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GENERAL INTRODUCTION
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Chapter 1

“My name is John and | am 55 years old. | am divorced and | have two adult children. | have
experienced a depression twice. The first time was after my brother passed away. We got
along well, and | was heartbroken. | was unable to talk about my feelings of grief with others,
and instead focused on working as hard as | could. This led me to place too much pressure
on myself, which resulted in me experiencing a burn-out in conjunction with severe symptoms
of depression. The second time occurred when my wife and | had relationship issues. Over
the years, we grew apart and were no longer able to live together. Ultimately, we decided
to split up, which culminated in a very difficult period for me. During this time, my mother
also became very ill, and | spent considerable time taking care of her. I've come to realize
over the last several years that | have not spent enough time thinking about what | really
want and what | care about. Rather, | focused too much on both the opinions and needs of
others. In combination with these other life events, | was no longer able to sufficiently cope
with the stress | was experiencing. Through therapy, | learned to listen to my own feelings
and to do what is right for me. | have also become cognizant of the fact that | am vulnerable
to developing symptoms of depression, and, as such, that | need to keep a close eye on
myself. In doing so, | hope to prevent new symptoms. | drew up a relapse prevention plan,
which lists activities that | can do whenever | feel that | am on the verge of relapsing. This
helps me to focus on doing activities that | know are good for me, but that | simply do not
always fancy doing, such as, for example, meeting friends, working out or cleaning my home.
While both my family and my job are still incredibly important to me, | no longer let them
take control of my life.”

This is the case of John', a patient who is currently in remission from depression.
Like many other patients who have experienced depressive episodes, there is a risk
that he may relapse. John is aware of his vulnerability to relapse and thus tries to
prevent this through employing relapse prevention strategies. This means that if John
experiences an increase in his symptoms, he knows what to do in order to try and
prevent a full-blown relapse.

It is evident from clinical practice and scientific literature that many patients who
have experienced depression lack the relapse prevention strategies that are required
to prevent relapse. This is partly due to the fact that relapse prevention is currently
granted insufficient attention within the context of mental health care. Besides the
prevention of depressive disorders - as mentioned in the case of John - the prevention
of anxiety disorders also warrants closer attention, because these disorders are just
as prevalent and have high recurrence rates. Given the aforesaid lack of attention to
relapse prevention and the concurrence of anxiety and depressive disorders, the

1 The case of John is a hybrid case with a fictive name, based on multiple patients.
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present thesis examines relapse prevention strategies for patients in remission from
both anxiety and depressive disorders.

The introductory chapter of the thesis provides background information on anxiety
and depressive disorders before proceeding to explicate the epidemiology, burden of
disease and course of symptoms for anxiety and depressive disorders. Next, the
chapter provides an overview of the common treatment methods for anxiety and
depressive disorders, along with the opportunities for relapse prevention, the current
organization of care related to relapse prevention, the role of mental health
professionals (MHPs), and the expedience of applying self-management strategies to
prevent relapses. Finally, the chapter outlines some of the limitations of current relapse
prevention programs, before then providing a brief description of the GET READY
relapse prevention program. The chapter closes by delineating the aims and outline
of the thesis.

Anxiety and depressive disorders

Anxiety disorders are classified as a group of mental disorders that are characterized
by anxiety and fear. These disorders, according to the classification of the Diagnostic
and Statistical Manual of Mental Disorders (DSM-IV) [1], include panic disorder (with
or without agoraphobia), agoraphobia, specific phobia, social phobia, generalized
anxiety disorder, obsessive-compulsive disorder (OCD) and post-traumatic stress
disorder (PTSD) (Table 1). Aithough OCD and PTSD have subsequently been reclassified
within other categories in the DSM-5, the descriptions below correspond to their
previous categorization in the anxiety disorders group in the DSM-IV.

Depressive disorders, including major depressive disorder and dysthymia, are
characterized by a sad mood and loss of interest or pleasure (Table 1). For the purposes
of this thesis, the decision was made to use the classifications from the DSM-1V, because
at the start of the study, DSM-5 was not yet implemented in Dutch mental health care.
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Table 1. Anxiety and depressive disorders according to DSM-IV.

Anxiety disorders according to DSM-IV

Panic disorder (with or without agoraphobia)

The most important characteristics of a panic disorder are recurrent, unexpected panic attacks,
ongoing concern about experiencing a further panic attack as well as its possible implications
and consequences, and a change of behavior related to the attacks. These panic attacks consist
of short periods of intense fear or discomfort, accompanied by physical and psychological
symptoms, which typically subside after 10 minutes. Panic disorders can be diagnosed both with
or without agoraphobia. When patients experience a panic disorder with agoraphobia, they
subsequently avoid certain situations or places to prevent a further attack.

Agoraphobia

Patients with agoraphobia experience anxiety over being in places or situations that are either
difficult or embarrassing to escape from, or in which help is not available if they need it. More
specifically, patients often experience extreme fear if they have to travel in a bus, train or car, are
in a crowd or standing in a line, are on a bridge, or are outside on their own. These situations are
typically either avoided, or endured with great distress.

Specific phobia

Patients with a specific phobia experience an excessive fear of specific objects, animals or
situations. Exposure to these kind of stimuli induces an anxiety response. Frequent specific
phobias are, for example, the fear of spiders, mice, elevators and flying. Most of the time these
stimuli are avoided, and patients are cognizant of the fact that their fear is excessive or
unreasonable.

Social phobia

Social phobia (or social anxiety disorder as it is also known) is characterized by a persistent fear
towards social or performance-based situations. This is because patients with social phobia are
afraid to humiliate or embarrass themselves, by, among other things, blushing or sweating. They
ordinarily avoid social or performance-based situations, or attend and endure extreme distress.
Patients recognize that their fear is excessive or unreasonable, but are simply unable to overcome
it.

Generalized anxiety disorder

In most cases, patients who suffer from a generalized anxiety disorder experience excessive
anxiety and worry towards a wide range of different situations or activities, for a period of at least
six months. Patients find it incredibly difficult to control this worry, which is why they often
experience additional symptoms, such as restlessness, irritability, sleep disturbance, distress,
and impaired functioning.

Obsessive-compulsive disorder

Patients with an obsessive-compulsive disorder experience compulsive thoughts (obsessions)
and/or other compulsions. Obsessions are recurrent and persistent thoughts, impulses or images
that are experienced as intrusive and inappropriate, and cause anxiety and distress. An example
of such thoughts would be a repeated thought that you may infect others or be infected by others,
or a thought about hurting others. Ordinarily, patients try to control this disorder by engaging in
compulsions, which are repetitive behaviors that seek to reduce distress or prevent a certain
situation from occurring. Examples of such compulsions are cleaning, checking whether the door
is locked or making sure things are positioned symmetrically.

Post-traumatic stress disorder

Patients with a post-traumatic stress disorder have been exposed to a traumatic event and
subsequently experience negative consequences in their daily lives. Patients re-experience this
traumatic event in manifold ways, such as, for example, via recurrent distressing dreams or
intrusive, distressing recollections of the event. Patients often avoid situations, people or objects
that remind them of the traumatic event. Moreover, patients routinely experience symptoms of
increased arousal, which were not present prior to the trauma.
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Depressive disorders according to DSM-IV

Major depressive disorder

A major depressive disorder (MDD) is characterized by (1) having a depressed mood, and/or (2)
a loss of interest or pleasure in daily activities. In addition to this, patients display several of the
following symptoms: (3) sleep problems, (4) fatigue, (5) feelings of worthlessness or excessive or
inappropriate guilt, (6) problems in concentration or decision-making, (7) change in appetite or
weight change, (8) psychomotor agitation or retardation, and (9) thoughts of death and suicide.
In order to diagnose MDD, a patient must be experiencing at least five of the above nine
symptoms. These symptoms should be present across the largest part of the day and occur on
an almost daily basis, for at least a two-week period. Furthermore, MDD can result in impaired
social, occupational and/or educational functioning.

Dysthymia
Dysthymia is classified as a more persistent and chronic form of depression, but with milder
levels of symptoms. Symptoms are typically present for at least a two-year period.

Epidemiology and burden of disease

Around 615 million people globally are affected by anxiety and depressive disorders,
which means that these disorders are among the most prevalent mental health
disorders [2]. In the Netherlands, around 20% of the population experience an anxiety
and/or depressive disorder over the course of their life [3].

Anxiety and depressive disorders place a heavy burden on people, insofar as these
disorders are associated with a high level of disability and reduced quality of life,
functioning and well-being [4-6]. Moreover, these disorders also cause a tremendous
economic burden worldwide [7].

Anxiety and depressive disorders often coincide with one another [8]. Of all those
patients that are currently diagnosed with an anxiety/depressive disorder, the vast
majority (75-81%) have experienced a comorbid depressive/anxiety episode at least
once in their life [9]. The comorbidity of these disorders has been found to be associated
with long-term disability from work, increased absenteeism, longer duration of
symptoms, and increased symptom severity [9,10].

Course of symptoms

Many patients with an anxiety and/or depressive disorder experience chronic
symptoms. Chronicity levels range from 24.5% for patients with depression, up to
41.9% for patients with anxiety, and as high as 56.8% for patients with comorbid
depression and anxiety [11]. Risk factors for anxiety and depression chronicity are
early onset, high psychopathology, loss or adversity during childhood, longer duration
of index episode, higher number of previous episodes, older age, and comorbid
depression and anxiety [11-13]. Patients in remission from an anxiety or depressive
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disorder are prone to relapse, with up to 57% of remitted patients experiencing a
relapse of either their index disorder or another anxiety or depressive disorder within
the first four years of remission [14]. The relapse rates among patients with anxiety
disorders have been reported as ranging from 22% to 58% [11,15-17], while among
patients with depressive disorders the relapse rates vary from 27% to 77% [18-21].
These reported differences in relapse rates may, in part, derive from variation in
baseline symptomes, different definitions of relapse, different follow-up durations, and
different treatments provided in the acute phase. Several risk factors for relapse have
been identified in extant literature. Patients that achieve partial rather than full
remission are at a higher risk of relapse [22,23]. With respect to patients with anxiety
disorders, decreased functioning, anxiety sensitivity, and previous episodes of anxiety
have been identified as risk factors for relapse [16,24]. Risk factors for relapse among
patients with depressive disorders are, among other things, a high number of previous
episodes, negative experiences in youth, and a prior severe depressive episode [25,26].

Remission and recovery

There is a long-standing debate in academic literature concerning how to define
remission, partial remission and recovery. Full remission indicates that the patient no
longer meets the DSM criteria for a particular disorder and experiences no more than
minimal symptoms [27]. Partial remission also indicates that the patient no longer
meets the DSM criteria for a disorder, but that they nevertheless continue to display
minimal symptoms. While these aforesaid definitions by Frank et al. [27] are commonly
used, they leave room for interpretation, insofar as it is often difficult in practice to
determine whether someone is experiencing ‘minimal symptoms’ or ‘more than
minimal symptoms'.

An extensive array of questionnaires have been used to assess symptom severity,
while a variety of cut-off points are used to define (partial) remission and relapse. For
example, several studies classify patients as being in remission if they score <10 [28-30]
on the Hamilton Depression Rating Scale-17 (HDRS-17), while others use a cut-off of
<11 [31-33], or even <14 in some studies [34,35]. These examples underscore the
heterogeneity of definitions used in research.

A further issue is that the term recovery is also frequently used in the literature to
indicate that a longer period of remission has been achieved and that patients have
subsequently entered into the maintenance phase [27] (Figure 1). If someone is
recovered, then treatment will either be discontinued, or the focus of the treatment
will shift to the prevention of a new episode of the disorder. As well as symptomatic
recovery, people also recover their ability to function and participate in society, to
return to work or study, and live their lives in accordance with their own preferences
and standards. In this respect, recovery also refers to “a movement towards health
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and meaning rather than avoidance of symptoms” [36]. In the present thesis, we use
the term remission to indicate both full and partial remission and recovery. Remission
implies that a patient no longer meets the criteria for a DSM disorder. Although these
terms are primarily used in extant literature on depressive disorders, they are also
applicable to anxiety disorders.

Relapse and recurrence

In parallel with the aforementioned debate about remission and recovery, there is a
similar debate in the field pertaining to the use of the terms relapse and recurrence.
Relapse is defined as “a return of symptoms satisfying the full syndrome criteria for
an episode that occurs during the period of remission, but before recovery” [27] (Figure
1). The term ‘recurrence’ is often used alongside ‘relapse’ in extant literature. The
difference between the two terms derives from their distinct timeframes: a relapse
occurs after a period of remission in the continuation phase, while a recurrence occurs
after a period of recovery within the maintenance phase (Figure 1). In this thesis, the
term relapse is used to indicate both relapse and recurrence, as these terms are often
used interchangeably in the literature [37].

Figure 1. Overview of definitions. Modified based on criteria from Frank et al. [27].

Treatment

In recent decades, research has shown that many treatments for anxiety and depressive
disorders in the acute phase are effective [38,39]. In accordance with national and
international guidelines, the treatment for these disorders often consists of
psychological and/or pharmacological treatments [40-43]. Out of the available
psychological treatments, cognitive behavioral therapy (CBT) has received the most



14 |

Chapter 1

attention from researchers. CBT aims to challenge and change negative thought
patterns (cognitions), as these profoundly impact upon how people react to (stressful)
situations, as well as how they behave and feel. Behavioral activation is also a critically
important aspect of CBT, which focuses on increasing people’s engagement in activities
and decreasing their avoidant and isolating behaviors. CBT has been found to be
effective in reducing symptoms for both anxiety and depressive disorders [44,45].
Other forms of evidence-based psychological treatments are psychodynamic therapy,
interpersonal therapy, and mindfulness [38]. In clinical practice, a variety of treatments
are used for patients with depressive disorders, while exposure therapy is the most
common treatment for patients with anxiety disorders. Psychological and
pharmacological treatments appear to be equally effective for patients with anxiety
and depressive disorders [46]. In fact, a combination of both psychological and
pharmacological treatments has been argued to be the most effective [47]. However,
many patients favor psychological treatments over pharmacological treatments [48,49].
Motivation for this preference may stem from the fact that patients assume that
psychological treatments solve the cause of the disorder, or it may be grounded in
health concerns related to the side effects of medication [49,50].

Traditionally, treatments are provided by a professional via face-to-face (FTF)
contact. However, in light of the outbreak of COVID-19 and ongoing lockdown
measures, there has been a marked shift towards conducting treatments online.
Ordinarily, online treatment consists of online E-health modules, personal feedback
from a professional, and the possibility to exchange text messages via an online
platform and engage in video calls. These E-health modules are based on regular
treatment protocols and are divided into separate lessons. Their principal difference
from traditional treatments is the delivery mode of the treatment. Specific advantages
of online treatments are that they are easily accessible, potentially more cost-effective,
facilitate multimedia interactivity, and enhance the possibilities for symptom
monitoring [51,52].

Given that patients who have undergone treatment for anxiety and depressive
disorders often experience relapse, and the risk of relapse increases with every new
episode, one of the major challenges in terms of managing these disorders is the
prevention of relapse [53]. Although national and international guidelines [40-43]
stipulate that attention should be paid to relapse prevention over the course of
treatment, it appears that this is often not the case in clinical practice. During informal
conversations with therapists, some noted that during treatment they solely wanted
to focus on positive aspects, rather than discussing ‘negative’ subjects such as a
patient’s vulnerability to relapse. This was found to be the same for patients themselves:
therapists were under the impression that patients did not want to be confronted with
their vulnerability to relapse. However, due to the high prevalence of relapse, paying
special attention to relapse prevention is warranted.
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Relapse prevention

After completing treatment in mental health care, patients who are vulnerable to relapse
should be provided with relapse prevention strategies. Given the high relapse rates
among patients with anxiety and depressive disorders, paying sufficient attention to
relapse prevention is especially pertinent for this group of patients. Generally speaking,
the guidelines recommend two relapse prevention strategies for patients who are in
remission from anxiety and depressive disorders: 1) continuation of antidepressant
medication (ADM), and 2) psychological relapse prevention interventions [41,54-56].
Although continuation of ADM after treatment in the acute phase has been shown to
reduce relapse rates [57-59], not to mention that relapse rates are lower for those who
continue to use ADM than for those who discontinue use [57,58], psychological relapse
prevention interventions are potentially preferable to maintenance ADM (M-ADM) for
the following reasons. First, M-ADM can often be accompanied by serious adverse
effects [60], which, in turn, might lead to non-adherence [61]. Moreover, most patients
have reservations about the long-term effects of using medication [62], while
discontinuation of ADM has also been found to be challenging [57,58]. Second, given
that patients prefer psychological treatments over pharmacological treatments [48,49],
they may also prefer psychological interventions over M-ADM to prevent relapse. Finally,
there is evidence to suggest that psychological relapse prevention interventions are
more effective in preventing relapse than ADM [63].

The combination of ADM and psychological relapse prevention interventions
appears to be a promising approach in this respect, albeit this approach needs to be
tailored to individual patients [31]. For example, some patients might experience
positive effects from M-ADM and, hence, no longer feel the need for additional
psychological interventions. Others might prefer psychological interventions, because
they feel these interventions target the underlying causes of their disorder, while others
may experience the most benefit from a combination of M-ADM and psychological
interventions. This serves to illustrate why relapse prevention strategies need to be
customized to each patient, insofar as doing so is likely to enhance both adherence to,
and the effectiveness of, the treatment.

Preventive cognitive therapy (PCT), CBT and mindfulness-based cognitive therapy
(MBCT) are the predominant evidence-based psychological relapse prevention
interventions for depressive disorders. All relapse prevention programs ordinarily
consist of the following key ‘ingredients’: a relapse prevention or crisis management
plan, symptom monitoring, psychoeducation, reinforcement of self-management
strategies, feedback and homework exercises [64-67]. In most studies, psychological
relapse prevention interventions are carried out in an outpatient mental health care
setting. Most of these programs involve FTF contact, but programs using online formats
are increasingly available [68]. Another format that acquires greater consideration is
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a blended format, which offers both FTF contact and online components. While one
major advantage of online sessions is that they are potentially (cost) effective, if little
to no guidance is offered, then patients often find it difficult to adhere to the program
[69-71]. Consequently, the combination of FTF contact and online sessions might
constitute an effective approach to relapse prevention.

In contrast to the strong evidence base for relapse prevention in depressive
disorders, only a handful of psychological relapse prevention randomized controlled
trials (RCTs) have been conducted among patients with remitted anxiety disorders. For
example, White et al. [81] found that patients who received maintenance CBT had lower
relapse rates compared to those patients who only received assessment. Scholten et
al. [82] concluded that there was no significant difference between the relapse rates
for patients who received both CBT and discontinuation of ADM and those who only
received discontinuation of ADM.

From a patient perspective, there appears to be a need for further support from
professionals regarding relapse prevention [72,73]. Indeed, Muntingh et al. [72] found
that patients prefer a relapse prevention program that includes regular FTF contact
with a professional, flexible time investment based on their individual needs, and a
personalized prevention plan.

Organization of care

In the Netherlands, there has been an emergent focus on the prevention of diseases
- especially over the past decade - both in terms of preventing new disorders and
recurring disorders. Consequently, self-management and recovery have taken on
increased importance and been pinpointed as requiring attention, such as, for
example, through E-mental health programs [74]. The impetus here is to provide
effective care with the lowest possible intensity, which means that patients without
a DSM disorder or who exhibit very mild symptoms receive care in primary care
practices, patients with mild and moderate disorders receive care from the ‘generalist
basic’ mental health services [GB-GGZ], while patients with severe and complex
disorders receive care from specialized mental health care services [S-GGZ]. The
rationale for this is that it would signal a partial shift away from treating patients in
intensive, specialized mental health care services towards treatment in less intensive
mental health services, including primary care. In order to support general
practitioners (GPs) in primary care practices, a mental health professional (MHP)
[POH-GGZ] is now available in most general practices. As described below, these
MHPs can encourage patients to utilize self-management strategies in order to
effectively cope with their disorder and its attendant consequences, and in terms of
supporting remitted patients to prevent relapse.
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Role of mental health professionals

Mental health care in primary care is primarily provided by MHPs, who consist of
(community) mental health nurses, social workers or psychologists, and report to the
GP. Given that GPs are ordinarily located nearby patients’ homes, not to mention that
these services are freely available, MHPs are easily approachable. Consequently, they
play a pivotal role in terms of symptom monitoring, encouraging self-management,
and, ultimately, relapse prevention [75].

In an ideal situation, therapists send a referral letter to the GP/MHP after patients
have undergone treatment within specialized mental health care. The MHP would then
contact the patient to organize a meeting. Patients can also contact the MHP after
completing treatment to arrange a meeting. In this meeting, the MHP would discuss
what the patient needs to do in the event of impending relapse, and provide them with
self-management strategies that they can use. They will then collectively decide upon
the frequency of their FTF contact. During these moments of FTF contact, shared
decision-making between MHPs and patients is of vital importance for maintaining
and empowering patients’ mental health.

Today, MHPs are expected to provide relapse prevention programs to patients who
are in remission from an anxiety or depressive disorder. However, research has shown
that MHPs feel that they require additional tools to provide more effective relapse
prevention programs [72].

Self-management

John: “Last Monday | had an appointment with my mental health professional. Every 3
months | have a ‘check-in appointment’, in which we discuss how | am doing and how | have
handled difficulties. On this occasion, we discussed strategies to stay mentally fit. For me,
it always helps to visit friends, and | know | should keep doing this, even if | don’t feel like
doing it. My mental health professional challenged me to think of other things | can do to
gain more control over my life. She suggested using self-management strategies, such as
gaining more knowledge about my depression, keeping a diary to monitor my symptoms,
engaging in activities such as sports, and building a routine of activities. Together we picked
a few of these strategies that | could try out over the next 3 months. Although it is not always
easy for me, it feels good to actively work on my recovery and to notice that | am feeling
better. It especially helps me to routinely plan activities. What also helps is the knowledge
that | have a check-in appointment with my mental health professional every 3 months, as
she is very supportive, and we can evaluate my activities together.”

Given that the course of anxiety and depressive disorders often resemble the course
of chronic diseases, a chronic disease care model is required [76]. Within a chronic
care model, self-management plays an integral part in managing chronic diseases
[77-79]. Self-management has been defined in manifold ways. Lorig [80] defines self-
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management as “learning and practicing skills necessary to carry on an active and
emotionally satisfying life in the face of a chronic condition” (p. 11), while Barlow et al.
[81] define it as “the individual's ability to manage the symptoms, treatment, physical
and psychosocial consequences and life style changes inherent in living with a chronic
condition”(p. 178). A central theme within both of these definitions is enhancing
individuals’ abilities and skills to deal with a chronic disease, which includes, among
other things, action planning, decision-making, and the formation of a patient-provider
partnership [79].

In recent years, there has been an emergent recognition of the importance of
recovery within mental health care [82,83]. With respect to recovering from mental
health disorders, self-management has been identified as being of paramount
importance [84-86], and, in fact, as being essential to the prevention of relapse. While
this increased focus on recovery has hitherto principally been targeted at patients with
severe mental disorders, it could also be applicable to patients with anxiety and
depressive disorders, for whom the disorder has a chronic course. Generally speaking,
patients with mental health disorders display a positive attitude towards employing
self-management strategies as part of their recovery, and, indeed, most of them have
the capability to use them [87,88]. However, it might not be as straightforward for all
patients with anxiety and depressive disorders to employ the self-management
strategies that are most appropriate for their personal situation. For example, it was
found that patients with higher scores of anxiety and depressive symptoms after heart
surgery, engaged in less self-management strategies [89]. Therefore, it is critically
important to encourage and support patients to use self-management strategies that
are particularly relevant for their specific situation. Doing so is vital, because research
has shown that if self-management techniques are sufficiently utilized by patients,
then this can reduce their symptoms and improve their overall functioning [90], which,
in turn, helps to prevent a subsequent relapse.

Limitations of current relapse prevention programs

It is important to note that there are specific limitations with current psychological
relapse prevention programs. First, there are no relapse prevention programs currently
available that target both anxiety and depressive disorders, which is problematic given
that these disorders are often comorbid and people often relapse into another disorder
(i.e., from an anxiety disorder into a depressive disorder, and vice versa). Second, the
programs are currently not specifically tailored to patients’ individual preferences,
which has been shown to increase acceptance and adherence towards the program,
as well as it subsequent effectiveness [91]. Third, many programs continue to be
provided solely in outpatient mental health care, despite the fact that primary care
facilities are increasingly supposed to provide relapse prevention programs, with MHPs
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taking a leading role. Fourth, to the best of our knowledge, no blended interventions
for patients in remission from anxiety and depression are currently available, which
once again is problematic insofar as this provides a promising approach.

GET READY program

In order to address these aforesaid limitations of current programs, we developed the
GET READY relapse prevention program. GET READY stands for Guided E-healTh for
RElapse prevention in Anxiety and Depression. The program focuses on patients who
are in remission from anxiety disorders and/or depressive disorders. Patients’
preferences were explicitly taken into account through the inclusion of regular FTF
contact with professionals, flexible time investment from patients, and a personalized
relapse prevention plan [72]. Furthermore, the relapse prevention program was
specifically developed to be provided in primary care by MHPs. Alongside FTF contact
between patients and MHPs, in which relapse prevention was discussed and a
personalized relapse prevention plan was developed, the program also consisted of
online E-health modules that were designed to encourage the use of self-management
strategies. Finally, the program offered a mood and anxiety diary to patients, which
enabled them to monitor their symptoms.

Aims and outline of the thesis

This thesis focuses on relapse prevention amongst patients with remitted anxiety and
depressive disorders. Hence, it aims to contribute towards improving the quality of life
for these patients. First, we conduct a systematic review and meta-analysis of extant
psychological relapse prevention interventions, in order to assess their effectiveness
for patients with remitted anxiety or depressive disorders. Next, we evaluate the newly
developed GET READY relapse prevention program within several empirical studies.
Finally, given our focus on the use of self-management strategies, we psychometrically
test a newly developed self-management questionnaire. The thesis is structured as
follows.

Chapter 2 presents the findings of our systematic review and meta-analysis of
whether psychological relapse prevention interventions are effective in preventing
relapse. Pubmed, PsycINFO and Embase were systematically searched for RCTs (n =
40) including patients with remitted anxiety or depressive disorders, who either
received a psychological intervention to prevent relapse, or received treatment as
usual. In addition, studies were included that compared psychological interventions in
addition to M-ADM to M-ADM only. Chapter 3 delineates the study protocol of the GET
READY study. It describes the development, implementation and evaluation of the GET
READY program. For the overall research project, a mixed-method study design was
chosen to provide insight into patients’ usage of the program (quantitative), the
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association between usage intensity and the course of symptoms (quantitative), as
well as the perspectives of users (both patients and MHPs) of the program (qualitative).
Chapter 4 presents the results of the quantitative evaluation of the GET READY
program. A total of 113 patients participated in the GET READY study, by completing
four questionnaires over the course of 9 months. The GET READY program was
implemented by 54 MHPs across the Netherlands. Patients had access to the online
modules and had FTF meetings with MHPs. Insight was gained into the usage intensity,
course of symptoms, and the association between usage intensity and course of
symptoms. Chapter 5 reports the results of the qualitative evaluation of the GET READY
program. This study aimed to shed light on both the perspectives of users (both
patients and MHPs) of the GET READY program, and those factors that influenced the
use and implementation of the GET READY program in general practice. Through
conducting individual semi-structured interviews with pairs of patients and MHPs
(N=26) and two additional focus groups, we gained insight into patients and MHPs’
experiences and perspectives. In Chapter 6, the results of the exploratory and
confirmatory factor analysis of the ‘Assessment of Self-management in Anxiety and
Depression’ questionnaire (ASAD) are described. This questionnaire examined the
self-management strategies utilized by 171 patients with (chronic or partially remitted)
anxiety and depressive disorders, in order to examine the underlying factor structure
and psychometric properties. Finally, Chapter 7 provides a summary of the main
findings of the research, before proceeding to discuss the results in context of extant
literature and describe the implications for future research and clinical practice.
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Abstract

Background

Since anxiety and depressive disorders often recur, self-management competencies
are crucial for improving the long-term course of anxiety and depressive disorders.
However, few relapse prevention programs are available that focus on improving self-
management. E-health combined with personal contact with a mental health
professional in general practice might be a promising approach for relapse prevention.
In this protocol, the GET READY (Guided E-healTh for RElapse prevention in Anxiety
and Depression) study will be described in which a relapse prevention program is
developed, implemented and evaluated. The aim of the study is to determine patients’
usage of the program and the associated course of their symptoms, to examine barriers
and facilitators of implementation, and to assess patients’ satisfaction with the program.

Methods

Participants are discharged from mental healthcare services, and are in complete or
partial remission. They receive access to an E-health platform, combined with regular
contact with a mental health professional in general practices. Online questionnaires
will be completed at baseline and after 3, 6 and 9 months. Also, semi-structured
qualitative individual interviews and focus group interviews will be conducted with
patients and mental health professionals.

Discussion

This mixed-methods observational cohort study will provide insights into the use of a
relapse prevention program in relation to the occurrence of symptoms, as well as in
its implementation and evaluation. Using the results of this study, the relapse
prevention program can be adapted in accordance with the needs of patients and
mental health professionals. If this program is shown to be acceptable, a randomized
controlled trial may be conducted to test its efficacy.

Trial registration
Retrospectively registered in the Netherlands Trial Register (NTR7574; 25 October
2018).

Keywords: Anxiety, Depression, Recurrence, Relapse prevention, Self-management, E-health,
Mixed-methods research, Study protocol
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Background

The course of anxiety and depressive disorders is often unfavorable, with chronic [1,2]
or intermittent episodes of anxiety and/or depression [3] and a high risk of relapse.
Percentages of 22-58 for anxiety [1,3-5] and 27-77 for depression [6-9] have been
reported as relapse rates with higher rates in longer follow-up studies [1,6].
Furthermore, patients often achieve partial remission instead of full remission, and
have residual symptoms [10]. The risk of relapse is higher for patients with a partial
remission when compared to patients with full remission [11]. Moreover, even if
remission is achieved, patients with residual symptoms have a three times higher risk
of relapse than patients without residual symptoms [12]. Since anxiety and depression
are often recurrent and patients remain vulnerable, these disorders should be
approached as chronic diseases. Chronic care models, previously developed for other
chronic diseases such as diabetes [13], can be applied. One essential element of chronic
care models is the support of self-management [14]. Lorig [15] defined self-management
as “learning and practicing skills necessary to carry on an active and emotionally
satisfying life in the face of a chronic condition” (p.11). Self-management for anxiety
and depression focuses on recovery and stabilization of symptoms, prevention of
relapse, and improving functioning and quality of life [16,17]. People with recurrent
anxiety and depression should be supported in performing self-management strategies.

One of the major challenges in the management of anxiety and depression
symptoms is the prevention of relapse [18]. In their meta-analysis, Biesheuvel-Leliefeld
et al. [19] concluded that relapse prevention strategies such as cognitive therapy or
mindfulness-based cognitive therapy are effective in reducing relapse of depression.
However, few relapse prevention programs are available for this patient group of
depressed patients. In an empirical study from the same authors, the efficacy of a
self-help preventive cognitive therapy combined with weekly telephone guidance in
preventing depression was examined [20]. They demonstrated that this was significantly
more effective than care as usual. To date, little is known about the efficacy of relapse
prevention strategies for patients with anxiety disorders [21]. The fact that depression
and anxiety are often comorbid, and relapse into another disorder frequently occurs
(from anxiety to depression and vice versa), highlights the need to target both anxiety
and depression in a single relapse prevention program.

Over the past two decades, it has been suggested that primary healthcare facilities
should play a vital role in the long-term treatment of patients with anxiety and
depression [22,23]. In the Netherlands, primary mental healthcare is usually provided
by a mental health professional (MHP), working in a general practice and reporting to
the general practitioner (GP). This MHP could be a (community) mental health nurse,
a social worker or a (junior) psychologist. Since general practices are always located
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close to where patients live, and the services are freely available, the MHPs are easily
approachable. They can play a pivotal role in the monitoring of symptoms and the
support of self-management, and therefore in the prevention of relapse. However,
many MHPs are unfamiliar with relapse prevention interventions, including the use of
supporting tools to monitor symptoms [24]. To encourage general practices to offer
structured relapse prevention, while also supplying supporting tools for MHPs, the use
of E-health could offer a solution. E-health tools can be easily tailored to the needs and
preferences of patients, which is important for the tools' acceptability and effectiveness.
Most (92%) of the MHPs in the Netherlands are already familiar with E-health [25]. If
the use of E-health is embedded in personal contact with a MHP, it is likely to be more
effective [26].

We therefore developed a relapse prevention program that can be offered in
general practices by MHPs to patients with (partially) remitted anxiety or depression.
This program aims to support self-management skills and provides tools for monitoring
symptoms. The E-health modules can be individually tailored to the needs of patients,
and is combined with regular contact with the MHP. The aim of the present study is to
implement and evaluate this guided self-help online relapse prevention program for
patients who are completely or partially in remission from anxiety and/or depressive
disorders, and who previously received treatment in mental healthcare services. This
study will provide insight into: 1) the extent to which patients make use of the relapse
prevention program; 2) the factors that influence the use of the program; 3) the
association between usage intensity and course of symptoms; 4) barriers and facilitators
in implementation of the program; and 5) how patients evaluate the program.

Methods/design

The methods section is divided into three parts: 1) the development of the relapse
prevention program; 2) the content of the relapse prevention program; and 3) the
study design.

1. Development of the relapse prevention program

The program was developed using input from different studies. Muntingh et al. [27]
examined preferences of patients regarding relapse prevention and revealed that
patients prefer a relapse prevention program that is effective but not too time-consuming,
taking up a maximum of one hour a week. Using a personal relapse prevention plan, in
combination with regular contact with a professional (about once every three months)
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was the most preferred relapse prevention strategy. The use of a relapse prevention
plan as a practical aid for the early recognition and management of potential triggers
and signs that indicate relapse is in accordance with the NICE guidelines [28]. According
to several studies, relapse prevention should be flexible and tailored to the patient’s
individual situation and preferences in order to increase acceptability [29,30]. Our
online program therefore consists of a personal relapse prevention plan and flexible
E-health modules aiming at the promotion of self-management skills. The MHP can
individually tailor the program in conjunction with the patient.

The initial format and underpinning of the relapse prevention program was discussed
with academic experts, a panel of eight patients, and four MHPs. The content of the
E-health modules was written by two expert psychologists, based on the principles of
cognitive behavioral therapy (CBT). This therapy is effective in the treatment of anxiety
and depression [31], and in preventing relapse in depression [19]. Some optional
modules were added at the request of patients, such as healthy food and physical
exercise. These modules contain psychoeducation and the ability to plan healthy
behavior, with the aim of increasing physical and mental health. Preliminary versions
of the E-health modules were reviewed by the members of the research team and
E-health developers. Also, the patient panel reviewed the modules and provided
feedback. This feedback was thoroughly discussed and processed by the researchers.
For example: more lengthy text parts were placed in ‘read more’ menus, an overview
page was created, and the possibility to print text was added. Finally, the adjusted
content was released to the online platform.

2. Content of relapse prevention program
Online program
The online program consists of three basic components and 12 optional modules (see
Figure 1). The three basic components are: ‘Relapse psychoeducation’, ‘Relapse
prevention plan’, and ‘Mood & anxiety diary’. As soon as the patient completes the
module ‘Relapse psychoeducation’, the optional follow-up psychoeducation modules
‘Depression’, ‘Anxiety’ and ‘Medication’ will appear. Following the module ‘Relapse
prevention plan’, the patient can choose which other optional modules he or she wishes
to complete, based on own preferences and goals, thus offering the opportunity for
the patient to customize treatment. The dotted lines in Figure 1 indicate that certain
modules refer automatically to other optional follow-up modules.

The modules include short videos on what to expect in the module, written
information, exercises, and clinical examples of fictional patients. In all modules except
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the psychoeducation modules, patients have the possibility to ask for feedback from
the MHP. For a more detailed overview of the contents of the E-health program, see
Table 1.

It takes about 30-60 minutes to complete each module. In each module, patients draft
plans related to the specific content of that module, and are encouraged to continue
practicing, by offering the possibility to print out the plans.

Patients receive reminders via email regarding the completion of modules in the
E-health platform. They also receive a newsletter every six weeks to keep them involved
in the program by providing information about numbers of included patients,
experiences of other patients and interesting articles or facts about anxiety and
depression. The MHP has access to the patient's account, and can check whether the
patient has been using the diary to monitor symptoms of anxiety and depression. Also,
the MHP can monitor the patient's individual use of the different modules. In turn,
MHPs can provide feedback on the completed modules and start a conversation in the
E-health platform with the patient.

Figure 1. Content of E-health program.
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Table 1. Overview of module content.

Module Module content

Relapse Information regarding relapse and relapse prevention
Video: experiences of patients
Overview of relapse prevention program

Relapse Formulating a relapse prevention plan

prevention plan

Depression

Anxiety

Medication

Alcohol and other
substances

Exposure

Physical exercise

Healthy food

Negative thinking

Relaxation

Worrying

Behavioral
activation

Sleep

Information about support from family/friends
Choosing which optional modules to complete

Information regarding symptoms, differences in disorders, causes and prevalence of
depression
Links to websites for more information

Information regarding symptoms, differences in disorders, causes and prevalence of
anxiety
Links to websites for more information

Information regarding antidepressive medication
Information regarding benzodiazepines

Information regarding use of alcohol and psychological symptoms

Advice on how to reduce alcohol intake

Information regarding other substances (marihuana and tobacco) and psychological
symptoms

Exercise: registering use of substances

Exercise: motivation to change behavior

Plan to change behavior

Information on exposure
Exercise: avoidance
Plan for exposure

Information regarding exercise
Plan to increase physical exercise
Links to websites for more information

Information on healthy food
Advice on healthy food
Plan to improve your diet

Information on (un)helpful thoughts
Exercise: make a thought schedule

Information regarding physical and psychological effects of relaxation
Information regarding mindfulness

Exercises in mindfulness

Plan to increase mindfulness/relaxation

Exercise and information on registering worrying
Exercises on worrying

Information on importance of behavioral activation
Information regarding physical and psychological effects of pleasurable activities
Exercise: planning pleasurable activities

Information regarding sleep and psychological symptoms
Advice on how to improve sleep

Exercise: completing a sleep diary

Exercise: restoring your sleep rhythm

Exercise: activities during the day
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Role of MHP

The MHP and the patient will have at least one face-to-face contact during the nine-
month period of the study, and are encouraged to meet each other every three months.
During the first contact, the patient and MHP will start drawing up the relapse
prevention plan (if not yet available) and decide on the frequency and number of
contacts. In the follow-up contacts, the outcomes of the ‘mood and anxiety diary’, the
use of the available modules and possible questions will be discussed. The time
required for the first contact is 45 minutes, and 20 minutes for the follow-up contacts.
The MHP can actively support the patient in using the online program and provide
online feedback at the request of the patient.

3. Study design

In this mixed-methods observational cohort study, the relapse prevention program
we developed will be implemented and evaluated. This program is targeted at patients
who have been discharged from mental healthcare services, and are in complete or
partial remission from an anxiety or depressive disorder. This relapse prevention
program is called ‘GET READY’ and offers access to an E-health platform, combined
with regular contact with a MHP for a period of nine months. General practices will be
included in this study. Eligible patients completed mental health treatment for anxiety
or depression and are in (partial) remission. Patients will complete online questionnaires
at baseline, after 3, 6 and 9 months. In addition, individual interviews and focus group
interviews will be held with patients as well as MHPs to evaluate the program and its
implementation.

Definition of terms

Throughout the literature, several terms are used regarding relapse and remission.
Based on the definitions described by Frank et al. [32], we will make use of three terms:
the term ‘relapse’ refers to a return of full symptomatology in concordance with the
DSM-IV criteria for a depressive or anxiety disorder [33]. The term ‘full remission’
indicates that no more than minimal symptoms are present and DSM-IV criteria for a
disorder have not been fulfilled. In addition, ‘partial remission’ also indicates that DSM-
IV criteria for a disorder have not been fulfilled, but that more than minimal symptoms
are present.

Setting

This study will be performed in two settings:

1. General practices throughout the Netherlands, with the participation of
approximately 50 MHPs. Patients follow the program at home via an E-health
platform, accompanied by face-to-face contact with the MHPs.
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2. Ambulatory mental healthcare services with the participation of eligible patients
whose GP is not willing to participate in this study. A trained MHP will deliver the
relapse prevention program using the same protocol as in the participating general
practices.

Recruitment of MHPs

We aim to recruit 50 MHPs throughout the Netherlands. Recruitment will be done via
telephone, letters, advertisements on websites for MHPs, and via the professional
networks of the researchers. For the MHPs working in a general practice, the GP agrees
that the MHP participates in this study. Informed consent will be obtained from the
MHPs before inclusion.

Recruitment of participants

Patients will be recruited via general practices and mental healthcare services. Patients
are eligible to participate when they have been treated for an anxiety disorder and/or
a depressive disorder in mental healthcare services and are in full or partial remission,
according to their clinician. To confirm the clinician’s judgement regarding remission
status, the Inventory of Depressive Symptomatology (IDS-SR) and the Beck Anxiety
Inventory (BAI) will be administered at baseline [34,35]. Patients with scores > 39 on
the IDS-SR and > 30 on the BAI are excluded from the study, since these scores indicate
severe symptoms [36,37]. Inclusion criteria are: patients have completed their
treatment for anxiety and/or depression within the last two years, have a score on the
Global Assessment of Functioning scale (GAF) of 50 or higher, are at least 18 years old,
and have sufficient command of the Dutch language. Patients are excluded if they
participate in another structured psychological intervention, when they do not have
access to the internet, or when the severity of a comorbid psychiatric disorder requires
specialized treatment.

Recruitment via general practices

Each MHP is requested to include all patients that completed mental health treatment
for anxiety and depression and meet the inclusion criteria. MHPs will be asked to
identify eligible patients through their patient files. MHPs invite potentially eligible
patients for a consultation to discuss participation in the study, to provide information
about the study and to check whether patients meet the inclusion criteria. If interest
is shown in the study, the researcher contacts the patient and sends the baseline
questionnaire. When patients have completed the baseline questionnaire, they receive
access to the E-health platform. Eight days after sending the invitation for login, the
researchers check if the patient has logged in. If not, they contact the patient to offer
technical or practical support.



72 |

Chapter 3

Recruitment via mental healthcare services

Patients who completed their treatment and are recruited via mental healthcare
services, will be contacted by the researchers directly. These patients will be supported
during the GET READY program by a MHP working in the ambulatory mental healthcare.

Implementing the relapse prevention program

Training of the MHP

Each MHP participates in a four-hour training course, focusing on the background and
relevance of relapse prevention in anxiety and depressive disorders and potential
effective intervention strategies regarding relapse prevention. Next, the content and
use of the E-health platform is explained. Finally, information is provided about the
study protocol. This training course will be given by either a psychologist or psychiatrist
(both part of the research team), together with the first author of this paper.

Support for the MHP
After completing the training course, MHPs will receive an information package,
including a protocol in which the following topics are described: recruitment of patients,
the content of the face-to-face contact with patients, instructions on how to complete
the case registration forms, and a guide on the E-health platform, containing
screenshots. The package also includes invitation and information letters for patients.
The researchers offer monthly individual consultation via phone to the MHPs to
support them in recruiting patients, discuss possible issues, and answer additional
questions. Every month the MHPs receive a newsletter to update them on the study
and motivate them to continue including patients.

Quantitative data

Data collection - measurements

Patients are asked to complete four online questionnaires: at baseline (T0), after three
months (T3), after six months (T6), and after nine months (T9). It takes approximately
20-30 minutes to complete the questionnaires. Patients receive email invitations and
if they do not complete the questionnaire, weekly reminders are sent.

Next, patients are requested to complete the ‘mood & anxiety diary’ every week to
rate their level of anxiety and depression. They can complete the diary on their
smartphone or on a computer.

After each face-to-face contact, the MHP completes a case registration form. This
form contains information on the duration and content of the face-to-face contact,
clinical status description, and whether additional appointments were made.
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Data collection - outcome measures

Use of relapse prevention program

Data will be collected regarding the use of the E-health platform data (number of logins,
number of completed/uncompleted modules, and number of diary entries) and the
frequency of contact with the MHPs, registered via the case registration forms.

Demographics and clinical variables

Sociodemographic characteristics and clinical variables of patients will be assessed at
baseline, see Table 2. In addition, patients are asked to estimate their risk of relapse,
and to indicate the expected effect of the program.

Self-management strategies

Self-management strategies will be measured using the ‘Self-management in depression
and anxiety’' questionnaire. This questionnaire was developed during a study on self-
management interventions for chronic anxiety and depression [38]. It consists of 45
items describing strategies that patients use to cope with anxiety and depression. Each
item is rated on a 5-point Likert scale ranging from 1 (not at all) to 5 (a lot). The total
score can be calculated by summing the individual scores.

Anxiety and depression scores

Anxiety severity will be measured by the Beck Anxiety Inventory (BAl), a 21-item tool,
in which each item is rated on a 0 to 3 point scale, resulting in a total score between 0
to 63, with > 30 indicating severe anxiety [34]. This tool is reported to have a good
reliability [39] and validity [40].

The Anxiety Sensitivity Index (ASI) is a 16-item questionnaire for measuring anxiety
sensitivity. Each item is rated on a 5-point Likert scale with scores from 0 (barely) to 4
(very much), with a total score ranging from 0 (no anxiety sensitivity) to 64 (severe
anxiety sensitivity) [41]. The ASl is a reliable measure [42]. Anxiety sensitivity has been
found to be a predictor for relapse in patients with remitted anxiety disorders [3].

The Inventory of Depressive Symptomatology - self-report (IDS-SR) is a 30-item
questionnaire for measuring severity of depressive symptoms [35]. Each item is rated
on a 0 to 3-point scale, and by summing 28 of the 30 items the total score ranges from
0 to 84, with = 39 indicating severe depressive symptoms. The questionnaire has highly
acceptable psychometric properties [43].

Anxiety and mood data are also collected in the weekly diary. Mood is measured
by asking 'how would you rate your mood today?, from 1 (very sad) to 10 (very happy)'.
Anxiety is measured by asking ‘how would you rate the intensity of anxiety today?,
from 1 (very relaxed) to 10 (very anxious/tense)'.



74 |

Chapter 3

Functioning

General functioning and disability will be measured using the World Health Organization
Disability Assessment Schedule 2.0 (WHODAS 2.0). This 36-item tool measures six
domains: cognition, mobility, self-care, getting along, life activities and participation.
Each item is rated on a 5-point Likert scale with scores from 0 (no difficulty) to 4
(extreme difficulty or cannot do). By using the ‘item-response theory'-based scoring,
the scores will range from 0 (no disability) to 100 (full disability) [44]. The WHODAS 2.0
is reported to have strong psychometric properties [45].

Healthcare use

Healthcare and medication use will be measured using an adjusted version of the
Trimbos/iMTA Questionnaire for Costs Associated with Psychiatric lllness (TiC-P). Only
psychotropic medication will be registered. Health care use is measured as the number
of contacts with different healthcare providers. The TiC-P is a feasible and reliable
instrument for measuring healthcare use and costs [46].

Satisfaction with the relapse prevention program

Satisfaction with the relapse prevention program will be assessed using the ‘Satisfaction
with treatment measure'. This 14-item measure provides insight into overall satisfaction,
how helpful and useful patients valued the program, perceived support and effect [47].
Also patients will be asked to rate each online module. The original scale was translated
into Dutch by the authors, with permission of the author.

Quantitative data analysis

For each of the quantitative research questions, a separate analysis will be performed
using log data from the E-health platform, data from the case registration forms that
have been completed by the MHPs, and data from the four questionnaires:

1) To what extent do patients use a tailored relapse prevention program?

The use of the tailored relapse prevention program will be described, focusing on
different aspects of its use, such as the number of login sessions, the amount of time
spent online, the number of completed modules, the number of diary entries, the
number of sessions and the number of online and face-to-face conversations with the
MHP. Descriptive statistics will be used to provide insight into these aspects of the use
of the relapse prevention program.

2) What factors influence the use of the program?
The use of the tailored relapse prevention program may differ across patients, and
may depend on age, education level and clinical situation. We will explore possible
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Research question  Type Outcome measures TO T3 T6 T9 After
study
1) To what extent do  Quantitative Use of the relapse prevention program X X X X
patients use a (log data)
tailored relapse
prevention
program?
Case registration form X
2) What factors Quantitative Demographic variables: X
influence the use - Gender
of the program? - Age
- Nationality
- Ethnicity
- Socioeconomic status
- Marital status
- Education
- Employment status
Clinical variables: X
- Earlier treatment of depression and/or
anxiety
- Number of previous episodes
- Age of onset of symptoms
- Family history of depression and/or
anxiety
- Estimated risk of relapse
- Estimated effect of the program
Self-management strategies X X
3) What is the Quantitative  Use of the relapse prevention program X X X X
association (log data)
between usage
intensity and
course of
symptoms?
Case registration form X
BAI X X X X
ASI X X X X
IDS-SR X X X X
WHODAS 2.0 X X X X
TiC-P X X X X
Weekly mood and anxiety diary X X X X
4) What are barriers  Qualitative Individual interviews X
and facilitators in
the
implementation of
the program?
Focus group interview X
5) How do patients Qualitative Satisfaction with treatment measure X
evaluate the
program?
Individual interviews X
Focus group interview X
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differences in usage between groups of patients systematically, considering
sociodemographic factors, clinical symptoms and self-management strategies.

3) What is the association between usage intensity and course of symptoms?
Descriptive statistics will be used to provide insight into course of symptoms for ‘high-
use' participants and ‘low-use’ participants. In order to analyze the association between
usage intensity and course of symptoms, multiple regression analyses will be
performed. We will first analyze the change in anxiety severity from baseline to follow-
up (9 months) with the following independent variables: intensity of E-health use,
number of diary entries and number of contacts with the MHP. We will repeat these
analyses for the depression outcomes. In addition, analyses will be performed using
‘deterioration: yes or no’ as outcome variable. Deterioration is defined as an increase
of 1 standard deviation on the IDS-SR and/or on the BAI. The standard deviation will
be calculated using data from the NESDA study [48], the study from Kok et al. [49], and
the present study. This analysis will be performed using a time-lag model, in which the
outcome will be assessed using determinants from an earlier measurement
(deterioration at time, predicted by usage intensity at time,,), since we assume that
usage intensity might influence whether deterioration occurs at a later point in time.
Because of the observational nature of the data, it will be difficult to draw
conclusions about the effects of the relapse prevention program. However, we will
conduct additional explorative analyses to estimate the association between usage
intensity and course of symptoms. All data analysis will be performed using SPSS
statistical analysis software.

Sample size

In order to determine the sample size, we assumed a moderate effect (r = 0.24 that
corresponds to Cohen’s d = 0.5) of the intensity of program use (X) on the change in
symptoms of anxiety and depression (Y). Since this is a non-randomized study, we will
use a set of covariates W to correct for selectivity in the uptake of the program. In
applying the G*Power 3 software [50] to determine the sample size, we assume that
the effect of X corresponds to a 6% of explained variance of Y (equivalent to the
moderate effect, since R?=r?=0.24? = 0.06) above the covariates W and assume a 6%
reduction of the total variance in Y of the residual variance due to the use of covariates
of W, leading to a partial R?= 0.06 or, equivalently, an effect size of f2 = 0.0638.
Furthermore, setting a = 0.05 and the power of 1 - = 0.80, the sample size calculation
shows that 126 patients are needed. Patients will be considered as drop-out when they
refuse to complete questionnaires. With an estimated attrition of 20% (i.e. 80%
complete at least one follow-up questionnaire), we aim to include 158 patients.
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Qualitative data

Data collection - measurements
The individual interviews and focus group interviews are conducted to assess
implementation and satisfaction with the program.

Individual interviews
Paired interviews will be conducted separately with patients and their MHPs in order
to gain insight into both perspectives on one case. These paired interviews provide
valuable insights regarding similarities and differences in experiences of MHPs and
patients [51,52]. Purposive sampling will be used to select patients and realize sufficient
variation in our sample with respect to gender, age, severity of symptoms, and use of
the program [53]. Patients will be invited by email and telephone to participate in a
semi-structured interview to evaluate their experience with the relapse prevention
program. If willing to participate, their MHP will be invited as well. The interviews will
be conducted by two researchers, who will prepare the interviews by performing two
test interviews. A senior researcher will provide supervision and participate in the
analysis. We aim to conduct 12-15 interviews with patients and 12-15 interviews with
MHPs. The final number of interviews depends on when data saturation is achieved.

A topic guide is developed to support the interview process (see Appendix 3.1). This
guide was drafted by the first author and reviewed by two experts, and inspired by the
Consolidated Framework For Implementation Research (CFIR) [54]. Main topics are:
experiences with the relapse prevention program, use of the relapse prevention
program, useful and less useful aspects of the program, and suggestions to improve
the program. Input from the E-health platform will be used, such as completed and
uncompleted modules, use of the diary, and number of online conversations with the
MHP. The topic guide will be evaluated and updated after conducting four interviews.

The MHPs of patients who participate in the interviews will also be invited by email
and telephone to participate in an interview. Besides evaluating the program (research
question 5), implementation barriers and facilitators will be discussed in these
interviews (research question 4), see Appendix 3.2 for the topic guide.

These interviews will be conducted in a setting selected by participants and will
take approximately 45 minutes.

Focus group interviews

After completing the individual interviews, two focus group interviews will be conducted,
one with 8-10 patients and one with 8-10 MHPs. The goal of the focus group interviews
is to present, test and discuss preliminary findings and conclusions from the individual
interviews. A focus group interview is appropriate for this situation, since the group
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interaction provides insight into topics of agreement and favorable and unfavorable
topics, and experiences with the program can be shared [55]. A moderator will lead the
group discussion, and an assistant moderator will take notes, observe and keep track
of the time [56]. The input from the individual interviews will be used in these focus
group interviews, to discuss desirable changes to the E-health program, in order to
further improve its quality and usability. In order to obtain new perspectives on the
evaluative data from the individual interviews, one half of the focus group participants
will not have participated in a previous individual interview. The other half of the focus
group members will be purposively selected from the patients and MHPs who previously
participated in the individual interviews, where the selection is based on the diverging
perspectives on using the relapse prevention program. These focus group interviews
will be conducted in a mental healthcare facility and will take approximately 90 minutes.

Qualitative data analysis
For each of the qualitative research questions, a separate analysis will be performed:

4) What are barriers and facilitators in the implementation of the program?

The barriers and facilitators in the implementation of the program will be assessed
through the semi-structured interviews and focus group interviews with the MHPs.
These interviews will be audio recorded, and transcribed verbatim. Data will be sorted
using the CFIR [54], which indicates five domains of implementation (intervention
characteristics, outer setting, inner setting, characteristics of individuals and process).
Data collection will alternate with data analysis and new topics will be discussed in the
following interviews. Two researchers will independently openly code the first three
interviews, compare the codes and draft a coding tree. The coding tree will be
complemented through the following interviews. This data will be analyzed using
thematic analysis [57], which means that the interviews will be coded for themes, these
codes will then be sorted and analyses will be performed using software program
MaxQDA. When reporting the data, quotations will be used to illustrate the findings.
During this process, multiple researchers will be involved in order to increase the
validity and reliability [56]. From the beginning of data collection until the end of data
analysis, detailed field notes will be documented, containing specific situations,
reflections, and ideas and thoughts of the researchers [56]. In addition, a summary
will be made of each interview, containing the most important findings.

5) How do patients evaluate the program?

The evaluation of the program will be assessed by the semi-structured interviews and
focus group interviews with the patients. In addition, in the last follow-up questionnaire
(T9), patients will be asked about their satisfaction with the program and to rate every



Study protocol | 79

module they completed on a scale from 0-10. The data from the interviews and focus
group interviews will be analyzed in the same way as described above (research
question 4). Data from T9 will be analyzed using descriptive statistics.

Discussion

Providing relapse prevention for anxiety and depression is important, since these
disorders are often chronic and recurrent. In this study we will implement and evaluate
a newly developed relapse prevention program, specifically targeted at patients that
are (partially) remitted from an anxiety disorder or depression. The mixed-methods
approach in this study will provide valuable insights into how patients use the program,
what influences the use of the program, how usage intensity influences symptoms and
how patients evaluate the program. In addition, information on implementation will
be provided which may be relevant for broad implementation of the program. The
findings of this study can be used to further refine and adapt the program as preferred
by patients and MHPs.

A strength of this study is that the relapse prevention program has been developed
based on patient preferences and in close collaboration with patients. Additionally, this
program is not only web-based, but also supplemented by contact with MHPs. Earlier
research suggests that E-health can be especially effective when accompanied by
therapist contact [58]. By using log data to establish the usage of the program, the actual
use and usage behavior can be determined [59]. Furthermore, by using mixed methods,
a complete view on the use of the program and its evaluation can be obtained [59].

This design is not appropriate to examine efficacy, since only within-group effect
sizes can be determined, which might be considered a limitation of this study. However,
the aim of this study was not to examine the efficacy of the program, but its
acceptability. If the program is acceptable, a randomized controlled trial should be
conducted to determine the efficacy of the program.
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Appendix 3.1. Topic guide interview patient

Main questions Additional questions

Introduction Sign informed consent
Introduce yourself
Mention the duration of the interview (45 minutes)
Ask permission to audio record the interview, and start the recording
Mention that the name and personal data is saved separately from
research data
Mention the purpose of the interview

What is your experience with the ~ What were your expectations of the relapse prevention program?
relapse prevention program in Could you tell more about the role of the MHP?
general? - What did you expect from the MHP at the beginning of the study?
- How did you experience the contacts?
- How did you experience the support from the MHP?
- In which way did the MHP help you to stay healthy?
- What could be improved in the guidance from the MHP?
- Who initiated the contact and how did you experience this?
What is your experience with the E-health program?
- Usability
- Meeting your needs
- Pleasure/satisfaction
- Available choices
- Use of language
- Design
- Time investment
Did the program help you to stay healthy/without symptoms?
- In which way did the program help you to stay healthy?
How do you feel about the combination of E-health and having
contact with the MHP?

What were the most useful and - Which modules did you complete? What made you choose these

the least useful parts of the modules?

E-health program? - What were your motives concerning using or not using the
modules?

- Which modules were set up for you, but not completed?

- Did you complete the diary?

- How much did you use the message function within the program?

- According to the questionnaires, your symptoms have decreased/
increased. How did you experience this?

What do you like about the What is the most useful aspect of the relapse prevention program?
relapse prevention program and  What could be improved in the relapse prevention program?

what could be improved? What did you miss in the relapse prevention program?

Completion Are there other topics you would like to discuss?

Do you have any questions?
Would you like to receive the outcomes of the study?
Would you be interested in participating in a focus group interview?
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Appendix 3.2. Topic guide interview MHP

Main questions

Additional questions

Introduction

Practical questions

What is your experience with the
relapse prevention program?

What made it easier or harder to
implement the relapse
prevention program in the
general practice?

Sign informed consent

Introduce yourself

Explain which patient the interview is about

Mention the duration of the interview (45 minutes)

Ask permission to audio record the interview, and start the recording
Mention that the name and personal data is saved separately from
research data

Mention the purpose of the interview

How many hours a week do you work as MHP?

Do you work in multiple general practices?

How many minutes does a regular contact last?

How many MHPs/GPs are working in this general practice?

How did you offer the relapse prevention program to the patient?

- How were follow-up contacts planned?

- Who initiated the contact and how did you experience this?

- How many contacts did you have?

- What did you discuss during the contacts?

- Did you stimulate the patient to use the relapse prevention
program? In which way?

- How did the program influence the health of the patient?

- To what extent did the program meet the patients’ symptoms?

What did you expect from the patient at the beginning of the study?

How did you offer the relapse prevention program to other patients?

*What was it like to offer the relapse prevention program to the

patient?

What is your experience with the E-health program?

- Usability/structure

- Design

- Use of language

- Time investment

- Aspects: what did you use/not use, experience with aspects, relapse
prevention plan

+ Message function/providing feedback

The relapse prevention program itself: intervention characteristics

- What did you think about the quality of the relapse prevention
program?

- Did you ever apply relapse prevention strategies before? How does
this program compare to other strategies that you are familiar with?

- *How complicated is the intervention?

Factors within the general practice: inner setting

- How could you apply the relapse prevention program in your
‘normal work’?

- Did you experience support from the general practice or GP? How?

- In the general practice, what is the willingness to change?

- How did having/not having time affect implementation?

Characteristics of individuals

- Did you feel confident offering the relapse prevention program?

Why/why not?

Process of implementation

- Did you experience support from the research team? How?

Influence from outer setting

- Did you have contact with specialized mental healthcare services?

What was the effect?
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Main questions Additional questions

What do you like about the What is the most useful aspect of the relapse prevention program?
relapse prevention program and  What could be improved in the relapse prevention program?

what could be improved? *What did you miss in the relapse prevention program?

Would you use the relapse prevention program if available after
completion of the study? What is needed?

Completion Are there other topics you would like to discuss?
Do you have any questions?
Would you like to receive the outcomes of the study?
Would you be interested in participating in a focus group interview?

* If not discussed yet, also ask this question
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Abstract

Background

Existing studies have yet to investigate the perspectives of patients and professionals
concerning relapse prevention programs for patients with remitted anxiety or
depressive disorders in primary care. User opinions should be considered when
optimizing the use and implementation of interventions.

Objective
This study aimed to evaluate the GET READY relapse prevention programs for patients
with remitted anxiety or depressive disorders in general practice.

Methods

Semistructured interviews (N=26) and focus group interviews (N=2) with patients and
mental health professionals (MHPs) in the Netherlands were performed. Patients with
remitted anxiety or depressive disorders and their MHPs who participated in the GET
READY study were interviewed individually. Findings from the interviews were tested
in focus group interviews with patients and MHPs. Data were analyzed using thematic
analysis.

Results

Participants were positive about the program because it created awareness of relapse
risks. Lack of motivation, lack of recognizability, lack of support from the MHP, and
symptom severity (too low or too high) appeared to be limiting factors in the use of
the program. MHPs play a crucial role in motivating and supporting patients in relapse
prevention. The perspectives of patients and MHPs were largely in accordance, although
they had different perspectives concerning responsibilities for taking initiative.

Conclusions

The implementation of the GET READY program was challenging. Guidance from MHPs
should be offered for relapse prevention programs based on eHealth. Both MHPs and
patients should align their expectations concerning responsibilities in advance to
ensure optimal usage. Usage of blended relapse prevention programs may be further
enhanced by diagnosis-specific programs and easily accessible support from MHPs.

Keywords: Relapse prevention, Anxiety disorder, Depressive disorder, E-health, General
practice, Qualitative research



Qualitative evaluation | 119

Introduction

The high prevalence of anxiety and depressive disorders is a major public health
problem, affecting 615 million people globally [1]. Although effective treatment
interventions (psychological as well as pharmacological) are available [2-5], 57% of
patients in remission from anxiety disorders or depression experience a relapse within
4 years [6]. Effective relapse prevention provided in general practice could increase
quality of life, decrease the high burden of disease for patients with anxiety and
depressive disorders, and prevent the need for treatment in a (more costly) specialized
mental health care setting [7].

Existing knowledge about effective components of relapse prevention programs
and effective ways of implementation remains limited. Several effective relapse
prevention programs for patients with remitted depressive disorders were examined
in a meta-analysis by Biesheuvel-Leliefeld et al [8], although few studies on relapse
prevention concern patients with anxiety disorders [9-12]. A limited number of relapse
prevention programs use eHealth, even though it offers improved access to evidence-
based treatments [13]. Results concerning effectiveness in these guided eHealth studies
for patients with remitted depressive disorders are conflicting: One reports a lower
relapse rate after 2 years, while another does not [14,15]. Two other studies, both
guided [16] and unguided [17], report a decrease in residual depressive symptoms
after participating in an online relapse prevention intervention [16,17]. Variations in
type of treatment, guidance, and the duration of the intervention might explain the
conflicting results of these studies.

Knowledge concerning how patients and professionals value these programs is
lacking. Also, knowledge regarding the appreciation of specific program components
is missing. Additional insight into the valuation, feasibility, and usability of relapse
prevention programs could allow optimization of such programs, as well as their
implementation and use.

To our knowledge, no previous studies have investigated the perspectives of users
concerning relapse prevention programs in general practice, although some do focus
on users' perspectives regarding blended interventions (eHealth combined with face-
to-face contact) for depression treatment. In a study on the perspectives of patients
concerning a blended cognitive behavioral therapy program for depression, Urech et
al [18] reported that patients appreciate the constant availability of the online program
and the possibility of reflecting on their progress. At the same time, however, patients
feel pressure to complete modules, experience a lack of flexibility, and have difficulty
finding motivation to complete the online modules.

In addition to the patients’ perspectives on relapse prevention interventions, it is
important to consider the perspectives of the professionals providing the program:
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If professionals do not support the intervention, patients are less likely to use it [19].
According to professionals, advantages of blended interventions include access to
online content between face-to-face sessions for patients and the fact that the structure
of the online format provides focus in the treatment. At the same time, however,
professionals note that technical issues could be burdensome to patients, and they
do not appreciate the limited possibility of customization for online programs [20].

This article describes findings from a qualitative study conducted as part of the GET
READY (Guided E-healTh for RElapse prevention in Anxiety and Depression) study [21],
in which a blended relapse prevention program tailored to the patients’ preferences
[22] was developed and tested. The overall aims of the GET READY study were to
implement and evaluate the GET READY relapse prevention program. This program is
offered by mental health professionals (MHPs) in general practices in the Netherlands
to patients who are in remission from anxiety or depressive disorders.

The aim of the current study was to provide insight into the perspectives of users
(both patients and MHPs) on the GET READY relapse prevention program, specifically
regarding expectations of the program, attractiveness of the program, collaboration
and communication between patients and MHPs, usability (especially in case of an
increase of symptoms), and subjective effectiveness. In addition, the aim was to provide
insight into factors that influence the use and implementation of the GET READY
program in general practice.

Methods

Study design

We conducted a qualitative study as part of the GET READY study. First, semistructured
individual interviews were conducted with pairs of patients and MHPs. We then
conducted 2 focus group interviews—one with patients and one with MHPs—to reflect
on the findings from the individual qualitative interviews. The COnsolidated criteria
for REporting Qualitative studies guideline [23] was followed in reporting on this study.
The completed checklist can be found in Appendix 5.1.

Sampling and recruitment for the qualitative study

For the individual interviews, purposive sampling was performed (based on sex, age,
clinical variables, and place of residence) among all 113 patients participating in the
GET READY intervention program, with the aim of including 12-15 patients and 12-15
of their MHPs. All patients enrolled in the GET READY study were at least in partial
remission from an anxiety or depressive disorder and had completed treatment in
specialized mental health care within the past 2 years. The researchers invited patients
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to participate in the individual interviews by telephone or email. The MHPs of patients
agreeing to participate were invited to participate as well. In the Netherlands, most
general practices employ MHPs—with professional backgrounds in community mental
health, social work, or psychology—to provide mental health services [24]. Besides
screening, diagnostics, providing psychoeducation, and supporting self-management,
one of their tasks is to support relapse prevention [25]. Patients whose MHPs declined
to participate were not interviewed. By interviewing both the patient and their MHP,
we aimed to gain insight into similarities and differences in perspectives within and
between these groups.

For the 2 focus groups, patients and MHPs received invitations by email. Patients
and MHPs participating in the individual interview could also participate in the focus
group interviews.

All participants gave written informed consent and were offered a €25 (US $30.34)
gift voucher for participating in the individual or the focus group interviews. The
Medical Ethical Committee of the VU University Medical Center Amsterdam judged
that ethical approval was not required according to Dutch legislation. The methods
of the full GET READY study are described in detail in the study protocol [21]. The GET
READY program consists of 3 core components: (1) relapse psychoeducation module,
(2) relapse prevention plan, and (3) weekly diary in which patients can monitor their
symptoms. Furthermore, 12 optional eHealth modules are offered. All modules are
focused on promoting self-management skills, by providing information, exercises,
videos, and examples of fictive patients. As described, this program is offered to
patients by MHPs. Patients had at least one face-to-face contact with their MHP during
the GET READY study and were encouraged to visit their MHP once every 3 months,
for a period of 9 months. Further details about the GET READY intervention can be
found in Appendix 5.2.

Data collection

The interviews were conducted individually with patients and MHPs by JG, EKB, and
two Master's students in medicine. All researchers had prior experience with qualitative
research. Separate topic lists were developed for patients and MHPs (see Appendix
5.3 and Appendix 5.4), based on the aims of the study, the content of the GET READY
intervention, the Consolidated Framework for Implementation Research [26], and
literature on qualitative research [27,28]. In short, the topic lists contained questions
regarding expectations of the program, attractiveness of the program, collaboration
and communication between patients and MHPs, usability (especially in case of an
increase of symptoms), and subjective effectiveness of the relapse prevention program.
The interviewers did not know the patients in advance. Although they were familiar
with the researchers, the MHPs were encouraged to express all comments and criticism
they might have.



122 |

Chapter 5

The interviews were conducted in the patients’ homes or the general practice
location between February 2018 and February 2019. Each interview lasted about 45
minutes. Data collection and analysis occurred in an iterative process, with intermediate
analyses guiding subsequent data collection [29]. Data were collected until data
saturation was reached (ie, when no new themes emerged from the interviews).

After completing the individual interviews, 2 focus group interviews were conducted
in June 2019 and September 2019 at the research clinic, one with patients and one
with MHPs. These interviews were moderated by BM, an experienced researcher in
the field of qualitative methodology. In the focus group interviews, preliminary findings
from the individual interviews were presented, and input from participants was
collected about their perceptions on remarkable findings in the data. Each focus group
interview lasted about 90 minutes.

Individual interviews and focus group interviews were audio recorded, transcribed
verbatim, and summarized. The transcripts were checked for accuracy (by reading and
listening) and corrected as needed by EKB. Participants were anonymized from
transcription to the reporting of the data, with only the interviewers having access to
the identification key.

Data analysis

Data from the first sequence of individual interviews were analyzed according to the
6 steps of thematic analysis suggested by Braun and Clarke [29]. All interviews were
read and re-read carefully, and initial ideas about the content of the data were recorded
in the field notes (Step 1). All interviews were coded independently by 2 researchers
using MAXQDA 12 [30] (EKB and JG or Master's student). This was followed by comparing
the codes and resolving disagreements through discussion. After 3 interviews, a first
draft of the coding tree was prepared, and it was supplemented or adjusted regularly,
based on the intermediate analyses of data (Step 2). We searched the coded data for
themes, which we subsequently reviewed and defined. Preliminary themes and
subthemes were discussed within the project group. Coded segments were divided
among the themes and read carefully, and relevant segments were selected. A
summary was prepared for each theme (Steps 3, 4, and 5). The final step consisted of
producing a comprehensive and detailed report of relevant segments for each theme
and selecting the most compelling ones.

Results

Demographic and clinical characteristics
Demographic and clinical variables of the patients and MHPs are presented in
Table 1. Our sample contained 13 pairs of patients and their MHPs, resulting in 26
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individual interviews. One MHP was interviewed twice about 2 different patients. Seven
patients participated in the focus group interview. None of the patients participated
in both the individual and focus group interviews. Six MHPs participated in the other
focus group interview, 2 of whom had also participated in an individual interview.
Reasons for nonparticipation are provided in Appendix 5.5.

Table 1. Demographic and clinical characteristics of patients and mental health professionals (MHPs).

Characteristics Individual interviews  Focus group
interviews
Patients MHPs Patients MHPs
(n=13) (n=12) (n=7) (n=6)
Age range (years) 21-63 27-58 31-70 41-60

Age (years), n

20-39 6 4 2 0

40-59 5 8 3 5

=60 2 0 2 1
Sex, n

Female 9 11 4 5

Male 4 1 3 1

Diagnosis (in remission), n
Anxiety disorder 4 N/A? 2 N/A
Depressive disorder 4 N/A 0 N/A

wv

Anxiety and depressive disorder N/A 5 N/A

aN/A: not applicable.

Overview of the themes
Three central themes emerged from the data: “perceived value of the relapse

"u

prevention program,” “usability of the relapse prevention program,” and “need for
guidance.” Each theme is considered in detail in the following paragraphs, and an

overview of the themes can be found in Table 2.

Perceived value of the relapse prevention program

The first theme emerging from the data was the “perceived value of the relapse
prevention program.” This theme was defined using 3 subthemes: (1) prior expectations,
(2) evaluation of the program, and (3) factors inhibiting use of the program.
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Table 2. Overview of the main themes and subthemes and a description of their content.

Main and subthemes Content

Perceived value of the relapse prevention program

Prior expectations Positive expectations of patients and MHPs?
before using the program increased motivation
for use

Evaluation of the program Attitudes towards the program and its

(subjective) effects (eg, increased awareness of
relapse risks)

Factors inhibiting use of the program Specific factors that reduce motivation to use
the program (eg, absence of current symptoms)

Usability of the relapse prevention program Technical aspects, attractiveness, and reflection
on choices in the design of the program (eg,
positive or negative views about reminders)

Need for guidance

Personal contact is essential Added value of personal contact with MHP,
prerequisite for active use of the program

Initiating contact Belief that the other party (ie, patient or MHP) is
responsible for taking initiative

aMHPs: mental health professionals.

Prior expectations

Prior expectations of the relapse prevention program and, by extension, motivation
for its use were related to several factors, starting with the current level of symptoms
experienced by patients, along with the perceived risk of relapse and the expectation
that the relapse prevention program could relieve symptoms. MHPs mentioned that
they noticed these factors in their patients, and patients also mentioned these factors.
Patients who had current symptoms, a high perceived risk of relapse, and a belief that
the program could help prevent relapse appeared to have a high motivation for active
use of the program.

Evaluation of the program

Many patients mentioned the importance of the relapse prevention program following
recovery from anxiety or depressive disorders. They particularly appreciated the active
role assigned to the patients themselves within the program, thereby encouraging
them to be active participants in their process to remain well. According to the patients,
the program raised awareness of relapse risks:

I find it very useful to raise my own awareness, so that | become more aware of the
impact | can have, and therefore be more active in my own recovery.
[34003, female, 42 years old]
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The focus group with patients showed that, given the diversity of modules, the relapse
prevention program had relevant components for all patients. Several patients explicitly
mentioned that the program provided a sense of security and stability at times when
they showed signs of impending relapse.

Factors inhibiting use of the program
Patients with few or very few symptoms believed that they would experience few, if
any, benefits from participating in the program, thereby reducing their motivation to
use or continue to use the program. Patients in this relatively stable situation found it
more difficult to imagine the possibility of a future relapse, and they saw no immediate
need to engage in active relapse prevention. On the other hand, having many symptoms
could also hinder the use of the program, as a perceived lack of concentration and
energy was a reason for decreased use.

According to MHPs, some patients feared that the use of the relapse prevention
program could actually lead to dysregulation:

But at times | got the impression that people thought “yes, I'm doing well now” and that
they were frightened that if they were to do something about their condition, they would
feel less well.

[MHP 39, female]

Usability of the relapse prevention program

Many patients and MHPs considered the online modules inviting, due to their appealing
layout and normalizing effect. They indicated that the program normalized vulnerability
to relapse: Completing mental health care treatment does not mean that all the
symptoms and problems have been overcome nor that aggravation of symptoms can
be ruled out in the future. Several patients and MHPs found the program easy to use:

Thought it was really good. | thought it was well structured. Clear, simple to use for both
the MHP and the patient.
[MHP 39, female]

The relapse prevention program provided MHPs with practical tools for cooperating
with patients in relapse prevention. The patients were motivated by the targeted
suggestions for choosing relevant modules, given their problems and needs at that
time. Moreover, they felt that the content of the eHealth modules corresponded to
previous treatment in specialized mental health care. Some patients appreciated
receiving this information again, especially as they had forgotten some of the content.
In contrast, some patients were annoyed by the repetition of information from previous
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treatment. Some patients found the program’s focus on anxiety and depression
restrictive. In their opinion, this did not enhance recognizability, particularly for those
who had experienced only 1 of the 2 disorders.

One adverse aspect of the practical usability was that patients had to log on to a
computer to work with the online modules. The patients suggested that it would have
been easier to use an app. Patients participating in the focus group regarded the
pressure caused by the program (by reminders and mandatory fields) as unpleasant
and often irritating. On the other hand, the reminders in the program were sometimes
also seen as a necessary “stick,” which actually helped patients to continue with the
program.

Patients did not always agree with each other. While some appreciated the clarity of
the eHealth program, others found navigating the online platform confusing, as they
had no clear overview of the available modules. They would have preferred a more
intuitive program:

I sometimes found the navigation on the site rather complicated. It wasn't very logical.
[25002, female, 40 years old]

This was confirmed by patients and MHPs participating in the focus groups.

Need for guidance

The third theme relates to the “Need for guidance.” Both patients and MHPs considered
the quality of the contact between patients and MHPs essential for effectiveness in
preventing relapse.

Personal contact is essential

After patients started using the eHealth modules, patients and MHPs were encouraged
to have personal contact with each other once every 3 months. Patients indicated that
contact with their MHPs was particularly vital to helping them use or continue to use
the eHealth modules in times of reduced stability.

Several patients reported having become aware of their current symptoms when
preparing for their contact with their MHPs, because they knew that symptom levels
would be discussed. The very prospect of the meeting seemed to increase awareness,
which benefitted the focus of the conversation.

Both groups identified the combination of the eHealth program and the personal
contact between patients and MHPs as a factor facilitating the use of the program.
They noted that these elements complement and reinforce each other and that they
would be of less value separately:
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I don’t think it's possible to do it just with eHealth. And only seeing an MHP wouldn't
work either as this is just a snapshot in time and it's difficult to provide all the background
information during that session. eHealth provides more background information, while
the MHP gives practical tips.

[54001, female, 30 years old]

MHPs reported being happy to get patients started with eHealth modules, as this meant
that the patients would have an active role in their own recovery:

It is good to be able to work with the relapse prevention program, in whatever form, in
between the sessions and not just let it come down to those 30 or 40 minutes a month.
[MHP 25, male]

The combination of reminders from the eHealth program and the MHP provided an
incentive for active use of the program. In the focus group interview with patients, it
became apparent that patients receiving more support from an MHP appreciated the
relapse prevention program more than patients who had received less or minimal
support. The latter group indicated that they would have preferred to receive more
support from the MHP in using the eHealth program.

The focus groups with patients and MHPs clearly indicated the importance of tailoring
the level of support to individual patients, taking into account their coping styles and
current symptom levels. The data further suggest the need to establish who will take
primary responsibility when symptoms increase: Is the patient able to do this, or is
active support by the MHP needed?

Initiating contact

During the focus group interviews, MHPs clearly differed from patients in their task
interpretations. The MHPs strongly emphasized the patient's self-management skills,
while patients expected MHPs to play a more active role if and when symptoms were
to get worse. The capacity of MHPs was an impeding factor, placing limits on the active
approach and support of patients. As a result, patients requiring more support were
not always reached successfully:

Our consultation hour is busy enough, so if, for instance, someone doesn’t show up twice
in a row for an appointment, and you have called them, then that’s it. After all, we have
so many patients who can't wait to get an appointment, so that also plays a role.
[MHP 34, female]
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Discussion

Principal findings

Both the patients and MHPs in our study were predominantly positive about the
blended relapse prevention program. It created awareness of relapse risks, and users
appreciated its usability and accessibility. Lack of motivation, lack of recognizability,
lack of support from the MHP, and symptom severity (too low or too high) appeared
to be limiting factors in the use of the program. The implementation of the program
was thus challenging. Several patients and MHPs regarded the program as easy to use
and clearly structured, although others referred to a lack of intuitive design and
overview of modules. Patients and MHPs agreed that the combination of eHealth
modules and face-to-face contact is essential. According to the respondents, the MHP
plays a crucial role in motivating and supporting patients in the use of the relapse
prevention program. Surprisingly, the level of agreement between MHPs and their
patients was high. The paired interviews revealed no striking discrepancies within the
pairs of patients and MHPs. However, the focus group interviews did reveal significant
discrepancies, as MHPs assumed a certain level of self-management skills in patients,
while patients articulated their limitations in this respect, expressing a desire for more
direct and personalized support from their MHPs.

Limitations

This study has several limitations. One limitation of this study is the possibility of
response bias, as patients knew the objectives of the study and might have given
socially desirable answers. At the start of the interviews, we emphasized our openness
to all feedback, including critical comments on the program. There was also a risk of
selection bias, with participants who agreed to participate in the interviews possibly
having been more positive towards the program than those who did not participate.
Nonetheless, both positive and negative perspectives were explicitly discussed during
the interviews. Furthermore, recall bias might have occurred, given the time elapsed
between completing the program and the individual interview or focus group interview
for some patients (range: 0-6 months for the individual interviews and 0-12 months
for the focus group interviews). We noticed that some patients tended to forget which
eHealth modules they had completed and whether they had received online feedback.
To reduce this bias, patients could request an overview of their completed modules
and number of feedback messages to and from the MHP during the interview. In
addition, patients could remain engaged after the intervention period, as they received
monthly newsletters about the study and still had access to the program. The longer
duration between completion of the program and the focus group interviews was
caused by the fact that the focus group interviews could be prepared and conducted
only after all individual interviews were conducted and analyzed.
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Comparison with prior work

The positive attitudes of MHPs and patients towards the program and the perceived
increase in awareness of relapse risks are consistent with findings from previous
research on relapse prevention for depression [31-33].

Our study revealed several factors influencing implementation, including motivation,
recognizability, support received from the MHP, and symptom severity. Program use
and implementation are facilitated by motivation and the perceived effectiveness of
the program, as well as by the presence of current symptoms and the perceived high
risk of future relapse. These findings are consistent with previous findings [34,35]
demonstrating that motivation and perceived effectiveness increase adherence. On
the contrary, lack of motivation impeded the use of the program, specifically in patients
with few symptoms. A similar finding was suggested by Biesheuvel-Leliefeld et al [36],
who may have found an indication of motivation issues among remitted patients, as
they had major difficulties recruiting participants for their relapse prevention study.
Another factor influencing use and implementation in our study was recognizability.
This seems to correspond to findings reported by Gerhards et al [34] that patient
perceptions that a program is not applicable to them act as a barrier to program usage.
Our results further indicate that program implementation is determined by whether
patients received support from their MHPs. This finding has also been reported in
previous studies [31,33,34,37,38]. Accessible personal contact with and an active
approach by the MHP appears to be the key to successful implementation of a program.

No unambiguous confirmation regarding the influence of symptom level on
implementation and usage of relapse prevention programs was found in the literature.
Interestingly, we found that both excessively low and excessively high perceived
symptom levels hindered program use and implementation. According to a literature
review on dropout from internet-based treatment, adult patients with few symptoms
of any psychological disorder and those with more severe depressive symptoms were
more likely to dropout from these treatments [39]. These findings might be
generalizable to relapse prevention programs for anxiety and depressive disorders,
as the setup of such internet-based treatments is similar to that of existing relapse
prevention programs.

We identified different perspectives regarding responsibilities, with MHPs perceiving
patients to be remitted and therefore relying on their self-management skills, while
patients expected support and monitoring from their MHPs, particularly when
symptoms worsened. A parallel finding is described in previous literature [40], with
patients feeling that general practitioners should initiate contact, while general
practitioners expect patients to contact them if needed. We found that these different
expectations also exist between MHPs and patients, which has not been described
before in the scientific literature.
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Implications for practice and research

The present study highlights the importance of guidance in eHealth-based relapse
prevention for anxiety and depression. The level of guidance from and engagement
of the MHP emerged as crucial factors in the success of the relapse prevention program.
The self-management skills of patients and desired level of support should thus be
aligned in advance, particularly in case of worsening symptoms.

Because self-management skills might differ over time, among other things depending
on symptomes, it is essential to discuss and align needs over the course of the contacts,
possibly enhancing implementation of relapse prevention programs based on eHealth.
Given the lack of studies specifically addressing associations between symptom levels
and adherence to relapse prevention programs, further quantitative studies on this
association are needed. One appropriate design could involve using Ecological
Momentary Assessment [41] to assess symptom levels and log data from an eHealth
platform to assess adherence.

When developing new relapse prevention interventions, attention should be paid
to accessible guidance by professionals, accessibility through an app, along with a clear
and intuitive, flexible structure for the eHealth component. Also, specific interventions
for specific diagnoses might increase recognizability.

Conclusions

Our findings suggest that personalized guidance from MHPs should be offered for
eHealth-based relapse prevention programs, taking into account the preferences of
patients and their level of self-management competencies. Both MHPs and patients
should align expectations and needs in advance, as well as during the intervention, in
order to increase implementation and enable optimal usage.
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Appendix 5.1. COREQ checklist

Location in
manuscript
(Section,
page no.)
Domain 1: Research team and reflexivity
Personal Characteristics
1. Interviewer/facilitator Which author/s JG, EKB, AH (acknowledgements), EL Page 121-122
conducted the interview or focus group? (acknowledgements), BM
2. Credentials EKB: MSc
What were the researcher’s credentials?  JG: MSc
E.g. PhD, MD ADTM: PhD
WDS: PhD
ORM: MD, PhD
AS: PhD
NMB: MD, PhD
BM: PhD
AH: Master student
EL: Master student
3. Occupation EKB: PhD student;
What was their occupation at the time JG: psychologist and researcher;
of the study? AM: psychologist and researcher;
WS: psychotherapist and researcher;
OM: general practitioner and researcher;
AVS: Professor of Clinical Psychology;
NB: psychiatrist and researcher;
BVM: Professor of Mental Health Nursing.
4. Gender Males and Females
Was the researcher male or female?
5. Experience and training What All researchers had prior experience with Page 121
experience or training did the qualitative research.
researcher have?
Relationship with participants
6. Relationship established Was a No (patients) and yes (professionals) Page 121
relationship established prior to study
commencement?
7. Participant knowledge of the interviewer Participants were briefed about the Appendix
What did the participants know about purpose of the study 53&5.4

the researcher? e.g. personal goals,
reasons for doing the research

8. Interviewer characteristics None
What characteristics were reported
about the interviewer/facilitator? e.g.
Bias, assumptions, reasons and
interests in the research topic
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Appendix 5.1. Continued

Location in
manuscript
(Section,
page no.)

Domain 2: study design

Theoretical framework

9. Methodological orientation and Theory
What methodological orientation was
stated to underpin the study? e.g.
grounded theory, discourse analysis,
ethnography, phenomenology, content
analysis

10. Sampling
How were participants selected? e.g.
purposive, convenience, consecutive,
snowball

11. Method of approach How were
participants approached? e.g.
face-to-face, telephone, mail, email

12. Sample size
How many participants were in the
study?

13. Nonparticipation How many people
refused to participate or dropped out?
Reasons?

Setting

14. Setting of data collection
Where was the data collected? e.g.
home, clinic, workplace

15. Presence of non-participants
Was anyone else present besides the
participants and researchers?

16. Description of sample What are the
important characteristics of the
sample? e.g. demographic data, date

Data collection

17. Interview guide
Were questions, prompts, guides
provided by the authors? Was it pilot
tested?

18. Repeat interviews Were repeat
interviews carried out? If yes, how
many?

19. Audio/visual recording Did the
research use audio or visual recording
to collect the data?

Topic lists based on the Consolidated
Framework for Implementation Research.
Analyses conducted with thematic
analysis.

Purposive

Telephone or email

36 participants

See Appendix 5.5

Individual interviews: patients’ homes,
general practice location; Focus-group
interview: research clinic

No

See Table 1

Yes

Yes, one MHP was interviewed twice, since
two of his patients both agreed to
participate

Individual interviews and focus-group
interviews were audio recorded,
transcribed verbatim and summarized.

Page 121-122

Page 120

Page 120-121

Page 122-123

Appendix 5.5

Page 122

Page 123

Page 121,
Appendix
53&5.4

Page 123

Page 122
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Location in
manuscript
(Section,
page no.)
20. Field notes Yes Page 122
Were field notes made during and/or
after the interview or focus group?
21. Duration Individual interviews: 45 minutes Page 122
What was the duration of the Focus-group interviews: 90 minutes
interviews or focus group?
22. Data saturation Yes Page 122
Was data saturation discussed?
23. Transcripts returned Were transcripts ~ No
returned to participants for comment
and/or correction?
Domain 3: analysis and findings
Data analysis
24. Number of data coders How many 4 Page 122
data coders coded the data?
25. Description of the coding tree Yes Page 122
Did authors provide a description of
the coding tree?
26. Derivation of themes Were themes Themes were derived from the data. Page 122
identified in advance or derived from
the data?
27. Software MAXQDA 12 Page 122
What software, if applicable, was used
to manage the data?
28. Participant checking Did participants Yes, by performing the focus-group Page 122

provide feedback on the findings?

Reporting

29. Quotations presented Were participant

30.

31.

32.

quotations presented to illustrate the
themes / findings? Was each quotation
identified? e.g. participant number

Data and findings consistent
Was there consistency between the
data presented and the findings?

Clarity of major themes
Were major themes clearly presented
in the findings?

Clarity of minor themes
Is there a description of diverse cases
or discussion of minor themes?

interviews.

Yes

Yes

Yes

Yes

Page 124-127

Page 123-127

Page 124-127
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Appendix 5.2. GET READY intervention

The GET READY relapse prevention program was developed for general practice and
consists of several elements. First, patients are invited by their MHPs for a face-to-face
session (F2F), in which an individual relapse prevention plan is discussed. Second,
patients receive access to an E-health platform. Third, patients are monitored by their
MHPs and can schedule regular F2F sessions. The E-health platform provides three
basic components and 12 optional modules, which patients can select and prioritize
according to their needs and preferences (Figure 5.2.1). Each module takes 20-30
minutes to complete. Based on module completion, pop-up suggestions appear about
related modules that might be interesting to the patient. A diary is also available, in
which patients monitor symptoms weekly. The diary is available via the computer and
via an app. All other modules are accessible through the computer. All modules aim
to promote self-management skills (e.g. seeking help in case of impending relapse or
pro-active planning of healthy behavior to cultivate stability and psychological and
physical wellbeing). Patients receive weekly reminders to complete the selected online
modules, receiving feedback from their MHPs upon request.

Figure 5.2.1. Overview of E-health modules, adapted from previous publication [21]. Dotted lines indicate that
modules have overlapping themes and that modules can be easily opened from the other modules.
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Appendix 5.3. Topic guide interview patient

Main questions

Additional questions

Introduction

What is your experience with
the relapse prevention
program in general?

What were the most useful
and the least useful parts of
the E-health program?

What do you like about the
relapse prevention program
and what could be improved?

Completion

Sign informed consent

Introduce yourself

Mention the duration of the interview (45 minutes)

Ask permission to audio record the interview, and start the recording
Mention that the name and personal data is saved separately from
research data

Mention the purpose of the interview

What were your expectations of the relapse prevention program?
Could you tell more about the role of the MHP?

Did you already know the MHP at the beginning of the study?

What did you expect from the MHP at the beginning of the study?

How did you experience the contacts?

How did you experience the support from the MHP?

In which way did the MHP help you to stay healthy?

What could be improved in the guidance from the MHP?

Who initiated the contact and how did you experience this?

What did you expect from the MHP if symptoms worsened?
What is your experience with the E-health program?

Usability

Meeting your needs

Pleasure/satisfaction

Available choices

Use of language

Design

Time investment
Did the program help you to stay healthy/without symptoms?

In which way did the program help you to stay healthy?

If the program did not help: did other things help?

If you experienced a period of worsening symptoms: what would you
have needed to use the program?
How do you feel about the combination of E-health and having contact
with the MHP?

If you had contacts with the MHP but did not use E-health: what
motivated you to have contact with the MHP?

Which modules did you complete? What made you choose these
modules?
- What were your motives concerning using or not using the modules?
Which modules were set up for you, but not completed?
Did you complete the diary?
How much did you use the message function within the program?
- According to the questionnaires, your symptoms have decreased/
increased. How did you experience this?

What is the most useful aspect of the relapse prevention program?
What could be improved in the relapse prevention program?
What did you miss in the relapse prevention program?

Are there other topics you would like to discuss?

Do you have any questions?

Would you like to receive the outcomes of the study?

Would you be interested in participating in a focus group interview?
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Appendix 5.4. Topic guide interview MHP

Main questions

Additional questions

Introduction

Practical questions

What is your experience with
the relapse prevention
program?

What made it easier or harder
to implement the relapse
prevention program in the
general practice?

Sign informed consent

Introduce yourself

Explain which patient the interview is about

Mention the duration of the interview (45 minutes)

Ask permission to audio record the interview, and start the recording
Mention that the name and personal data is saved separately from
research data

Mention the purpose of the interview

How many hours a week do you work as MHP?

Do you work in multiple general practices?

How many minutes does a regular contact last?

How many MHPs/GPs are working in this general practice?

How did you offer the relapse prevention program to the patient?

How were follow-up contacts planned?

Who initiated the contact and how did you experience this?

How many contacts did you have?

What did you discuss during the contacts?

Did you already know the patient before the beginning of the study?

Did you stimulate the patient to use the relapse prevention program?
In which way?

How did the program influence the health of the patient?

To what extent did the program meet the patients’ symptoms?
How did you offer the relapse prevention program to other patients?
*What was it like to offer the relapse prevention program to the patient?
What is your experience with the E-health program?
- Usability/structure

Design

Use of language

Time investment

Aspects: what did you use/not use, experience with aspects, relapse

prevention plan

Message function/providing feedback

The relapse prevention program itself: intervention characteristics
What did you think about the quality of the relapse prevention
program?

Did you know the content of the modules?

Did you ever apply relapse prevention strategies before? How does
this program compare to other strategies that you are familiar with?
How do you feel about the combination of contacts and E-health?

- *How complicated is the intervention?

Factors within the general practice: inner setting
How could you apply the relapse prevention program in your ‘normal
work?

Did you experience support from the general practice or GP? How?
In the general practice, what is the willingness to change?
How did having/not having time affect implementation?

Characteristics of individuals
Did you feel confident offering the relapse prevention program? Why/
why not?

Process of implementation
Did you experience support from the research team? How?

Influence from outer setting
Did you have contact with specialized mental healthcare services?
What was the effect?
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Main questions Additional questions

What do you like about the
relapse prevention program
and what could be improved?

What is the most useful aspect of the relapse prevention program?
What could be improved in the relapse prevention program?
*What did you miss in the relapse prevention program?

Would you use the relapse prevention program if available after
completion of the study? What is needed?

Completion Are there other topics you would like to discuss?

Do you have any questions?
Would you like to receive the outcomes of the study?
Would you be interested in participating in a focus group interview?
* If not discussed yet, also ask this question
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Appendix 5.5. Reasons for nonparticipation

Initially, 35 patients were invited for the individual interviews. Of the 19 agreeing to
participate, 13 (37%) were selected and interviewed. In all, 177 MHPs were invited for
the individual interviews. Of the 14 agreeing to participate, 12 (71%) were selected and
interviewed. Reasons for nonparticipation are presented in Table 5.5.1.

Table 5.5.1. Reasons for nonparticipation in individual interviews.

Invited Agreed to
participate

Interviewed Reasons for nonparticipation

Patients

MHPs

35

17

Demographic variables overlapped with participating
patients (N=6)

First agreed to participate but later unreachable (N=6)
Too difficult to talk about (N=2)

Comorbid symptoms (N=2)

MHPs did not wish to participate (leading to
nonparticipation by patients) (N=2)

No interest (N=2)

No time (N=1)

Did not use the program (N=1)

No interest (N=2)

Patient did not wish to participant (leading to
nonparticipation by the MHP) (N=1)

Already interviewed about another patient (N=1)
Not reachable (N=1)

In all, 98 patients were asked to participate, and seven (7%) participated in the focus-
group interview. Of the 50 MHPs invited to participate, six (12%) participated in the
focus-group interview. Reasons for nonparticipation are presented in Table 5.5.2.

Table 5.5.2. Reasons for nonparticipation in the focus-group interview.

Invited

Interviewed Reasons for nonparticipation

Patients

MHPs

98

50

7

No contact (N=55)

No interest (N=16)

No time (N=16)

Not able to travel (N=2)

Did not use the program (N=1)
Too difficult to talk about (N=1)

No contact (N=39)
No interest (N=4)

No time (N=1)
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The primary aim of this thesis was to examine relapse prevention in patients with
remitted anxiety and depressive disorders. Three specific aims were formulated: first,
to examine - via a systematic review and meta-analysis - the effectiveness of current
psychological relapse prevention interventions for patients with remitted anxiety or
depressive disorders; second, to evaluate our newly developed GET READY relapse
prevention program; and third, to psychometrically test a new measurement instrument
for self-management strategies in patients with (chronic or partially remitted) anxiety
and depressive disorders.

This chapter presents a summary of the main findings, which will be discussed in
relation to extant literature, followed by a reflection on the findings. Methodological
considerations are then addressed, before we proceed to delineate the implications
of the research for clinical practice and future research. Finally, the chapter ends by
providing an overall conclusion to the thesis.

Summary of the main findings

In Chapter 2, we conducted a systematic review and meta-analysis in order to examine
the effectiveness of current psychological interventions aimed at preventing relapse
among patients with remitted anxiety or depressive disorders. We focused on the
effectiveness of stand-alone psychological relapse prevention interventions, as well as
those interventions combined with maintenance antidepressant treatment (M-ADM)
or antidepressant medication (ADM) discontinuation. In total, 7,324 papers were
screened, with 40 studies subsequently being included. We demonstrated that for
patients with remitted major depressive disorders (MDD), psychological interventions
reduced the risk of relapse by 24% within the first 24 months (in comparison to
treatment as usual (TAU)), and that this effect persisted for up to three years. When
psychological interventions were offered in combination with M-ADM, the risk of
relapse was also reduced by 24% within the first 24 months, in comparison to M-ADM
alone. Due to the paucity of studies, no meta-analysis could be conducted regarding
the effectiveness of psychological relapse prevention interventions that are combined
with discontinuation of ADM. Similarly, we found that there was also a relative dearth
of studies on relapse prevention for anxiety disorders, which, in turn, meant that no
meta-analysis could be conducted for this patient group. In conclusion, psychological
interventions were found to be effective for reducing the risk of relapse among patients
with remitted MDD.

Chapters 3, 4 and 5 described the development, implementation and evaluation
of the GET READY relapse prevention program. Chapter 3 outlined the protocol of the
GET READY study. The GET READY program was developed based on patient
preferences, as well as in collaboration with professionals and a patient panel. The
program included regular face-to-face (FTF) contact with a MHP in primary care, online
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E-health modules (including drawing up a personalized relapse prevention plan), and
a mood and anxiety diary, which allowed patients to monitor their symptoms. The
study protocol describes both the quantitative and qualitative methods that were used
to evaluate the GET READY relapse prevention program.

In Chapter 4, the usage of the GET READY program, course of symptoms of
participants, and the association between usage intensity and course of symptoms
was examined. These factors were investigated through conducting a pre-post study
with 113 patients, who were either fully or partially in remission from anxiety and/or
depressive disorders. Longitudinal data was collected over a 9-month period. It was
observed that the core E-health modules, which focused on relapse psychoeducation
and the relapse prevention plan, were used by 70-74% of the patients, while the
optional modules were deemed to be elective and, as such, were used by less than
40% of the patients. According to a pre-defined usage intensity measure, around one
in four patients were defined as ‘regular users'. Generally speaking, the use of the self-
management components of the program, such as online modules and the online
‘mood & anxiety diary’ decreased rapidly over time. Given that the study had a non-
experimental design, no causal effect between the GET READY intervention and the
severity of symptoms could be demonstrated. However, it appeared that most patients
remained stable while participating in the GET READY intervention: a minority of
participants (15%) experienced a relapse in their anxiety symptoms within the 9-month
follow-up period, while 10% experienced a relapse in their depressive symptoms.
Having more FTF contact with MHPs was significantly associated with higher anxiety
and depressive scores. Other usage variables were not significantly associated with
the course of symptoms. In Chapter 5, we described the results of a qualitative study
about the implementation and evaluation of the GET READY intervention, from the
perspective of both patients and MHPs. Individual interviews were conducted with
pairs of patients (N=13) and MHPs (N=12), in order to highlight potential discrepancies
between their respective accounts. After reflecting upon the findings of the individual
interviews, two focus group interviews were subsequently conducted. These focus
groups (comprising both patients and MHPs) showed that users were mostly positive
about the GET READY intervention. Specifically, it was said that it created awareness
of relapse risks, assigned an active role to patients themselves in relapse prevention,
contained relevant components, and provided a sense of security and stability to
patients. Alongside this, users also appreciated its usability and accessibility. However,
the lack of motivation on the behalf of patients, lack of recognizability of the program
due to its focus on both anxiety and depression, and the lack of support from MHPs
limited the use of the program. Moreover, the use of the program was also negatively
affected by both the number and severity of patients’' symptoms. More specifically,
those with few symptoms felt no need to engage in active relapse prevention, while
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those with more severe symptoms experienced a lack of concentration and energy,
and therefore made less use of the program. The combination of E-health modules
and FTF contact was considered to be essential, and it appeared that MHPs played a
crucial role in terms of motivating and supporting patients in the use of the E-health
program. There were no marked discrepancies between the paired individual interviews
with patients and MHPs. However, the focus group interviews did reveal significant
discrepancies, insofar as MHPs expected patients to exercise a certain level of self-
management skills when using the relapse prevention program, while patients
articulated their limitations in this respect and expressed a desire for more direct and
personalized support from their MHPs. In Chapter 6, we assessed the psychometric
properties of a new questionnaire for measuring self-management strategies among
patients with anxiety and depression: the ‘Assessment of Self-management in Anxiety
and Depression’ (ASAD) questionnaire. Given that self-management is an increasingly
important aspect in recovering from mental health disorders, focusing on self-
management can also be expedient for relapse prevention. However, the burden of
anxiety and depressive disorders potentially decreases people’s ability to use self-
management strategies, which is problematic given that employing these strategies
can lead to a decrease in one’s anxiety and depressive symptoms. Zoun et al. [1]
developed the ASAD, because there was no Dutch self-management questionnaire for
patients with anxiety and depressive disorders. In our study, the ASAD was completed
by 171 participants across two samples. An exploratory and confirmatory factor analysis
revealed three solid factors: Seeking support, Daily life strategies and Taking ownership.
Furthermore, the factor analyses revealed that the number of questionnaire items
could be reduced from 45 to 21. The evaluation indicated high levels of internal
consistency and reliability for the 21 item ASAD short form (ASAD-SF). The identified
factors can provide guidance for both patients and professionals with respect to what
self-management strategies to apply.

Reflection on the main findings

Effectiveness of psychological relapse prevention interventions

Our systematic review and meta-analysis indicated that psychological interventions
were effective in preventing relapse among patients with remitted MDD when
compared to TAU, including when used in combination with M-ADM, leading to a 24%
reduction in relapse rates (Chapter 2).

This systematic review and meta-analysis extends the findings of previous research,
insofar as it was the first study to demonstrate the additional effect to be gained from
providing psychological interventions aimed at relapse prevention to patients using
M-ADM up to and including 2 years after remission. This result is highly relevant given
that many remitted patients use M-ADM and M-ADM in itself also affects relapse rates
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[2]. We demonstrated that all patients who were receiving M-ADM after completion of
their treatment benefited from additional psychological relapse prevention
interventions for up to a 2-year period, and that it lowered the risk of relapse even
more. This advice is currently not provided in international guidelines [3-6], while only
one Dutch guideline suggests that a combination of medication and psychotherapy
can be effective in preventing relapse for patients with severe symptoms or patients
who have experienced three or more previous episodes [7].

In addition to this, our study revealed that there is a relative dearth of studies on
relapse prevention interventions for patients with anxiety disorders. Hence, more
research in this field is urgently needed to establish the effectiveness of psychological
interventions aimed towards relapse prevention among patients with anxiety disorders.

Evaluation of the GET READY relapse prevention program

Our quantitative study (Chapter 4) revealed that - as expected - the core components
of the online program were used more intensively than the optional components. This
was consistent with data from other studies using E-health treatment programs [8,91.
Within our study, it appeared that the usage of the overall modules was rather low in
comparison to other studies [10-13]. However, these other studies were not focused
on the prevention of relapse per se, but rather on the treatment of anxiety and
depressive disorders. Consequently, over the course of the treatment patients might
have been more inclined to engage with the modules, as they felt that there was greater
scope for improving their symptoms. In line with other studies, it was shown that the
usage intensity of the E-health program decreased rapidly [14,15]. We considered this
risk beforehand, which is why we sought to keep patients involved over a longer
duration by sending them reminders and asking MHPs to motivate patients to use the
program. Unfortunately, it appears that these efforts proved insufficient to keep
patients engaged in the program.

At the start of our study, we hypothesized that patients should be able to have
access to a relapse prevention program over a significant period of time, as the risk of
relapse remains relatively stable over time, even years after reaching remission. Our
intention was to provide an easily accessible relapse prevention tool that patients
would either use more intensively if they were experiencing a deterioration of their
symptoms, or less intensively when they were doing well. In addition, in response to
patients’ preferences [16], the GET READY program was offered in a non-committed
and flexible way. While patients received recommendations regarding usage of the
program and engaged in regular FTF contact with MHPs, they were not obliged to follow
a certain protocol. Ultimately, the relatively low usage and rapid decrease of usage
intensity is not consistent with the intended use of the program. In this respect, perhaps
a more structured and time-intensive program with more frequent FTF contact with
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MHPs might be better suited to keeping patients engaged, thereby increasing the
effectiveness of the program. While we believe that it is important to follow patients’
preferences, these findings potentially raise the question of whether following these
preferences is necessarily the best way to go in terms of the effectiveness of such
programs. Having said that, if patients’ preferences are not sufficiently taken into
account, then this is also likely to have a deleterious effect on adherence to the
program. These considerations shed light on the difficult choices that must be made
during the development of new relapse prevention programs. In conclusion, in order
for relapse prevention programs to be effective, one must strike a balance between
accounting for patients’ preferences and guaranteeing sufficient exposure to the
intervention.

It can be especially difficult to keep patients engaged in the case of relapse
prevention. Indeed, previous relapse prevention studies [17-19] have highlighted low
rates of participation, on the grounds that patients do not feel the need for such
programs, do not feel at risk of relapse, do not expect interventions to be effective, or
simply do not want to be confronted with their period of anxiety or depression [18-20].
These reasons were also reported in our qualitative study (Chapter 5).

Although the usage intensity was relatively low and decreased rapidly over time,
generally speaking, it appeared that the patients who participated in the GET READY
program remained stable over its duration. In fact, the relapse rates in our study were
lower than those found in other relapse prevention studies [21,22]. Although no causal
pathway could be established in this pre-post study, these results nevertheless may
indicate that the GET READY program is equipped to potentially protect patients from
relapse. These findings might be explained by the results from our qualitative study
(Chapter 5), in which patients expressed that the program functioned as a ‘safety net’
for them, and that they found it comforting that they could easily contact their MHP if
they needed to. Indeed, patients routinely mentioned that merely knowing that the
MHP was available provided them with a sense of comfort. Patients also positively
valued the combination of E-health modules and FTF contact and appreciated the
support they received from their MHP. Furthermore, the mere fact that the program
increased patients’ awareness of the risk of relapse may have played a role in preventing
relapses and keeping patients stable.

A significant positive association was found between the amount of FTF contact
that patients had with their MHP and the severity of symptoms. This association
remained significant when correcting for the anxiety and depressive symptoms one
measurement prior. Since no causality could be established, interpreting this result is
a complex issue. The most plausible explanation is that patients adequately responded
to their initial symptoms by reaching out to their MHP, which is in accordance with a
previous study that showed that patients with more severe symptoms were more likely
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to reach out for help [23]. It is also possible that patients reached out too late, so that
ultimately the support offered by the MHP was insufficient for averting relapse. This
explanation is supported by findings from the qualitative study (Chapter 5), which
showed that patients who experienced high symptom levels were less likely to use the
program and, as such, less likely to have FTF contact with their MHP.

The results of our qualitative evaluation of the GET READY program (Chapter 5)
revealed that patients and MHPs were generally positive about the GET READY program.
The GET READY program was specifically tailored to the preferences of patients: it
provided flexible modules, included regular FTF contact with a professional, gave them
the opportunity to complete a personal relapse prevention plan, and required a low
time investment [16]. It appeared that patients specifically appreciated these aspects
of the GET READY program, as well as the ability to personalize their own program.
The perceived increased awareness of relapse risks is consistent with previous research
on relapse prevention in depression [24-26]. Several factors were identified that
influenced the implementation of the program. In accordance with other studies,
program use and implementation were facilitated by patients’ motivation, the perceived
effectiveness of the program, the presence of current symptoms and a perceived high
risk of future relapse [19,27]. At the same time, we found that a lack of motivation and
lack of current symptoms operated as barriers to using the program. In addition, the
lack of support from MHPs was also cited as a barrier. Another factor influencing the
use and implementation of the program was recognizability, which was also found in
Gerhards et al.’s study [27]. That is to say, if patients do not perceive that a program
is applicable to them, then this can form a barrier to them using the program. As a
result of these factors in particular, implementing the GET READY program proved to
be somewhat challenging, as is evidenced by the relatively low usage intensity and
rapid decrease of usage described in Chapter 4.

In line with extant literature, this study found that receiving support from MHPs
was beneficial in terms of the use and implementation of the relapse prevention
program [24,26-29]; in particular, it appeared that the GET READY program was more
likely to be successfully implemented if MHPs were accessible and actively engaged in
personal contact with their patients. This stressed the importance of the role played
by MHPs, which is discussed in greater detail later in this chapter.

We discovered an interesting mechanism with respect to the association between
symptom level and usage, which was that both low and high symptom levels served
as a barrier to usage of the program. These results support previous research, which
describes that both adult patients with few symptoms of any psychological disorders
and those with more severe depressive symptoms often dropout of treatment [30].
Patients with just enough symptoms are perhaps the easiest group to motivate to use
the program, although it could also potentially benefit patients that have either a few
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or many symptoms. It might be less important to target patients with only a few
symptoms, insofar as they are at a lower risk of relapse [31]. However, patients with
many symptoms might possibly be motivated to use the program via the use of
persuasive techniques, such as emails, reminders, and additional support and guidance
from their MHP.

We also identified different perspectives regarding responsibilities: MHPs perceived
patients to be remitted and therefore relying on their self-management skills, while
patients expected support and ongoing monitoring from their MHPs, especially when
their symptoms worsened. Given that a similar finding was also identified in a study
concerning patients and GPs [32], this result indicates that patients and health
professionals (MHPs in this case) should seek to align their competencies, expectations
and needs over the course of their FTF contact, in order to keep patients engaged.

Key themes in the self-management strategies used by patients with
anxiety and depressive disorders

In the evaluation of the ASAD questionnaire, three consistent factors were identified:
Seeking support, Daily life strategies and Taking ownership (Chapter 6).

When comparing our findings to previous studies that have assessed self-
management questionnaires, the largest degree of overlap was found with respect to
the following factors: Seeking support [33-35] and Daily life strategies [33-37]. Although
less obvious, we also found some overlap with our third factor Taking ownership
[33,35,38]. No important factors were identified in extant literature that were not found
in our study.

The ASAD appeared to be an appropriate assessment tool for assessing the self-
management strategies among patients with (chronic or partially remitted) anxiety and
depressive disorders. Depending on their purpose for completing the ASAD, patients
and professionals can choose which version of the ASAD to use. The 45-item ASAD
contains all the self-management strategies of patients that were identified through
the method of concept mapping. This version provides detailed insight into the
potential self-management strategies that patients can use. However, some may
consider the 45-item ASAD to be overly long. Hence, we conducted EFA and CFA to
both reduce the number of items and reveal underlying factors, which led to the 21-
item ASAD-SF. This short form of the ASAD reveals clusters of self-management
strategies that patients do and do not apply. Specifically, the clustering of items in
factors provides insight into how patients use self-management strategies with respect
to 'Seeking support’, ‘Daily life strategies’, and ‘Taking ownership’, which are considered
to be important in self-management [33-38]. In the event of low scores on one or more
of these factors on the 21-item ASAD-SF, specific intervention strategies could be
employed by both patients and professionals to practice and improve the relevant
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self-management skills from that cluster, or to use external resources in situations in
which the further development of these skills is not possible. However, one must realize
that when using the 21-item ASAD-SF, one also loses information with respect to the
full spectrum of self-management strategies that patients use, insofar as items that
did not correspond to the three factors were deleted. In conclusion, both the ASAD
and the ASAD-SF can be used during relapse prevention interventions, as self-
management strategies are integral to managing a chronic disease such as an anxiety
or depressive disorder.

Methodological considerations

In this thesis, we adopted a broad perspective on relapse prevention for patients with
remitted anxiety and/or depressive disorders by including a systematic review and
meta-analysis, a quantitative study, a qualitative study and a psychometric study.
However, the results of this thesis should be interpreted in the context of the following
methodological considerations.

During the extraction of the data in our systematic review and meta-analysis
(Chapter 2), it became apparent that manifold definitions of relapse and remission
are used in the literature. Therefore, patients that are considered to be ‘in remission’
in one study might be considered as ‘not in remission’ in another study. The same
issues apply to the term ‘relapse’. Consequently, it is incredibly difficult to compare
studies and populations with one another. Although there have been some efforts to
establish an international consensus on defining these terms [39,40], these efforts
require updating. In particular, an international consensus must be established with
respect to the cut-off points for relapse and remission that are widely used in current
guestionnaires. Moreover, notwithstanding the need to develop a consensus regarding
how to define depressive disorders, a consensus should also be reached regarding
definitions for relapse and remission in anxiety disorders.

In the protocol paper (Chapter 3), we described the development of the GET READY
intervention. Although it is deemed good practice to use a framework in the
development of an intervention, such as, for example, the method of Intervention
Mapping, no official framework was used in the development process of the GET READY
intervention. However, we did adopt a systematic approach in the development
process. Specifically, we considered input from a prior study on patient preferences
[16], while the initial format and underpinning was discussed with experts, MHPs and
patients. Preliminary versions of the E-health modules were reviewed by members of
the research team, E-health developers and patients, and adapted accordingly. With
respect to developing future relapse prevention programs, the Intervention Mapping
method can be considered an appropriate approach, insofar as it facilitates a systematic
planning process [41]. However, one should also take into account that Intervention
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Mapping is a time-consuming method, with estimates suggesting that it takes up to 8
months of full-time work to conduct all the necessary steps for developing an
intervention [42]. For pragmatic reasons (primarily, issues related to time), we opted
to use the aforementioned approach rather than an official framework.

As aforesaid, the GET READY study (Chapters 3, 4 & 5) was a pre-post study. As
such, this study provided insight into the acceptability, implementation, and adaptation
of the program. In addition, we were able to explore the course of symptoms, as well
as their association with the program usage, which, in turn, provided some indications
as to the efficacy of the program. However, due to this feasibility design [43], the
effectiveness of the intervention could not be established. This study should thus be
considered as the first step towards conducting a RCT on the effectiveness of the GET
READY intervention.

Another methodological consideration that should be considered is the possibility
that selection bias occurred during the GET READY study (Chapters 4 & 5). One would
assume that it was predominantly patients with a certain amount of motivation who
agreed to participate in the study. At the same time, patients with a more avoidant
self-management style might have been less inclined to participate in the study.
Notably, it appeared that the participants in the GET READY study were, overall, highly
educated and currently employed (Chapter 4). Although this was also the case in other
web-based studies [44,45], it would be expedient to also reach out to patients with
lower levels of educational achievement. One way to potentially do this might be to
involve patients with lower levels of educational achievement in the developmental
phase of relapse prevention programs, in order to ensure that the form and content
of the program is feasible for this group. Of course, researchers could also seek to
actively recruit these types of patients. Similarly, with respect to the qualitative study
(Chapter 5), it is highly probable that those patients who agreed to participate in the
interviews and focus group interviews held more positive attitudes towards the
program.

Regarding the above consideration, it should be noted that recruiting patients for
the GET READY study proved to be difficult, which resulted in a smaller sample size
than we hoped for (Chapter 4). In this study, the most prominent method of recruitment
was to ask MHPs to recruit their patients. However, it proved difficult to motivate MHPs
to recruit patients for research purposes. One reason for this is that over half of the
MHPs in the Netherlands experience their workload as being (very) high. On average,
they have over 11 consultations a day [46]. Therefore, asking eligible patients to
participate in this study was simply not always considered to be a priority for the MHPs.
One alternative recruitment method might be to directly recruit patients to take part
in the research via specialized mental health care services, as was done in our study
and other relapse prevention studies [47]. However, this has become increasingly
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difficult in recent years due to stricter privacy regulations. One way to facilitate this
process might be to ask patients at the start of their treatment to consent to
participating in research.

As well as this, it appeared that not many eligible patients agreed to participate.
Unfortunately, we were unable to map precisely how many patients were asked to
participate, and how many of those agreed to participate, due to the fact that MHPs
did not record this information. Based on this, if researchers could directly contact
patients themselves, then this would likely provide more insight into these response
numbers.

We considered it a strength that we assessed the perspectives of both patients and
MHPs on the GET READY program (Chapter 5). We found only two other qualitative
studies on relapse prevention among patients with depressive symptoms, and in these
cases only the perspective of patients was examined [24,25]. Other qualitative studies
on perspectives towards the treatment of depression only included either the
perspectives of patients [26,27,48] or therapists [49], but never both. In addition, it
appeared that our study was the first to examine perspectives on a relapse prevention
program that also focused on anxiety disorders, as other studies primarily focused
only on depressive disorders.

Another strength of our study is that our qualitative data allowed for pairwise
comparison, because we interviewed both patients and their MHPs. This provided the
opportunity to study similarities and differences in their respective viewpoints about
the same case. We also combined individual interviews with focus-group interviews,
which contributed to data triangulation and thereby enhanced the credibility of our
findings [50]. Given that differences in the accounts provided by patients and MHPs
especially emerged in the focus-group interviews, this appeared to be a valuable
addition to the individual interviews.

In this thesis, both quantitative (Chapter 4) and qualitative methods (Chapter 5)
were employed to examine the GET READY program. This mixed-methods approach
allowed us a more complete overview of both the use of the program and its evaluation,
which, in turn, provided us with relevant suggestions for clinical practice and future
research.

Implications for clinical practice

Relevance of relapse prevention

One of the main implications for clinical practice is that relapse prevention warrants
more attention. During this study, it proved difficult to engage patients in the GET
READY program. Currently, there appears to be a gap in knowledge and awareness
regarding the risk of relapse among remitted patients, while no standard relapse
prevention program is currently available for patients in remission from anxiety and
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depressive disorders. Given that we have showed that psychological relapse prevention
interventions for remitted depressed patients considerably reduces the risk of relapse
(Chapter 2), it is our contention that relapse prevention programs should be available
to all these patients. While this is in accordance with current guideline recommendations
[3-6], it is far from the case in practice. Although psychological interventions are
effective in preventing relapse among patients with depressive disorders, the question
remains whether these interventions should be offered to all remitted patients, or only
to those at high risk of relapse. Although it might be more cost-effective to specifically
target those who are at high risk, clear indicators of precisely who is deemed to be at
high risk are currently lacking.

One way to address the relevance of relapse prevention is through psychoeducation.
Specifically, psychoeducation should focus on the risk of relapse and the effectiveness
of relapse prevention interventions, in order to increase the motivation of patients to
engage in relapse prevention programs. During psychoeducation, particular attention
should be paid to engage patients with lower levels of educational achievement. For
this purpose, simplified and literacy-adapted psychoeducation materials should be
made available, along with using audiovisual methods. Psychoeducation could also be
provided by professionals during treatment.

In order for professionals to be able to provide psychoeducation to their patients,
they also need to increase their knowledge regarding the risk of relapse and the
effectiveness of relapse prevention intervention. In this respect, it appeared that MHPs
often lacked such knowledge prior to participating in this study. Therefore, professionals
need to receive additional training on these aforesaid subjects. As part of this training,
they must also be trained in how to work with existing relapse prevention programs
and relapse prevention plans. This training could, for example, also be incorporated
within both the initial and advanced education that these professionals undertake. As
of June 2021, MHPs in the Netherlands are now obligated to be registered in a ‘quality
register’, which requires them to both meet certain criteria for their formal education
and to receive a certain amount of training every year. By incorporating relapse
prevention into both their initial and advanced education, professionals’ knowledge
and skills of relapse prevention will be increased.

Professionals that are involved in guideline development could potentially also play
arole in this process, insofar as they have the ability to make clear recommendations
regarding relapse prevention. Informal conversations with MHPs during the GET READY
study revealed that not all GPs agreed that providing relapse prevention was the task
of MHPs. Although the guidelines on anxiety and depressive disorders generally
recommend providing relapse prevention to remitted patients, the guidelines should
provide more direction regarding the recommended setting for relapse prevention.
Only the Dutch ‘NHG quality standard depression’ [7] clearly states that relapse
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prevention should be provided in primary care settings. In light of the shift in the
Netherlands towards providing effective care with the lowest possible level of intensity
and as close as possible to the patients’ place of residence, the primary care setting
has become increasingly focused on the domain of (relapse) prevention [51]. This
should be stressed more explicitly in the current guidelines.

Overall, the process of providing relapse prevention interventions to remitted
patients could be enhanced by facilitating appropriate communication between
professionals in specialized mental health care services and GPs/MHPs. As described
in the Introduction of this thesis, in an ideal situation, the therapist in the mental
health care setting should have already discussed the topic of relapse prevention with
the patient and composed a relapse prevention plan with the patient during the course
of their treatment. If patients complete their treatment in specialized mental health
care, then their therapist should send a referral letter to the GP and/or contact the
GP to discuss the treatment process and relapse prevention plan. In so doing, patients
can be equipped with the right tools for relapse prevention after completion of their
treatment. However, professionals in specialized mental health care also lack
knowledge on the risk of relapse and relapse prevention. This should be addressed
by providing (more) training on these topics to professionals working in specialized
mental health care.

Role of the mental health professional

Another important implication for clinical practice is that personal support and
guidance from MHPs is an essential component of effective relapse prevention
(Chapter 5). This is because MHPs have the important task of monitoring and
motivating patients to engage in relapse prevention, in order to ensure that patients
receive timely support in the event of an impending relapse. In this study, patients
appreciated being monitored by their MHP, while those who received less monitoring
expressed the need for more intensive monitoring. Although most patients only had
one additional FTF meeting after the initial FTF meeting, most patients indicated that
regular meetings with their MHP were desirable. During this FTF contact, MHPs can
use motivational interviewing techniques to motivate patients to engage in relapse
prevention strategies. Indeed, research [24,26-29] has repeatedly shown that E-health
based programs are more effective when a MHP is involved.

Most importantly, patients and MHPs should discuss and try to align their needs
regarding self-management skills and their desired level of support, both at the
beginning of their relationship and over the course of their relationship. Doing so
enables each patient to be provided with a personalized and tailored approach, which
most likely enhances the implementation and effectiveness of E-health based relapse
prevention programs.
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Role of the patient

For patients, it is important to focus on self-management strategies that they are
actually capable of applying, in order to prevent relapse. According to our psychometric
evaluation of the ASAD (Chapter 6), patients can self-manage their disorder by seeking
support from professionals and important others (Seeking support), by maintaining a
healthy lifestyle and engaging in activities (Daily life strategies), and by taking control
and maintaining a focus on recovery (Taking ownership).

Moreover, patients should be aware that MHPs expect them to already possess a
certain level of self-management competencies, which may or may not be in accordance
with their actual competencies. This can lead patients to feel that they need more
support from their MHP. Therefore, as aforementioned, patients should discuss their
needs, self-management skills and desired level of support with their MHP.

Role of E-health

Our study has several implications for the role of E-health within clinical practice. In a
similar vein to Muntingh et al.’s study [16], it appeared to be important to offer E-health
in a personalized way. The GET READY program was designed in such a way that
patients and MHPs could ‘pick and choose’ their preferred modules, which patients
indicated that they valued. However, after completion of the initial module, the modules
‘anxiety’, ‘depression’ and ‘medication’ were automatically offered. As the program was
focused on the prevention of both anxiety and depressive disorders, patients with only
one of these disorders felt that the program did not completely apply to them (Chapter
5). Therefore, one might suggest that future relapse prevention programs should
specifically focus on one diagnosis. However, given that anxiety and depressive
disorders often coincide, one might also argue that a transdiagnostic approach is wholly
justified [52]. Based on this, we therefore recommend to offer all optional modules
without ‘presets’, and to provide patients with the opportunity to personalize the
program themselves by choosing a program focused on anxiety, depression or both
disorders. One would expect this to strengthen acceptance and adherence to the
program, and, ultimately, increase its effectiveness [19]. At the same time, as
aforementioned, one should keep in mind that a more structured and time-intensive
program might be better suited to keeping patients engaged. Perhaps, patients and
MHPs can decide together which modules to choose, along with the required level of
support needed from the MHP to remain engaged in these modules.

Therefore, in line with the above recommendations, E-health modules should be
tailored to patients’ preferences, as well as to their individual self-management skills.
To create awareness of the available self-management skills and competencies, after
they first login, patients should then have the option to either complete the ASAD (if a
detailed description of self-management strategies is required) or the ASAD-SF (if a
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shorter version is preferred that provides insight into important clusters of self-
management) (Chapter 6). In so doing, it can be identified which self-management
skills require specific attention for further development. In line with this assessment,
suitable modules can then be set up and the appropriate level of support required
from the MHP can also be planned and executed.

This is important because this study clearly indicated that patients prefer
professional support in addition to receiving E-health modules (Chapter 5). After
completing treatment in specialized mental health care, patients should thus receive
guidance in relapse prevention from their MHP. When FTF meetings are combined with
E-health modules, these can enhance each other in such a way that ultimately
contributes to the effectiveness of the relapse prevention program. This
recommendation is supported by both extant literature and the patients in our study
who especially valued this combination.

Recommendations for future research

The findings of this thesis imply several recommendations for future research. First,
this thesis (specifically Chapter 2) has demonstrated that there is a significant lack of
studies on relapse prevention among patients with remitted anxiety disorders. We feel
that additional studies in this area should be conducted. In addition, this chapter has
also shown that there is a relative dearth of studies exploring the use of relapse
prevention interventions during the discontinuation of ADM. Given that most patients
do not prefer to use medication in the long term [53], and the risk of relapse during
discontinuation is high [54], relapse prevention interventions may be able to support
patients during the discontinuation of ADM.

Second, in order to examine the efficacy of the GET READY intervention, a RCT
should be conducted. However, we recommend adapting the GET READY program
according to the preferences expressed by patients (Chapter 5). Most importantly, the
program should be accessible through a mobile app, as well as having a clear, intuitive
and flexible structure for the E-health component, and should allow users to personalize
it based on their disorder. To increase patients’ engagement in the program, more
frequent FTF contact with MHPs is likely necessary. Preferably, the follow-up duration
of this RCT should be at least 2 years, as this will provide greater insight into the course
of symptoms over a longer period of time, and allow for greater comparison with other
studies. During the patient recruitment phase of the RCT, particular attention should
be paid to the variability of patients’ characteristics in the sample, especially regarding
their level of educational achievement. In order to gain more insight into the association
between course of symptoms and usage, Ecological Momentary Assessment (EMA)
could be used in the RCT [55]. In addition, this RCT could be supplemented with a cost-
effectiveness study, based on our contention that relapse prevention is a cost-effective
intervention strategy.
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Third, as outlined in the Introduction of this thesis, self-management can be
considered as part of the chronic care model, and, as such, may be essential in
preventing relapse. However, one could raise the question of whether self-management
is feasible for every patient with remitted anxiety and depressive disorders. In this
study, it appeared that self-management could not be expected from every patient,
given the low usage intensity and rapid decrease in usage. In particular, patients with
low and high symptom levels might require additional guidance and motivation from
MHPs to engage in relapse prevention (Chapter 5). Further research into prerequisites
for patients with anxiety and depressive disorders to engage self-management
strategies is recommended for their effective application.

Fourth, given that the psychometric evaluation of the ASAD indicated that the 21-
item version was appropriate (Chapter 6), this version should be further explored and
validated among a sample of patients with chronic and/or remitted anxiety and
depressive disorders. Furthermore, it would be interesting to relate self-management
styles, as assessed by the ASAD-SF, to the course of symptoms and the effectiveness
of relapse prevention.

Concluding remarks

This thesis focused on relapse prevention among patients with remitted anxiety and
depressive disorders. As demonstrated in this thesis, patients in remission from
depressive disorders should receive psychological relapse prevention interventions.
Greater attention should be paid to developing, implementing and evaluating relapse
prevention interventions among patients with anxiety disorders. Although patients
were generally positive about the GET READY relapse prevention program, the
implementation of the program proved to be challenging, primarily due to a lack of
motivation among patients and a lack of support from MHPs. Therefore,
psychoeducation focused on the risk of relapse and the effectiveness of psychological
relapse prevention interventions should receive more attention in mental health care
and the GET READY program may be intensified to attain effectiveness. MHPs appear
to have a crucial role to play in implementing relapse prevention programs, and should
seek to tailor their support and guidance to the expressed needs and self-management
skills of patients. Although usage of the GET READY relapse prevention program was
relatively low compared to similar programs, patients mostly remained stable during
their participation in the study. This might indicate that the program is capable of
potentially protecting patients from relapse. However, a RCT is needed to validate this
particular finding.
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NEDERLANDSE SAMENVATTING
DUTCH SUMMARY

Achtergrond en doelstellingen

Veel mensen krijgen in hun leven te maken met angst- of depressieve klachten.
Wanneer deze klachten het leven gaan beheersen, kunnen dit stoornissen worden.
Angststoornissen worden gekenmerkt door het ervaren van ernstige angst en
bezorgdheid. In dit proefschrift komen angststoornissen aan bod, die in de ‘Diagnostic
and Statistical Manual of Mental Disorders’ (DSM) beschreven zijn: paniekstoornis (met
of zonder agorafobie), agorafobie, specifieke fobie, sociale fobie (ook wel sociale
angststoornis), gegeneraliseerde angststoornis, obsessieve-compulsieve stoornis en
posttraumatische stressstoornis. Naast aandacht voor angststoornissen is er in dit
proefschrift ook aandacht voor depressieve stoornissen. Deze kenmerken zich door
een sombere stemming en het verlies van interesse of plezier in het leven. In dit
proefschrift komen de depressie en dysthyme stoornis aan bod. Een dysthyme stoornis
is een langdurige milde depressie.

Wereldwijd behoren angst- en depressieve stoornissen tot de meest voorkomende
psychische stoornissen. In Nederland krijgt €één op de vijf mensen ooit in het leven te
maken met een angst- en/of depressieve stoornis. Dit heeft een grote impact op hun
kwaliteit van leven, het functioneren en het welbevinden. Angst- en depressieve
stoornissen komen vaak samen voor: mensen die ooit een angststoornis hebben
gehad, hebben ook vaak ooit een depressieve stoornis gehad, en andersom.

Er is veel onderzoek verricht naar het behandelen van angst- en depressieve
stoornissen. Vaak bestaat de behandeling uit een psychologische en/of medicamenteuze
behandeling. Eén van de psychologische behandelingen die veel is onderzocht, is
cognitieve gedragstherapie (CGT). CGT blijkt effectief te zijn in het behandelen van
angst- en depressieve stoornissen. Behandeling met medicatie blijkt ongeveer even
effectief te zijn in het verlagen van angst- en depressieve klachten. Een combinatie van
beiden blijkt het meest effectief te zijn. Vaak geven patiénten echter de voorkeur aan
psychologische behandeling, bijvoorbeeld vanwege zorgen over bijwerkingen van
medicatie. Psychologische behandelingen worden doorgaans via persoonlijk contact
gegeven, waarbij de patiént en hulpverlener elkaar ‘live’ zien. Echter, vanwege COVID-19
lijken er steeds meer van deze behandelingen online gegeven te worden. Online
behandelingen kenmerken zich veelal door de inzet van E-health-modules, persoonlijke
feedback van een hulpverlener en de mogelijkheid om berichten uit te wisselen. De
voordelen van online behandeling kunnen o.a. zijn dat het gemakkelijk toegankelijk is,
dat symptomen effectief gemonitord kunnen worden via E-health toepassingen en dat
het mogelijk meer kosteneffectief is.
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Wanneer patiénten herstellen van een angst- of depressieve stoornis, wordt gesproken
van remissie (remission) of herstel (recovery). Hoewel er veel variatie is in hoe deze
termen gebruikt worden in de literatuur, geven beide termen aan dat patiénten niet
meer voldoen aan de DSM-criteria voor de stoornis. Maar ook als patiénten hersteld
zijn van een angst- of depressieve stoornis, kunnen zij een terugval ervaren. Voor
terugval zijn er ook twee termen te vinden in de Engelstalige literatuur: ‘relapse’ en
‘recurrence’. Beide wijzen op een terugkeer van klachten, die zo ernstig zijn dat men
(opnieuw) spreekt van een DSM-stoornis. Patiénten die hersteld zijn van een angst- of
depressieve stoornis hebben 57% kans om binnen vier jaar een terugval te ervaren.
Dit kan een terugval zijn in dezelfde stoornis, maar mensen die eerst een depressieve
stoornis hadden, kunnen ook een angststoornis ontwikkelen (en andersom).
Terugvalcijfers zijn dus hoog. Er zijn enkele risicofactoren bekend die de kans op
terugval verhogen. Patiénten die niet geheel maar gedeeltelijk herstellen, hebben meer
kans op terugval. Ook is er een grote kans op terugval wanneer men minder goed
functioneert in psychosociaal opzicht, en ook wanneer men meerdere en ernstigere
episodes van de stoornis heeft ervaren.

Aangezien veel mensen die een behandeling hebben ontvangen voor hun angst- en/
of depressieve stoornis alsnog te maken krijgen met een terugval, is één van de
grootste uitdagingen het voorkomen van terugval. Momenteel is er nog te weinig
aandacht voor terugvalpreventie in de geestelijke gezondheidszorg. Terugvalpreventie
bestaat vaak uit: 1) het continueren van antidepressiva, en 2) psychologische
terugvalpreventie-interventies. Het is belangrijk dat patiént en hulpverlener
overeenkomen welke manier van terugvalpreventie gebruikt wordt, aangezien dit de
therapietrouw, en daarmee effectiviteit ten goede komt. Er is veel onderzoek gedaan
naar psychologische terugvalpreventie-interventies bij depressieve stoornissen, maar
in veel mindere mate bij angststoornissen.

In Nederland is de focus de laatste jaren steeds meer verschoven van het
behandelen van ziektes naar het voorkomen ervan. Zorg wordt zo laagdrempelig
mogelijk aangeboden, wat ook geldt voor psychologische zorg. Bij deze ontwikkeling
past de opkomst van de praktijkondersteuner huisarts GGZ (POH-GGZ). Deze
hulpverlener ondersteunt de huisarts bij het bieden van psychologische zorg. POH-GGZ
zijn dan ook de aangewezen hulpverleners om terugvalpreventie aan patiénten aan
te bieden. Daarbij leggen zij een focus op het zelfmanagementvermogen van patiénten,
oftewel: wat kunnen patiénten zelf doen om op een constructieve manier met hun
symptomen om te gaan?

Huidige terugvalpreventieprogramma'’s hebben enkele beperkingen. Ten eerste
zijn ze niet toegespitst op zowel angst- en depressieve stoornissen. Ten tweede worden
deze programma’s nog nauwelijks aangeboden via de huisartsenpraktijk. Ten slotte
zijn ze niet specifiek afgestemd op de voorkeuren van patiénten. Als antwoord op deze
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beperkingen is het GET READY terugvalpreventieprogramma ontwikkeld. Dit is gericht
op patiénten die hersteld zijn van een angst- en/of depressieve stoornis. De voorkeuren
van patiénten zijn meegenomen in de ontwikkeling van dit programma. Het programma
bestaat uit verschillende E-health modules die gepaard gaan met persoonlijke contacten
met een POH-GGZ in de huisartsenpraktijk. Daarnaast is er een persoonlijk
terugvalpreventieplan. Patiénten kunnen hierbij ook een angst- en stemmingsdagboek
invullen. Hun angst- en stemmingsniveau kan zo effectief gemonitord worden.

Het overkoepelende doel van dit proefschrift is om terugval te voorkomen bij patiénten
die hersteld zijn van een angst- en/of depressieve stoornis, en daarmee hun kwaliteit
van leven te verbeteren. Om dit doel te kunnen bereiken zijn verschillende onderzoeken
uitgevoerd Ten eerste werd via een literatuuronderzoek de effectiviteit van
psychologische terugvalpreventie-interventies onderzocht. Ten tweede werd het nieuw
ontwikkelde GET READY programma en de implementatie ervan geévalueerd. Als
laatste werden de psychometrische eigenschappen van een zelfmanagementvragenlijst
voor patiénten met angst- en depressieve klachten onderzocht.

Resultaten

In Hoofdstuk 2 wordt een systematische literatuur-overzichtsstudie en meta-analyse
beschreven, die is uitgevoerd om de effectiviteit van psychologische terugvalpreventie-
interventies voor patiénten met herstelde angst- en depressieve stoornissen te
onderzoeken. Er is gekeken naar de effectiviteit van psychologische terugvalpreventie-
interventies als aparte interventie, maar ook wanneer deze gecombineerd werden met
een onderhoudsbehandeling van antidepressiva, of werden gecombineerd met het
afbouwen van antidepressiva. In totaal werden er 7.324 artikelen gescreend, en werden
er uiteindelijk 40 artikelen geincludeerd. Hieruit bleek dat het ontvangen van een
psychologische interventie de kans op terugval voor patiénten die hersteld waren van
een depressieve stoornis met 24% verminderde ten opzichte van mensen die
gebruikelijke zorg ontvingen. Dit effect kwam het duidelijkst naar voren in de eerste
24 maanden, maar het effect bleef zelfs na drie jaar zichtbaar. Wanneer psychologische
interventies en antidepressiva werden gecombineerd, leidde dit ook tot 24% minder
kans op terugval, vergeleken met wanneer er enkel antidepressiva werden gegeven.
Dit effect was in de eerste 24 maanden zichtbaar. Er kon geen meta-analyse worden
uitgevoerd naar het gecombineerde effect van psychologische interventies en het
afbouwen van antidepressiva, omdat er te weinig studies over dit onderwerp
beschikbaar waren. Tevens kon er, vanwege een gebrek aan studies, geen meta-analyse
uitgevoerd worden naar de effectiviteit van psychologische interventies voor patiénten
die hersteld zijn van een angststoornis. De conclusie van dit hoofdstuk is dat
psychologische interventies effectief zijn in het verminderen van de kans op terugval
voor patiénten die hersteld zijn van een depressieve stoornis.
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Hoofdstukken 3, 4 en 5 beschrijven de ontwikkeling, implementatie en evaluatie
van het GET READY terugvalpreventieprogramma. Hoofdstuk 3 beschrijft het protocol
van de GET READY studie, waarin het GET READY terugvalpreventieprogramma werd
aangeboden aan patiénten. Het programma is ontwikkeld in samenspraak met
professionals en met een panel van patiénten. Het protocol beschrijft zowel de
kwantitatieve als de kwalitatieve methoden die gebruikt zijn om het GET READY
programma te evalueren.

In Hoofdstuk 4 wordt het gebruik van het GET READY programma, het beloop van
klachten en het verband tussen deze twee factoren beschreven. Deze factoren werden
in kaart gebracht bij 113 patiénten die geheel of gedeeltelijk hersteld waren van een
angst- en/of depressieve stoornis. Er is longitudinale data verzameld over een periode
van negen maanden. De kernmodules in het E-health programma - zijnde het
terugvalpreventieplan en de psycho-educatiemodule over terugvalpreventie - werden
gebruikt door 70-74% van de patiénten, terwijl de optionele modules gebruikt werden
door minder dan 40% van de patiénten. Ongeveer een kwart van de patiénten gebruikte
het programma relatief vaak ten opzichte van de rest van de patiénten die er relatief
weinig gebruik van maakten. Over het algemeen nam het gebruik van de
zelfmanagementonderdelen van het terugvalpreventieprogramma snel af na de start
van de follow-up-periode. Aangezien de studie niet experimenteel was, kon er geen
oorzakelijk verband worden aangetoond tussen het gebruik van het GET READY
programma en de ernst van de symptomen. Wel bleek dat de meeste patiénten die
deelnamen aan het programma stabiel bleven: een minderheid van 15% ervaarde een
terugval in angstsymptomen in de negen maanden van de studie, en 10% ervaarde
een terugval in depressieve symptomen. Patiénten met meer persoonlijke contacten
met hun POH-GGZ, hadden significant meer angst- en depressieve klachten. Andere
gebruiksvariabelen toonden geen significant verband met het beloop van de klachten.

In Hoofdstuk 5 zijn de resultaten beschreven van een kwalitatieve studie naar de
implementatie en evaluatie van het GET READY programma, dit vanuit het perspectief
van zowel de patiént als de POH-GGZ. Daarvoor werden gepaarde individuele interviews
afgenomen bij patiénten (N=13) en hun POH-GGZ (N=12). Door deze gepaarde
interviews konden eventuele verschillen in de perspectieven aan het licht komen
betreffende een en dezelfde casus. Aanvullende op de individuele interviews zijn er
ook twee focusgroep-interviews uitgevoerd, één met patiénten en één met POH-GGZ.
De interviews toonden aan dat de meeste gebruikers positief waren over het GET
READY programma. Specifiek werd genoemd dat het een bewustzijn van risico op
terugval teweegbracht en dat het programma bijdroeg aan het innemen van een
actieve rol van patiénten in hun eigen herstel. Het werd ervaren als een vangnet voor
eventuele terugval in de periode na eerder herstel. Daarnaast waardeerden patiénten
de gebruiksvriendelijkheid en toegankelijkheid van het programma. Echter waren er
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ook factoren die het gebruik van het programma belemmerden: het gebrek aan
motivatie van patiénten, het gebrek aan herkenbaarheid van het programma (omdat
het zich op zowel angst als depressie richtte), en het gebrek aan ervaren steun van de
POH-GGZ. Ook bleek dat het gebruik van het programma negatief beinvioed werd door
het aantal en de ernst van de symptomen van patiénten. Patiénten met slechts lichte
symptomen hadden er weinig behoefte aan om actief met terugvalpreventie bezig te
zijn, terwijl patiénten met meer ernstige symptomen, mede door een gebrek aan
concentratie en energie, het programma eveneens minder gebruikten. Het combineren
van de E-health modules met de persoonlijke contacten met de POH-GGZ werd als
essentieel gezien, door zowel patiénten als POH-GGZ. De POH-GGZ speelde een heel
belangrijke rol in het motiveren en steunen van patiénten om met E-health aan de slag
te gaan. Uit de gepaarde interviews kwamen geen opvallende verschillen in
perspectieven naar voren, maar deze werden in de focusgroepen wel opgemerkt. Zo
bleek dat POH-GGZ van patiénten verwachten dat zij een zekere mate van
zelfmanagementvaardigheden hadden ten aanzien van het gebruik van het
terugvalpreventieprogrammea, terwijl patiénten juist aangaven deze vaardigheden niet
altijd te bezitten. Zij hadden behoefte aan meer directe en persoonlijke steun van hun
POH-GGZ.

In Hoofdstuk 6 worden de resultaten gepresenteerd van een onderzoek naar de
psychometrische eigenschappen van een nieuwe vragenlijst die gericht is op
zelfmanagementvaardigheden van patiénten met angst- en depressieve stoornissen:
de ‘Assessment of Self-management in Anxiety and Depression’ (ASAD) vragenlijst.
Deze vragenlijst bestaat uit 45 items en kan gebruikt worden door zowel patiénten als
professionals, om zelfmanagementvaardigheden in kaart te brengen. Aangezien
zelfmanagement in toenemende mate belangrijk is in het herstel van psychische
stoornissen, lijkt een focus op zelfmanagement in het kader van terugvalpreventie
gerechtvaardigd. Tegelijkertijd blijkt echter ook dat de last van angst- en depressieve
stoornissen mogelijk het gebruik van zelfmanagementvaardigheden juist vermindert.
De ASAD is ontwikkeld omdat er nog geen Nederlandse zelfmanagementvragenlijst
beschikbaar was voor patiénten met angst- en depressieve stoornissen. In onze studie
werd de ASAD door in totaal 171 mensen ingevuld. Zowel een exploratieve als een
confirmatieve factoranalyse lieten zien dat er drie solide factoren aanwezig waren in
de vragenlijst: het zoeken van steun, dagelijkse levensstrategieén en het nemen van
eigenaarschap. Verder bleek uit de uitgevoerde analyses dat het aantal items
verminderd kon worden van 45 naar 21. De evaluatie wees op een hoog niveau van
interne consistentie en betrouwbaarheid voor de 21 items van de ASAD ‘short form’
(ASAD-SF).
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Conclusies

Eén van de belangrijkste conclusies naar aanleiding van dit proefschrift is dat
terugvalpreventie bij angst- en depressieklachten meer aandacht verdient: patiénten
die (grotendeels) hersteld zijn van deze stoornissen zouden naast eventuele
medicamenteuze ondersteuning (onderhoudsmedicatie) ook psychologische
terugvalpreventie-interventies moeten ontvangen. Er is meer aandacht nodig voor de
ontwikkeling, implementatie en evaluatie van deze interventies voor deze patiénten.
Hoewel patiénten overwegend positief waren over het GET READY
terugvalpreventieprogramma, bleek de implementatie ervan uitdagend, voornamelijk
vanwege een gebrek aan motivatie bij patiénten en gebrek aan ervaren steun van de
POH-GGZ. Daarom zou er in de gezondheidszorg meer voorlichting gegeven moeten
worden over de risico’s op terugval, aan zowel patiénten als de POH-GGZ. POH-GGZ
hebben een belangrijke rol in het implementeren van terugvalpreventieprogramma'’s,
waarbij het essentieel is dat zij de mate van ondersteuning en begeleiding afstemmen
op de zelfmanagementvaardigheden en behoeften van de patiént. Hoewel het GET
READY terugvalpreventieprogramma relatief weinig gebruikt werd, bleek toch dat de
meeste patiénten gedurende het onderzoek stabiel bleven in de klachten. Dit zou
kunnen betekenen dat het programma mensen voor terugval zou kunnen behoeden.
Om dit resultaat te bevestigen, zou een gerandomiseerd onderzoek met een
controlegroep uitgevoerd moeten worden.
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