. On the one hand, during the psycholog-
ical treatment, during sessions 2 and 4, a small amount of time will be dedicated to reminding
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patients of the importance of adherence to therapy and homework tasks. On the other hand,
after the post-treatment assessment, a psychologist from the project will make phone calls to
patients every six weeks (approximately 10-15 minutes). The purpose of these calls is to rein-
force the therapeutic strategies learned during the group sessions and to monitor the emotional
well-being of the participants. It is hoped that these strategies will help reduce drop-out rates.

Outcomes

An overview of the assessment measures is provided in Table 1 [83,84,87-109]. The sequence
of data collection is shown in Table 2.

Statistical analysis

Data will be analysed and coded using SPSS (v.29.0), MPLUS and R. To assess treatment effi-
cacy, primary analyses will be conducted on an intention-to-treat (ITT) basis and compared
with secondary analyses on a per-protocol (PP) basis. The ITT-based approach preserves
randomization of participants and includes all initially included patients. This approach has
proven to be more robust than PP approaches in RCTs, especially when wanting to assess the
pragmatism and implementation of a treatment in real-world settings [110], one of the main
objectives of this stepped wedge RCT.

General Linear Mixed Models (GLMM) will be used for the analysis of treatment effec-
tiveness, as these models have been shown to be particularly useful when working with data
that have a hierarchical or cluster structure, such as longitudinal or repeated measures data
[111,112]. In all cases, time (pre-treatment; post-treatment; 3 and 9 months) and group (EG,
or WG/EG,) will be included as fixed effects, and subjects, treatment package and therapist
as random effects. The main interactions of each model will also be studied. In addition,
pre-treatment scores for each target variable, age, level of incomes, gender and educational
attainment will be introduced as covariates. In all models, fixed, random and covariate effects
will be held constant and only the target dependent variable will be modified: anxiety, depres-
sion, QoL, functioning or ERS. For the analysis of neuropsychological function (attention,
memory, learning, etc.) we will proceed in a similar way, but we will include the variable time
of taking drugs (not taking < 3 months, > 3 months) as another fixed effect to be studied. In all
analyses an a level <.05 will be set and effect sizes will be calculated using the Morris d, which
takes into account the mean and standard deviation of the sample at both the final assessment
and at baseline, resulting in a more representative effect size [113].

Finally, recovery, reliable recovery and deterioration rates will also be calculated. These
analyses only take into account anxiety (GAD-7) and depression (PHQ-9) scores. Recovery
rate can be defined as pre-treatment scores at or above the inclusion threshold on either
scale (210) and below the threshold on both scales at post-treatment assessment (<10). The
reliable recovery rate will be calculated using a change score based on the standard deviation
and Cronbach’s alpha of each measure to account for measurement errors of the scales [114].
Thus, a change score > 5 will be used for the GAD-7 and > 6 for the PHQ-9. Thus, those
patients who achieve recovery, and furthermore do so with these change scores on at least
one of the two subscales, will be categorized as reliable recovery. Finally, deterioration will be
defined as an increase in score on either scale compared to pre-treatment, while meeting the
change score criteria described for reliable recovery on at least one of the two scales.

Discussion

The results of this trial are expected to improve our understanding of evidence-based transdi-
agnostic psychological treatment in the PC setting. The PsicAP treatment protocol has been
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Table 2. Study timeline according to SPIRIT Statement. BMQ: Beliefs about Medicines Questionnaire; CERQ-27: Cognitive emotion regulation questionnaire-27;
COWAT: Verbal Fluency Test; GAD-7: Generalized Anxiety Disorder-7; GSRS: Group Session Rating Scale; IACTA: Inventory of Cognitive Activity in Anx-

iety Disorders; MCQ-NB: Metacognitions Questionnaire-Negative Beliefs subscale; PHQ-15: Patient Health Questionnaire-15; PHQ-9: Patient Health
Questionnaire-9; PHQ-PD: Patient Health Questionnaire-Panic Disorder; PSWQ-A: Penn State Worry Questionnaire-Abbreviated; ROFC: Rey-Osterrieth
Complex Figure Test; RRS-B: Ruminative Responses Scale-Brooding subscale; SPWB: Psychological Wellbeing Scale; SDS: Sheehan Disability Scale; TAVEC:
Spain-Complutense Verbal Learning Test; TD-CBT: transdiagnostic cognitive-behavioural therapy; TMT: Trail Making Test; WAI-P: Working Alliance Inventory
Patient Form; WAIS-IV: Letters and Numbers subtest; WHOQOL-BREF: WHO Quality of Life scale-Brief version.

PRINCIPAL STUDY PERIOD
Recruitment Allocation Intervention (no. sessions) Post-treatment
TIMEPOINT -1, 0 1 2 3 4 5 6 7 Immediately after | 3 months | 9 months
treatment
ENROLMENT:
GP Invitation X
Informed consent X
Allocation X
INTERVENTIONS:
Group TD-CBT (EG, & EG,) ¢ >
Waiting List Group TD-CBT ¢ <
ASSESSMENTS:
Symptom measures (Primary
outcomes)
PHQ-9 X X X X X X X
GAD-7 X X X X X X X
Symptom measures (Secondary
outcomes)
PHQ-15 b3 b3 X X X X
PHQ-PD X X X X X X
Measures of Functioning and Qual-
ity of Life
SDS X X X X X
WhoQoL-Bref X X x X
EQ-5D-5L X X X X
SPWB X X X X
Measures of Emotion Regulation
Strategies
PSWQ-A X X X X
RRS-B X X X X
MCQ-NB X X X X
IACTA-PB X X X X
CERQ-27 X X X X
Therapeutic effectiveness x
WAI-P X X X
GSRS X X X
Therapist Experience x X X X
Number of sessions X X
Treatment Satisfaction X X
Neuropsychological Measures
TMT X X
Stroop Test X X
ROFC X X
SDMT X X
(Continued)
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Table 2. (Continued)

PRINCIPAL STUDY PERIOD

Recruitment Allocation Intervention (no. sessions) Post-treatment
TIMEPOINT -, 0 1 2 3 4 5 6 7 Immediately after | 3 months | 9 months

treatment

WAIS-IV (D; L&N) X X
TAVEC X X
COWAT X x
Measures of psychotropics
Ad hoc questionnaire X X X X
BMQ X X

https://doi.org/10.1371/journal.pone.0320857.t002

proven to reduce symptoms and improve functioning and QoL in patients with different EDs
[17]. Studies carried out to investigated psychological processes related to transdiagnostic treat-
ment [41,115] have identified several mechanisms of change and ERS are associated with treat-
ment outcomes. The next step is to evaluate whether other mechanisms of change, including
other adaptive ERS, therapist experience, and therapeutic alliance, play a role in improving treat-
ment adherence and outcomes. This trial will also assess the impact of antidepressant and/or
anxiolytic use on neuropsychological function and how this influences treatment effectiveness.

We expect this effectiveness trial to provide novel insights into the practicality of implementing
the PsicAP protocol in PC settings in the real-world. We also hope to study the differential impact
of different degrees of therapist experience and therapeutic alliance to treatment on programme
outcomes. Previous studies have shown that a lack of therapeutic alliance (or within-group alli-
ance) is an important barrier to success in psychological therapy in PC, especially in patients with
symptoms of anxiety and depression [50]. In this regard, it may be possible to improve treatment
adherence by obtaining a better understanding of the influence of therapeutic processes such
as therapist experience and therapeutic alliance. In fact, an important aim of this project is to
examine how certain factors influence treatment adherence. For example, a recent study based on
IAPT data [116] found that patients who self-referred were more likely to attend their appoint-
ment. That study also found that other factors—older age, fewer previous referrals, and consent-
ing to receive reminder messages—also increased the probability of attending the sessions. Also,
there is an association between psychotropic use and adherence. A meta-analysis by Swift et al.
[49] found that patients on pharmacotherapy had a higher dropout rate than patients receiving
psychotherapy alone. In that study, patients with depressive disorders on pharmacotherapy were
1.26 times more likely to drop out than those receiving psychological treatment.

A novel aspect of this clinical trial is the study of the impact of psychotropics (antidepres-
sants and anxiolytics), particularly long-term use, on neuropsychological function and how
these changes influence treatment outcomes. It is crucial to understand this relationship,
particularly given the growing use of psychotropics in many countries, including Spain, where
8,6% of adults are taking antidepressants. Despite the widespread use of antidepressants,
long-term safety and effectiveness data are scant, mainly because most studies performed to
date (many with important methodological limitations) have only evaluated the short-term
effects (6-8 weeks) [57,60]. In this trial, we expect to present long-term follow-up data to better
elucidate the long-term neuropsychological effects of psychotropic drugs in patients with ED.
This trial will help also to provide data on the effects of both short and long-term use of psy-
chotropics on patients’ mental health and well-being, in terms of emotional symptoms, QoL,
therapeutic effectiveness, and neuropsychological function. This will show how common med-
ications used to treat depression and anxiety affect patients’ ability to participate in and benefit
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from psychological therapy. Preliminary data from some studies show that the prescription of
psychotropics may negatively affect therapeutic outcomes [117,118]. This trial should help clar-
ify the effects of these medications, both on cognitive function and treatment outcomes, and
could help to determine whether minimizing the duration of exposure to these medications
could improve well-being. If true, this would improve treatment effectiveness and QoL.

This RCT has several potential limitations. First, although the stepped wedge design allows
for masked randomization, treatment outcomes can only be assessed at the posttreatment
assessment, as the WG will be switched to an experimental group (TD-CBT) after that anal-
ysis. This means that follow-up at 3 and 9 months will be only comparable for within-groups
analyses, which could increase the risk of bias. However, assuming that the posttreatment
and follow-up results are similar to those obtained in the original PsicAP trial, we could infer
that the long-term effects are explained by adding TD-CBT to TAU. There is also another
component that may interfere with the results of the WG group, the expectation of receiving
psychological therapy. In this sense, it is possible that patients randomized to the WG group
improve their scores more before starting group therapy than a strict control group where the
patient knows that he/she will not receive psychological treatment. However, this may also be
a window of opportunity to compare the results with the original PsicAP data, as this could
be an indication for future studies on the psychological effect of therapeutic hope. Likewise,
in stepped wedge designs, there is also the possibility of a higher experimental mortality rate
in EG2, as some WG patients may change their initial situation due to the effect of time and
drop out or be excluded from the RCT before starting the experimental treatment. This is in
addition to the fact that the drop-out rate in this type of RCTs conducted in PC is usually high
[119]. To mitigate the effects of this limitation, an ITT data analysis approach will be used,
which as discussed above is suitable for this type of RCT and helps to reduce potential biases
related to experimental dropout.

Another important limitation is the possible difference in therapeutic alliance and adher-
ence generated by different types of therapists, which may lead to a higher dropout rate or
worse therapeutic outcomes. However, although this may be seen as a limitation, it is also
one of the main study objectives of this RCT and may provide important information on the
feasibility and safety of including therapists with different levels of training and experience
in the PC setting. Finally, there are some limitations related to the accuracy of the data on
psychotropic drug use and the neuropsychology sub-study. Firstly, there may be a difference
between the prescriptions made by the general practitioner and the actual consumption by the
patient. Secondly, it is possible that the sub-sample of neuropsychologically assessed patients
may present a high level of heterogeneity in terms of the number of patients per subgroup
of psychotropic drug use. To mitigate these limitations, we will collect both prescription and
actual consumption data. We will also record the type of drug (antidepressant, anxiolytic or
hypnotic); the time of use (expressed in months); and the daily dose.

The results of this trial could have several important clinical implications. First, it will
demonstrate the potential impact of short- and long-term psychotropic use on cognitive func-
tion, emotional symptoms, functioning, and QoL. If, as we suspect, our results show that these
drugs have a negative impact on treatment outcomes, this could provide further support for
the greater use of evidence-based non-pharmacological and transdiagnostic strategies [16,17].
This is of particular relevance since, as noted in the introduction, a significant number of
current patients develop a high level of dependence on psychotropic drugs, as well as a strong
withdrawal syndrome at the time of treatment discontinuation [77]. Our findings could help
to reduce daily overmedicalization of mild and moderate psychological problems and intro-
duce more effective, potentially less harmful and increasingly preferred solutions for patients
[120]. Furthermore, as other studies internationally have already pointed out, reducing the use
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of purely pharmacological strategies for the treatment of EDs in the PC setting can save large
amounts of money for the NHS [18,121]. Second, the use of a stepped wedge design, together
with the individualized therapy option in patients who fail to achieve a reliable recovery (even
after completing TD-CBT), may provide support for the value and feasibility of implementing
stepped care model for mental health treatment, similar to the offered the IAPT in the UK. In
this stepped-care model, patients with mild or moderate disorders would receive the PsicAP
protocol (TD-CBT in group format), while those with more severe ED would receive a “boost”
in the form of up to three individual sessions. This stepped care model [122] could also help to
reduce over-medication and thus reduce costs to the healthcare system [123].

In conclusion, we expect that this effectiveness trial will help to better understand how to
implement an evidence-based psychological treatment protocol in the Spanish PC setting in
order to improve treatment outcomes versus TAU while simultaneously reducing the costs
(both direct and indirect) associated with EDs, both in the short and long term.

Acknowledgments
We thank all member of the PsicAP Research Group who participated in this large project.

Author contributions

Conceptualization: Roger Munoz-Navarro, Virtudes Pérez-Jover, Carlos Van-der Hofstadt
Roman, Monika Salgueiro.

Data curation: Gabriel Esteller-Collado.
Formal analysis: Gabriel Esteller-Collado.

Funding acquisition: Roger Muiioz-Navarro, Virtudes Pérez-Jover, Juan Antonio Moriana,
Antonio Cano-Vindel.

Investigation: Roger Mufioz-Navarro, Virtudes Pérez-Jover, Gabriel Esteller-Collado, Anna
Llorca-Mestre, Elisabeth Malonda-Vidal, Vera Canet-Cortell, M. José Moraga-Garcia,
Ainhoa Coloma-Carmona, Maria Carpallo-Gonzalez, Maider Prieto-Vila, Sara Barrio-
Martinez, Angel Aguilera-Martin, Mario Galvez-Lara, Francisco Jurado-Gonzélez, Elisa
Aguirre, César Gonzalez-Blanch, Paloma Ruiz-Rodriguez, Juan Antonio Moriana, Paula
Samper-Garcia, Maria Vicenta Mestre-Escriva, Antonio Cano-Vindel.

Methodology: Roger Muioz-Navarro, Gabriel Esteller-Collado, Carlos Van-der Hofstadt
Roman, Monika Salgueiro, Anna Llorca-Mestre, Elisabeth Malonda-Vidal, Vera Canet-
Cortell, César Gonzalez-Blanch, Antonio Cano-Vindel.

Writing - original draft: Roger Mufioz-Navarro, Virtudes Pérez-Jover.

Writing - review & editing: Roger Mufioz-Navarro, Virtudes Pérez-Jover, Gabriel Esteller-
Collado, Carlos Van-der Hofstadt Roman, Monika Salgueiro, Anna Llorca-Mestre,
Elisabeth Malonda-Vidal, Vera Canet-Cortell, M. José Moraga-Garcia, Ainhoa Coloma-
Carmona, Marfa Carpallo-Gonzélez, Maider Prieto-Vila, Sara Barrio-Martinez, Angel
Aguilera-Martin, Mario Galvez-Lara, Francisco Jurado-Gonzalez, Elisa Aguirre, César
Gonzalez-Blanch, Paloma Ruiz-Rodriguez, Juan Antonio Moriana, Paula Samper-Garcia,
Maria Vicenta Mestre-Escriva, Antonio Cano-Vindel.

References
1. WHO. Mental Health Report. 2022.

2. Subdireccion General de Informacién Sanitaria. Salud mental en datos: prevalencia de los problemas
de salud y consumo de psicofarmacos y farmacos relacionados a partir de registros clinicos de
atencion primaria. BDCAP Series 2. Madrid;2021. https://cpage.mpr.gob.es/

PLOS ONE | https://doi.org/10.1371/journal.pone.0320857  April 17, 2025 17/24



https://cpage.mpr.gob.es/

PLOS ONE

Implementing evidence-based TD-CBT for ED in PC

10.

1.

12

13.

14.

15.

16.

17.

18.

19.

20.

Roca M, Gili M, Garcia-Garcia M, Salva J, Vives M, Garcia Campayo J, et al. Prevalence and comor-
bidity of common mental disorders in primary care. J Affect Disord. 2009;119(1-3):52—-8. https://doi.
0rg/10.1016/j.jad.2009.03.014 PMID: 19361865

GBD 2019 Mental Disorders Collaborators. Global, regional, and national burden of 12 mental
disorders in 204 countries and territories, 1990-2019: a systematic analysis for the Global Bur-
den of Disease Study 2019. Lancet Psychiatry. 2022;9(2):137-50. https://doi.org/10.1016/S2215-
0366(21)00395-3 PMID: 35026139

Hohls JK, Konig H-H, Quirke E, Hajek A. Anxiety, Depression and Quality of Life-A Systematic
Review of Evidence from Longitudinal Observational Studies. Int J Environ Res Public Health.
2021;18(22):12022. https://doi.org/10.3390/ijerph 182212022 PMID: 34831779

Arias D, Saxena S, Verguet S. Quantifying the global burden of mental disorders and their economic
value. EClinicalMedicine. 2022;54:101675. hitps://doi.org/10.1016/j.eclinm.2022.101675 PMID:
36193171

Fernandez A, Mendive JM, Salvador-Carulla L, Rubio-Valera M, Luciano JV, Pinto-Meza A, et al.
Adjustment disorders in primary care: prevalence, recognition and use of services. Br J Psychiatry.
2012;201:137-42. https://doi.org/10.1192/bjp.bp.111.096305 PMID: 22576725

Olariu E, Forero CG, Castro-Rodriguez JI, Rodrigo-Calvo MT, Alvarez P, Martin-Lépez LM, et al.
DETECTION OF ANXIETY DISORDERS IN PRIMARY CARE: A META-ANALYSIS OF ASSISTED
AND UNASSISTED DIAGNOSES. Depress Anxiety. 2015;32(7):471-84. https://doi.org/10.1002/
da.22360 PMID: 25826526

Belldon JA, Conejo-Ceron S, Rodriguez-Bayon A, Ballesta-Rodriguez MI, Mendive JM, Moreno-Peral
P. Common mental disorders in primary care: diagnostic and therapeutic difficulties, and new chal-
lenges in prediction and prevention. SESPAS Report 2020. Gac Sanit. 2020;34 Suppl 1:20-6. https://
doi.org/10.1016/j.gaceta.2020.05.013 PMID: 32843196

Mufoz-Navarro R, Cano-Vindel A, Ruiz-Rodriguez P, Adrian Medrano L, Gonzalez-Blanch C, Mori-
ana JA, et al. Modelo jerarquico de diagndstico y derivacion de los trastornos mentales comunes en
centros de atencioén primaria. Una propuesta a partir del ensayo clinico PsicAP. Ansiedad y Estrés.
2017;23(2-3):124-9. https://doi.org/10.1016/j.anyes.2017.10.002

NICE. Depression:Management of Depression in Primary and Secondary Care. In: London: National
Institute for Health and Clinical Excellence. Clinical Guideline 23. Available at www.nice.org.uk. 2004.

NICE. Anxiety: Management of Anxiety (Panic Disorder, With and Without Agoraphobia, and Gener-
alised Anxiety Disorder) in Adults in Primary, Secondary and Community Care. In: London: National
Institute for Health and Clinical Excellence. Clinical Guideline 22. Available From; www.nice.org.uk.
2004.

NICE. Common Mental Health Disorders: Identification and Pathways to Care. In: London, UK:
National Institute for Health and Clinical Excellence. Clinical Guideline 123. Available at www.nice.org.
uk. 2011.

Cuijpers P, Noma H, Karyotaki E, Cipriani A, Furukawa TA. Effectiveness and Acceptability of Cogni-
tive Behavior Therapy Delivery Formats in Adults With Depression: A Network Meta-analysis. JAMA
Psychiatry. 2019;76(7):700-7. hitps://doi.org/10.1001/jamapsychiatry.2019.0268 PMID: 30994877

Cuijpers P, Cristea |A, Karyotaki E, Reijnders M, Huibers MJH. How effective are cognitive behavior
therapies for major depression and anxiety disorders? A meta-analytic update of the evidence. World
Psychiatry. 2016;15(3):245-58. https://doi.org/10.1002/wps.20346 PMID: 27717254

Cuijpers P, Miguel C, Ciharova M, Ebert D, Harrer M, Karyotaki E. Transdiagnostic treatment of
depression and anxiety: a meta-analysis. Psychol Med. 2023;53(14):6535-46. https://doi.org/10.1017/
S0033291722003841 PMID: 36606456

Cano-Vindel A, Muhoz-Navarro R, Moriana JA, Ruiz-Rodriguez P, Medrano LA, Gonzalez-Blanch
C. Transdiagnostic group cognitive behavioural therapy for emotional disorders in primary care:
the results of the PsicAP randomized controlled trial. Psychol Med. 2021;52(15):1-13. https://doi.
0rg/10.1017/S0033291720005498 PMID: 33550995

Clark DM. Realizing the Mass Public Benefit of Evidence-Based Psychological Therapies: The
IAPT Program. Annu Rev Clin Psychol. 2018;14:159-83. https://doi.org/10.1146/annurev-clin-
psy-050817-084833 PMID: 29350997

Andersen P, Toner P, Bland M, McMillan D. Effectiveness of Transdiagnostic Cognitive Behaviour
Therapy for Anxiety and Depression in Adults: A Systematic Review and Meta-analysis. Behav Cogn
Psychother. 2016;44(6):673-90. hitps://doi.org/10.1017/S1352465816000229 PMID: 27301967

Newby JM, McKinnon A, Kuyken W, Gilbody S, Dalgleish T. Systematic review and meta-analysis
of transdiagnostic psychological treatments for anxiety and depressive disorders in adulthood. Clin
Psychol Rev. 2015;40:91-110. https://doi.org/10.1016/j.cpr.2015.06.002 PMID: 26094079

PLOS ONE | hitps://doi.org/10.1371/journal.pone.0320857  April 17, 2025 18/24



https://doi.org/10.1016/j.jad.2009.03.014
https://doi.org/10.1016/j.jad.2009.03.014
http://www.ncbi.nlm.nih.gov/pubmed/19361865
https://doi.org/10.1016/S2215-0366(21)00395-3
https://doi.org/10.1016/S2215-0366(21)00395-3
http://www.ncbi.nlm.nih.gov/pubmed/35026139
https://doi.org/10.3390/ijerph182212022
http://www.ncbi.nlm.nih.gov/pubmed/34831779
https://doi.org/10.1016/j.eclinm.2022.101675
http://www.ncbi.nlm.nih.gov/pubmed/36193171
https://doi.org/10.1192/bjp.bp.111.096305
http://www.ncbi.nlm.nih.gov/pubmed/22576725
https://doi.org/10.1002/da.22360
https://doi.org/10.1002/da.22360
http://www.ncbi.nlm.nih.gov/pubmed/25826526
https://doi.org/10.1016/j.gaceta.2020.05.013
https://doi.org/10.1016/j.gaceta.2020.05.013
http://www.ncbi.nlm.nih.gov/pubmed/32843196
https://doi.org/10.1016/j.anyes.2017.10.002
www.nice.org.uk
www.nice.org.uk
www.nice.org.uk
www.nice.org.uk
https://doi.org/10.1001/jamapsychiatry.2019.0268
http://www.ncbi.nlm.nih.gov/pubmed/30994877
https://doi.org/10.1002/wps.20346
http://www.ncbi.nlm.nih.gov/pubmed/27717254
https://doi.org/10.1017/S0033291722003841
https://doi.org/10.1017/S0033291722003841
http://www.ncbi.nlm.nih.gov/pubmed/36606456
https://doi.org/10.1017/S0033291720005498
https://doi.org/10.1017/S0033291720005498
http://www.ncbi.nlm.nih.gov/pubmed/33550995
https://doi.org/10.1146/annurev-clinpsy-050817-084833
https://doi.org/10.1146/annurev-clinpsy-050817-084833
http://www.ncbi.nlm.nih.gov/pubmed/29350997
https://doi.org/10.1017/S1352465816000229
http://www.ncbi.nlm.nih.gov/pubmed/27301967
https://doi.org/10.1016/j.cpr.2015.06.002
http://www.ncbi.nlm.nih.gov/pubmed/26094079

PLOS ONE

Implementing evidence-based TD-CBT for ED in PC

21.

22,

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37

38.

Ciharova M, Furukawa TA, Efthimiou O, Karyotaki E, Miguel C, Noma H, et al. Cognitive restructuring,
behavioral activation and cognitive-behavioral therapy in the treatment of adult depression: A network
meta-analysis. J Consult Clin Psychol. 2021;89(6):563—-74. https://doi.org/10.1037/ccp0000654 PMID:
34264703

Freitas JRS, Velosa VHS, Abreu LTN, Jardim RL, Santos JAV, Peres B, et al. Virtual Reality Expo-
sure Treatment in Phobias: a Systematic Review. Psychiatr Q. 2021;92(4):1685-710. https://doi.
org/10.1007/s11126-021-09935-6 PMID: 34173160

Ruiz-Rodriguez P, Cano-Vindel A, Mufioz-Navarro R, Wood CM, Medrano LA, Moretti LS, et al.
Cost-Effectiveness and Cost-Utility Analysis of the Treatment of Emotional Disorders in Primary Care:
PsicAP Clinical Trial. Description of the Sub-study Design. Front Psychol. 2018;9:281. https://doi.
0rg/10.3389/fpsyg.2018.00281 PMID: 29559944

Aguilera-Martin A, Galvez-Lara M, Cuadrado F, Moreno E, Garcia-Torres F, Vencesla JF, et al.
Cost-effectiveness and cost-utility evaluation of individual vs. group transdiagnostic psychological
treatment for emotional disorders in primary care (PsicAP-Costs): a multicentre randomized controlled
trial protocol. BMC Psychiatry. 2022;22(1):99. https://doi.org/10.1186/s12888-022-03726-4 PMID:
35139809

Hofmann SG, Hayes SC. The Future of Intervention Science: Process-Based Therapy. Clin Psychol
Sci. 2019;7(1):37-50. hitps://doi.org/10.1177/2167702618772296 PMID: 30713811

Hayes S, Hofmann S. Hayes SC, Hofmann SG. Editiors. Process-based CBT: The science and core
clinical competencies of cognitive behavioral therapy. New Harbinger Publications; 2018.

Fernandez A, Haro JM, Codony M, Vilagut G, Martinez-Alonso M, Autonell J, et al. Treatment ade-
quacy of anxiety and depressive disorders: primary versus specialised care in Spain. J Affect Disord.
2006;96(1-2):9-20. https://doi.org/10.1016/j.jad.2006.05.005 PMID: 16793140

Thornicroft G, Chatterji S, Evans-Lacko S, Gruber M, Sampson N, Aguilar-Gaxiola S, et al. Under-
treatment of people with major depressive disorder in 21 countries. Br J Psychiatry. 2017;210(2):119—
24. https://doi.org/10.1192/bjp.bp.116.188078 PMID: 27908899

Aldao A, Nolen-Hoeksema S. Specificity of cognitive emotion regulation strategies: a transdiagnostic
examination. Behav Res Ther. 2010;48(10):974—83. https://doi.org/10.1016/j.brat.2010.06.002 PMID:
20591413

Pico-Pérez M, Alemany-Navarro M, Dunsmoor JE, Radua J, Albajes-Eizagirre A, Vervliet B, et
al. Common and distinct neural correlates of fear extinction and cognitive reappraisal: A meta-
analysis of fMRI studies. Neurosci Biobehav Rev. 2019;104:102—15. https://doi.org/10.1016/j.neu-
biorev.2019.06.029 PMID: 31278951

Del Re AC, Fliickiger C, Horvath AO, Symonds D, Wampold BE. Therapist effects in the therapeutic
alliance-outcome relationship: a restricted-maximum likelihood meta-analysis. Clin Psychol Rev.
2012;32(7):642-9. hitps://doi.org/10.1016/j.cpr.2012.07.002 PMID: 22922705

Snyder HR. Major depressive disorder is associated with broad impairments on neuropsychologi-
cal measures of executive function: a meta-analysis and review. Psychol Bull. 2013;139(1):81-132.
https://doi.org/10.1037/a0028727 PMID: 22642228

McClintock SM, Husain MM, Greer TL, Cullum CM. Association between depression severity and
neurocognitive function in major depressive disorder: a review and synthesis. Neuropsychology.
2010;24(1):9-34. hitps://doi.org/10.1037/a0017336 PMID: 20063944

Cameron SK, Rodgers J, Dagnan D. The relationship between the therapeutic alliance and clinical
outcomes in cognitive behaviour therapy for adults with depression: A meta-analytic review. Clin Psy-
chol Psychother. 2018;25(3):446-56. https://doi.org/10.1002/cpp.2180 PMID: 29484770

Sun X, Zhu C, So SHW. Dysfunctional metacognition across psychopathologies: A meta-analytic
review. Eur Psychiatry. 2017;45:139-53. https://doi.org/10.1016/j.eurpsy.2017.05.029 PMID: 28763680

Sakiris N, Berle D. A systematic review and meta-analysis of the Unified Protocol as a transdiagnostic
emotion regulation based intervention. Clin Psychol Rev. 2019;72:101751. hitps://doi.org/10.1016/].
cpr.2019.101751 PMID: 31271848

Sloan E, Hall K, Moulding R, Bryce S, Mildred H, Staiger PK. Emotion regulation as a transdiagnostic
treatment construct across anxiety, depression, substance, eating and borderline personality disor-
ders: A systematic review. Clin Psychol Rev. 2017;57:141-63. https://doi.org/10.1016/j.cpr.2017.09.002
PMID: 28941927

Naragon-Gainey K, McMahon TP, Chacko TP. The structure of common emotion regulation strategies:
A meta-analytic examination. Psychol Bull. 2017;143(4):384—427. https://doi.org/10.1037/bul0000093
PMID: 28301202

PLOS ONE | https://doi.org/10.1371/journal.pone.0320857  April 17, 2025 19/24



https://doi.org/10.1037/ccp0000654
http://www.ncbi.nlm.nih.gov/pubmed/34264703
https://doi.org/10.1007/s11126-021-09935-6
https://doi.org/10.1007/s11126-021-09935-6
http://www.ncbi.nlm.nih.gov/pubmed/34173160
https://doi.org/10.3389/fpsyg.2018.00281
https://doi.org/10.3389/fpsyg.2018.00281
http://www.ncbi.nlm.nih.gov/pubmed/29559944
https://doi.org/10.1186/s12888-022-03726-4
http://www.ncbi.nlm.nih.gov/pubmed/35139809
https://doi.org/10.1177/2167702618772296
http://www.ncbi.nlm.nih.gov/pubmed/30713811
https://doi.org/10.1016/j.jad.2006.05.005
http://www.ncbi.nlm.nih.gov/pubmed/16793140
https://doi.org/10.1192/bjp.bp.116.188078
http://www.ncbi.nlm.nih.gov/pubmed/27908899
https://doi.org/10.1016/j.brat.2010.06.002
http://www.ncbi.nlm.nih.gov/pubmed/20591413
https://doi.org/10.1016/j.neubiorev.2019.06.029
https://doi.org/10.1016/j.neubiorev.2019.06.029
http://www.ncbi.nlm.nih.gov/pubmed/31278951
https://doi.org/10.1016/j.cpr.2012.07.002
http://www.ncbi.nlm.nih.gov/pubmed/22922705
https://doi.org/10.1037/a0028727
http://www.ncbi.nlm.nih.gov/pubmed/22642228
https://doi.org/10.1037/a0017336
http://www.ncbi.nlm.nih.gov/pubmed/20063944
https://doi.org/10.1002/cpp.2180
http://www.ncbi.nlm.nih.gov/pubmed/29484770
https://doi.org/10.1016/j.eurpsy.2017.05.029
http://www.ncbi.nlm.nih.gov/pubmed/28763680
https://doi.org/10.1016/j.cpr.2019.101751
https://doi.org/10.1016/j.cpr.2019.101751
http://www.ncbi.nlm.nih.gov/pubmed/31271848
https://doi.org/10.1016/j.cpr.2017.09.002
http://www.ncbi.nlm.nih.gov/pubmed/28941927
https://doi.org/10.1037/bul0000093
http://www.ncbi.nlm.nih.gov/pubmed/28301202

PLOS ONE

Implementing evidence-based TD-CBT for ED in PC

39.

40.

41.

42,

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

Norton PJ, Barrera TL, Mathew AR, Chamberlain LD, Szafranski DD, Reddy R, et al. Effect of trans-
diagnostic cbt for anxiety disorders on comorbid diagnoses. Depress Anxiety. 2013;30(2):168—73.
https://doi.org/10.1002/da.22018 PMID: 23212696

Roberge P, Provencher MD, Gaboury |, Gosselin P, Vasiliadis H-M, Benoit A, et al. Group transdiag-
nostic cognitive-behavior therapy for anxiety disorders: a pragmatic randomized clinical trial. Psychol
Med. 2020;52(13):1-11. https://doi.org/10.1017/S0033291720004316 PMID: 33261700

Mufioz-Navarro R, Medrano LA, Limonero JT, Gonzélez-Blanch C, Moriana JA, Ruiz-Rodriguez P,

et al. The mediating role of emotion regulation in transdiagnostic cognitive behavioural therapy for
emotional disorders in primary care: Secondary analyses of the PsicAP randomized controlled trial. J
Affect Disord. 2022;303:206—-15. https://doi.org/10.1016/j.jad.2022.01.029 PMID: 34998804

Tschuschke V, Koemeda-Lutz M, von Wyl A, Crameri A, Schulthess P. The Impact of Patients’ and
Therapists’ Views of the Therapeutic Alliance on Treatment Outcome in Psychotherapy. J Nerv Ment
Dis. 2020;208(1):56—64. https://doi.org/10.1097/NMD.0000000000001111 PMID: 31688492

Murphy ST, Garcia RA, Cheavens JS, Strunk DR. The therapeutic alliance and dropout in cognitive
behavioral therapy of depression. Psychother Res. 2022;32(8):995-1002. https://doi.org/10.1080/1050
3307.2021.2025277 PMID: 35041574

Sharf J, Primavera LH, Diener MJ. Dropout and therapeutic alliance: a meta-analysis of adult individ-
ual psychotherapy. Psychotherapy (Chic). 2010;47(4):637—-45. hitps://doi.org/10.1037/2a0021175 PMID:
21198249

Linardon J, Hindle A, Brennan L. Dropout from cognitive-behavioral therapy for eating disorders:
A meta-analysis of randomized, controlled trials. Int J Eat Disord. 2018;51(5):381-91. hitps://doi.
org/10.1002/eat.22850 PMID: 29493805

Windle E, Tee H, Sabitova A, Jovanovic N, Priebe S, Carr C. Association of Patient Treatment Pref-
erence With Dropout and Clinical Outcomes in Adult Psychosocial Mental Health Interventions: A
Systematic Review and Meta-analysis. JAMA Psychiatry. 2020;77(3):294-302. https://doi.org/10.1001/
jamapsychiatry.2019.3750 PMID: 31799994

Fernandez E, Salem D, Swift JK, Ramtahal N. Meta-analysis of dropout from cognitive behavioral
therapy: Magnitude, timing, and moderators. J Consult Clin Psychol. 2015;83(6):1108—22. hitps://doi.
org/10.1037/ccp0000044 PMID: 26302248

Swift JK, Greenberg RP. Premature discontinuation in adult psychotherapy: a meta-analysis. J Consult
Clin Psychol. 2012;80(4):547-59. https://doi.org/10.1037/20028226 PMID: 22506792

Swift JK, Greenberg RP, Tompkins KA, Parkin SR. Treatment refusal and premature termination in
psychotherapy, pharmacotherapy, and their combination: A meta-analysis of head-to-head compari-
sons. Psychotherapy (Chic). 2017;54(1):47-57. https://doi.org/10.1037/pst0000104 PMID: 28263651

Carpallo-Gonzalez M, Mufioz-Navarro R, Gonzalez-Blanch C, Cano-Vindel A. Symptoms of emo-
tional disorders and sociodemographic factors as moderators of dropout in psychological treatment: A
meta-review. Int J Clin Health Psychol. 2023;23(4):100379. https://doi.org/10.1016/}.iichp.2023.100379
PMID: 36922928

Frank HE, Becker-Haimes EM, Kendall PC. Therapist training in evidence-based interventions for
mental health: A systematic review of training approaches and outcomes. Clin Psychol (New York).
2020;27(3):e12330. https://doi.org/10.1111/cpsp.12330 PMID: 34092941

Johns RG, Barkham M, Kellett S, Saxon D. A systematic review of therapist effects: A critical nar-
rative update and refinement to review. Clin Psychol Rev. 2019;67:78—-93. https://doi.org/10.1016/].
cpr.2018.08.004 PMID: 30442478

Brauer R, Alfageh B, Blais JE, Chan EW, Chui CSL, Hayes JF, et al. Psychotropic medicine consump-
tion in 65 countries and regions, 2008-19: a longitudinal study. Lancet Psychiatry. 2021;8(12):1071—
82. https://doi.org/10.1016/S2215-0366(21)00292-3 PMID: 34801129

Quemel GKC, Da Silva EP, Conceigao WR, Gomes MF, Rivera JGB, Quemel GKC. Reviséo inte-
grativa da literatura sobre 0 aumento no consumo de psicotrépicos em transtornos mentais como
a depressao / Integrative review of the literature on the increase in consumption of psychotropics
in mental disorders like depression. Braz Ap Sci Rev. 2021;5(3):1384—403. https://doi.org/10.34115/
basrv5n3-008

Spence D. Are antidepressants overprescribed? Yes. BMJ. 2013;346:f191. https://doi.org/10.1136/bmj.
191 PMID: 23341568

Goldsmith L, Moncrieff J. The psychoactive effects of antidepressants and their association with suicid-
ality. Curr Drug Saf. 2011;6(2):115-21. https://doi.org/10.2174/157488611795684622 PMID: 21375477

Moncrieff J. What does the latest meta-analysis really tell us about antidepressants?. Epidemiol Psy-
chiatr Sci. 2018;27(5):430-2. https://doi.org/10.1017/S2045796018000240 PMID: 29804550

PLOS ONE | hitps://doi.org/10.1371/journal.pone.0320857  April 17, 2025 20/24



https://doi.org/10.1002/da.22018
http://www.ncbi.nlm.nih.gov/pubmed/23212696
https://doi.org/10.1017/S0033291720004316
http://www.ncbi.nlm.nih.gov/pubmed/33261700
https://doi.org/10.1016/j.jad.2022.01.029
http://www.ncbi.nlm.nih.gov/pubmed/34998804
https://doi.org/10.1097/NMD.0000000000001111
http://www.ncbi.nlm.nih.gov/pubmed/31688492
https://doi.org/10.1080/10503307.2021.2025277
https://doi.org/10.1080/10503307.2021.2025277
http://www.ncbi.nlm.nih.gov/pubmed/35041574
https://doi.org/10.1037/a0021175
http://www.ncbi.nlm.nih.gov/pubmed/21198249
https://doi.org/10.1002/eat.22850
https://doi.org/10.1002/eat.22850
http://www.ncbi.nlm.nih.gov/pubmed/29493805
https://doi.org/10.1001/jamapsychiatry.2019.3750
https://doi.org/10.1001/jamapsychiatry.2019.3750
http://www.ncbi.nlm.nih.gov/pubmed/31799994
https://doi.org/10.1037/ccp0000044
https://doi.org/10.1037/ccp0000044
http://www.ncbi.nlm.nih.gov/pubmed/26302248
https://doi.org/10.1037/a0028226
http://www.ncbi.nlm.nih.gov/pubmed/22506792
https://doi.org/10.1037/pst0000104
http://www.ncbi.nlm.nih.gov/pubmed/28263651
https://doi.org/10.1016/j.ijchp.2023.100379
http://www.ncbi.nlm.nih.gov/pubmed/36922928
https://doi.org/10.1111/cpsp.12330
http://www.ncbi.nlm.nih.gov/pubmed/34092941
https://doi.org/10.1016/j.cpr.2018.08.004
https://doi.org/10.1016/j.cpr.2018.08.004
http://www.ncbi.nlm.nih.gov/pubmed/30442478
https://doi.org/10.1016/S2215-0366(21)00292-3
http://www.ncbi.nlm.nih.gov/pubmed/34801129
https://doi.org/10.34115/basrv5n3-008
https://doi.org/10.34115/basrv5n3-008
https://doi.org/10.1136/bmj.f191
https://doi.org/10.1136/bmj.f191
http://www.ncbi.nlm.nih.gov/pubmed/23341568
https://doi.org/10.2174/157488611795684622
http://www.ncbi.nlm.nih.gov/pubmed/21375477
https://doi.org/10.1017/S2045796018000240
http://www.ncbi.nlm.nih.gov/pubmed/29804550

PLOS ONE

Implementing evidence-based TD-CBT for ED in PC

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72,

73.

74.

75.

Moncrieff J. Persistent adverse effects of antidepressants. Epidemiol Psychiatr Sci. 2019;29:e56.
https://doi.org/10.1017/S2045796019000520 PMID: 31543093

Read J, Moncrieff J. Depression: why drugs and electricity are not the answer. Psychol Med.
2022;52(8):1401-10. https://doi.org/10.1017/S0033291721005031 PMID: 35100527

Munkholm K, Paludan-Mdller AS, Boesen K. Considering the methodological limitations in the evi-
dence base of antidepressants for depression: a reanalysis of a network meta-analysis. BMJ Open.
2019;9(6):e024886. https://doi.org/10.1136/bmjopen-2018-024886 PMID: 31248914

Pigott HE, Leventhal AM, Alter GS, Boren JJ. Efficacy and effectiveness of antidepressants: current
status of research. Psychother Psychosom. 2010;79(5):267-79. hitps://doi.org/10.1159/000318293
PMID: 20616621

COVID-19 Mental Disorders Collaborators. Global prevalence and burden of depressive and
anxiety disorders in 204 countries and territories in 2020 due to the COVID-19 pandemic. Lancet.
2021;398(10312):1700-12. https://doi.org/10.1016/S0140-6736(21)02143-7 PMID: 34634250

Cuijpers P, Miguel C, Harrer M, Plessen CY, Ciharova M, Ebert D, et al. Cognitive behavior therapy vs.
control conditions, other psychotherapies, pharmacotherapies and combined treatment for depres-
sion: a comprehensive meta-analysis including 409 trials with 52,702 patients. World Psychiatry.
2023;22(1):105—15. https://doi.org/10.1002/wps.21069 PMID: 36640411

Fava GA, Benasi G, Lucente M, Offidani E, Cosci F, Guidi J. Withdrawal Symptoms after Serotonin-
Noradrenaline Reuptake Inhibitor Discontinuation: Systematic Review. Psychother Psychosom.
2018;87(4):195-203. https://doi.org/10.1159/000491524 PMID: 30016772

Bockting CLH, Klein NS, Elgersma HJ, van Rijsbergen GD, Slofstra C, Ormel J, et al. Effectiveness
of preventive cognitive therapy while tapering antidepressants versus maintenance antidepressant
treatment versus their combination in prevention of depressive relapse or recurrence (DRD study): a
three-group, multicentre, randomised controlled trial. Lancet Psychiatry. 2018;5(5):401—10. hitps://doi.
org/10.1016/S2215-0366(18)30100-7 PMID: 29625762

Whiston A, Bockting CLH, Semkovska M. Towards personalising treatment: a systematic review
and meta-analysis of face-to-face efficacy moderators of cognitive-behavioral therapy and interper-
sonal psychotherapy for major depressive disorder. Psychol Med. 2019;49(16):2657—-68. https://doi.
0rg/10.1017/S0033291719002812 PMID: 31615583

Rock PL, Roiser JP, Riedel WJ, Blackwell AD. Cognitive impairment in depression: a system-
atic review and meta-analysis. Psychol Med. 2014;44(10):2029—40. https://doi.org/10.1017/
S0033291713002535 PMID: 24168753

Jaeger J, Berns S, Uzelac S, Davis-Conway S. Neurocognitive deficits and disability in major depres-
sive disorder. Psychiatry Res. 2006;145(1):39-48. https://doi.org/10.1016/j.psychres.2005.11.011
PMID: 17045658

Roca M, Vives M, Lépez-Navarro E, Garcia-Campayo J, Gili M. Cognitive impairments and depres-
sion: a critical review. Actas Esp Psiquiatr. 2015;43(5):187-93. PMID: 26320897

Lee RSC, Hermens DF, Porter MA, Redoblado-Hodge MA. A meta-analysis of cognitive deficits in
first-episode Major Depressive Disorder. J Affect Disord. 2012;140(2):113-24. hitps://doi.org/10.1016/j.
jad.2011.10.023 PMID: 22088608

Avila-Castells P, Garre-Olmo J, Calvé-Perxas L, Turré-Garriga O, Alsina E, Carmona O, et al. Drug
use in patients with dementia: a register-based study in the health region of Girona (Catalonia/
Spain). Eur J Clin Pharmacol. 2013;69(5):1047-56. https://doi.org/10.1007/s00228-012-1451-y PMID:
23179177

Jones HE, Joshi A, Shenkin S, Mead GE. The effect of treatment with selective serotonin reuptake
inhibitors in comparison to placebo in the progression of dementia: a systematic review and
meta-analysis. Age Ageing. 2016;45(4):448-56. https://doi.org/10.1093/ageing/afw053 PMID:
27055878

Herrera-Guzman |, Gudayol-Ferré E, Herrera-Guzman D, Guardia-Olmos J, Hinojosa-Calvo E, Herrera-
Abarca JE. Effects of selective serotonin reuptake and dual serotonergic-noradrenergic reuptake treat-
ments on memory and mental processing speed in patients with major depressive disorder. J Psychiatr
Res. 2009;43(9):855—-63. hitps://doi.org/10.1016/j.jpsychires.2008.10.015 PMID: 19128810

Porter RJ, Bourke C, Gallagher P. Neuropsychological impairment in major depression: its

nature, origin and clinical significance. Aust N Z J Psychiatry. 2007;41(2):115-28. https://doi.
org/10.1080/00048670601109881 PMID: 17464689

Hasselbalch BJ, Knorr U, Kessing LV. Cognitive impairment in the remitted state of unipolar depres-

sive disorder: a systematic review. J Affect Disord. 2011;134(1-3):20-31. https://doi.org/10.1016/j.
jad.2010.11.011 PMID: 21163534

PLOS ONE | https://doi.org/10.1371/journal.pone.0320857  April 17, 2025 21/24



https://doi.org/10.1017/S2045796019000520
http://www.ncbi.nlm.nih.gov/pubmed/31543093
https://doi.org/10.1017/S0033291721005031
http://www.ncbi.nlm.nih.gov/pubmed/35100527
https://doi.org/10.1136/bmjopen-2018-024886
http://www.ncbi.nlm.nih.gov/pubmed/31248914
https://doi.org/10.1159/000318293
http://www.ncbi.nlm.nih.gov/pubmed/20616621
https://doi.org/10.1016/S0140-6736(21)02143-7
http://www.ncbi.nlm.nih.gov/pubmed/34634250
https://doi.org/10.1002/wps.21069
http://www.ncbi.nlm.nih.gov/pubmed/36640411
https://doi.org/10.1159/000491524
http://www.ncbi.nlm.nih.gov/pubmed/30016772
https://doi.org/10.1016/S2215-0366(18)30100-7
https://doi.org/10.1016/S2215-0366(18)30100-7
http://www.ncbi.nlm.nih.gov/pubmed/29625762
https://doi.org/10.1017/S0033291719002812
https://doi.org/10.1017/S0033291719002812
http://www.ncbi.nlm.nih.gov/pubmed/31615583
https://doi.org/10.1017/S0033291713002535
https://doi.org/10.1017/S0033291713002535
http://www.ncbi.nlm.nih.gov/pubmed/24168753
https://doi.org/10.1016/j.psychres.2005.11.011
http://www.ncbi.nlm.nih.gov/pubmed/17045658
http://www.ncbi.nlm.nih.gov/pubmed/26320897
https://doi.org/10.1016/j.jad.2011.10.023
https://doi.org/10.1016/j.jad.2011.10.023
http://www.ncbi.nlm.nih.gov/pubmed/22088608
https://doi.org/10.1007/s00228-012-1451-y
http://www.ncbi.nlm.nih.gov/pubmed/23179177
https://doi.org/10.1093/ageing/afw053
http://www.ncbi.nlm.nih.gov/pubmed/27055878
https://doi.org/10.1016/j.jpsychires.2008.10.015
http://www.ncbi.nlm.nih.gov/pubmed/19128810
https://doi.org/10.1080/00048670601109881
https://doi.org/10.1080/00048670601109881
http://www.ncbi.nlm.nih.gov/pubmed/17464689
https://doi.org/10.1016/j.jad.2010.11.011
https://doi.org/10.1016/j.jad.2010.11.011
http://www.ncbi.nlm.nih.gov/pubmed/21163534

PLOS ONE

Implementing evidence-based TD-CBT for ED in PC

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87

88.

89.

90.

91.

92.

93.

Weigand AJ, Bondi MW, Thomas KR, Campbell NL, Galasko DR, Salmon DP, et al. Association of
anticholinergic medications and AD biomarkers with incidence of MCI among cognitively normal older
adults. Neurology. 2020;95(16):2295-304. https://doi.org/10.1212/WNL.0000000000010643 PMID:
32878992

Davies J, Read J. A systematic review into the incidence, severity and duration of antidepressant
withdrawal effects: Are guidelines evidence-based?. Addict Behav. 2019;97:111-21. https://doi.
org/10.1016/j.addbeh.2018.08.027 PMID: 30292574

Hemming K, Haines TP, Chilton PJ, Girling AJ, Lilford RJ. The stepped wedge cluster randomised
trial: rationale, design, analysis, and reporting. BMJ. 2015;350:h391. hitps://doi.org/10.1136/bmj.h391
PMID: 25662947

Gagliardi AR, Yip CYY, Irish J, Wright FC, Rubin B, Ross H, et al. The psychological burden of
waiting for procedures and patient-centred strategies that could support the mental health of wait-
listed patients and caregivers during the COVID-19 pandemic: A scoping review. Health Expect.
2021;24(3):978-90. https://doi.org/10.1111/hex.13241 PMID: 33769657

Ruesch M, Helmes A, Bengel J. Cognitive behavioral group therapy for patients with physical dis-
eases and comorbid depressive or adjustment disorders on a waiting list for individual therapy: results
from a randomized controlled trial. BMC Psychiatry. 2017;17(1):340. https://doi.org/10.1186/s12888-
017-1494-9 PMID: 29017481

Cano-Vindel A, Muhoz-Navarro R, Wood CM, Limonero JT, Medrano LA, Ruiz-Rodriguez P, et al.
Transdiagnostic Cognitive Behavioral Therapy Versus Treatment as Usual in Adult Patients With Emo-
tional Disorders in the Primary Care Setting (PsicAP Study): Protocol for a Randomized Controlled
Trial. JMIR Res Protoc. 2016;5(4):e246. hitps://doi.org/10.2196/resprot.6351 PMID: 28011446

Adams G, Gulliford MC, Ukoumunne OC, Eldridge S, Chinn S, Campbell MJ. Patterns of intra--
cluster correlation from primary care research to inform study design and analysis. J Clin Epidemiol.
2004;57(8):785-94. https://doi.org/10.1016/j.jclinepi.2003.12.013 PMID: 15485730

Mufioz-Navarro R, Cano-Vindel A, Medrano LA, Schmitz F, Ruiz-Rodriguez P, Abellan-Maeso C, et
al. Utility of the PHQ-9 to identify major depressive disorder in adult patients in Spanish primary care
centres. BMC Psychiatry. 2017;17(1):291. https://doi.org/10.1186/s12888-017-1450-8 PMID: 28793892

Mufoz-Navarro R, Cano-Vindel A, Moriana JA, Medrano LA, Ruiz-Rodriguez P, Agliero-Gento L, et
al. Screening for generalized anxiety disorder in Spanish primary care centers with the GAD-7. Psy-
chiatry Res. 2017;256:312—7. hitps://doi.org/10.1016/j.psychres.2017.06.023 PMID: 28666201

Cano-Vindel A, Ruiz-Rodriguez P, Muiioz-Navarro R, Medrano LA, Moriana JA, Moreno EM, et al.
Protocolo transdiagnéstico PsicAP de entrenamiento cognitivo-conductual en grupo para trastornos
emocionales. Accion psicol. 2023;19(2). https://doi.org/10.5944/ap.19.2.37005

Watts SE, Turnell A, Kladnitski N, Newby JM, Andrews G. Treatment-as-usual (TAU) is anything but
usual: a meta-analysis of CBT versus TAU for anxiety and depression. J Affect Disord. 2015;175:152—
67. https://doi.org/10.1016/j.jad.2014.12.025 PMID: 25618002

van Ravesteijn H, Wittkampf K, Lucassen P, van de Lisdonk E, van den Hoogen H, van Weert H, et
al. Detecting somatoform disorders in primary care with the PHQ-15. Ann Fam Med. 2009;7(3):232-8.
https://doi.org/10.1370/afm.985 PMID: 19433840

Mufoz-Navarro R, Cano-Vindel A, Wood CM, Ruiz-Rodriguez P, Medrano LA, Limonero JT, et al.
The PHQ-PD as a Screening Tool for Panic Disorder in the Primary Care Setting in Spain. PLoS One.
2016;11(8):e0161145. hitps://doi.org/10.1371/journal.pone.0161145 PMID: 27525977

Luciano JV, Bertsch J, Salvador-Carulla L, Tomas JM, Fernandez A, Pinto-Meza A, et al. Factor struc-
ture, internal consistency and construct validity of the Sheehan Disability Scale in a Spanish primary
care sample. J Eval Clin Pract. 2010;16(5):895-901. https://doi.org/10.1111/j.1365-2753.2009.01211.x
PMID: 20626541

Lucas-Carrasco R. The WHO quality of life (WHOQOL) questionnaire: Spanish development and
validation studies. Qual Life Res. 2012;21(1):161-5. hitps://doi.org/10.1007/s11136-011-9926-3 PMID:
21611868

Badia X, Roset M, Montserrat S, Herdman M, Segura A. The Spanish version of EuroQol: a descrip-
tion and its applications. European Quality of Life scale. Med Clin (Barc). 1999;112(Suppl 1):79-85.

Diaz D, Rodriguez-Carvajal R, Blanco A, Moreno-Jiménez B, Gallardo I, Valle C, et al. Spanish
adaptation of the Psychological Well-Being Scales (PWBS). Psicothema. 2006;18(3):572—7. PMID:
17296089

Meyer TJ, Miller ML, Metzger RL, Borkovec TD. Development and validation of the Penn State Worry

Questionnaire. Behav Res Ther. 1990;28(6):487-95. https://doi.org/10.1016/0005-7967(90)90135-6
PMID: 2076086

PLOS ONE | hitps://doi.org/10.1371/journal.pone.0320857  April 17, 2025 22/24



https://doi.org/10.1212/WNL.0000000000010643
http://www.ncbi.nlm.nih.gov/pubmed/32878992
https://doi.org/10.1016/j.addbeh.2018.08.027
https://doi.org/10.1016/j.addbeh.2018.08.027
http://www.ncbi.nlm.nih.gov/pubmed/30292574
https://doi.org/10.1136/bmj.h391
http://www.ncbi.nlm.nih.gov/pubmed/25662947
https://doi.org/10.1111/hex.13241
http://www.ncbi.nlm.nih.gov/pubmed/33769657
https://doi.org/10.1186/s12888-017-1494-9
https://doi.org/10.1186/s12888-017-1494-9
http://www.ncbi.nlm.nih.gov/pubmed/29017481
https://doi.org/10.2196/resprot.6351
http://www.ncbi.nlm.nih.gov/pubmed/28011446
https://doi.org/10.1016/j.jclinepi.2003.12.013
http://www.ncbi.nlm.nih.gov/pubmed/15485730
https://doi.org/10.1186/s12888-017-1450-8
http://www.ncbi.nlm.nih.gov/pubmed/28793892
https://doi.org/10.1016/j.psychres.2017.06.023
http://www.ncbi.nlm.nih.gov/pubmed/28666201
https://doi.org/10.5944/ap.19.2.37005
https://doi.org/10.1016/j.jad.2014.12.025
http://www.ncbi.nlm.nih.gov/pubmed/25618002
https://doi.org/10.1370/afm.985
http://www.ncbi.nlm.nih.gov/pubmed/19433840
https://doi.org/10.1371/journal.pone.0161145
http://www.ncbi.nlm.nih.gov/pubmed/27525977
https://doi.org/10.1111/j.1365-2753.2009.01211.x
http://www.ncbi.nlm.nih.gov/pubmed/20626541
https://doi.org/10.1007/s11136-011-9926-3
http://www.ncbi.nlm.nih.gov/pubmed/21611868
http://www.ncbi.nlm.nih.gov/pubmed/17296089
https://doi.org/10.1016/0005-7967(90)90135-6
http://www.ncbi.nlm.nih.gov/pubmed/2076086

PLOS ONE

Implementing evidence-based TD-CBT for ED in PC

94.

95.

96.

97.

98.

99.

100.

101.
102.

103.

104.

105.

106.

107.

108.

109.

110.

111,

112.

113.

114.

Mufioz-Navarro R, Adrian Medrano L, Gonzalez-Blanch C, Carpallo-Gonzélez M, Olave L, Iruar-
rizaga |, et al. Validity of Brief Scales for Assessing Transdiagnostic Cognitive Emotion Regulation
Strategies in Primary Care Patients With Emotional Disorders. European Journal of Psychological
Assessment. 2021;37(2):86-94. https://doi.org/10.1027/1015-5759/a000584

Wells A, Cartwright-Hatton S. A short form of the metacognitions questionnaire: properties of the
MCQ-30. Behav Res Ther. 2004;42(4):385-96. https://doi.org/10.1016/S0005-7967(03)00147-5
PMID: 14998733

Garnefski N, Kraaij V. The Cognitive Emotion Regulation Questionnaire. Eur J Psychol Asses.
2007;23(3):141-9. https://doi.org/10.1027/1015-5759.23.3.141

Andrade-Gonzélez N, Fernandez-Liria A. Spanish Adaptation of the Working Alliance Inventory
(WAI). Psychometric properties of the patient and therapist forms (WAI-P and WAI-T). analesps.
2015;31(2):524. https://doi.org/10.6018/analesps.31.2.177961

Quirk K, Miller S, Duncan B, Owen J. Group Session Rating Scale: Preliminary psychometrics in
substance abuse group interventions. Couns and Psychother Res. 2013;13(3):194-200. https://doi.
0rg/10.1080/14733145.2012.744425

Partington J, Leiter R. Partington’s pathways test. Psychol Service Center J. n.d.;1(1):11-20.

Tamayo F, Casals-Coll M, Sanchez-Benavides G, Quintana M, Manero RM, Rognoni T, et al. Span-
ish normative studies in a young adult population (NEURONORMA young adults Project): norms
for the verbal span, visuospatial span, Letter-Number Sequencing, Trail Making Test and Symbol
Digit Modalities Test. Neurologia. 2012;27(6):319-29. hitps://doi.org/10.1016/j.nrl.2011.12.020 PMID:
22405214

Golden CJ. Stroop: Test de colores y palabras. Madrid: TEA Ediciones; 2006.

Rognoni T, Casals-Coll M, Sanchez-Benavides G, Quintana M, Manero RM, Calvo L, et al. Spanish
normative studies in young adults (NEURONORMA young adults project): norms for Stroop Color-
Word Interference and Tower of London-Drexel University tests. Neurologia. 2013;28(2):73-80.
https://doi.org/10.1016/j.nrl.2012.02.009 PMID: 22652138

; 2003.Rey A. Test de copia y reproduccion de memoria de figuras geométricas complejas, Manual.
Madrid: TEA Ediciones; 2003.

Pefa-Casanova J, Gramunt-Fombuena N, Quifiones-Ubeda S, Sanchez-Benavides G, Aguilar M,
Badenes D, et al. Spanish Multicenter Normative Studies (NEURONORMA Project): norms for the
Rey-Osterrieth complex figure (copy and memory), and free and cued selective reminding test. Arch
Clin Neuropsychol. 2009;24(4):371-93. https://doi.org/10.1093/arclin/acp041 PMID: 19661107

Smith A. Symbol digit modalities test. Manual. Los Angeles: CAWestern Psychological Services;
1982,

Wechsler D. Escala de inteligencia de Wechsler para adultos-1V. Manual de aplicacion y correccion.
Madrid: NCS Pearson, Inc; 2012.

Benedet M, Alejandre M. Test de Aprendizaje Verbal Espafia-Complutense. Madrid: TEA Ediciones;
2014.

Tombaugh TN, Kozak J, Rees L. Normative Data Stratified by Age and Education for Two Measures
of Verbal Fluency: FAS and Animal Naming. Archives of Clinical Neuropsychology. 1999;14(2):167—
77. https://doi.org/10.1093/arclin/14.2.167

Horne R, Weinman J, Hankins M. The beliefs about medicines questionnaire: The development and
evaluation of a new method for assessing the cognitive representation of medication. Psychology &
Health. 1999;14(1):1-24. https://doi.org/10.1080/08870449908407311

McCoy CE. Understanding the Intention-to-treat Principle in Randomized Controlled Trials. West J
Emerg Med. 2017;18(6):1075-8. https://doi.org/10.5811/westjem.2017.8.35985 PMID: 29085540

Barker D, McElduff P, D’Este C, Campbell MJ. Stepped wedge cluster randomised trials: a review
of the statistical methodology used and available. BMC Med Res Methodol. 2016;16:69. https://doi.
org/10.1186/s12874-016-0176-5 PMID: 27267471

Xia F, Hughes JP, Voldal EC, Heagerty PJ. Power and sample size calculation for stepped-wedge
designs with discrete outcomes. Trials. 2021;22(1):598. https://doi.org/10.1186/s13063-021-05542-9
PMID: 34488848

Morris SB. Estimating Effect Sizes From Pretest-Posttest-Control Group Designs. Organizational
Research Methods. 2007;11(2):364—-86. https://doi.org/10.1177/1094428106291059
Clark DM, Layard R, Smithies R, Richards DA, Suckling R, Wright B. Improving access to psycho-

logical therapy: Initial evaluation of two UK demonstration sites. Behav Res Ther. 2009;47(11):910—
20. https://doi.org/10.1016/j.brat.2009.07.010 PMID: 19647230

PLOS ONE | https://doi.org/10.1371/journal.pone.0320857  April 17, 2025 23/24



https://doi.org/10.1027/1015-5759/a000584
https://doi.org/10.1016/S0005-7967(03)00147-5
http://www.ncbi.nlm.nih.gov/pubmed/14998733
https://doi.org/10.1027/1015-5759.23.3.141
https://doi.org/10.6018/analesps.31.2.177961
https://doi.org/10.1080/14733145.2012.744425
https://doi.org/10.1080/14733145.2012.744425
https://doi.org/10.1016/j.nrl.2011.12.020
http://www.ncbi.nlm.nih.gov/pubmed/22405214
https://doi.org/10.1016/j.nrl.2012.02.009
http://www.ncbi.nlm.nih.gov/pubmed/22652138
https://doi.org/10.1093/arclin/acp041
http://www.ncbi.nlm.nih.gov/pubmed/19661107
https://doi.org/10.1093/arclin/14.2.167
https://doi.org/10.1080/08870449908407311
https://doi.org/10.5811/westjem.2017.8.35985
http://www.ncbi.nlm.nih.gov/pubmed/29085540
https://doi.org/10.1186/s12874-016-0176-5
https://doi.org/10.1186/s12874-016-0176-5
http://www.ncbi.nlm.nih.gov/pubmed/27267471
https://doi.org/10.1186/s13063-021-05542-9
http://www.ncbi.nlm.nih.gov/pubmed/34488848
https://doi.org/10.1177/1094428106291059
https://doi.org/10.1016/j.brat.2009.07.010
http://www.ncbi.nlm.nih.gov/pubmed/19647230

PLOS ONE

Implementing evidence-based TD-CBT for ED in PC

115.

116.

17

118.

119.

120.

121.

122.

123.

Gonzalez-Blanch C, Muhoz-Navarro R, Medrano LA, Moriana JA, Ruiz-Rodriguez P, Cano-Vindel A.
Moderators and predictors of treatment outcome in transdiagnostic group cognitive-behavioral ther-
apy for primary care patients with emotional disorders. Depression and Anxiety. 2021;38(7):757—-67.
https://doi.org/10.1002/da.23164

Davis A, Smith T, Talbot J, Eldridge C, Betts D. Predicting patient engagement in IAPT services: a
statistical analysis of electronic health records. Evid Based Ment Health. 2020;23(1):8—14. https://
doi.org/10.1136/ebmental-2019-300133 PMID: 32046987

Hengartner MP. How effective are antidepressants for depression over the long term? A critical
review of relapse prevention trials and the issue of withdrawal confounding. Ther Adv Psychophar-
macol. 2020;10:2045125320921694. https://doi.org/10.1177/2045125320921694 PMID: 32435449

Jakobsen JC, Gluud C, Kirsch I. Should antidepressants be used for major depressive disor-
der?. BMJ Evid Based Med. 2020;25(4):130. https://doi.org/10.1136/bmjebm-2019-111238 PMID:
31554608

Bortolotti B, Menchetti M, Bellini F, Montaguti MB, Berardi D. Psychological interventions for major
depression in primary care: a meta-analytic review of randomized controlled trials. Gen Hosp Psy-
chiatry. 2008;30(4):293-302. hitps://doi.org/10.1016/j.genhosppsych.2008.04.001 PMID: 18585531

McHugh RK, Whitton SW, Peckham AD, Welge JA, Otto MW. Patient preference for psychological
vs pharmacologic treatment of psychiatric disorders: a meta-analytic review. J Clin Psychiatry.
2013;74(6):595—-602. hitps://doi.org/10.4088/JCP.12r07757 PMID: 23842011

Knapstad M, Lervik LV, Seether SMM, Aarg LE, Smith ORF. Effectiveness of Prompt Mental Health
Care, the Norwegian Version of Improving Access to Psychological Therapies: A Randomized Con-
trolled Trial. Psychother Psychosom. 2020;89(2):90—-105. https://doi.org/10.1159/000504453 PMID:
31794968

Price-Haywood EG, Burton J, Harden-Barrios J, Bazzano A, Lefante J, Shi L, et al. Depression,
anxiety, pain and chronic opioid management in primary care: Type |l effectiveness-implementation
hybrid stepped wedge cluster randomized trial. Contemp Clin Trials. 2021;101:106250. https://doi.
org/10.1016/j.cct.2020.106250 PMID: 33326877

Arroll B, Roskvist R, Moir F, Harwood M, Eggleton K, Dowrick C, et al. Antidepressants in pri-
mary care: limited value at the first visit. World Psychiatry. 2023;22(2):340. https://doi.org/10.1002/
wps.21057 PMID: 37159355

PLOS ONE | hitps://doi.org/10.1371/journal.pone.0320857  April 17, 2025 24/24



https://doi.org/10.1002/da.23164
https://doi.org/10.1136/ebmental-2019-300133
https://doi.org/10.1136/ebmental-2019-300133
http://www.ncbi.nlm.nih.gov/pubmed/32046987
https://doi.org/10.1177/2045125320921694
http://www.ncbi.nlm.nih.gov/pubmed/32435449
https://doi.org/10.1136/bmjebm-2019-111238
http://www.ncbi.nlm.nih.gov/pubmed/31554608
https://doi.org/10.1016/j.genhosppsych.2008.04.001
http://www.ncbi.nlm.nih.gov/pubmed/18585531
https://doi.org/10.4088/JCP.12r07757
http://www.ncbi.nlm.nih.gov/pubmed/23842011
https://doi.org/10.1159/000504453
http://www.ncbi.nlm.nih.gov/pubmed/31794968
https://doi.org/10.1016/j.cct.2020.106250
https://doi.org/10.1016/j.cct.2020.106250
http://www.ncbi.nlm.nih.gov/pubmed/33326877
https://doi.org/10.1002/wps.21057
https://doi.org/10.1002/wps.21057
http://www.ncbi.nlm.nih.gov/pubmed/37159355

