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General introduction
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Depressive and anxiety disorders affect millions of people every year, many of whom are 
parents.1,2 Children whose parents suffer from (one of) these conditions have an elevated 
risk to develop similar problems.3,4 The aim of this thesis is to improve our knowledge of 
the intergenerational transmission of depressive/anxiety disorders and to shed light on 
possibilities to decrease the risk that these disorders pass down from one generation to the 
next. 

The epidemiology of depressive and anxiety disorders
The lifetime prevalences of depressive and anxiety disorders in European countries range 
from 5.2% to 22.3% and from 9.9% to 21.0% respectively.1 The most recent Dutch estimate 
of depression indicates that at least once in life about one fifth of the general population will 
suffer from a depressive episode.5 A similar estimate has been found for anxiety disorders.5 A 
brief overview of the clinical features of depressive and anxiety disorders is presented in Box 
1 (see DSM-IV for a full description of diagnostic criteria6). Depressive and anxiety disorders 
develop gradually and, although they can emerge at any age, the first clinical manifestation 
often occurs early in life.7,8 Social anxiety disorder is likely to emerge in late childhood or 
adolescence while panic disorder, agoraphobia, and generalized anxiety disorder typically 
have their first onset during late adolescence and young adulthood.7,9 The core risk period 
for the first onset of depressive disorders ranges from mid-late adolescence to the early 40s.10 
Depressive and anxiety disorders are disabling conditions.11-13 Once developed, they tend 
to run a recurrent or chronic course14-17 frequently leading to substantial impairments in 
academic, occupational and social functioning that often persist during adulthood.18-20 From 
an economic perspective, society at large is faced with high costs due to the use of health care 
and the loss of productivity.21,22 

Intergenerational transmission 
Hippocrates introduced the term ‘melancholia’ to describe a state characterized by affective 
symptoms, most importantly fear and sadness.23 From the oldest times it was already 
recognized that melancholia could be inherited: “Et patrum in natos abeunt cum semine 
mores.” <the character of the parent is transmitted to the children through the seed>” (Burton, 
1989, p. 205, The Anatomy of Melancholy24). In the eighties of the last century, there has 
been renewed interest in the familial nature of psychiatric disorders. Professionals working 
in adult psychiatry noticed that many patients were raised in families with a mentally ill 
parent. Likewise in youth mental health care, professionals came across many children whose 
parents also suffer or suffered from psychiatric problems.25 During this period, the first cross-
sectional and retrospective studies were conducted investigating the hypothesis that offspring 
of parents with depressive disorders have an elevated risk of mental health problems, in 
particular of depressive disorders, compared to children whose parents are unaffected.26 To 
date, a large body of literature exists showing that parental depression is among the most 
robust and well-replicated risk factors for depression.e.g.4,26
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Depressive disorders
The term depressive disorder in this thesis refers to major depressive disorder and 
dysthymic disorder according to DSM-IV criteria.6 Persons with a major depressive 
disorder experience a depressed mood and/or loss of interest and pleasure in almost all 
activities for two weeks or more. This condition is accompanied by at least four additional 
symptoms such as loss of energy, weight changes, insomnia or hypersomnia, suicidal 
thoughts and concentration problems. In dysthymic disorder symptoms are milder than in 
major depressive disorder but are continuously present for at least two years. Persons with 
bipolar disorder experience depressive episodes and extreme euphoric or irritable mood 
states called manic or hypomanic episodes. These episodes alternate with normal mood 
states. In a few chapters, the term mood disorder is used referring to all three disorders.
 

Anxiety disorders 
The term anxiety disorder in this thesis refers to generalized anxiety disorder, social 
phobia, panic disorder and agoraphobia according to DSM-IV criteria.6 Persons with a 
generalized anxiety disorder experience excessive and uncontrollable anxiety and worry 
about many topics for at least six months. The disorder is accompanied by three (or 
more) symptoms such as restlessness, irritability, muscle tension and tiredness. Social 
phobia is characterized by a disproportionate fear of negative evaluation in social settings 
experienced for six months or longer. Persons with social phobia avoid such situations 
or endure them with significant distress. Panic disorder encompasses the occurrence of 
typically unanticipated and recurrent panic attacks not caused by a medical condition or 
a substance. Agoraphobia is defined as an intense fear of and/or avoidance of situations 
that may induce anxiety or panic and from which it is not easy to go away or where help 
is perceived to be unavailable (e.g., using public transportation).
 

Comorbidity 
Importantly, comorbidity rates of depressive disorders with anxiety disorders are 
excessively high.27-29 Lamers and colleagues29, for example, found that 75% of persons with 
a depressive disorder also had a lifetime comorbid anxiety disorder and 81% of persons 
with an anxiety disorder also had a lifetime depressive disorder. Lifetime comorbidity is 
thus more common than these disorders occurring in pure and isolated form. The present 
thesis therefore deals with the group of persons with a depressive and/or anxiety disorder 
further referred to as persons with depressive/anxiety disorders.

Box 1. Brief overview of the clinical features of depressive and anxiety disorders 
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Several mechanisms have been proposed to explain the intergenerational transmission of 
depressive and anxiety disorders30,31, but it should be noted that a complete picture of the 
processes involved remain a distant goal. Offspring may inherit genes that make them 
vulnerable to develop these conditions (i.e., direct genetic transmission) or they may for 
instance inherit personality traits that place them at increased risk (i.e., indirect genetic 
transmission).32,33 In addition to these genetic influences, environmental risk factors may also 
play an important role.34,35 For example, parents with depression more often display negative 
cognitions, emotions and behaviors, which may adversely affect offspring in social learning 
and through the parent being less able to align with offspring’s social and emotional needs.36,37 
Further, increased exposure to stressful life events that accompany a parental disorder (e.g., 
financial problems and marital discord) may contribute to psychopathology in offspring.38-40 
These genetic influences and contextual challenges are likely to operate in complex ways and 
interact with other risk factors. For a more extensive developmental model for understanding 
intergenerational transmission of depression see Goodman and Gotlib.30 The intergenerational 
transmission of anxiety has been studied less extensively than depression. Available literature 
on the intergenerational transmission of anxiety disorders show a similar picture.31 

Psychiatric outcomes in offspring
Previous studies reveal that offspring of depressed/anxious parents have a two- to three-fold 
increased risk of developing these disorders when compared to offspring whose parents are 
unaffected.41-44 While this estimate of a two- to three-fold increased risk seems to be fairly 
stable across studies, the absolute rates vary widely. Cumulative incidence rates from about 
10% to 50%45-51 were found in cross-sectional and short-term follow-up studies in high-
risk offspring samples. These type of studies may have underestimated offspring risk due to 
possible failure to recall past episodes.52,53 It has been shown that longitudinal studies with 
repeated measurements of outcomes produce more accurate estimates of lifetime prevalence 
of depressive/anxiety disorders when compared to those obtained from retrospectively 
reported data.54,55 In addition, studies in relatively young offspring are limited in that lifetime 
prevalence rates are established before the peak periods of vulnerability for depressive/anxiety 
disorders have passed.7,56 For example, if offspring were assessed at age 15, a substantial 
part of them will develop depression later on and consequently, these incident cases were 
not covered in the study and the absolute risk estimates are too low. Few long-term high-
risk offspring studies have been carried out (≥10 years)42,43, only one of which has followed 
offspring into adulthood.43 In the present thesis we will determine the cumulative incidence 
of mood/anxiety disorders in a large cohort of offspring of depressed/anxious patients, who 
have been repeatedly assessed into adulthood (baseline age: 13-25 years). This information 
may be valuable for planning policies and/or prevention and treatment as well as for raising 
awareness of this issue. It is clear that offspring risk is the result of a complex interplay between 
a range of risk- and protective factors, both of which need to be evaluated when looking at 
intergenerational transmission. Other factors must be considered, so in this thesis we also 
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look at the potential impact of the family situation and of other parental characteristics and 
characteristics in offspring. These results may shed new light on subgroups that need extra 
attention and on factors that protect against risk of developing a mood/anxiety disorder. 
 While much research has been devoted to the onset of depression/anxiety in the 
context of parental depression/anxietye.g.3,4, far less is known about the clinical course after 
offspring have experienced a first depressive/anxiety episode. High-risk offspring studies that 
do present course characteristics (e.g., recurrence, chronicity) indicate that in many cases 
symptoms persist or recur, suggesting that offspring risk is certainly not of a temporary 
nature.46,57,58 As these studies report on very small samples of affected offspring or provide 
relatively rough course descriptions, the present thesis aims to more precisely describe 
the prospective course of depressive/anxiety disorders in offspring. The above also evokes 
interest in whether a parental history of depression/anxiety not only predicts the first clinical 
manifestation of depression/anxiety in offspring but also foreshadows a less favorable clinical 
course. The latter needs empirical study, since factors involved in the onset of these conditions 
need not be the same as those affecting its course.14,59,60 Previous findings are inconclusive 
with regard to this as some studies suggest parental history to be related to a worse course 
of depressive/anxiety disorders61,62, while others do not find such a relation.63,64 A part of this 
thesis is devoted to this topic. 

Prevention 
Given the very high public health burden of depressive/anxiety disorders13 and the limited 
success of treatment14,65 there is a growing interest in possibilities of prevention or early 
intervention to reduce the incidence of these disorders and favorably affect its course.66-69 

Evidence of the increased risk of mental health problems in offspring of affected parents and 
the challenges they face has raised awareness that they are an important target group for 
prevention or early intervention.4,70 This has resulted in the development of several programs 
in the Netherlands and in other countries aimed at preventing the transmission of mental 
disorders from parents to offspring.71-73 These programs can be classified as selective preventive 
interventions: they target a subpopulation showing an increased risk. This type of prevention 
differs from universal strategies addressing an entire population regardless of their at-risk 
status and indicated prevention strategies directed at persons already experiencing subclinical 
symptoms.74 There are several types of such selective prevention programs including face-to-
face and online child-, parent- and family-interventions.71,73 A meta-analysis of prevention 
programs in children of parents with mental disorders in general states that these programs 
decreased the risk of developing a mental disorder in children by 40%.71 A recent meta-
analysis focusing on prevention programs in children of depressed parents in particular yields 
similar results.75 

 Previous meta-analyses mainly focuses on determining the efficacy of prevention 
programs, but implementation of evidence-based programs into clinical practice requires 
sufficiently detailed intervention descriptions.76 This is also important from a research 

137623_Petra Havinga_BNW.indd   11137623_Petra Havinga_BNW.indd   11 06-01-20   13:1506-01-20   13:15



1212

perspective in order to be able to replicate or build on previous findings.76 The present thesis 
adds to the existing literature by systematically reviewing trials assessing the efficacy of a 
prevention program for children of parents with a mood or anxiety disorder and, describing 
these programs conforming to the recently introduced Template for Intervention Description 
and Replication76 (TIDieR). To increase knowledge of what has exactly been done in these 
programs, an overview of techniques used in prevention programs will additionally be 
provided. These intervention characteristics and techniques may be taken into account as 
potential mediating or moderating factors of intervention effect in future meta-analyses. 
Practitioners as well as researchers have emphasized that recruiting families for such programs 
is quite a challenge.77,78 Recruitment strategies used to approach families or offspring to 
participate in these trials and difficulties encountered will therefore also be considered in 
this thesis. Lastly, we will evaluate the efficacy of these programs in terms of their ability to 
prevent the onset of mood/anxiety disorders and to reduce mood/anxiety symptoms. Other 
than Loechner and colleagues75, our meta-analysis also includes prevention programs for 
children of parents with an anxiety disorder.

Treatment  
Preventive approaches are a major area of interest in studies on families in which a parent 
has a mental illness, but far less is known about help-seeking in offspring who already suffer 
from these conditions. A few high-risk studies have reported on the treatment history of 
offspring as part of their larger investigations into the consequences for children of depressed 
or anxious parents.42,43 A recent study of Weissman and colleagues43, for example, shows that 
76.3% of offspring of depressed parents, had received mental health treatment at some point 
in their life. Importantly, previous offspring studies present lifetime treatment rates; they do 
not report on the timing of treatment, that is the time between the onset of a mental disorder 
and initial help-seeking. This is relevant as previous findings suggest that the shorter the time 
between onset and treatment the better the response outcomes.79-81 To address this gap in 
literature, this thesis examines the time to initial help-seeking in offspring who have a parent 
with depression or anxiety and who have developed (one of) these conditions themselves. In 
addition, we aim to identify subgroups of offspring who tend to be late in seeking professional 
help and who may be an important target for strategies to reduce help-seeking delays. 

Framework of studies
The present thesis presents work from two longitudinal cohort studies. 

Adolescents at Risk of Anxiety and Depression: a Neurobiological and Epidemiological approach 
(ARIADNE)
ARIADNE is a cohort study examining the onset and course of mood and anxiety disorders 
among 523 offspring (baseline age, 13-25 years; recruited from 2000-2002) of 366 patients 
who had received specialized treatment for depressive (i.e., major depressive disorder, 
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dysthymia) and/or anxiety disorder (i.e., panic disorder with or without agoraphobia,  
obsessive-compulsive disorder) in the 10 years previous to the study. ARIADNE’s study design 
has been previously described.82 Briefly, patients (also referred to as index parents) were 
recruited through 16 psychiatric services in the northern provinces of the Netherlands and 
were not eligible to participate if they had a history of a schizophrenia spectrum diagnosis, 
a history of post-traumatic stress disorder, or insufficient command of the Dutch language. 
At baseline face-to-face assessments, including a psychiatric diagnostic interview (i.e., 
the Composite International Diagnostic Interview; CIDI), were conducted with the index 
parents: 320 had a depressive disorder (87.4%; of which 43.1% had a pure depressive disorder 
and 56.9% had a comorbid anxiety disorder), 207 had an anxiety disorder (56.6%; of which 
12.1% had a pure anxiety disorder and 87.9% had a comorbid depressive disorder) and 5.5% 
of the index parents had no formal diagnosis. During the baseline assessment, offspring were 
also assessed by means of a psychiatric diagnostic interview. In addition, offspring completed 
self-report questionnaires at baseline, one-year, two-year and four-year follow-up, assessing 
temperament, social support, coping, family functioning, parent-adolescent communication, 
and a wide range of DSM-IV symptoms. 
 After completion of the four-year ARIADNE study, all offspring were asked if they 
were willing to participate in a new study: the Netherlands Study of Depression and Anxiety 
(NESDA). This procedure unfortunately resulted in a large drop-out (i.e., 50.1%). Nevertheless, 
a substantial number of offspring of the ARIADNE cohort are still being followed in the 
context of NESDA (n=261 offspring participated in the NESDA baseline assessment) for up 
to 13 years now. 

Netherlands Study of Depression and Anxiety (NESDA)
NESDA is an ongoing naturalistic cohort study aimed at examining the long-term course 
and consequences of depressive and anxiety disorders in adults (baseline age: 18-65 years; 
recruited from 2004-2007). A detailed description of objectives, recruitment, and methods of 
NESDA is described elsewhere.83 Briefly, the NESDA cohort comprises 2981 adults including 
patients with a current depressive and/or anxiety disorder (57%), persons with a remitted 
depressive and/or anxiety disorder (21%) and healthy control participants (22%). In order 
to represent various settings and stages of psychopathology participants were recruited from 
primary care (n=1610, 54%), specialized mental health care (n=807, 27%) and from two 
previous cohort studies including community participants (n=564, 19%; selected from the 
Netherlands Mental Health Service and Incidence Study, n=303, 10%) and offspring of patients 
who had received specialized treatment for depressive and/or anxiety disorders (n=261, 9%; 
selected from the above described ARIADNE cohort). Persons were not eligible to participate 
in the NESDA study if they did not sufficiently master the Dutch language or had a primary 
clinical diagnosis of a psychotic disorder, obsessive-compulsive disorder, bipolar disorder, or 
substance use disorder. The baseline assessment (2004-2007) included a four-hour interview 
during which a standardized psychiatric interview (i.e., the CIDI) was conducted to assess 
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the lifetime presence of psychiatric disorders. In addition, information was gathered on  
demographic, psychosocial, clinical and biological determinants. Until now, follow-up 
assessments have been conducted after two-year follow-up (response: 87%), four-year follow-
up (response: 81%), six-year follow-up (response: 76%) and nine-year follow-up (response: 
69%) after the baseline assessment. 

Outline of this thesis
The objective of this thesis is to expand our knowledge of the intergenerational transmission 
of depressive/anxiety disorders and to shed light on possibilities to decrease the risk that these 
disorders are passed on from generation to generation. The term ‘offspring’ is used to refer to 
persons with a parental history of depressive/anxiety disorders. In the first part of this thesis, 
we examine the onset and course of depressive/anxiety disorders in the context of parental 
depression/anxiety (Chapters 2, 3, 4, 5). The second part of this thesis reviews existing 
prevention programs specifically targeting offspring and focuses on help-seeking in offspring 
already suffering from depressive/anxiety disorders (Chapters 6 and 7). Table 1 presents an 
overview of the chapters included in this thesis.
 Chapter 2 examines the cumulative incidence of mood/anxiety disorders in offspring 
of depressed/anxious patients using 10-year follow-up data of the ARIADNE cohort. In 
addition, this study investigates which parental-, family-, and offspring characteristics are 
associated with offspring risk for mood/anxiety disorders. In Chapter 3, in response to a 
recently published paper demonstrating the independent effects of paternal and maternal 
depressive symptoms on offspring depressive symptoms84, we discuss the possibility that the 
risk associated with both parents being affected may be worse than additive. Chapter 4 looks 
at adulthood and investigates whether a parental history of depressive/anxiety disorders is 

 

Intergenerational transmission

 

Onset
 

Course

 

Chapter 2-4
 

Chapter 4-5

 

Opportunities for intervention

 

Prevention Help-seeking

 

Chapter 6
 

Chapter 7

Table 1. Overview of the chapters presented in this thesis  
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1
predictive of the first onset of depressive/anxiety disorders in this period of life. In addition, 
we investigate whether a parental history predicts recurrence and long-term persistence of 
these conditions. Clinical- and treatment factors are considered to examine whether they 
contribute to these potential prospective associations. This paper is based on nine-year 
follow-up data of the NESDA study. Chapter 5 is based on six-year follow-up data of the 
NESDA study and considers various course indicators of depressive/anxiety disorders in 
offspring with a lifetime depressive/anxiety disorder at baseline. The course is described 
for all offspring, and for offspring with and without a depressive/anxiety diagnosis during 
follow-up, separately. In addition, course trajectories in offspring are compared to those of 
controls without a parental history. Chapter 6 systematically reviews randomized controlled 
trials of prevention programs designed to reduce the risk of mood/anxiety disorders in 
children of parents with a mood or anxiety disorder. A comprehensive description of these 
prevention programs and recruitment strategies is provided as well as a meta-analysis of their 
effectiveness. Chapter 7 examines the time between the first onset and offspring’s initial help-
seeking and its determinants. In addition, we investigate whether offspring receive specialized 
treatment. This chapter is based on 10-year follow-up data of the ARIADNE cohort. Finally, 
Chapter 8 summarizes and discusses the main findings of this thesis. 
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ABSTRACT

Objective
Early recognition of individuals at risk for depressive and anxiety disorders is key in 
influencing onset and course of these disorders. Parental history is a potent risk factor for the 
development of these disorders in offspring. However, knowledge about the magnitude of this 
risk is limited as large scale longitudinal studies with a follow-up into adulthood are scarce. 
Those offspring at highest risk may possibly be identified by easy-to-determine parental 
psychiatric characteristics, family context, and offspring characteristics.

Method
From 2000-2002 we recruited 523 offspring (age 13-25 years) of 366 patients who had 
received specialized treatment for depressive and/or anxiety disorder. Offspring DSM-IV 
mood (major depressive disorder, dysthymia, and bipolar disorder) and anxiety disorders 
(generalized anxiety disorder, social phobia, panic disorder, and agoraphobia) were assessed 
at baseline and at 4-, 6-, 8- and 10- year follow-up. 

Results
Kaplan-Meier analysis showed that the cumulative incidence of mood and/or anxiety disorders 
was 38.0% at age 20 years and 64.7% at age 35 years. Parental early disorder onset (hazard ratio 
[HR]=1.33, 95%CI=1.00-1.77), having two affected parents (HR=1.58, 95%CI=1.10-2.27), 
and offspring female gender (HR=2.34, 95%CI=1.74-3.15) were independent predictors of 
offspring mood and/or anxiety disorder. Balanced family functioning (HR=0.73, 95%CI=0.56-
0.96) was found to be protective against offspring risk.

Conclusion
Offspring of depressed and anxious patients are at very high risk of a mood and/or anxiety 
disorder themselves. Parental early onset, having two affected parents, female gender, and 
family functioning are important additional markers that can be used in clinical practice to 
identify those offspring at greatest risk. 
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INTRODUCTION
Despite the fact that depressive and anxiety disorders are highly prevalent and responsible for 
a substantial burden on both the individual and society at large,1 substantial underrecognition 
and under-treatment still exis.2,3 Early recognition of individuals at risk for these disorders is 
key in influencing onset and course of these disorders. Due to a combination of genetic and 
environmental risk factors,4,5 offspring of depressed or anxious patients are at increased risk 
of developing a disorder themselves6,7 and also of having a poor prognosis.8-10 These offspring 
could, therefore, be an important target for prevention strategies.
 To determine health service needs and guide policy decision-making, accurate 
information on the incidence of depressive and anxiety disorders in these offspring is 
necessary. Unfortunately, reported lifetime prevalence rates vary widely across studies. 
Studies in high-risk offspring populations reported  cumulative incidence of around 10 to 
50%.11-16 These percentages could be underestimates due to recall failure,17 as these studies 
were cross-sectional or had two assessment waves and, thus, mainly relied on retrospective 
data. Therefore, long-term follow-up studies are needed, with, importantly, a follow-up into 
adulthood since adolescence and young adulthood are core risk periods for disorder onset.18,19 
However such studies are scarce6,7 and additional studies with a follow-up into adulthood are 
needed to obtain accurate estimates of offspring risk.
 A first and crucial step in prevention is to identify offspring at the highest risk of 
developing a disorder and to do so as early as possible in order to monitor and possibly 
treat early symptoms. Within this vulnerable group, the magnitude of offspring’s risk quite 
likely differs and may depend on parental psychiatric characteristics, the family context, and 
offspring characteristics. Easy-to-determine parental,  family, and offspring characteristics 
may be used in every day clinical practice to obtain a quick indication of individual risk. 
This information can be valuable in making decisions regarding monitoring of offspring, 
or prevention and intervention strategies. Previous studies have indicated that parental 
psychiatric characteristics, such as parental early onset of disorder20,21 and comorbidity22,23 as 
well as having two affected parents24,25, are associated with increased offspring risk. In addition, 
offspring with parental mental illness more often grow up in a less favorable family context5,26, 
such as financial hardship or family discord, which may also contribute to increased offspring 
risk. Finally, risk very likely depends on offspring characteristics like gender, self-esteem and 
cognitive skills.4,27,28 Although several studies have evaluated some of these potential predictors, 
none has determined their independent and long-term effects. To be able to delineate those 
offspring at highest risk, the impact of parental psychiatric characteristics, family context 
and offspring characteristics on offspring risk need to be evaluated simultaneously, such 
that their inter-relatedness can be accounted for. Furthermore, this evaluation needs to be 
done particularly in prospective studies with a follow-up into adulthood at which point in 
development offspring have passed through the major risk period for depressive and anxiety 
disorders.
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 Here, we report one of the few long-term follow-up studies in offspring (N=523) of 
depressed or anxious patients who were followed into adulthood (i.e., mean age at 10-year 
follow-up was 28.5 years). Our aims were 1) to determine the cumulative incidence of mood 
and anxiety disorders in these offspring and 2) to determine how offspring risk varies by 
parental psychiatric characteristics (i.e. age of disorder onset, comorbidity, hospitalization, 
having two affected parents), the family context (i.e. socioeconomic status, family functioning, 
parentification, parental divorce, parental medical illness) and offspring characteristics (i.e. 
gender, intelligence quotient [IQ], severe medical illness, childhood trauma) adjusting for 
their interrelatedness. Stratification by these easy-to-determine characteristics in this well-
established high-risk group may aid substantially in identifying those offspring who very 
likely need (future) help.

METHOD
Design and recruitment 
Data were from the ARIADNE cohort (Adolescents at Risk of Anxiety and Depression: a 
Neurobiological and Epidemiological approach; starting in 2000).29 This prospective cohort 
study included 523 offspring (baseline age, 13-25 years; recruited form 2000-2002) of 366 
patients who had received specialized treatment for depressive (i.e. major depressive disorder, 
dysthymia) and/or anxiety disorder (i.e. panic disorder with or without agoraphobia, obsessive 
compulsive disorder) at 1 of 16 psychiatric services in the north of the Netherlands. Of the 
index-parents, 320 had a depressive disorder (87.4%; of which 43.1% had a pure depressive 
disorder and 56.9% had a comorbid anxiety disorder) and 207 had an anxiety disorder 
(56.6%; of which 12.1% had a pure anxiety disorder and 87.9 % had a comorbid depressive 
disorder) as established with the Composite International Diagnostic Interview (CIDI).30 No 
formal CIDI diagnosis was present in 5.5% of the index-parents. All but one of these parents 
passed the CIDI screener questions indicating the presence of subclinical depressive and/
or anxiety symptoms. For one parent, there was no CIDI information available. Patients and 
their offspring were not eligible to participate if the parent had a history of a schizophrenia or 
post-traumatic stress disorder.
 Face-to-face assessments, including a psychiatric diagnostic interview, were 
conducted at baseline with the recruited patients (also referred to as index-parents) and their 
offspring, after which offspring were followed-up at one, two and four years by means of 
self-report questionnaires. Further follow-up of this offspring cohort took place within the 
context of the Netherlands Study of Depression and Anxiety (NESDA; starting in 2005), an 
ongoing cohort study with face-to-face assessments, including the same diagnostic interview, 
with two-year intervals. The ARIADNE and NESDA study protocols were approved by the 
Medical Ethics Committee of the University Medical Center Groningen, Groningen, The 
Netherlands, and, for both studies, written informed consent was obtained. Figure 1 presents 
an overview of the study design and a detailed description of the recruitment procedures and 
methods is provided by Landman-Peeters et al29 and Penninx et al.31
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Medical file search 
of 16 psychiatric services
approximately N= 65,000

Selection 1 

Selection 2

Selection 3

Fulfilling 
in- and exclusion 

criteria
N=6874

Sent invitation to 
participate in study

N=4470

Participating patients (N=366)
and offspring (N=523)

 

Excluded
• Not able to verify address (n=1716)
• Double entry (n=369)
• Temporary address (n=294)
• Otherwise (n=25)

Inclusion criteria
• Received treatment for
        -  depressive/dysthymic disorder
        -  panic disorder (with agoraphobia)
        -  obsessive compulsive disorder
• Most recent contact with facility after  

January 1990
• Born: men 1941-1965; women 1941-1967

Exclusion criteria (based on file)
• No children aged 13-25 years
• Schizophrenia, schizoaffective  

disorder and/or PTSD 
• Insufficient command of the  

Dutch language
• Temporary address (e.g. sheltered  

facility, asylum seekers center or prison) 
• Contact limited to one consultation

ARIADNEb

Baseline assessment:                      N=523                                     
mood/anxiety disorder (CIDI 3.0 lifetime)c 
 
1-year, 2-year, 4-year assessment: 
self-report questionnaires

NESDAb

4-year assessment:                                                                
mood/anxiety disorder (CIDI 2.1 lifetime)d N=261

5-year assessment: 
self-report questionnaires

6-year assessment:  
mood/anxiety disorder (CIDI 2.1)e  N=241

8-year assessment: 
mood/anxiety disorder (CIDI 2.1)  N=232

10-year assessment: 
mood/anxiety disorder (CIDI 2.1)  N=229

a Adapted from Landman-Peeters69

b Only those waves that contained CIDI interviews were used in the present study; self-report questionnaires were filled in at each 
of the 8 waves.
c CIDI version 1.1 was used to assess bipolar disorder because this section was not included in the CIDI 3.0 version.
d Bipolar disorder was not assessed at the 4-year interview.
e Because bipolar disorder was not assessed at the 4-year interview, lifetime diagnosis was established.
Abbreviations: ARIADNE = Adolescents at Risk of Anxiety and Depression: a Neurobiological and Epidemiologic approach, CIDI = 
Composite International
Diagnostic Interview, NESDA = Netherlands Study of Depression and Anxiety, PTSD = posttraumatic stress disorder.

Excluded
• No response (n=858)
• Delivery not possible (e.g. change 

of address) (n=154)

Non-participants (based on parent report)
• No children 13-25 years (n=1404)
• Refused to participate (n=1422)
• Child moved from the region or parent 

had no contact with children (n=38)
• Deceased or otherwise not eligible for 

participation (n=228)

Figure 1. Flowchart of study designa
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 For the present study, the baseline assessment of ARIADNE and four assessments of 
NESDA were combined, covering a period of 10 years of prospective data. In combination with 
the retrospective data derived from the ARIADNE baseline assessment, the mean follow-up 
duration of offspring (i.e. age at last interview) was 23.0 years (standard deviation [SD]=6.0, 
range 13-37 years). Four characteristics were associated with follow-up duration: offspring 
gender (female: odds ratio [OR]=1.04, p=.015), occupational level (skilled: OR=1.06, p=.001), 
educational attainment (medium: OR= 1.06, p=.032; high: OR=1.10, p=<.001) and IQ 
(β=0.29, p<.001). All analyses were corrected for baseline age. The other characteristics were 
not related to follow-up duration (p≥0.09). In total, 43.8% of offspring (n=229) participated 
in the final 10-year follow-up assessment (age: mean [SD] =28.5 [3.1]; range, 23-37 years).

Measures
Outcome measures
Offspring onset of mood and anxiety disorders. To assess offspring DSM-IV diagnoses of mood 
disorder (major depressive disorder, dysthymia, and bipolar disorder) and anxiety disorder 
(generalized anxiety disorder, social phobia, panic disorder, and agoraphobia) the CIDI30 

was administered at baseline (CIDI, version 3.0) and at 4-year, 6-year, 8-year, and 10-year 
follow-up (CIDI, version 2.1). The CIDI has been shown to be reliable and valid in assessing 
psychiatric disorders according to DSM-IV criteria.32 Kappa coefficients for inter-rater 
reliability ranged from 0.92 to 0.9932 for the CIDI sections that we used for our offspring. 
Offspring were interviewed at home or at the Department of Psychiatry by intensively trained 
and monitored interviewers with various backgrounds; the Department of Psychiatry of the 
University Medical Center Groningen is an Expert Training Center for the World Health 
Organization (WHO) Composite International Diagnostic Interview (CIDI), indicating high 
training quality of our interviewers. To ensure blindness to parental diagnoses, offspring 
and parents were interviewed separately by different interviewers. For all diagnoses, age-at- 
onset were obtained by standard CIDI age-at-onset questions. When multiple diagnoses were 
present, the first age-of-onset was incorporated in the analyses.

Potential predictors
Parental psychiatric characteristics
Index-parents’ lifetime diagnoses of depressive disorder (major depressive disorder, 
dysthymia) and anxiety disorder (panic disorder with or without agoraphobia, obsessive-
compulsive disorder) were assessed at baseline using the CIDI, version 3.0.30 Kappa coefficients 
for inter-rater reliability were 0.94 and 0.95 for the CIDI sections that we used for our index 
parents.32 Like their offspring, parents were interviewed at home or at the Department of 
Psychiatry by the highly skilled interviewers. Information regarding psychiatric history of the 
other biological parent was gathered using the Family History Research Diagnostic Criteria 
method.33 Index-parents were asked about the history of depressive or anxiety disorder of 
the other biological parent using case vignettes describing the main DSM-IV characteristics 
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of the disorder under investigation, followed by a series of questions assessing lifetime 
occurrence, professional treatment and, medication use (see Ormel34 et al for more details on 
this method). The other biological parent was classified as “affected” if he or she had received 
treatment for depressive or anxiety disorder. This criterion served as a proxy measure of equal 
“illness severity” for the two affected parents.35  Based on this information, the following 
parental psychiatric characteristics were defined: 
Comorbidity. Comorbidity was present when at least one parent had both depressive and 
anxiety disorder.
Early onset of disorder. Parental early onset was defined as having at least one parent with an 
age-at-onset before 20 years.
Number of affected parents. The number of affected parents was based on information on 
whether only the index-parent or also the other biological parent had received treatment for 
depressive and/or anxiety disorder. 
Hospitalization. Hospitalization was based on a single question posed to the index-parents as 
to whether one of the parents had been hospitalized for psychiatric problems. 

Characteristic of the family context
Socioeconomic status. Three dimensions of parental socioeconomic status (SES) were measured 
at baseline: educational attainment (low, medium, high), occupational level (semiskilled/
unskilled or skilled) and income level (below average or above average). The variables are 
based on the highest level for parents or caregivers in the household in which the child lived 
the largest part of his or her life.
Family functioning. Family functioning was assessed in offspring at baseline with the 
Cohesion and Adaptability scales of the Dutch Family Dimension Scales (FDS).36 The FDS 
is based on the Family Adaptability and Cohesion Evaluation Scales (FACES).37 Four levels 
of family adaptability (rigid, structured, flexible, and chaotic) and four levels of family 
cohesion (disengaged, separated, connected, and enmeshed) were distinguished. For both 
scales, the two central levels were considered to be balanced levels of functioning. ‘Balanced’ 
family functioning was defined as having balanced levels of both family cohesion and family 
adaptation.36 Remaining scores were categorized as ‘unbalanced’.  
Parentification. Index-parents were asked whether their child had taken on parental duties 
or tasks before the age of 16 years. This yes/no index was aggregated from took over care for 
siblings, for parents, for family  income and/or for housekeeping.
Parental chronic, medical illness. Index-parents were asked whether their child had experienced 
a chronic  medical illness in one of the co-resident parents. 
Parental divorce. Index-parents were asked whether their child had experienced separation or 
divorce of co-resident parents.
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Offspring characteristics
Gender. Gender was included as potential predictor.
Intelligence. Intelligence was assessed at baseline using the Vocabulary and Block Design 
subtests of the Wechsler Adult Intelligence Scale (WAIS).38 A full scale IQ was estimated using 
the formula described by Sattler.39 As the average IQ score has been shown to increase about 3 
points per decade40 (i.e. the Flynn effect), we corrected the full-scale IQ scores by subtracting 
9 points (test was standardized in the Netherlands in 1970 and performed by our participants 
in 2000).
Severe medical illness. Index-parents were asked whether their child had a severe medical 
illness.
Childhood trauma. The post-traumatic stress disorder section of the CIDI was used to assess 
traumatic experiences in childhood (age <=12 years).

Statistical analyses
First, the Kaplan-Meier method was performed to estimate the cumulative incidence of mood 
and/or anxiety disorder using data of all 523 offspring. We used survival analyses to analyze 
our data as our outcome of interest was the time to offspring’s first onset of a mood or anxiety 
disorder. Apart from this, another major additional advantage of this method is that it takes 
into account the follow-up time of each person being followed and, thus, takes into account all 
available data. As we aim to determine offspring’s first onset of mood and/or anxiety disorder 
we used data of the baseline assessments (i.e. retrospective reports) as well as the follow-up 
assessments (i.e. prospective reports) to estimate cumulative incidence. Then, Cox regression 
analyses were performed to examine whether potential predictors (i.e., parental psychiatric 
characteristics, the family context and, offspring characteristics) were related to the onset 
of mood and/or anxiety disorder. These analyses were performed in 522 offspring as one 
case was excluded because no CIDI information and no SES information were available from 
from the parent. To investigate whether associations were consistent for males and females, 
gender-interaction terms were added to the regression models. To determine independent 
effects, multivariable Cox regression analysis was performed including all variables with a 
p<.10 in the univariable analyses. Additional analyses were performed to test if associations 
were similar for mood versus anxiety disorder.  Analyses were conducted using Stata version 
13.0 (StataCorp) and adjusted for familial clustering.

RESULTS
Sample characteristics
Our sample included 523 offspring. Mean (SD) age of offspring participating in the final 
10-year follow-up assessment was 28.5 (3.1) years (range, 23-37 years). Table 1 presents the 
baseline characteristics of offspring.
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Cumulative incidence of mood and/or anxiety disorder
Figure 2 shows the cumulative incidence of mood and/or anxiety disorders in offspring and 
illustrates that the incidence starts to increase at the age of 10 years (cumulative incidence: 
7.5%) and continues to be high during adolescence (cumulative incidence at age 20 years: 
38.0%) and young adulthood (cumulative incidence at age 35 years: 64.7%). In general, the 
incidence rate of any mood and/or anxiety disorder was 21.9 onsets per 1000 person-years; 
more specifically, these rates were 16.3 for major depressive disorder, 7.8 for panic disorder 
and/or agoraphobia, 6.4 for social phobia, 6.2 for generalized anxiety disorder, 3.1 for 
dysthymia, and 1.7 for bipolar disorder. Of the 215 offspring who had developed a disorder 
(retrospective reports, n=145; prospective reports, n=70), 63 (29.3%) had a mood disorder, 39 
(18.1%) had an anxiety disorder, and 113 (52.6%) had a comorbid mood and anxiety disorder. 
In these comorbid cases, 24.8% had a primary anxiety disorder (anxiety disorder preceded 
mood disorder), 31.0% had a primary mood disorder, and 44.2% had a simultaneous onset 
within two years. Additional analysis indicated that offspring risk did not differ by parental 
disorder type (i.e. pure depressive disorder, pure anxiety disorder, or comorbid depressive and 
anxiety disorder yielded highly similar hazard ration [HRs] and overlapping 95% confidence 
intervals). In addition, similar associations were found for both maternal disorder type and 
paternal disorder type (tables available on request).

Figure 2. Cumulative incidence of mood and/or anxiety disorder in offspring of depressed  
and/or anxious patients (kaplan-meier failure estimate)

 
 

FIGURE 2 

Cumulative incidence of mood and/or anxiety disorder in offspring of depressed and/or anxious patients 
(Kaplan Meier failure estimate) 
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Predictors of onset 
Table 1 depicts the results of the univariable Cox regression relating potential predictors 
to the onset of mood and/or anxiety disorders in offspring. Parental early onset (HR=1.33, 
95%CI=1.00-1.76; Figure 3a) and having two affected parents (HR=1.52, 95%CI=1.08-2.16; 
Figure 3b) were significantly associated with increased hazard of offspring mood and/or 
anxiety disorder. None of the other parental psychiatric characteristics showed a significant 
association. Of the family context variables, balanced family functioning (HR=0.72, 
95%CI=0.55-0.94; Figure 3c) was associated with decreased hazard of offspring risk, whereas 
none of the other family context variables showed a significant association. Offspring female 
gender (HR=2.20, 95%CI=1.65-2.95; Figure 3d) was significantly associated with increased 
hazard of offspring mood and/or anxiety disorder. The other offspring characteristics did 
not show a significant association. Parental early onset (HR=1.33, 95%CI=1.00-1.77), having 
two affected parents (HR=1.58, 95%CI=1.10-2.27), balanced family functioning (HR=0.73, 
95%CI=0.56-0.96) and offspring female gender (HR=2.34, 95%CI=1.74-3.15) remained 
significant predictors in multivariable Cox regression analysis. Additional analyses showed 

Offspring 
(N=522)

Offspring onset of
mood/anxiety disorder

Univariablea

Offspring onset of
mood/anxiety disorder 

Multivariableb

Baseline predictor n(%)/
mean (sd)

HR 95% CI p HR 95% CI p

Parental psychiatric characteristics
Early onset of disorder
Comorbidity
Hospitalized
Two affected parents

202 (38.7)
271 (51.9)
166 (31.8)
101 (19.3)

1.33
1.27
1.12
1.52

1.00-1.76
0.96-1.69
0.82-1.54
1.08-2.16

.050

.098

.469

.018

1.33
1.19

-
1.58

1.00-1.77
0.89-1.60

-
1.10-2.27

.048

.247
-

.014

Family context
Socioeconomic status
   Educational attainment
      High
      Medium
      Low
   Occupational level (semi- or unskilled)
   Income level (below or at average)
Balanced family functioning
Parentification
Parent with chronic, medical disease
Parental divorce

197 (37.7)
178 (34.1)
147 (28.2)
238 (45.6)
261 (50.0)
258 (49.4)
66 (12.6)
98 (18.8)

101 (19.3)

 
1.09
1.00
1.06
1.06
0.72
1.33
1.09
1.27

reference
0.78-1.51
0.70-1.42
0.80-1.41
0.79-1.41
0.55-0.94
0.90-1.96
0.76-1.56
0.91-1.77

.611

.992

.677

.695

.016

.153

.651

.156

-
-
-
-
-

0.73
-
-
-

-
-
-
-
-

0.56-0.96
-
-
-

-
-
-
-
-

.025
-
-
-

Offspring characteristic
Female gender
IQ
Severe medical illness
Childhood trauma

299 (57.3)
105.1 12.8)
163 (31.2)
141 (27.0)

2.20
1.01
1.03
1.28

1.65-2.95
1.00-1.02
0.78-1.37
0.95-1.72

<.001
.118
.835
.109

2.34
-
-
-

1.74-3.15
-
-
-

<.001 
-
-
-

Table 1. Sample characteristics and predictors of offspring onset of mood and/or anxiety disorder

a = Based on univariable Cox regression analyses
b = Based on multivariable Cox regression analysis, including all variables that had a p<.10 in the univariable analyses
Abbreviations: CI=confidence interval, HR=hazard ratio, IQ=intelligence quotient, SD=standard deviation.
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that the aforementioned associations were rather similar for mood versus anxiety disorders 
(Appendix Tables  1 and 2). Childhood trauma was an exception, showing different associations 
with offspring onset of mood (HR=1.50, 95%CI=1.08-2.08) and anxiety disorders (HR=0.99, 
95%CI=0.68-1.42). In addition, offspring gender did not show a significant interaction with 
any of the characteristics in predicting the onset of mood and/or anxiety disorder (p≥.13), 
indicating that associations were consistent for boys and girls. 

DISCUSSION
Principal findings 
This study shows, first, that the majority of offspring of depressed and anxious patients develop 
a mood or anxiety disorder themselves. The cumulative incidence is already 38% at the age of 
20 years and is as high as 65% at the age of 35 years. This risk is, consequently, 2-3 times higher 
in these offspring than reported in a highly similar Dutch community sample of persons 
aged 25-44 years using the same diagnostic interview,41 or in other international community 
studies.42,43 This study shows, second, that parental early onset, having two affected parents 

A. Offspring with and without parental early 
onset of disorder (<20 years)
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and female gender increase offspring risk, as they had additive effects on the onset of mood or 
anxiety disorders. In addition, we found balanced family functioning to be protective against 
offspring risk. These findings indicate that relatively basic information is sufficient to identify 
children and young adults who have a major risk of psychopathology and who could be an 
important target for prevention strategies. Parental comorbidity, hospitalization or divorce, 
socioeconomic status, parentification, parental or offspring medical illness, and offspring  
IQ were not significant independent predictors. Childhood trauma significantly increased 
offspring risk for mood disorders (but not anxiety) which is in line with previous research 
findings.44,45 

Strengths and limitations
Major strengths of our study are the large sample size, the prospective design with a 10-year 
follow-up into adulthood, the rigorous clinical assessment of offspring and index-parents, 
the information on the lifetime history of depressive and/or anxiety disorder of both parents 
and the inclusion of a broad range of parental psychiatric characteristics, family context and 
offspring characteristics as predictors of offspring risk. However, some limitations need to be 
pointed out as well. First, we did not succeed in following the complete cohort for the entire 
follow-up period of 10 years. This was mainly due to the Medical Ethical Committee’s decision 
to officially close ARIADNE before requesting offspring to participate in NESDA, which 
then resulted in a considerable dropout rate (i.e., 50.1%) in the process between the studies. 
Second, the relatively low rates of participation among eligible parents may have affected the 
representativeness of the sample. It should be noted, however, that this population is very 
difficult to engage in research (for example, parents do not want to burden their offspring with 
their “at risk” status) and that the number of parents and children that eventually were recruited 
for the study is high, relative to previous studies. Third, although our study had a prospective 
design with regular diagnostic assessments, baseline information relied on retrospective 
reports and this may have affected our findings. Failure to recall past mood or anxiety episodes 
may, for example, have resulted in underestimates of the already impressive incidence rates. 
In addition, age-at-onset recall may be less accurate, but we attempted to reduce bias by using 
a sequence of questions designed to improve the reliability of retrospective estimates of age-
at-onset.46 Recall bias could have been avoided if assessments would have started in early 
childhood, which would result in a higher number of offspring having a mood/or anxiety 
onset during the study. This is, however, costly and difficult to achieve due to the follow-up 
time required to catch the majority of incidences in late adolescence and young adulthood. 
Furthermore, with regard to parental anxiety disorders, recruitment involved patients with 
panic disorder with or without agoraphobia and obsessive compulsive disorder, which may 
have limited the generalizability of our findings. It should be noted, however, that other 
anxiety disorders like social phobia and generalized anxiety disorder, are probably present 
in a large number of parents as the comorbidity of these anxiety disorders with depression as 
well as with other anxiety disorders is found to be extensive.e.g.47,48 Based on the CIDI screening 
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questions (only the screening sections were administered), 55.2%, 91.3%, and 75.1% of the 
index-parents screened positive for social anxiety, generalized anxiety disorder, and specific 
phobia, respectively, confirming this. Likewise, the most prevalent anxiety disorders were 
assessed in offspring. The term anxiety disorder in the current article therefore refers to 
generalized anxiety disorder, social phobia, panic disorder, and agoraphobia. Post-traumatic 
stress disorder, for instance, was not included. Consequently, offspring risk may be somewhat 
higher than presented. In addition, clinical information of both parents was based on one 
informant, as only the index-parent was interviewed, yet, this is an important improvement 
compared to studies taking into account index-parents’ psychopathology alone. Future work 
may try to diagnostically assess both parents. Finally, we could not take a developmental 
perspective on our research question because, as in previous studiese.g.10,11, our offspring sample 
had a broad age range. It should be noted that recruitment difficulties are a major problem in 
offspring studies given the low participation rates among approached families.e.g.49-51 At this 
moment, it does not seem to be feasible with current recruitment strategies to recruit, within 
a reasonable budget, a group of high-risk offspring of similar ages that is sufficiently large to 
guarantee adequate statistical power. Improved recruitment strategies should, therefore, first 
be developed and assessed before such samples can be recruited.

Comparison with previous studies
We showed that offspring of depressed and anxious patients constitute a group at substantial 
risk for mood and anxiety disorders with estimates in line with two other longitudinal high-
risk studies that also reported impressive incidence rates.6,7 Our estimates were somewhat 
lower compared to a 20-year follow-up study,6 but confirm the bleak picture of the extent of 
offspring risk. Our finding that parental early onset and having two affected parents increased 
offspring risk was consistent with two other longitudinal studies.e.g.21,25 The likely mechanisms 
behind this increased risk are the higher genetic loading associated with these characteristics, 
environmental risk, as well as their interplay.52-54 Parental early onset may affect offspring 
at a younger age or for a greater part of their life. The presence of two affected parents will 
certainly limit compensation by the second parent as compared to families with one affected 
parent as well as enhance chances of an unsupportive home environment. 
 We found that offspring who evaluated their family functioning to be balanced had 
a decreased risk for mood and/or anxiety disorder, which is in line with a 20-year follow-up 
study in a similar sample of offspring of treatment-seeking depressed patients (i.e. a marginally 
significant association was found between low family cohesion and offspring major depressive 
disorder).55 Our finding that offspring risk varies by parental psychiatric characteristics while 
most family factors had no impact on offspring risk may indicate that biological factors play an 
important role in the intergenerational transmission of psychopathology. However, as shown, 
this does not hold for the protective effect of healthy family functioning. This finding is more 
in line with the interpretation that environmental protective factors may dilute biological risk. 
 Offspring gender was an additional independent predictor, and, as in the general 
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population42,43,56, girls had a 2-fold increased risk of mood or anxiety disorder compared to 
boys.  Thus, gender remains a strong predictor regardless of parental psychopathology. The 
exact mechanisms behind this are still unclear, but biological, psychological and social factors 
have been suggested to explain this preponderance to depression and anxiety in females. 
Studies for instance note the importance of differences in pubertal development, coping 
styles, social roles, and childhood adversity.e.g.57,58  Our finding of a similar sex ratio in high-
risk offspring suggests that these mechanisms may not be different in high-risk offspring. 
 We found no indications of differential risk to offspring by parental disorder type (i.e. 
pure depressive disorder, pure anxiety disorder or comorbid depressive and anxiety disorder), 
which is in line with a meta-analysis.59 It should be noted that knowledge on offspring of 
patients with pure anxiety disorder is fairly limited. Many studies on children of anxious 
parents did not exclude parents with comorbid mood disorders and the few studies that did 
include parents with an anxiety disorder alone, were, like ours, limited by a small sample size. 
Recruiting larger samples seems to be quite a challenge as pure anxiety disorders only seldom 
occur in pure and isolated form.

Practical implications
In light of the high prevalence of mood and anxiety disorders, very large numbers of children 
grow up in a family with an affected parent. Estimates in the United States, for example, suggest 
that this is the case in at least 15 million children (i.e., about one in five).60 A substantial part 
of all incident mood and anxiety disorders will develop in this well-delineated risk group. 
Systematic preventive efforts that reduce offspring’s risk would therefore have large individual 
and public mental health consequences.
 A first and crucial step in prevention is to identify persons at high risk for mood 
and/or anxiety disorder. The general practitioner may be the first point of contact for mental 
health problems and is well positioned to identify and monitor not only the affected parent 
but also their offspring. Second, professionals working with depressed or anxious adults (e.g., 
psychiatrist, psychologist, social worker) would be in such a position. Third, professionals 
working with children and adolescents (e.g., youth care professionals, teachers) could take 
into account parental mental health to delineate these high-risk offspring. It is important 
to note in this context that particularly during childhood, referral may take place for other 
complaints that predate and perhaps forebode an adolescent onset of a depressive or anxiety 
disorder. Although this may seem a simple advice, it is our experience that, in practice, 
screening for depression and anxiety in offspring is certainly not a structural part of the 
intake process in every facility and for every clinician. Simple markers such as parental 
psychiatric characteristics, the family context, and offspring characteristics may be valuable 
for identifying those offspring at greatest risk and could be routinely assessed by professionals 
working with parents as well as professionals working with their offspring.
 In addition to the identification of children at risk, several intervention types have 
been developed to reduce symptoms and prevent the onset of mood and/or anxiety disorder. 
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These interventions could be used in vulnerable offspring. For example, indicated preventive 
interventions may be effective in individuals already experiencing depressive and anxiety 
symptoms.61-63 Second, specific child-focused as well as parent-focused and family-intervention 
programs for offspring and/or their parents indicate positive results.64 As offspring of 
depressed and/or anxious patients are at such a very high risk of mood and anxiety disorders, 
selective prevention strategies targeting all these offspring could, despite ethical concerns that 
have also been raised by parents,62,65 also be promising. These intervention strategies may 
include psycho-education aimed at increasing offspring’s awareness and knowledge of signs 
and symptoms of psychiatric disorders, low-threshold positive psychology interventions66  

or self-help interventions for the management of negative emotions (e.g., MoodGYM).67  
Importantly, effective treatment of the depressed or anxious parent can also have a positive 
impact on offspring’s mental health.68 An approach targeting both parents and offspring may, 
therefore, have the highest chance of influencing both onset and early course of mood and 
anxiety disorders in offspring.
 Although such recognition and intervention strategies may be promising, more 
research is needed to establish their benefits in daily practice. For example, future studies should 
examine whether systematic identification of high-risk offspring by general practitioners or 
mental health providers is feasible. In addition, further efforts are needed to assess the long-
term impact of interventions to see whether they can prevent the onset of mood and anxiety 
disorders in these offspring. Finally, prospective research is needed to understand why some 
offspring thrive, even in the most difficult circumstances, while others become depressed or 
anxious even though parents were less severely affected and able to provide adequate care. 
Improved knowledge on mechanisms of transmission will ultimately give us more precise 
knowledge on ways to enhance resilience in these offspring.

Conclusion
This study showed that two-thirds of offspring of depressed or anxious patients develop a 
similar condition before the age of 35 years. Parental early onset, having two affected parents 
and female gender increase offspring risk even further, while balanced family functioning 
decreases offspring risk. These relatively basic characteristics can aid substantially in identifying 
those offspring at greatest risk. A comprehensive prevention strategy is recommended that 
focuses on both identifying these offspring and providing timely monitoring and effective 
interventions. 

 

137623_Petra Havinga_BNW.indd   35137623_Petra Havinga_BNW.indd   35 06-01-20   13:1506-01-20   13:15



3636

REFERENCES 

1. Vos T, Flaxman AD, Naghavi M, et al. Years lived with disability (YLDs) for 1160 sequelae of 289 dis-
eases and injuries 1990-2010: A systematic analysis for the global burden of disease study 2010. Lancet. 
2012;380(9859):2163-2196.

2. Lecrubier Y. Widespread underrecognition and undertreatment of anxiety and mood disorders: Results from 
3 European studies. J Clin Psychiatry. 2007;68 Suppl 2:36-41.

3. Tylee A, Walters P. Underrecognition of anxiety and mood disorders in primary care: Why does the problem 
exist and what can be done? J Clin Psychiatry. 2007;68 Suppl 2:27-30.

4. Hosman CMH, van Doesum KTM, van Santvoort F. Prevention of emotional problems and psychiatric risks 
in children of parents with a mental illness in the Netherlands: I. the scientific basis to a comprehensive ap-
proach. AeJAMH (Australian e-Journal for the Advancement of Mental Health). 2009;8(3):250-263.

5. Goodman SH, Gotlib IH. Risk for psychopathology in the children of depressed mothers: A developmental 
model for understanding mechanisms of transmission. Psychol Rev. 1999;106(3):458-490.

6. Weissman MM, Wickramaratne P, Nomura Y, Warner V, Pilowsky D, Verdeli H. Offspring of depressed par-
ents: 20 years later. Am J Psychiatry. 2006;163(6):1001-1008.

7. Hirshfeld-Becker DR, Micco JA, Henin A, et al. Psychopathology in adolescent offspring of parents with panic 
disorder, major depression, or both: A 10-year follow-up. Am J Psychiatry. 2012;169(11):1175-1184.

8. Weissman MM, Warner V, Wickramaratne P, Moreau D, Olfson M. Offspring of depressed parents. 10 years 
later. Arch Gen Psychiatry. 1997;54(10):932-940.

9. Lewinsohn PM, Rohde P, Seeley JR, Klein DN, Gotlib IH. Natural course of adolescent major depressive dis-
order in a community sample: Predictors of recurrence in young adults. Am J Psychiatry. 2000;157(10):1584-
1591.

10. Rohde P, Lewinsohn PM, Klein DN, Seeley JR. Association of parental depression with psychiatric 
course from adolescence to young adulthood among formerly depressed individuals. J Abnorm Psychol. 
2005;114(3):409-420.

11. Beidel DC, Turner SM. At risk for anxiety: I. psychopathology in the offspring of anxious parents. J Am Acad 
Child Adolesc Psychiatry. 1997;36(7):918-924.

12. Orvaschel H, Walsh-Allis G, Ye WJ. Psychopathology in children of parents with recurrent depression. J 
Abnorm Child Psychol. 1988;16(1):17-28.

13. Beardslee WR, Keller MB, Lavori PW, Staley J, Sacks N. The impact of parental affective disorder on depres-
sion in offspring: A longitudinal follow-up in a nonreferred sample. J Am Acad Child Adolesc Psychiatry. 
1993;32(4):723-730.

14. Black DW, Gaffney GR, Schlosser S, Gabel J. Children of parents with obsessive-compulsive disorder - a 
2-year follow-up study. Acta Psychiatr Scand. 2003;107(4):305-313.

15. Merikangas KR, Dierker LC, Szatmari P. Psychopathology among offspring of parents with substance abuse 
and/or anxiety disorders: A high-risk study. J Child Psychol Psychiatry. 1998;39(5):711-720.

16. Vandeleur C, Rothen S, Gholam-Rezaee M, et al. Mental disorders in offspring of parents with bipolar and 
major depressive disorders. Bipolar Disord. 2012;14(6):641-653.

17. Simon GE, VonKorff M. Recall of psychiatric history in cross-sectional surveys: Implications for epidemiolog-
ic research. Epidemiol Rev. 1995;17(1):221-227.

18. Thapar A, Collishaw S, Pine DS, Thapar AK. Depression in adolescence. Lancet. 2012;379(9820):1056-1067.
19. Beesdo K, Knappe S, Pine DS. Anxiety and anxiety disorders in children and adolescents: Developmental 

issues and implications for DSM-V. Psychiatr Clin North Am. 2009;32(3):483-524.
20. Petersen TJ, Alpert JE, Papakostas GI, et al. Early-onset depression and the emotional and behavioral charac-

teristics of offspring. Depress Anxiety. 2003;18(2):104-108.
21. Weissman MM, Warner V, Wickramaratne P, Prusoff BA. Early-onset major depression in parents and their 

children. J Affect Disord. 1988;15(3):269-277.
22. Weissman MM, Leckman JF, Merikangas KR, Gammon GD, Prusoff BA. Depression and anxiety disorders in 

parents and children. results from the yale family study. Arch Gen Psychiatry. 1984;41(9):845-852. 

137623_Petra Havinga_BNW.indd   36137623_Petra Havinga_BNW.indd   36 06-01-20   13:1506-01-20   13:15



3737

2

23. Batten LA, Hernandez M, Pilowsky DJ, et al. Children of treatment-seeking depressed mothers: A compari-
son with the sequenced treatment alternatives to relieve depression (STARD) child study. J Am Acad Child 
Adolesc Psychiatry. 2012;51(11):1185-1196.

24. Weissman MM, Prusoff BA, Gammon GD, Merikangas KR, Leckman JF, Kidd KK. Psychopathology in the 
children (ages 6-18) of depressed and normal parents. J Am Acad Child Psychiatry. 1984;23(1):78-84.

25. Nomura Y, Warner V, Wickramaratne P. Parents concordant for major depressive disorder and the effect of 
psychopathology in offspring. Psychol Med. 2001;31(7):1211-1222.

26. Hammen C, Brennan PA, Shih JH. Family discord and stress predictors of depression and other disor-
ders in adolescent children of depressed and nondepressed women. J Am Acad Child Adolesc Psychiatry. 
2004;43(8):994-1002.

27. Lewandowski RE, Verdeli H, Wickramaratne P, Warner V, Mancini A, Weissman M. Predictors of positive 
outcomes in offspring of depressed parents and non-depressed parents across 20 years. J Child Fam Stud. 
2014;23(5):800-811.

28. Horowitz JL, Garber J. Relation of intelligence and religiosity to depressive disorders in offspring of depressed 
and nondepressed mothers. J Am Acad Child Adolesc Psychiatry. 2003;42(5):578-586.

29. Landman-Peeters KM, Hartman CA, van der Pompe G, den Boer JA, Minderaa RB, Ormel J. Gender differ-
ences in the relation between social support, problems in parent-offspring communication, and depression 
and anxiety. Soc Sci Med. 2005;60(11):2549-2559.

30. Kessler RC, Ustun TB. The world mental health (WMH) survey initiative version of the world health 
organization (WHO) composite international diagnostic interview (CIDI). Int J Methods Psychiatr Res. 
2004;13(2):93-121.

31. Penninx BW, Beekman AT, Smit JH, et al. The Netherlands Study of Depression and Anxiety (NESDA): 
Rationale, objectives and methods. Int J Methods Psychiatr Res. 2008;17(3):121-140.

32. Wittchen HU. Reliability and validity studies of the WHO-composite international diagnostic interview 
(CIDI): A critical review. J Psychiatr Res. 1994;28(1):57-84.

33. Andreasen NC, Endicott J, Spitzer RL, Winokur G. The family history method using diagnostic criteria: relia-
bility and validity. Arch Gen Psychiatry. 1977;34(10):1229-1235.

34. Ormel J, Oldehinkel AJ, Ferdinand RF, et al. Internalizing and externalizing problems in adolescence: General 
and dimension-specific effects of familial loadings and preadolescent temperament traits. Psychol Med. 
2005;35(12):1825-1835.

35. Landman-Peeters KM, Ormel J, Van Sonderen EL, Den Boer JA, Minderaa RB, Hartman CA. Risk of emo-
tional disorder in offspring of depressed parents: Gender differences in the effect of a second emotionally 
affected parent. Depress Anxiety. 2008;25(8):653-660.

36. Buurmeijer FA, Hermans PC. Gezins dimensie schalen. Handleiding en vragenlijst. Lisse, The Netherlands: 
Swets & Zeitlinger; 1988.

37. Olson DH, Portner J, Lavee Y. FACES III, family adaptability and cohesion evaluation scales. St. Paul: Family 
Social Science, University of Minnesota; 1985.

38. Stinissen J. Handleiding bij de Nederlandstalige bewerking van de Wechsler Adult Intelligence Scale 
(W.A.I.S.). Lisse: Swets & Zeitlinger; 1970.

39. Sattler JM. Assessment of children, revised and updated 3rd edition ed. San Diego: Jerome M. Sattler; 1992.
40. Trahan LH, Stuebing KK, Fletcher JM, Hiscock M. The flynn effect: A meta-analysis. Psychol Bull. 

2014;140(5):1332-1360.
41. De Graaf R, Have M, Dorsselaer S. De psychische gezondheid van de Nederlandse bevolking. NEMESIS-2: 

Opzet en eerste resultaten. [The mental health status of the Dutch general population. NEMESIS-2: Design 
and results]. Utrecht: Trimbos-instituut (Netherlands institute of Mental Health and Addiction); 2010.

42. Conway KP, Compton W, Stinson FS, Grant BF. Lifetime comorbidity of DSM-IV mood and anxiety disorders 
and specific drug use disorders: Results from the National Epidemiologic Survey on Alcohol and Related 
Conditions. J Clin Psychiatry. 2006;67(2):247-257.

43. Kessler RC, Berglund P, Demler O, Jin R, Merikangas KR, Walters EE. Lifetime prevalence and age-of-onset 
distributions of DSM-IV disorders in the National Comorbidity Survey Replication. Arch Gen Psychiatry. 
2005;62(6):593-602. 

137623_Petra Havinga_BNW.indd   37137623_Petra Havinga_BNW.indd   37 06-01-20   13:1506-01-20   13:15



3838

44. Hovens JG, Giltay EJ, Spinhoven P, van Hemert AM, Penninx BW. Impact of childhood life events and 
childhood trauma on the onset and recurrence of depressive and anxiety disorders. J Clin Psychiatry. 
2015;76(7):931-938.

45. Widom CS, DuMont K, Czaja SJ. A prospective investigation of major depressive disorder and comorbidity in 
abused and neglected children grown up. Arch Gen Psychiatry. 2007;64(1):49-56.

46. Knauper B, Cannell CF, Schwarz N, Bruce NL, Kessler RC. Improving accuracy of major depression age-of-
onset reports in the US national comorbidity survey. 1999;8(1):39-48.

47. Ohayon MM, Schatzberg AF. Social phobia and depression: Prevalence and comorbidity. J Psychosom Res. 
2010;68(3):235-243.

48. Lamers F, van Oppen P, Comijs HC, et al. Comorbidity patterns of anxiety and depressive disorders in a large 
cohort study: The Netherlands Study of Depression and Anxiety (NESDA). J Clin Psychiatry. 2011;72(3):341-
348.

49. Van Doesum KMT, Riebschleger J, Carroll J, et al. Successful recruitment strategies for prevention programs 
targeting children of parents with mental health challenges: An international study. Child & Youth Services. 
2015.

50. Festen H, Schipper K, de Vries SO, Reichart CG, Abma TA, Nauta MH. Parents’ perceptions on offspring 
risk and prevention of anxiety and depression: A qualitative study. BMC Psychol. 2014;2(1):17-7283-2-17. 
eCollection 2014.

51. Clarke GN, Hornbrook M, Lynch F, et al. A randomized trial of a group cognitive intervention for preventing 
depression in adolescent offspring of depressed parents. Arch Gen Psychiatry. 2001;58(12):1127-1134.

52. Goldstein RB, Wickramaratne PJ, Horwath E, Weissman MM. Familial aggregation and phenomenology of 
‘early’-onset (at or before age 20 years) panic disorder. Arch Gen Psychiatry. 1997;54(3):271-278.

53. Lyons MJ, Eisen SA, Goldberg J, et al. A registry-based twin study of depression in men. Arch Gen Psychiatry. 
1998;55(5):468-472.

54. Neuman RJ, Geller B, Rice JP, Todd RD. Increased prevalence and earlier onset of mood disorders among 
relatives of prepubertal versus adult probands. J Am Acad Child Adolesc Psychiatry. 1997;36(4):466-473.

55. Pilowsky DJ, Wickramaratne P, Nomura Y, Weissman MM. Family discord, parental depression, and psycho-
pathology in offspring: 20-year follow-up. J Am Acad Child Adolesc Psychiatry. 2006;45(4):452-460.

56. Alonso J, Angermeyer MC, Bernert S, et al. Prevalence of mental disorders in europe: Results from the 
European Study of the Epidemiology of Mental Disorders (ESEMeD) project. Acta Psychiatr Scand Suppl. 
2004;(420)(420):21-27.

57. Zahn-Waxler C, Klimes-Dougan B, Slattery MJ. Internalizing problems of childhood and adolescence: Pros-
pects, pitfalls, and progress in understanding the development of anxiety and depression. Dev Psychopathol. 
2000;12(3):443-466.

58. Piccinelli M, Wilkinson G. Gender differences in depression. Critical review. Br J Psychiatry. 2000;177:486-492.
59. Micco JA, Henin A, Mick E, et al. Anxiety and depressive disorders in offspring at high risk for anxiety: A 

meta-analysis. J Anxiety Disord. 2009;23(8):1158-1164.
60. National Research Council and Institute of Medicine. Depression in parents, parenting, and children: Oppor-

tunities to improve identification, treatment, and prevention. Washington, DC: National Academies Press; 
2009.

61. Neil AL, Christensen H. Efficacy and effectiveness of school-based prevention and early intervention pro-
grams for anxiety. Clin Psychol Rev. 2009;29(3):208-215.

62. Munoz RF, Cuijpers P, Smit F, Barrera AZ, Leykin Y. Prevention of major depression. Annu Rev Clin Psychol. 
2010;6:181-212.

63. Cuijpers P, Koole SL, van Dijke A, Roca M, Li J, Reynolds CF III. Psychotherapy for subclinical depression: 
Meta-analysis. Br J Psychiatry. 2014;205(4):268-274.

64. Siegenthaler E, Munder T, Egger M. Effect of preventive interventions in mentally ill parents on the 
mental health of the offspring: Systematic review and meta-analysis. J Am Acad Child Adolesc Psychiatry. 
2012;51(1):8-17.e8.

65. Helma F, Schipper K, Vries SOd, Reichart CG, Abma TA, Nauta MH. Parents’ perceptions on offspring risk 
and prevention of anxiety and depression: A qualitative study. BMC Psychology. 2014;2(17).

66. Bolier L, Haverman M, Westerhof GJ, Riper H, Smit F, Bohlmeijer E. Positive psychology interventions: A 

137623_Petra Havinga_BNW.indd   38137623_Petra Havinga_BNW.indd   38 06-01-20   13:1506-01-20   13:15



3939

2

meta-analysis of randomized controlled studies. BMC Public Health. 2013;13:119-2458-13-119.
67. Christensen H, Griffiths KM, Korten A. Web-based cognitive behavior therapy: Analysis of site usage and 

changes in depression and anxiety scores. J Med Internet Res. 2002;4(1):e3.
68. Pilowsky DJ, Wickramaratne P, Talati A, et al. Children of depressed mothers 1 year after the initiation of 

maternal treatment: Findings from the STAR*D-child study. Am J Psychiatry. 2008;165(9):1136-1147.
69. Landman-Peeters KMC. At Risk of depression and anxiety: Studies into the interplay of personal and environ-

mental risk factors [doctoral thesis]. Groningen, The Netherlands: University of Groningen; 2007.

137623_Petra Havinga_BNW.indd   39137623_Petra Havinga_BNW.indd   39 06-01-20   13:1506-01-20   13:15



137623_Petra Havinga_BNW.indd   40137623_Petra Havinga_BNW.indd   40 06-01-20   13:1506-01-20   13:15



3
Paternal and maternal depression and 

offspring risk; additive effects or worse?

Havinga PJ, Boschloo L, Hartman CA, Schoevers RA. Paternal and maternal depression and offspring 
risk: Additive effects or worse? Lancet Psychiatry. 2018;5(2):107-108.

137623_Petra Havinga_BNW.indd   41137623_Petra Havinga_BNW.indd   41 06-01-20   13:1506-01-20   13:15



4242

To the editor. We read the Article by Gemma Lewis and colleagues1 with great interest, as 
they convincingly showed in two large population-based cohorts that depressive symptoms 
in fathers, just like depressive symptoms in mothers, predicted depressive symptoms in 
adolescent offspring. The impact of paternal depressive symptoms was independent of the 
impact of maternal depressive symptoms, which stresses the importance of both parents’ 
mental health for offspring mental health (see also the thoughtful comment by Underwood 
and Waldie2).
 These findings are in line with our recent study in a high-risk sample of offspring 
of parents in treatment for depressive or anxiety disorders.3 First, we showed that the risk 
for offspring mood/anxiety disorders did not differ according to whether the affected parent 
was the mother or the father. Second, having two affected parents significantly increased 
offspring risk compared to having one affected parent, with a hazard ratio as high as 1•5. 
Lewis and colleagues’ findings1 also suggest that children are at greater risk when both 
parents are depressed. This increased risk might be caused by simply adding up the risk 
associated with depression in the father and depression in the mother assuming that each 
exposure stands on its own; growing up in a family with two depressed parents could 
reflect a larger genetic vulnerability transmitted to the child, an increased exposure to 
environmental influences, or both. However, another possibility is that the effects of paternal 
depressive symptoms on offspring risk are conditional on maternal depressive symptoms, or 
vice versa. For example, in families with one affected parent, the second parent might buffer 
the potential negative effects associated with the other parents’ depression, such as being 
less responsive to a child’s needs.4 Therefore, it might be that the risk associated with both 
parents being depressed is even greater than simply the additive effect, as there is no second 
parent who can take on this compensatory role. We would like to encourage Lewis and 
colleagues1 to consider this potential interaction effect. Unlike in our sample, the two large 
population-based samples used in their study included information on depressive symptom 
severity in parents, ranging from absent to very high, thus providing the opportunity 
and statistical power to explore this question. In our study, the estimated risk of offspring 
becoming depressed or anxious was 38% at 20 years, and 65% at 35 years. Both parents 
being depressed might be an additional indicator to identify subgroups of adolescents with a 
substantial risk of future depression who could benefit from preventive interventions.
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ABSTRACT

Background 
It is well-established that depression/anxiety in parents increases the risk of the onset of similar 
disorders in their children. Less clear is whether parental history of depression/anxiety (PH) 
also increases the risk of adult-onset depression/anxiety and whether PH impacts the further 
course of these conditions.

Aims
To examine whether PH predicts the first onset of depressive/anxiety disorder in adults, 
the recurrence, and/or the long-term persistence of these conditions. A secondary aim is 
to investigate which proximal clinical and treatment factors contribute to these potential 
prospective associations. 

Method 
From the Netherlands Study of Depression and Anxiety (NESDA) three baseline samples 
were selected: persons without a depressive/anxiety disorder (n=474), persons with a remitted 
disorder (n=499) and persons with a current disorder (n=900). First onset, recurrence and 
persistence of depressive/anxiety disorder during nine-year follow-up were established 
with the CIDI interview based on DSM-IV. At baseline, the presence of parental history of 
depressive/anxiety disorder (PH; family-tree method) was assessed as well as basic covariates, 
clinical and treatment factors. 

Results
PH predicted first onset of depressive/anxiety disorders in adults without a disorder at 
baseline as well as recurrence and long-term persistence of depressive/anxiety disorders 
in adults with a remitted and current disorder, respectively. Predominantly the higher pre-
onset depressive and anxiety symptom levels in adults with PH contributed to the impact of 
PH on the subsequent first onset of depressive/anxiety disorders. None of the clinical and 
treatment factors examined contributed to the impact of PH on recurrence. The impact of PH 
on long-term persistence of depressive/anxiety disorders related to a younger age of onset in 
comparison to adults without PH.

Conclusions 
This study shows that PH marks increased risk for the first onset as well as recurrence and 
long-term persistence of depressive/anxiety disorders in adults. Clinical variables (higher 
pre-onset symptom levels, younger age of onset) are meaningful proximal factors in these 
associations.
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INTRODUCTION
Depressive and anxiety disorders are common and debilitating mental disorders responsible 
for a substantial burden on the individual as well as the society at large.1-5 A parental history 
of these conditions is one of the most robust risk factors for the onset of depressive/anxiety 
disorder in children and young people. Earlier studies have found that these offspring are 
at about two- to three-fold increased risk to develop a depressive or anxiety disorder as 
compared to children whose parents are unaffected.6-9 Whether a parental or family history is 
also related to the first onset of depression/anxiety in adulthood is less clear10-12 and requires 
further investigation in long-term prospective studies. 
 Compared to studies that focused on the first onset, the impact of parental history 
of depression/anxiety on the disease course (e.g., recurrence, chronicity) has received far less 
research attention. Previous studies examining the relationship between parental history of 
depression/anxiety and course in offspring have mainly been conducted in relatively young 
samples (baseline age < 24 years). These studies produced inconsistent findings with some 
studies supporting the notion that a parental history is an indicator of an unfavorable disease 
course13-15, while others did not.16-18 In adult samples, the effects of family history (rather 
than parental history in particular) have been evaluated as part of broader investigations 
into determinants of the course of depressive/anxiety disorders and yielded heterogeneous 
findings.11,19-22 Most studies evaluated the effects of several risk factors simultaneously, 
including (some of the) clinical factors that are potentially related to the impact of a parental 
history on course outcomes (e.g., age of onset). This may partly explain the heterogeneity in 
findings and it therefore remains unclear as to whether parental history negatively influences 
the disease course, and if so whether other factors also contribute to this association. Clarifying 
this is important to achieve a better understanding of how parental history affects offspring’s 
health.  
 The present study aims to investigate whether parental history of depressive/anxiety 
disorder predicts the 1) first onset, 2) recurrence 3) and persistence of depressive/anxiety 
disorder using data from a large sample of adults (age 18-65 years) who have been followed 
up with regular assessments for nine years in the Netherlands Study of Depression and 
Anxiety (NESDA).23 NESDA was designed to be representative of those with remitted and 
current depressive and anxiety disorders in different health care settings and also includes a 
group of healthy controls; the latter providing us with the opportunity to investigate adult-
onset of depressive/anxiety disorders. A secondary aim is to investigate whether potential 
prospective associations between parental history and first onset and, parental history and 
course outcomes could be attributed to proximal clinical factors (i.e., type of disorder, age of 
onset, recency last year, severity of depressive symptoms and, severity of anxiety symptoms) 
and treatment factors (i.e., psychological treatment and antidepressant use). 
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For the present study we took a trans-diagnostic approach by grouping parental and offspring 
depressive and anxiety disorders together into one broad category as comorbidity rates 
between depressive and anxiety disorders24 as well as within subcategories (e.g. anxiety-
anxiety comorbidity)25 have shown to be substantial.

METHOD
Design and recruitment 
The Netherlands Study of Depression and Anxiety (NESDA) started in 2004-2007 with the 
aim to examine the long-term course and consequences of depressive and anxiety disorders. 
The study design and methods are described in detail by Penninx and colleagues.23 Briefly, 
the NESDA cohort comprises 2981 adults (baseline age: 18-65 years) including patients 
with a current or remitted depressive and/or anxiety disorder (78%) and healthy control 
participants (22%). Persons were not eligible to participate in the NESDA study if they did 
not sufficiently master the Dutch language or had a primary clinical diagnosis of a psychotic 
disorder, obsessive-compulsive disorder, bipolar disorder, or substance use disorder. In order 
to represent various settings and stages of psychopathology, participants were recruited from 
primary care (n=1610, 54%), specialized mental health care (n=807, 27%) and from two 
previous cohort studies including community participants (n=564, 19%; selected from the 
Netherlands Mental Health Service and Incidence Study, n=303, 10%) and offspring of patients 
who had received specialized treatment for depressive and/or anxiety disorders (n=261, 9%; 
selected from the Adolescents at Risk of Anxiety and Depression: a Neurobiological and 
Epidemiological approach, ARIADNE). In the current analyses, we excluded participants 
from the ARIADNE study since we already reported on their course outcomes in former 
studies26, leaving a sample of 2720 persons. Moreover, this is a highly selective sample of 
offspring: their parents were relatively severely affected as they received specialized treatment 
and, offspring were relatively young within NESDA (i.e., maximum age of 31 years at 
baseline). The NESDA study protocol was approved by the Medical Ethics Committees of the 
participating universities and all participants provided written informed consent.
 During the NESDA 4-hour baseline interview data were collected on a wide range 
of domains such as sociodemographic, psychosocial and clinical characteristics.23 Part 
of the baseline assessment was a standardized psychiatric interview (i.e., the Composite 
International Diagnostic Interview; CIDI27) to assess the lifetime presence of a depressive 
disorder (major depressive disorder, dysthymia) and/or anxiety disorder (i.e., social 
anxiety disorder, generalized anxiety disorder, panic disorder, agoraphobia). The CIDI is a 
comprehensive, fully-structured interview for assessing psychiatric disorders according to 
DSM-IV criteria and has shown to be a reliable and valid instrument for assessing depressive 
and anxiety disorders.28 Face-to face follow-up assessments, including the CIDI covering the 
period since the previous interview, were conducted two years (response: 87.1%), four years 
(response: 80.6%), six years (response: 75.7%) and nine years (response: 69.0%) after the 
baseline assessment. 
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Sample selection and related primary outcome measures
To examine the impact of parental history of depressive/anxiety disorder (further referred 
to as ‘PH’) on the first onset, recurrence and long-term persistence of depressive/anxiety 
disorders, three baseline samples were selected respectively: persons without a depressive/
anxiety disorder, persons with a remitted disorder and persons with a current disorder. To 
determine the presence of depressive disorder (major depressive disorder, dysthymia) and 
anxiety disorder (generalized anxiety disorder, social phobia, panic disorder, agoraphobia) 
the CIDI was administered at baseline and at two-year, four-year, six-year and nine-year 
follow-up. The CIDI also included questions regarding the age of onset of a depressive/anxiety 
disorder. Sample selection was based on CIDI information of the baseline assessment; the 
CIDI information gathered at the follow-up assessments was used to determine the 9-year 
onset, recurrence and persistence of depressive/anxiety disorder.
First onset of depressive/anxiety disorders in adults without a disorder (n=474). 
Adults without a lifetime depressive/anxiety diagnosis at the baseline assessment and who 
completed at least one follow-up diagnostic interview were selected (n=483). Persons for 
whom the presence of PH could not be determined due to incomplete data were excluded 
(n=8). In addition, persons with incomplete data on potential proximal factors were excluded 
(n=1), which left a total sample of 474 persons. Onset of a depressive/anxiety disorder was 
defined as the presence of a CIDI-confirmed depressive/anxiety diagnosis at any of the follow-
up assessments. Time to onset of depressive/anxiety disorder was defined as the difference in 
person’s age at the baseline assessment and age of first disorder onset.
Recurrence of depressive/anxiety disorders in adults with a remitted disorder (n=499). 
Persons with a lifetime depressive/anxiety diagnosis at the baseline assessment, but without 
a diagnosis in the past six months who completed at least one follow-up diagnostic interview 
were selected (n=518). Persons with missing data on PH (n=10) or on the proximal factors of 
interest (n=9) were excluded, leaving a total sample of 499 persons. Recurrence of a depressive/
anxiety disorder was defined as the presence of a CIDI depressive/anxiety diagnosis at any of 
the follow-up assessment. Time to recurrence of depressive/anxiety disorder was defined as the 
difference in person’s age at the baseline assessment and age of recurrence during the study.
Long-term persistence of depressive/anxiety disorder in adults with a current disorder 
(n=900)
Persons with a diagnosis of a depressive and/or anxiety disorder in the past six months were 
selected (n=1654). Then, in order to accurately determine long-term persistence during nine 
years of follow-up, we selected only those persons who had participated in all four follow-up 
diagnostic interviews (n=927). Persons with missing data on PH (n=8) or on the proximal 
factors of interest (n=19) were excluded, which left a total sample of 900 persons. Persistence 
of depressive/anxiety disorder comprises the number of waves with a depression/anxiety 
diagnoses (i.e., 0 waves, 1 wave, 2 waves, 3 waves or 4 waves).
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Main predictor variable
Parental history of depressive/anxiety disorder was assessed at baseline by means of the 
family-tree method29, an interview assessing the presence of psychiatric disorders, including 
depression and anxiety, among relatives of the participant. Response categories were ‘yes’, ‘no’, 
‘maybe’ and ‘don’t know’. Parental history was considered to be present when there was a ‘yes’ 
answer for at least one biological parent.

Potential proximal factors
To investigate which proximal factors contributed to the potential associations between 
PH and the primary outcome measures, several clinical factors and treatment factors were 
considered at baseline. Whether clinical factors were considered in the analyses depended on 
the outcome of interest (i.e., first onset, recurrence or persistence). Age and gender were used 
as basic covariates.
Clinical factors
The CIDI was used to assess the type, age of onset and recency of a depressive/anxiety disorder 
(only used in the recurrence and persistence analyses). For the type of disorder, participants 
were categorized in having a depressive disorder only, an anxiety disorder only or a comorbid 
depressive and anxiety disorder. Age of onset was obtained for each disorder separately. When 
participants had multiple diagnosis, the first age of onset was used. Recency was determined 
as the presence of a depressive/anxiety disorder in the past six to twelve months (only used in 
the recurrence analyses). Severity of depressive symptoms in the past week was measured with 
the 30-item Inventory of Depressive Symptomatology (IDS).30 Severity of anxiety symptoms in 
the past week was measured with the 21-item Beck Anxiety Inventory (BAI).31 

Treatment factors
Antidepressant use was based on drug container inspection of medication used in the past 
month and classified according to the Anatomical Therapeutic Chemical (ATC) classification. 
Antidepressants included selective serotonin reuptake inhibitors (ATC code N06AB), tricyclic 
antidepressants (N06AA) and other antidepressants (N06AF/N06AX).32 Antidepressant use 
was considered present when taken on a regular basis (at least 50% of the time). Psychological 
treatment was determined as having received psychotherapy or counseling in the six months 
before baseline assessment.

Statistical analyses 
In adults without a disorder at baseline, Cox regression analysis was performed to investigate 
whether PH predicted the time to onset of a depressive/anxiety disorders during nine 
years of follow-up. Gender and age were included as basic covariates. In a next step, we 
examined whether this potential association could be attributed to the effects of clinical and 
treatment factors in multivariable Cox regression analyses. Then, blocks of covariates were 
subsequently added (i.e., clinical factors and treatment factors). If a block of covariates was 
found to contribute to the association between PH and the time to onset of a depressive/
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4

anxiety disorder according to the change-in-estimate criterion (i.e., a change in HR of 10% 
or more), additional analyses with combinations of PH with each of the factors separately 
were performed to identify which individual factor(s) was responsible for this effect. 
Similar steps were followed for the analyses on the impact of PH on the time to recurrence 
of depression/anxiety disorders in adults with a remitted disorder at baseline. Finally, in 
the sample of adults with a current disorder, multinomial logistic regression analyses were 
performed to examine whether PH predicted persistence of depressive/anxiety disorders 
(i.e., number of waves with a diagnosis: 0 waves (reference), 1 wave, 2 waves, 3 waves, 4 
waves). As has been described for the previous analyses, clinical factors and treatment factors 
were subsequently added to the model adjusted for basic covariates to examine whether 
these proximal factors contribute to the potential association between PH and persistence 
of depressive/anxiety disorders. Hazard ratios and odds ratios with 95% confidence 
intervals were expressed per standard deviation increase for all continuous predictors. 

RESULTS
Table 1 presents the sample characteristics for adults with and without PH separately.

First onset of depressive/anxiety disorder 
Among adults without a lifetime disorder at baseline (n=474; i.e., sample for analyses on 
first onset of depressive/anxiety disorder), 45.6% reported PH. PH significantly predicted 
the time to first onset of depressive/anxiety disorder in adults during nine years of follow-
up (see Figure 1); the estimated cumulative incidence was 25% in adults with PH and 
17% in adults without PH. In the next step, we examined whether clinical and treatment 
factors contributed to this association in multivariable Cox regression analyses (see Table 
2). After adjustment for clinical factors the hazard ratio of PH decreased by >10% and the 
association between PH and the onset of depressive/anxiety disorders became insignificant. 
The subsequent post-hoc analyses revealed that predominantly the severity of both 
depressive and anxiety symptoms contributed to the impact of PH on the subsequent 
onset of depressive/anxiety disorders (HR=1.54, p=.039 decreased to HR=0.97, p=.878 and 
HR=1.14, p=.561, respectively); in other words, adults with PH reported higher symptom 
levels at baseline which increased the risk for developing a depressive/anxiety disorder. 
Associations remained highly similar after additional adjustment for treatment factors. 

Recurrence of depressive/anxiety disorder 
In the sample of adults with a remitted disorder at baseline (n=499; i.e., sample for analyses on  
recurrence of depressive/anxiety disorder), 65.3% reported PH. PH significantly predicted the 
time to recurrence of depressive/anxiety disorder during nine years of follow-up (see Figure 
2; Table 3); the estimated probability of recurrence was 59% in adults with PH and 39% in 
adults without PH. 
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In the next step, we examined whether clinical and treatment factors contributed to this 
association in multivariable Cox regression analyses (see Table 3). The association between PH 
and recurrence remained similar after adjustment for clinical factors and treatment factors.

Persistence of depressive/anxiety disorder 
Among adults with a current depressive/anxiety disorder at baseline (n=900; i.e., sample for 
analyses on persistence of depressive/anxiety disorder), 71.4% reported PH. Multinomial 
regression adjusted for basic covariates showed that PH was a significant predictor of having 
a diagnosis of depression/anxiety at all four follow-up waves (relative to no follow-up waves 
with a diagnosis) (OR=1.69), but not of having a diagnosis at one (OR=0.96), two (OR=0.95) 
or three (OR=1.32) waves. Figure 3 also illustrates that the largest differences in proportions 
of adults with and without PH were in the most persistent group (i.e., those adults with a 
diagnosis at four waves). In the next step, we examined whether clinical and treatment factors 
contributed to this association in multinomial logistic regression analyses (see Table 4). After 
adjustment for clinical factors the OR of PH decreased by >10% and the association between 
PH and having a diagnosis at four waves lost statistical significance. Post-hoc analyses revealed 
that predominantly the younger age of onset in adults with PH contributed to the impact of 
PH on long-term persistence of depressive/anxiety disorders (HR= 1.69, p=.041 decreased 
to HR=1.35, p=.294). Associations remained highly similar after additional adjustment for 
treatment factors.

DISCUSSION 
Principal findings
This study shows that PH is a risk factor for the first onset as well as recurrence and long-
term persistence of depressive/anxiety disorders in adults during nine-years of follow-up. 
Higher pre-onset symptom levels contributed to the impact of PH on the subsequent onset of 
depression/anxiety. Predominantly the lower age of onset in adults with PH contributed to the 

Figure 1. Time to onset of a depressive/anxiety 
disorder in adults with and without a parental 
history of depression/anxiety 
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impact of parental history on the long-term persistence of depressive/anxiety disorders. Other 
proximal clinical and treatment factors were not relevant for explaining associations between 
PH and adult-onset or long-term persistence, and none explained recurrence. These results 
indicate that parental history confers risk that persists beyond childhood and adolescence 
with clinical variables being meaningful proximal factors in the association between PH and 
onset and the long-term persistence, but not the recurrence of depressive/anxiety disorders.

Strengths and limitations
The main strengths of this study are the large sample size, the prospective design with an 
extended follow-up period of nine years including regular psychiatric diagnostic interviews 
and, the trans-diagnostic approach we took by grouping adult and parental depressive and 
anxiety disorders together into one broad category. However, there were also some limitations 
that should be considered in interpreting the results of this study. First, PH was measured 
indirectly as participants reported on the presence or absence of depression/anxiety in their 
parents. The accuracy of parental history data is likely to considerably improve if the two 
parents themselves are interviewed. Another issue of concern is that persons with a psychiatric 
history are more likely to report the same disorder being present in family members33,34 which 
may have led to an overestimation of the association between PH and course outcomes. Such 
methodological rigor is rarely accomplished in studies using adult samples, and it is important 
to realize that in clinical practice professionals generally also have to rely on patients reports 

Figure 3. Persistence of depressive/anxiety disorder in adults with a current disorder at baseline
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on parental history as family members are usually not interviewed themselves. Thus, while 
more precision may be gained in future research, it follows from our findings that patient 
reported PH has the potential to predict onset and course outcomes which is useful in clinical 
practice. Second, although this study conducted five assessments over nine years, more 
frequent assessments may have provided more precise course variables as recall bias would 
less likely occur. Third, the sample of currently depressed/anxious adults was not recruited at a 
similar point in time in the course of the disorder, but we attempted to address this limitation 
by taking into account the age of first disorder onset. Lastly, in the sample of adults with a 
current depressive/anxiety disorder those who did not complete all five psychiatric interviews 
were excluded from analyses as complete information was needed to accurately determine 
the persistence variable. Adults who did not participate in all waves reported higher levels of 
depressive and anxiety symptoms at baseline which may have affected the representativeness 
of the sample. However, the impact of drop-out on the results of the present study is likely 
limited as the presence of a parental history was not associated with completion of all five 
waves (p=.283).  

Comparison with previous studies
Parental depression/anxiety has consistently been associated with higher rates of depression/
anxiety in the first two decades of life.6,13,17,35 We showed that new onsets in adulthood are 
still linked to parental history. Notably, this association decreased and did not hold after 
adjustment for pre-onset symptom severity. This matches earlier observations of a relationship 
between subclinical depression/anxiety and a family history9,36,37 and subclinical symptoms 
serving as important antecedents of future episodes.38-41 A long-term population-based 
study11 covering a similar wide age range (i.e., adults over 18) found parental depression to 
be predictive of the onset of depression, but this association lost significance after adjustment 
for sociodemographic factors. Kessler and colleagues12 found parental depression and anxiety 
to be a risk factor of adult onset depression, but not anxiety. To what extent this observed 
association is due to already increased symptom levels in persons exposed to parental 
depression remains open as this variable was not controlled for. Klein and colleagues42 did 
take into account subclinical symptom levels in their sample of young adults and found, other 
than our study, that both subthreshold symptoms and familial loading of mood disorder were 
uniquely associated with incident depression. Our data suggest that parental depression/
anxiety may be seen as a risk factor of both subthreshold as well as the subsequent escalation 
to full-blown depression/anxiety. In clinical practice, elevated symptom levels are likely the 
more proximal forebode of a future onset.
 Our finding that about half of the adults with a remitted depressive/anxiety 
disorder experienced another episode during nine years of follow-up supports previous 
studies stressing the recurrent nature of these conditions.43,44 Recurrence rates appeared to 
be even higher in adults with parental history as we showed parental history to predict a 
shorter time to recurrence. Previous longitudinal studies in (young) adult samples have also 
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reported this association14,19,22,45, but the relation between family history and increased risk for 
recurrence could not be corroborated in other studies.21,46,47 Direct comparison among these 
studies is complicated due to variation in diagnostic instruments, outcome definitions and, 
most importantly, in follow-up time and intervals. In addition, most studies used a broader 
definition of family history (e.g., including grandparents) while we have focused on parental 
history in particular. The present study showed that the clinical and treatment factors we 
considered do not mark the association between parental history and recurrence which is in 
line with previous studies showing that a family history uniquely predicted recurrence.14,19,22 

 A parental history only emerged as risk factor for the most persistent forms 
of depression/anxiety (i.e., a diagnosis at all five waves versus no wave with a diagnosis), 
predominantly contributed by the earlier age of onset in adults with a parental history. An 
association between a younger age of onset and a positive family history has previously been 
reported48-50 as well as that this feature may be related to a chronic course.15 In a longitudinal 
study in a large adult sample45, like ours, a family history was not associated with persistence, 
but this study had a follow-up of only three years, indicating that the finding could still be 
in line with the current effect of a parental history found only for the long-term chronically 
depressed/anxious persons. Two studies investigating relatively young samples (i.e, age at 
last follow-up 24 years and 30 years, respectively) found a parental history to be associated 
with depression chronicity.14,15 However, the potential role of age of onset in this association 
remained unclear as this factor was not taken into account. Klein and colleagues51 adopted 
another approach and compared the number of affected relatives in young adults with 
retrospectively reported episodic versus chronic forms of depression. The latter had a greater 
familial liability than recurrent depression, but, contrary to our findings, this was not due to 
the earlier age of onset observed in persons with chronic depression. Notably, variation in age 
of onset is restricted in such young samples. Our findings indicate that a parental history of 
depression/anxiety marks increased risk for a long-term chronic course, but a persons age of 
onset seem to be the better one in identifying who will suffer from very persistent depression/
anxiety in future. 
 The present study was not designed for investigating the etiological pathways linking 
parental depression/anxiety to adult outcomes, but our secondary aim was to identify proximal 
markers for future onset and course rather than etiological. Knowledge of markers increasing 
the risk of adult onset depression/anxiety can be helpful to identify high-risk populations 
who may benefit from prevention or early intervention approaches. Similarly, knowledge of 
course determinants can be taken into account in making treatment decisions, for example 
intensifying approaches to prevent relapse in those patients at elevated risk for recurrence. 
The present study showed that a parental history of depression/anxiety marks increased risk 
for the onset as well as recurrence and long-term persistence of depressive/anxiety disorders 
in adults. Notably, recurrence was the only outcome independently predicted by the presence 
of a parental history. This suggests that other determinants are more powerful predictors of 
the onset and long-term persistence of depression/anxiety (i.e., pre-onset symptom severity 
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and age of onset, respectively). With regard to etiological factors, models aiming to clarify 
how parental risk transfers to offspring risk suggested a complex interplay of genetic and 
environmental processes (e.g., parental negative affect, higher levels of family stress).52,53 In line 
with previous investigators17,43,54, we found differential factors to be involved in the first onset, 
recurrence and long term persistence of depression/anxiety which may support the notion 
that etiological pathways towards the onset and maintenance of disorder may differ. However, 
it is important to emphasize that our understanding of the combined influence of genetic 
background, familial, personal, and environmental mechanisms behind intergenerational 
transmission patterns is still very imprecise and needs extensive research. Part of this work 
involves unravelling the differences and the overlap of risk pathways of onset, recurrence and 
persistence of depressive/anxiety disorders. 
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ABSTRACT

Background
Although many studies have shown that offspring of depressed/anxious patients are at high 
risk to develop such a disorder themselves, knowledge on how these offspring fare after  
onset of a depressive/anxiety disorder is limited. This study aims to investigate the prospective 
course of depressive/anxiety disorders in offspring with a parental history of similar 
psychopathology.

Methods
Data on the six-year course of depressive/anxiety disorders were presented for 105 offspring 
with a lifetime diagnosis at baseline. Primary outcome was a depressive/anxiety episode 
during follow-up. Secondary outcomes included severity (i.e., depressive symptoms, anxiety 
symptoms, disability) and treatment indicators (i.e., antidepressant use, psychological 
treatment). Results were presented for all offspring and for offspring with and without a 
diagnosis separately. In addition, course trajectories in offspring were compared to those of 
controls without a parental history of these disorders.  

Results
In our sample of offspring with a lifetime diagnosis 59% also experienced a depressive/anxiety 
episode during the six-year follow-up period and 41% had not. In offspring with and without 
an episode during follow-up symptom severity and treatment varied widely. No significant 
differences were found in course trajectories between offspring versus controls without a 
parental history (p≥.264), but the small comparison sample limits the ability to draw firm 
conclusions.

Conclusions
Previous literature clearly shows that offspring of patients with a depressive/anxiety disorder 
are at increased risk to develop these disorders themselves. This study shows that once the 
disorder has manifested itself, the course is variable. Results further indicate that fulfilling 
diagnostic criteria does not always go hand in hand with severe symptomatology and 
disabilities, and vice versa.
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INTRODUCTION
The interest in the transgenerational transmission of depressive and anxiety disorders has 
grown rapidly in the last decades. Earlier studies have mainly considered the impact of a 
parental history of depressive and anxiety disorders on the onset of these disorders in their 
offspring.e.g.1-3 It has been amply demonstrated that children of depressed and/or anxious 
parents are at elevated risk of developing depressive and anxiety disorders and other adverse 
outcomes such as medical problems and impaired overall functioning.1-4 The risk of these 
offspring is substantial as shown by impressive incidence rates reported in longitudinal 
studies.1,2,5 For example, a recent study by our own group found that an estimated 65% of 
offspring of treatment-seeking depressed/anxious parents develops a mood/anxiety disorder 
before the age of 35 years.5

 While the high incidence in offspring is thus undisputed, few studies addressed 
how offspring fare after onset of a depressive or anxiety disorder. Focusing on the high-risk 
studies of high quality that determined psychiatric caseness by interviewing both parent 
and offspring6-10, information on course has been provided on recurrence6-10, severity6-10 and 
treatment outcomes.7 Studies like these are important as they can provide useful information 
regarding prognosis and can be helpful in treatment planning and (relapse) prevention. 
Overall these studies suggest that offspring risk is not temporary and many children display 
persisting problems. These studies were, however, hampered by a small sample of affected 
offspring (i.e., N≤23)8,10 or used relatively long time intervals between assessments6,7,9 which 
may have resulted in less reliable data on the course of disorder between assessments. 
 In addition, although previous studies did investigate the overall course in terms of, 
for example, recurrence rates, other relevant indicators of the precise course (e.g., symptom 
severity, disability or treatment) were not examined in offspring with and without a diagnosis 
separately. To gain a proper understanding of the course in offspring this information is of 
high importance as previous studies showed that syndromal recovery does not necessarily 
indicate restoration of psychosocial functioning and complete absence of symptoms.11-13 Bijl 
and colleagues11 for example, observed residual effects of mood and anxiety disorders as 
patients, although recovered, still experienced disabilities in everyday functioning. 
 This study reports on the course of depressive and anxiety disorders in 105 offspring 
of patients who had received specialized treatment for depressive or anxiety disorder. 
These offspring all had a lifetime depressive and/or anxiety disorder at baseline and were 
prospectively followed-up at biennial intervals for six years. Our first aim is to describe the 
overall course of depressive and/or anxiety disorders in offspring by considering the presence 
of a depressive/anxiety episode during follow-up (primary outcome). As secondary outcomes, 
we include both severity (i.e., severity of depressive symptoms, severity of anxiety symptoms, 
disability) and treatment (i.e. antidepressant use, psychological treatment) indicators. Our 
second aim is to further characterize the precise course by distinguishing those offspring 
with and without an episode during follow-up and, then, describing their course in 
terms of severity and treatment. A third aim is to examine whether the overall course of  
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depressive/anxiety disorders in offspring differed from that of persons without a parental 
history of these disorders. Comorbidity rates between depressive and anxiety disorders14 have 
shown to be substantial. The present study therefore takes a transdiagnostic approach and 
deals with the group of persons with a depressive and/or anxiety disorder further referred to 
as persons with depressive/anxiety disorders.

METHOD
Study sample 
Data were from the    (NESDA), which started in 2004-2007 and aimed to examine the long-
term course and consequences of depressive and/or anxiety disorders (see Penninx and 
colleagues15 for a detailed description of the study design). The research protocol was approved 
by the Ethical Committee of participating universities and all participants provided written 
informed consent. Participants were recruited from several settings, including a subsample 
of 261 participants who previously participated in the Adolescents at Risk for Anxiety and 
Depression (ARIADNE) study (2000-2004). The ARIADNE study recruited offspring of 
patients who received specialized treatment for depressive and/or anxiety disorder at one of 
the 16 psychiatric services in the North of the Netherlands. Parental diagnoses were further 
confirmed by assessment with the Composite International Diagnostic Interview (CIDI).16 
ARIADNE’s study design had been previously described.17 

 For the present study, the baseline, 2-year, 4-year and 6-year assessments of the 
NESDA study were used. The CIDI was conducted at all assessments and covered the period 
since the previous interview. For the present paper, we first selected 123 offspring (baseline 
age: 18-31 years) with a lifetime depressive (major depressive disorder, dysthymia) and/or 
anxiety (generalized anxiety disorder, social phobia, panic disorder, agoraphobia) disorder at 
the baseline assessment. We then selected all offspring who participated in the 6-year CIDI 
interview and for whom diagnostic information covering the entire six-year follow-up period 
was thus available, resulting in a sample of 105 offspring (response rate: 85.4%). Offspring 
who did not participate in the 6-year CIDI assessment reported higher depression severity 
scores (Inventory of Depressive Symptomatology; IDS) and higher disability levels (World 
Health Organization Disability Assessment Schedule; WHODAS) at the baseline assessment 
as compared to offspring of whom complete follow-up data was available. No differences were 
found for anxiety symptom severity (Beck Anxiety Inventory; BAI) and treatment indicators 
(i.e. antidepressant use and psychological treatment).

Comparison group
To examine whether the course of depressive/anxiety disorders in offspring differed from that 
of controls without a parental history (PH) of depressive or anxiety disorder, a comparison 
group was selected from the NESDA study. For this purpose, we first selected the 196 
persons with a lifetime depressive/anxiety disorder in the age range of 18-31 years and who 
were recruited from a random sample of patients of 65 general practitioners and from a  
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population-based study (The Netherlands Mental Health Survey and Incidence Study). Of 
these persons, 49 (25.0%) had no PH as assessed with the family-tree method18, that asks 
participants about the presence or absence of a depressive and anxiety disorder in their 
parents. Response categories were ‘yes’, ‘no’, ‘maybe’ and ‘don’t know’. PH was considered to 
be absent when there was no ‘yes’ answer for both parents. Of the 49 controls without PH, 
33 (77.6%) had participated in the six year follow-up CIDI interview and comprised our 
comparison group.

Overall course of depressive and/or anxiety disorders
To describe the overall course of depressive/anxiety disorders in offspring, we considered the 
presence of a depressive/anxiety episode during follow-up as well as severity and treatment 
indicators.

Presence of depressive/anxiety episode during follow-up (primary outcome)
Diagnoses of depressive disorder (major depressive disorder, dysthymia) and anxiety disorder 
(generalized anxiety disorder, social phobia, panic disorder, agoraphobia) were established 
with the CIDI (version 2.1)16 at 2-year, 4-year and 6-year follow-up. Together, this information 
was used to determine whether an episode was present at any moment during the 6-year 
follow-up period. We additionally reported the type of disorder (i.e., pure anxiety disorder, 
pure depressive disorder, or comorbid depressive and anxiety disorder) and its persistence 
over time (i.e., single episode: diagnosis present at one follow-up assessment; chronic course: 
diagnosis present at two or three follow-up assessments).  

Severity indicators (secondary outcomes) 
Depressive symptom severity in the past week was measured with the 30-item Inventory of 
Depressive Symptomatology (IDS; self-report)19 at 2-year, 4-year and 6-year follow-up. To 
determine symptom severity, the highest IDS score over waves was selected. 
Anxiety symptom severity in the past week was measured with the 21-item Beck Anxiety 
Inventory (BAI; self-report)20 at 2-year, 4-year and 6-year follow-up. To determine symptom 
severity, the highest BAI score over waves was selected.
Disability in the past month was measured using the 36-item World Health Organization 
Disability Assessment Schedule (WHODAS 2.0; self-report)21 at 2-year, 4-year and 6-year 
follow-up. The WHODAS inquiries about difficulties in six domains of life: cognition, 
mobility, self-care, interpersonal interactions, life activities and participation in society. To 
determine the level of disability, the highest WHODAS score over waves was selected.

Treatment indicators (secondary outomes) 
Antidepressant use was determined at 2-year, 4-year and 6-year follow-up based on drug 
container inspection of medication used in the past month and classified according to the 
Anatomical Therapeutic Chemical (ATC) classification. Antidepressants included selective  
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serotonin reuptake inhibitors (ATC code N06AB), tricyclic antidepressants (N06AA) and 
other antidepressants (N06AF/N06AX)22 and considered present when taken at least 50% of 
the time and reported at any of the follow-up assessments.
Psychological treatment was assessed at 2-year, 4-year and 6-year follow-up. Participants 
reported whether they had received psychotherapy or counseling in the past six months. 
This information was used to determine whether participants had received psychological 
treatment during the 6-year follow-up. 

Precise course in offspring with and without a depressive/anxiety episode
To further characterize the course of depressive/anxiety disorders, we distinguished offspring 
with and without an episode during six-year follow-up and, then, determined their precise 
course in terms of severity and treatment. For this purpose, we classified the severity measures 
into three groups. Severity of depressive symptoms was classified into no (IDS score<14), 
mild (score=14-25) and moderate/severe (score>25). Similarly, severity of anxiety symptoms 
was classified into no (score<9), mild (score=10-18) and moderate/severe (score>19). And 
finally, disability was classified into no (score 0; first tertile based on population norms23, mild 
(score 1-6; second tertile) and moderate/severe (score>=7; third tertile). 

Potential covariates
Potential covariates are gender, baseline age, parental educational level, lifetime diagnosis at 
baseline (pure depressive disorder, pure anxiety disorder or comorbid depressive and anxiety 
disorder), age of onset and recency of the depressive/anxiety disorder. Parental educational 
level was defined as highest education of the major breadwinner of household in youth. 
Scores ranged from 1 (i.e., elementary school not completed) to 9 (i.e., university education). 
Recency of the depressive/anxiety disorder was classified into past month, past year and 
longer ago based on the CIDI baseline interview.

Statistical analyses
First, we examined the overall course of depressive/anxiety disorders in offspring by considering 
the presence of a depressive/anxiety episode at any moment during six-year follow-up 
(primary outcome) as well as the severity and treatment indicators (secondary outcomes). In 
a second step, we further characterized the course in more detail by distinguishing offspring 
with and without an episode during follow-up and, then, describing the precise course by 
considering several severity and treatment indicators.  
 To examine whether the overall course of depressive/anxiety disorders in offspring 
differed from that of controls without PH, linear and (multinomial) logistic regression analyses 
were performed for each of the primary and secondary outcomes and with PH status (yes or 
no) included as predictor. Analyses were adjusted for those potential covariates that differed 
in offspring and controls at the p<.10 level. Analyses on the precise course in offspring with 
and without an episode separately were not performed due to the lack of statistical power 
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caused by the small number of controls without PH (N=11 and N=22, respectively).

RESULTS
Overall course of depressive/anxiety disorder
In our sample of 105 offspring, 59.0% had a depressive/anxiety episode during follow-up 
and 41.0% did not (see Table 1). Of the offspring with an episode, 24.2% had a pure anxiety 
disorder, 30.6% had a pure depressive disorder and 45.2% had a comorbid depressive and 
anxiety disorder (i.e., 14.3%, 18.1% and 26.7% of the total offspring sample, respectively). Of 
the offspring with an episode, 56.7% had a persistent course with a diagnosis at two or three 
follow-up waves. Table 1 further shows the overall course in terms of severity and treatment. 
Precise course in offspring with and without a depressive/anxiety episode

Course characteristics n(%)/mean (sd)

Primary outcome
Episode during follow-up (yes) 62 (59.0)

Secondary outcomes
Severity
   Depressive symptoms 
   Anxiety symptoms  
   Overall functioning  
Treatment
   Antidepressant use (yes)
   Psychological treatment (yes)

18.7 (12.0)
10.5 (8.5)
19.4 (14.6)

20 (20.0)
55 (55.0)

Table 1. Overall course of depressive/anxiety disorder in offspring

To further characterize the course, we considered severity and treatment in offspring who 
either had a depressive/anxiety episode during follow-up or had not (see Figure 1). Of the 
offspring with an episode during follow-up, 38.2% had moderate/severe depressive symptoms, 
23.6% experienced moderate/severe anxiety symptoms and 87.3% reported moderate/
severe disability. In addition, 28.3% used antidepressants and 70.0% received psychological 
treatment at any moment during follow-up. Of the offspring without a depressive/anxiety 
episode during follow-up, at least mild levels of depressive symptoms, anxiety symptoms or 
disability were reported by 43.2%, 18.9% and 94.4% of the offspring, respectively. In addition, 
7.5% used antidepressants and 32.5% received psychological treatment at some point during 
follow-up.

Comparison between offspring and controls without PH
Table 2 presents the baseline characteristics of offspring versus controls without a PH of 
depressive/anxiety disorders. Offspring were younger (p<.001) and had a lower age of onset 
(p=.002) and further analyses on the course of depressive/anxiety disorders were therefore 
adjusted for these characteristics. To examine whether the overall course of depressive/
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25,4% 38,2%36,4%
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56,8% 40,5%

0% 20% 40% 60% 80% 100%

41,8% 23,6%34,5%

0% 20% 40% 60% 80% 100%

81,1% 13,5%

0% 20% 40% 60% 80% 100%

12,7% 87,3%

0% 20% 40% 60% 80% 100%

28,3%71,7%

0% 20% 40% 60% 80% 100%

72,2%22,2%

0% 20% 40% 60% 80% 100%

92,5%

0% 20% 40% 60% 80% 100%

30,0% 70,0%

0% 20% 40% 60% 80% 100%

67,5% 32,5%

Depressive symptom severity (N=55)
Mean=23.2, SD=12.8

Depressive symptom severity (N=37)
Mean=12.0, SD=6.4

Anxiety symptom severity (N=55)
Mean=13.8, SD=8.9

Anxiety symptom severity (N=37)
Mean=5.7, SD=4.7

Disability (N=55)
Mean=24.0, SD=15.4

Antidepressant use (N=60)

Psychological treatment (N=60)

Disability (N=36)
Mean=12.4, SD=9.8

Antidepressant use (N=40)

Psychological treatment (N=40)

Treatment indicators

Sample of o�spring with
an episode during follow-up

Sample of o�spring without
an episode during follow-up

Severity indicators

No Mild Moderate / Severe

No Yes

Figure 1. Precise course of depressive/anxiety disorder in offspring, separately for those with and 
without an episode during follow-up
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Offspring 
(N=105)

Controls 
(N=33)

Baseline characteristics n(%)/mean(sd) n(%)/mean(sd) p

Gender (female)a

Ageb

Parental educational levelb

74 (70.5)
22.8 (3.1)
5.2 (2.1)

27 (81.8)
25.6 (3.6)
5.9 (2.3)

.200
<.001
.125

Lifetime diagnosisa

   Depressive disorder
   Anxiety disorder
   Comorbid disorder
Age of onsetb

Recencya

   Past month
   Past year
   Longer ago

21 (20.0)
41 (39.0)
43 (41.0)
14.9 (4.8)

57 (54.3)
22 (21.0)
26 (24.8)

7 (21.2)
11 (33.3)
15 (45.5)
17.9 (4.6)

13 (39.4)
8 (24.2)

12 (36.4)

.837

.002

.294

Table 2. Sample characteristics of offspring and controls without a parental history of 
depressive/anxiety disorder

anxiety disorders in offspring differed from controls without PH, we considered both primary 
and secondary outcome measures (see Table 3). No significant difference was found in the 
presence of a depressive/anxiety episode during follow-up (primary outcome; p=.530), nor 
in the type of disorder (p=.442; not tabulated) and its persistence over time (p=.226; not 
tabulated). In addition, no significant differences were found in the course of any of the 
severity and treatment indicators (secondary outcomes; all p-values ≥ .264). 

ORa 95% CI p

Primary outcome
Episode during follow-upa (yes) 0.75 0.31-1.83 .530

Ba 95% CI p

Secondary outcomes
Severityb

   Depressive symptoms 
   Anxiety symptoms  
   Disability  

0.79
-1.77
-2.62

-4.44-6.03
-5.70-2.16
-9.19-3.96

.764

.375

.432

ORa 95% CI p

Treatmenta

   Antidepressant use (yes)
   Psychological treatment (yes)

1.96
1.01

0.60-6.41
0.42-2.41

.264

.982

* PH=parental history of depressive/anxiety disorder; Odds and B’s are presented for offspring with PH, controls without PH were 
the reference category; Analyses are adjusted for baseline age and age of first disorder onset. a Based on logistic regression analysis.
b Based on linear regression analysis

Table 3. Associations of PH status with the course of depressive/anxiety disorder*

aBased on chi-square statistics. bBased on independent t-tests
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DISCUSSION
Main findings
This study shows that the clinical course of depressive/anxiety disorders is variable in offspring 
with a parental history of similar psychopathology. Of our offspring with a lifetime depressive/
anxiety disorder at baseline, the majority also had an episode during the six-year follow-
up period (59%). Although most of these offspring were severely impaired, a substantial 
proportion met diagnostic criteria at only one follow-up assessment (40%) or reported no or 
mild depressive (62%) or anxiety symptoms (76%). The remaining offspring did fairly well 
as they had no diagnosis during the entire follow-up period (41%). Among these, a small 
part reported suffering from anxiety symptoms (19%), but a large part still experienced at 
least mild levels of depressive symptoms (43%) or disability (94%). No significant differences 
in course trajectories were observed in offspring versus controls without a parental history 
of depressive/anxiety disorders. Notably, these results should be treated with caution as the 
small sample size of our control group limits our ability to draw strong conclusions. 

Comparison with previous studies
In our sample of offspring with a history of depression/anxiety at baseline, 59% had experienced 
a depressive/anxiety episode during the six-year follow-up period. Comparison to previous 
studies is complicated by methodological differences, most importantly, the length and 
number of follow-up assessments, but can be best compared to studies that included a similar 
sample of offspring of treatment-seeking depressed patients.6-8 It should be noted that these 
studies focused on depressive episodes and did not report anxiety recurrences rates. Studies 
using this sample reported MDD recurrence rates of 17% at two-year follow-up8 and of 34% 
at 10-year follow-up.7 The higher rates for depressive disorder we found during our six-year 
follow-up period (i.e., 45%; 18% pure depressive disorder, and 27% comorbid depressive and 
anxiety disorder) may be due to the more closely spaced assessments that were performed 
in our study which makes failure to recall previous episodes less likely. Wickramaratne and 
colleagues6 focused on a subsample of offspring with a childhood or adolescent onset of 
MDD and estimated that 89% experienced a subsequent episode of MDD after age 20. These 
rates were remarkably higher as compared to the rates we found which may be explained by 
the increased risk for recurrences associated with early-onset cases.24

 To our knowledge, this study was the first to provide a more detailed picture of 
the course of depressive/anxiety disorders in offspring with a parental history of similar 
psychopathology by separately considering, for example, its severity in those with and without 
an episode during follow-up. This is of high importance as previous studies in non-offspring 
samples indicate that no longer fulfilling diagnostic criteria does not always accompany 
the complete resolution of symptoms and disability.11-13,25 These residual symptoms are a 
clinically relevant state of illness as they have shown to be powerful predictors of relapse.26,27 

Our study confirms that such an approach is valuable as we observed that many offspring 
who were diagnosis free during follow-up still experienced increased symptom levels and, 
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in particular, significant disabilities. And, conversely, we found that meeting criteria for a 
depressive or anxiety disorder does not always accompany severe symptomatology and high 
levels of disability. This is in line with studies showing high variability in symptom severity 
and functioning in depressed/anxious persons.13,28,29 In general, when studying the course of 
psychiatric disorders it is therefore valuable to look beyond the diagnostic labels and to also 
consider other outcome parameters as they may provide important additional information 
about patients’ wellbeing.
 No significant differences were found in course trajectories in offspring of depressed/
anxious patients and controls without PH. Notably, the small sample size of our comparison 
group of persons without PH limits our ability to draw firm conclusions. Previous high-risk 
studies as well as studies based on population and clinical samples produced inconsistent 
results with some studies suggesting that a parental or family history of depression/anxiety 
predicted recurrence of depressive or anxiety disorders9,30-32, whereas others did not find such 
an association.6,8,24,33-35 Wilson and colleagues24 conducted a large community-based study and 
found that parental depressive disorder was not associated with recurrence after adjustment 
for earlier age of onset in patients with PH. When studying the impact of PH on the course of 
depressive/anxiety disorder it is thus useful to consider age of onset.
 Another finding that deserves attention is the familial nature of depressive/
anxiety disorders. Our study suggests that young persons with depressive/anxiety disorders 
without affected parents may be atypical as the comparison sample of controls without PH 
that we ended up with turned out to be rather small (i.e., 25% reported no PH). Previous 
investigators8,36 also came across this issue since they noted that statistical analyses could not 
be performed because the vast majority of young depressed offspring (i.e., younger than 23 
or 16 years, respectively) had a depressed parent. From top-down studies, starting with a 
depressed/anxious parent and examining rates of psychiatric disorders in offspring, the high-
risk status of offspring is well known.2,5,9 The current bottom-up finding of relative sparsity of 
healthy parents combined with affected offspring strongly supports that familial aggregation 
is the rule rather than the exception. 

Clinical implications
This study showed that about half of the offspring with a history of depressive/anxiety will 
suffer from another episode later in life. Relapse prevention programs offer some promise in 
the prevention of relapse and recurrences37-40 and may be worthwhile to consider as structural 
part of treatment. In addition, the development of strategies to encourage treatment-
seeking among young persons’ suffering from these disorders seem to be worthwhile as 
timely treatment may improve the long-term course.41,42 Adult mental health services 
where vulnerable offspring can be identified via their parents who receive treatment, may 
be an appropriate setting for implementing such strategies, as well as strategies focusing on 
prevention of a first episode, as we found that the vast majority of young depressed/anxious 
persons also have affected parents. 
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Strengths and limitations
The strengths of our study are the six year follow-up period with biennial assessments, the 
relatively large sample of affected offspring as compared to previous high-risk studies and 
the assessment of severity and treatment indicators in offspring with and without a diagnosis 
separately. However, there are some limitations to be recognized. First, the follow-up period 
did not necessarily cover the period immediately after first depression/anxiety onset. The 
ideal study design would be to prospectively measure first onset in both offspring and controls 
without PH followed by regular assessments of course indicators. However, the costs of such a 
prospective design are huge, as already illustrated by the relative rare combination of healthy 
parents combined with affected offspring. Second, the course may be worse than presented 
as offspring who dropped out of the study reported higher depressive symptom severity and 
disability levels at the baseline assessment as compared to offspring with complete data who 
were included in the present study. Third, in contrast to our course indicators based on the 
CIDI, the severity and treatment variables did not fully cover the entire period since the 
previous interview. Finally, we observed no significant differences in the overall course of 
depressive/anxiety disorders in offspring versus controls without PH, but the sample size of 
our control group was relatively small. Results should therefore be interpreted with caution 
and larger studies are required. 

Conclusion
The prospective course of depressive/anxiety disorders in offspring of depressed/anxious 
patients is variable. More than half of the offspring followed a recurrent or chronic course 
while the remaining part had no diagnosis during follow-up. Note that symptom severity and 
disability levels varied widely between individuals within these two groups indicating that 
syndromal recovery does not necessarily go hand in hand with the complete resolution of 
symptoms and restoration of everyday functioning, and vice versa. Furthermore, we found no 
support for a worse course in offspring with PH as compared to offspring without PH. 
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ABSTRACT

Objective
To systematically describe the characteristics of and techniques used in prevention programs 
for children of parents with mood/anxiety disorders. In addition, recruitment approaches and 
possible difficulties were identified and a meta-analysis was conducted to examine the effects 
of these prevention programs on the incidence of depression/anxiety and symptom severity 
in children. 

Data sources
A systematic literature search was conducted in PubMed, PsychINFO and Cochrane Central 
Register of Controlled Trials (CENTRAL) from the earliest record to February 2017. In 
addition, program manuals of identified prevention programs were requested.  

Study selection 
Randomized controlled trials assessing the efficacy of a prevention program for children 
(aged 6-25 years) who have a parent with a mood and/or anxiety disorder were included. 

Data extraction 
Two reviewers extracted data on program characteristics, techniques, recruitment approaches, 
success and indicators of recruitment difficulties. In addition, outcome data for the meta-
analysis and data on study quality were extracted. 

Data synthesis
A total of 20 articles reporting on nine studies containing seven unique prevention programs 
involving 1283 subjects were identified. Five programs focused on depression prevention, 
one on anxiety prevention and one on both. Four prevention programs were characterized 
as family-focused while three targeted offspring only. Programs varied in the number and 
types of techniques used, but all provided psychoeducation on depression/anxiety and on 
how parental illness affects the family. Studies differed in their way of recruiting participants, 
with most studies recruiting via mental health clinics, media outlets, and clinicians. Results 
suggested that recruitment via clinicians was more successful than recruitment via Health 
maintenance organization databases. Studies took a mean of 2.1 years to recruit a mean 
of 133 participants. In a meta-analysis, a significant risk difference was found in favor of 
prevention programs on the risk of developing a depressive/anxiety disorder at short-term 
(RR=0.37, 95%CI [0.21; 0.66]) and long-term follow-up (RR=0.71, 95%CI [0.57; 0.87] and, 
on depressive/anxiety symptom levels post-intervention (SMD = -0.23, 95%CI [-0.57; -0.06]) 
and at 12 months follow-up (SMD = -0.31, 95%CI [-0.57; -0.06]).
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Conclusions
Few studies have evaluated the efficacy of prevention programs in children of parents with 
mood/anxiety disorders. These programs combined psychoeducational elements with skills 
training and/or cognitive behavioral therapy elements. The recruitment process and the 
content of these programs is sometimes inappropriately described and could be improved. 
Nevertheless, prevention programs appear to be effective, indicating a need to further examine 
how these programs exactly work and for whom. 
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INTRODUCTION
Mood and anxiety disorders are prevalent and disabling psychiatric disorders commonly 
occurring together.1-4 Previous studies suggest that children whose parents suffer from (one 
of) these conditions are more likely to develop a mood and/or anxiety disorder (further 
denoted as mood/anxiety disorder) themselves as compared to children of parents without 
affective psychopathology.5,6 These children are not only genetically more susceptible to 
develop a mood/anxiety disorder, but they are also subjected to environmental influences 
that contribute to this increased risk (e.g., exposure to inadequate parenting and unfavorable 
or stressful living environment).7-9 Children of parents with a mood/anxiety disorder are thus 
an important target group to be addressed by preventive efforts.
 Over the past decades, several prevention programs have been designed aiming 
to prevent the development of mood/anxiety episodes in children of affected parents. Two 
previous meta-analyses have focused on prevention programs in children of parents with 
mental disorders in general10,11, one of which included the incidence of mental disorders in 
children as an outcome of interest.10 This meta-analysis found that preventive interventions 
decreased the risk of developing a mental disorder in children by 40%. A recent meta-analysis 
focusing on prevention programs in children of depressed parents in particular yielded 
similar results: preventive interventions reduced the incidence of depression in children by 
44%.12 Depressive and internalizing symptom scores decreased post-intervention, but effects 
were not maintained at short and long-term follow-up.12

 Previous meta-analyses solely focused on determining the efficacy of prevention 
programs. This is unfortunate, because for implementation into clinical practice as well as 
for replication of randomized controlled trials (RCTs), intervention descriptions of sufficient 
detail are essential.13 Incomplete description of interventions has been a concern in the 
broader field of health sciences.14-16 For example, Hoffmann and colleagues16 reported that 
in more than half of the randomized trials of non-pharmacological interventions included 
in their study, interventions were inadequately described. Clinicians are encouraged to 
use systematic reviews to inform their practice, however, when intervention descriptions 
provide insufficient detail, translation into clinical practice can be hampered. One way to 
deal with that issue is to use a newly developed checklist, called the Template of Intervention 
Description and Replication (TIDieR13). In this template, researchers give information about 
for instance the goal, procedure, materials and provider of the intervention. Moreover, 
apart from the TIDieR checklist, it is also important to analyze the techniques that different 
prevention programs use (e.g., cognitive behavioral therapy components, improvement of 
parenting skills etc.). This is because clinicians need to be aware what components effective 
prevention programs use to prevent the onset of disorders in children of parents with mood/
anxiety disorders. In addition, such information is important to inform future trials. One 
previous review has conducted a content analysis of programs aimed at preventing the onset 
of a psychiatric disorder in children of parents with mental illnesses in general.17 However, 
this study analyzed the interventions on the basis of research papers rather than on basis of 
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the intervention manuals which may have led to incomplete description of effective program 
components. 
 A second important issue when evaluating the potential of prevention programs is 
their success in recruiting persons at risk. Previous investigators have recently pointed to the 
difficulties encountered by researchers and practitioners when inviting children of parents with 
a mental illness and their families to prevention programs with barriers existing at different 
levels.18,19 For example, professionals report they lack accurate knowledge about parental 
mental illness and on how to discuss parenting issues with patients.19 Parents may experience 
stigma or do not realize the importance of intervention18,19 and, children themselves may 
refuse to participate, for example because they do not want to become involved in parental 
issues. Knowledge on recruitment approaches and difficulties experienced can be used to 
optimize recruitment strategies and is of high importance to take informed decisions on 
whether or not to start a trial or to implement a prevention program. 
 In order to extend previous meta-analyses which have mainly focused on the efficacy 
of prevention programs, the main aim of the present review is to systematically describe the 
characteristics of and techniques used in existing prevention programs for children of parents 
with mood or anxiety disorders. In addition, this paper aims to identify the recruitment 
strategies and whether trials evaluating these programs faced difficulties in recruiting children 
or families for participation. Moreover, we also evaluated the efficacy of these programs in 
terms of their ability to prevent the onset of mood/anxiety disorders and to reduce mood/
anxiety symptoms. The excessively high comorbidity rates found for mood disorders with 
anxiety disorders20 were the reason for, other than Loechner and colleagues12, including both 
prevention programs for children of parents with a mood disorder as well as those developed 
for children of parents with an anxiety disorder.
 
METHOD 
Search strategy and selection criteria
Results were reported according to the PRISMA checklist. A literature search was conducted 
in PubMed, PsychINFO and Cochrane Central Register of Controlled Trials (CENTRAL) 
from the earliest record to February 2017. Combinations of keywords and index terms 
were used to describe the population, intervention and study design. Key words related to 
(1) children of parents with a mood/anxiety disorder, (2) preventive interventions, and (3) 
randomized controlled trials (RCT) (see Appendix Table 1 for the exact search strings). In 
addition, reference sections of identified papers and of recent reviews on related topics (i.e., 
depression and anxiety prevention programs) were screened for additional studies. 
 To be included in the present study, a study was required to: (a) examine children 
aged 6-25 years who have a parent with a mood (depression or bipolar disorder) and/or 
anxiety disorder (i.e., projects with mental illnesses in general were not considered), (b) 
assess the efficacy of a prevention program on the onset of a mood/anxiety disorder or mood/
anxiety symptom outcome in the child, (c) be an RCT and (d) be written in English, German 
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or Dutch. Studies on pharmacological interventions and studies including offspring who 
already met diagnostic criteria for a mood/anxiety disorder were excluded. Two researchers 
independently screened all identified abstracts and then compared their results to resolve 
disagreements. If uncertainty remained, full-text articles were retrieved and comprehensively 
assessed for eligibility. The assessment of full-text articles was split between the two researchers 
who had frequent contacts to discuss unclarities. 

Data extraction and data analysis
We first extracted information about the general characteristics of the studies, including the 
name of the prevention program, target group, sample size, mean age, percentage of female 
participants, how the parental disorder was assessed, type of control group, follow-up period, 
and attrition. The data extraction was done in duplicate. Disagreements were resolved by 
discussion between the two researchers. 

Characteristics of included prevention programs
In order to systematically identify and map characteristics of the included prevention programs, 
the recently introduced TIDieR (Template for Intervention Description and Replication) 
checklist and guide13 was used, developed to improve the reporting of intervention details in 
systematic reviews. In this checklist, information is extracted on the goal of the intervention 
(why), the materials and procedures (what), the facilitator (who provided), the way the 
intervention was delivered (how), the location of the intervention (where), the duration of the 
intervention (when and how much), the tailoring of the intervention, whether modifications 
were made throughout the study process, and the fidelity of the intervention (how well). 

Techniques used in prevention programs
In order to give a more detailed overview about the content of the prevention programs, we 
additionally extracted data on the techniques used. For the table on techniques, a first version 
of the data extraction template was designed. This template was pre-tested on two prevention 
programs independently by two researchers after which adjustments were made. The second 
version was presented to the other senior researchers whose feedback was implemented. Our 
final data extraction template contained information on whether psychoeducation (general 
knowledge about anxiety and depression, impact of mental illness on family members and 
-functioning), skills training (family communication, parenting skills, problem solving, 
relaxation), and CBT techniques (exposure, behavioral activation, cognitive restructuring) were 
used in the prevention program. Two researchers independently extracted the information from 
the eligible papers and manuals, compared results, and resolved disagreements by consensus 
after discussion. For the analyses on the content of prevention programs we additionally 
requested the program manuals. In all but one case, intervention manuals were received.  
For the study, in which no manual was received21, information was based on published articles. 
Descriptions of the control conditions were based on published articles.
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Recruitment
In order to give a more detailed overview about the recruitment, we extracted recruitment 
approaches, percentage of contacted participants that actually participated in the trial, 
percentage of participants actively refusing to participate, time needed to recruit the 
participants, and explicit statements regarding recruitment problems as well as other 
statements that could indicate such difficulties (i.e., modifications to recruitment strategies, 
extension of the initial recruiting time frame, failure to achieve the anticipated enrollment 
numbers).

Meta-analysis
Outcome data for the meta-analysis were additionally extracted independently by two 
researchers. The presence of a mood/anxiety diagnosis during follow-up was our primary 
outcome. Not all studies performed assessments at the same time point. We therefore 
clustered data of several time points into short-term follow-up (i.e., 9-18 months) and long-
term follow-up (i.e., 24 months or longer). Secondary outcomes were depressive or anxiety 
symptom severity at post-intervention (i.e., immediately after the intervention) and at 12 
months follow-up. If multiple informants provided information on offspring’s symptom 
levels, interviewer ratings were preferred over self-report ratings, and self-report ratings 
over parent ratings. To summarize the effect of trials, the risk ratio (RR) was calculated for 
the dichotomous outcomes and standardized mean difference for continuous outcomes 
(SMD; Hedges’g). Dichotomous effects were weighted using the Mantel–Haenszel method 
and continuous effects were weighted by the inverse of variance. Heterogeneity was assessed 
using the I² statistic.22 Statistical analyses were performed in RevMan 5.3. Publication bias was 
examined by visual inspection of the funnel plot.  

Quality assessment
According to the Cochrane Handbook for Systematic Reviews of Interventions, risk of bias 
in included studies was assessed as a judgement (i.e., low risk, high risk or unclear risk) of 
the following criteria: random sequence generation (selection bias), allocation concealment 
(selection bias), blinding of participants (performance bias), blinding of outcome 
assessment (detection bias), the methods of addressing incomplete outcome data (attrition 
bias) and potential selective reporting (selective reporting bias). In addition, we assessed 
the independence of the investigators (i.e., whether the trial was conducted by those who 
developed the intervention). Two researchers independently performed all assessments in 
duplicate and resolved discrepancies if necessary.
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Figure 1. Literature search flowchart
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(n = 2319)

 

Records excluded 
(n =  2242)

| 

Full-text articles assessed for eligibility
(n = 77)

Full-text articles excluded (n =  57)
• No full text available (n = 2)
• No empirical study (e.g., review, comment) (n = 3)
• No intervention study (n = 6)
• Inclusion of offspring into the study not based on 

parental depression/anxiety (n = 25)
• Intervention was not aimed at children or family as a 

whole (n = 5)
• Study included children/adolescents who already met 

criteria for a depression or anxiety disorder (n = 5)
• Studies did not report on children outcomes (n = 4)
• Offspring average  age not within 6-25 years (n = 1)
• Article is a study protocol and no results could be 

retrieved via other sources (e.g., dissertation, contact 
with researchers) (n = 5)

| 

Eligible study projects 
(n = 9)

| 

Articles from the same study project 
(n = 11)

RESULTS
Selection and inclusion of studies
Having examined a total of 2.319 abstracts, 2.242 articles were excluded on the basis of title 
and abstract (see Figure 1). We retrieved 77 full-text articles for further study. Of these, 57 
were excluded for various reasons as described in Figure 1. A total of 20 articles reporting 
on nine study projects met all inclusion criteria and were included in the present study.21,23-41 
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Examining the reference sections of included articles and recent reviews did not yield 
additional articles. 

General characteristics of included studies
Characteristics of the included studies are presented in Table 1. The nine study projects included 
a total of 1283 subjects. The sample size of the studies ranged from 30 to 316 participants with 
a mean sample size of 143. The percentage of female offspring ranged from 43% to 100% and 
mean age ranged from 8.7 to 14.8 years. Six of the nine studies included offspring of parents 
with a mood disorder. In four of those six studies, parents met criteria for a mood disorder 
according to a diagnostic interview, in one study parents had scored above a cutoff on a self-
report questionnaire assessing depressive symptoms, and in one study the presence of parental 
mood disorder was based on medical records. Two of the nine studies included offspring of 
parents with an anxiety disorder which was established with a diagnostic interview. The last 
study included offspring of parents with high perceived anxiety and depressive symptoms 
as indicated by adolescent self-report. Three studies applied additional inclusion criteria 
for offspring with regard to their levels of depression/anxiety. One study included offspring 
with subsyndromal depressive disorder, another study focused on offspring with elevated 
depressive or anxiety symptoms, and in the last study offspring were required to have current 
subsyndromal depressive symptoms and/or a history of depressive disorder. 
 The type of control condition used in the studies varied widely. Four studies compared 
a prevention program with an informational control condition, three with a waiting list 
control condition and two with care-as-usual. The follow-up duration ranged from 3 months 
to 75 months with four studies reporting a follow-up duration of 24 months or more. Attrition 
ranged from 7% to 29% with a mean of 15.2%.

Characteristics of prevention programs
Of the nine studies, two reported on the same prevention program (Coping and Promoting 
Strengths program32,33; Hope, Meaning and Continuity25,31) resulting in seven unique 
prevention programs to be included in our content analysis. In Table 2 these programs 
are described according to the TIDieR checklist and guide.13 Five of these programs were 
developed for offspring of parents with a depressive disorder, one for offspring of parents with 
an anxiety disorder and one for offspring of parents with one of both of these conditions. No 
prevention program was found specifically developed for offspring of parents with a bipolar 
disorder. Four of seven programs were characterized as family-focused and three targeted 
offspring in particular. These offspring-focused programs did include parent meetings but 
these were aimed at informing parents on the content of the program; parents were not 
actively involved in the intervention. All programs were conducted face-to-face. The number 
of sessions varied from six to 15, and for four programs it was reported that they provided 
booster sessions. Moreover, all programs reported high levels of program fidelity. Control 
conditions were also described according to the TIDierR (see Appendix Table 2).
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Table 1. General characteristics of included studies

    * Main study reference

Study reference Name of the 
intervention

Target group N
Allocated 
(int/con)

Mean age 
children

% 
female

Assessment parental
disorder

Control group Follow-up 
in months

Attrition

Beardslee 1997*
Beardslee 2003
Beardslee 2007

Hope, Meaning, and 
Continuity

Parents with mood disorder and their children aged 
8-15 years

138
(78/60)

11.6 43 SADS-L Informational control 
condition 
(lecture intervention in 
group format)

Post, 12, 24, 
36, 48

17%

Clarke 2001 Coping with Stress 
Course

Adolescent offspring aged 13-18 years of parents 
with MDD and/or dysthymia

Additional inclusion criteria: 
- Current subsyndromal depressive symptoms in 
offspring

94
(45/49)

14.6 64 F-SADS Care as usual Post, 12, 24 21%

Compas 2009*/ 
2010/2011/2015
Bettis 2016

Family group 
cognitive-behavioral 
intervention

Parents with MDD and their children aged 9-15 
years

242
(121/121)

11.5 50 SCID Informational control 
condition 
(written information)

Post, 6, 12, 
18, 24

12%

Garber 2009*
Beardslee 2013
Brent 2015
Garber 2016

Coping with Stress 
Course - Revision

Adolescent offspring aged 13-17 years of parents 
with MDD and/or dysthymia

Additional inclusion criteria:
- Current subsyndromal depressive symptoms in 
offspring and/or
- History of depressive disorder (at least two 
months in remission) in offspring

316 (159/157) 14.8 59 SCID Care as usual Post, 3, 9, 21, 
33, 75

12%

Ginsburg 2009 Coping and 
Promoting 
Strengths

Parents with anxiety disorder and their children 
aged 7-12 years

40
(20/20)

8.9 45 ADIS Waitlist Post, 6, 12 18%

Ginsburg 2015*
Pella 2016

Coping and 
Promoting 
Strengths

Parents with anxiety disorder and their children 
aged 6-13 years

136
(70/66)

8.7 56 ADIS Informational control 
condition 
(written information)

Post, 6, 12 13%

Mason 2012 Project Hope Parents with elevated levels of depressive symptoms 
and their children aged 12-15 years

30
(16/14)

13.9 44 QIDS-SR Waitlist Post, 5 7%

Rasing 2017 Een Sprong vooruit 
(A jump forward)

Adolescents aged 11-14 years with perceived 
parental anxiety/depression

Additional inclusion criteria:  
- Elevated depressive or anxiety symptoms in 
offspring

142
(69/73)

12.9 100 Self-report via 
adolescent

Waitlist Post, 6, 12 8%

Solantaus 2010*
Punamaki 2013

Hope, Meaning, and 
Continuity

Parents with mood disorder and their children aged 
8-16 years

145
(67/78)

N/A N/A Medical records Informational control 
condition

(Let’s Talk about the 
Children, discussion with 
parents to assess child’s 
situation and how to 
support)

Post, 4, 10, 
18

29%

137623_Petra Havinga_BNW.indd   90137623_Petra Havinga_BNW.indd   90 06-01-20   13:1506-01-20   13:15



9191

6

Table 1. General characteristics of included studies
Study reference Name of the 

intervention
Target group N

Allocated 
(int/con)

Mean age 
children

% 
female

Assessment parental
disorder

Control group Follow-up 
in months

Attrition

Beardslee 1997*
Beardslee 2003
Beardslee 2007

Hope, Meaning, and 
Continuity

Parents with mood disorder and their children aged 
8-15 years

138
(78/60)

11.6 43 SADS-L Informational control 
condition 
(lecture intervention in 
group format)

Post, 12, 24, 
36, 48

17%

Clarke 2001 Coping with Stress 
Course

Adolescent offspring aged 13-18 years of parents 
with MDD and/or dysthymia

Additional inclusion criteria: 
- Current subsyndromal depressive symptoms in 
offspring

94
(45/49)

14.6 64 F-SADS Care as usual Post, 12, 24 21%

Compas 2009*/ 
2010/2011/2015
Bettis 2016

Family group 
cognitive-behavioral 
intervention

Parents with MDD and their children aged 9-15 
years

242
(121/121)

11.5 50 SCID Informational control 
condition 
(written information)

Post, 6, 12, 
18, 24

12%

Garber 2009*
Beardslee 2013
Brent 2015
Garber 2016

Coping with Stress 
Course - Revision

Adolescent offspring aged 13-17 years of parents 
with MDD and/or dysthymia

Additional inclusion criteria:
- Current subsyndromal depressive symptoms in 
offspring and/or
- History of depressive disorder (at least two 
months in remission) in offspring

316 (159/157) 14.8 59 SCID Care as usual Post, 3, 9, 21, 
33, 75

12%

Ginsburg 2009 Coping and 
Promoting 
Strengths

Parents with anxiety disorder and their children 
aged 7-12 years

40
(20/20)

8.9 45 ADIS Waitlist Post, 6, 12 18%

Ginsburg 2015*
Pella 2016

Coping and 
Promoting 
Strengths

Parents with anxiety disorder and their children 
aged 6-13 years

136
(70/66)

8.7 56 ADIS Informational control 
condition 
(written information)

Post, 6, 12 13%

Mason 2012 Project Hope Parents with elevated levels of depressive symptoms 
and their children aged 12-15 years

30
(16/14)

13.9 44 QIDS-SR Waitlist Post, 5 7%

Rasing 2017 Een Sprong vooruit 
(A jump forward)

Adolescents aged 11-14 years with perceived 
parental anxiety/depression

Additional inclusion criteria:  
- Elevated depressive or anxiety symptoms in 
offspring

142
(69/73)

12.9 100 Self-report via 
adolescent

Waitlist Post, 6, 12 8%

Solantaus 2010*
Punamaki 2013

Hope, Meaning, and 
Continuity

Parents with mood disorder and their children aged 
8-16 years

145
(67/78)

N/A N/A Medical records Informational control 
condition

(Let’s Talk about the 
Children, discussion with 
parents to assess child’s 
situation and how to 
support)

Post, 4, 10, 
18

29%
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Table 2. TIDieR checklist for included prevention programs 
Name of 
intervention

Why What (Materials) What (Procedures) Who 
provided

How

Coping with Stress 
Course

Clarke 2001

Intervention focuses on training cognitive-restructuring 
skills and techniques for modifying irrational or negative 
self-statements and thoughts to better cope with stress. By 
modifying these irrational or negative self-statements and 
thoughts, the interventions aims at preventing depression. 

Teen workbook, index cards, 
group discussions,  role-play, 
group activities, balloons

In the teen workbook, there are a number of exercises for the adolescents to 
identify, challenge and change irrational or negative thought. Examples include 
Comics, which are used to learn to the ABC technique and to develop positive 
counter thoughts. The mood diary is another example, in which adolescents 
learn to identify their negative feelings and the events/thoughts that are 
associated with these.

Index cards are used to record negative thoughts.

Group discussions are used to discuss learned material (e.g., negative thoughts: 
What are negative thoughts, what are some ways to deal with activation evens; 
coming up with a consensus regarding which approach is best).

Group activities are used to on the one hand complete exercises (e.g., list all 
possible causes of depression) and on the other hand used for adolescents to 
share one of their favorite hobbies.

Balloons used as a method to get rid of negative thoughts.

Therapist with a 
master’s degree 
that was trained 
in the approach

Face-to-face
treatment 
in group of 
adolescents

Coping with Stress 
Course (revision)

Garber 2009

Intervention focuses on training  cognitive-restructuring 
skills and techniques for modifying irrational or negative 
self-statements and thoughts to better cope with stress. By 
modifying these irrational or negative self-statements and 
thoughts, the interventions aims at preventing depression. 
In addition, learning problem solving skills, behavioral 
activation, relaxation, and assertiveness is also thought to 
decrease the risk of developing a depressive disorder.

Teen workbook, index cards, 
group          discussions, 
role-play, group activities, 
balloons, 6 helpful questions

In the teen workbook, there are a number of exercises for the adolescents to 
identify, challenge and change irrational or negative thought. Examples include 
Comics, which are used to learn to the ABC technique and to develop positive 
counterthoughts. The mood diary is another example, in which adolescents 
learn to identify their negative feelings and the events/thoughts that are 
associated with these.

Index cards are used to record negative thoughts.

Group discussions are used to discuss learned material (e.g., negative thoughts: 
What are negative thoughts, what are some ways to deal with activation evens; 
coming up with a consensus regarding which approach is best).

Group activities are used to on the one hand complete exercises (e.g., list all 
possible causes of depression, learn mindfulness techniques) and on the other 
hand used for adolescents to share one of their favorite hobbies.

Balloons used as a method to get rid of negative thoughts.

6 helpful questions are questions that help to learn how 
to best come up with positive counter thoughts.

Therapists 
who were at 
least masters-
level clinicians 
trained and 
supervised by 
Ph.D.  

Face-to-face
treatment 
in group of 
adolescents

Een sprong vooruit 
(A jump forward)

Rasing 2017

The program aims to prevent depression and anxiety by 
using techniques based on cognitive behavioral therapy, 
behavioral activation and exposure.

Adolescent workbook, group 
exercises, inbox cards

In the workbook, there are a number of exercises based on CBT for the 
adolescents to identify, challenge and change irrational or negative thought. 

Group exercises, discussions, and homework are used to practice the material. 

On the inbox cards, adolescents were asked to describe situations they feel sad 
about or angry.

At least 
psychologists at 
master level

Face-to-face
treatment 
in group of 
adolescents
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Table 2. TIDieR checklist for included prevention programs 
Name of 
intervention

Why What (Materials) What (Procedures) Who 
provided

How

Coping with Stress 
Course

Clarke 2001

Intervention focuses on training cognitive-restructuring 
skills and techniques for modifying irrational or negative 
self-statements and thoughts to better cope with stress. By 
modifying these irrational or negative self-statements and 
thoughts, the interventions aims at preventing depression. 

Teen workbook, index cards, 
group discussions,  role-play, 
group activities, balloons

In the teen workbook, there are a number of exercises for the adolescents to 
identify, challenge and change irrational or negative thought. Examples include 
Comics, which are used to learn to the ABC technique and to develop positive 
counter thoughts. The mood diary is another example, in which adolescents 
learn to identify their negative feelings and the events/thoughts that are 
associated with these.

Index cards are used to record negative thoughts.

Group discussions are used to discuss learned material (e.g., negative thoughts: 
What are negative thoughts, what are some ways to deal with activation evens; 
coming up with a consensus regarding which approach is best).

Group activities are used to on the one hand complete exercises (e.g., list all 
possible causes of depression) and on the other hand used for adolescents to 
share one of their favorite hobbies.

Balloons used as a method to get rid of negative thoughts.

Therapist with a 
master’s degree 
that was trained 
in the approach

Face-to-face
treatment 
in group of 
adolescents

Coping with Stress 
Course (revision)

Garber 2009

Intervention focuses on training  cognitive-restructuring 
skills and techniques for modifying irrational or negative 
self-statements and thoughts to better cope with stress. By 
modifying these irrational or negative self-statements and 
thoughts, the interventions aims at preventing depression. 
In addition, learning problem solving skills, behavioral 
activation, relaxation, and assertiveness is also thought to 
decrease the risk of developing a depressive disorder.

Teen workbook, index cards, 
group          discussions, 
role-play, group activities, 
balloons, 6 helpful questions

In the teen workbook, there are a number of exercises for the adolescents to 
identify, challenge and change irrational or negative thought. Examples include 
Comics, which are used to learn to the ABC technique and to develop positive 
counterthoughts. The mood diary is another example, in which adolescents 
learn to identify their negative feelings and the events/thoughts that are 
associated with these.

Index cards are used to record negative thoughts.

Group discussions are used to discuss learned material (e.g., negative thoughts: 
What are negative thoughts, what are some ways to deal with activation evens; 
coming up with a consensus regarding which approach is best).

Group activities are used to on the one hand complete exercises (e.g., list all 
possible causes of depression, learn mindfulness techniques) and on the other 
hand used for adolescents to share one of their favorite hobbies.

Balloons used as a method to get rid of negative thoughts.

6 helpful questions are questions that help to learn how 
to best come up with positive counter thoughts.

Therapists 
who were at 
least masters-
level clinicians 
trained and 
supervised by 
Ph.D.  

Face-to-face
treatment 
in group of 
adolescents

Een sprong vooruit 
(A jump forward)

Rasing 2017

The program aims to prevent depression and anxiety by 
using techniques based on cognitive behavioral therapy, 
behavioral activation and exposure.

Adolescent workbook, group 
exercises, inbox cards

In the workbook, there are a number of exercises based on CBT for the 
adolescents to identify, challenge and change irrational or negative thought. 

Group exercises, discussions, and homework are used to practice the material. 

On the inbox cards, adolescents were asked to describe situations they feel sad 
about or angry.

At least 
psychologists at 
master level

Face-to-face
treatment 
in group of 
adolescents
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Name of 
intervention

Why What (Materials) What (Procedures) Who  
provided

How

Coping and 
Promoting Strenghts 

Ginsburg 2009 

Ginsburg 2015

Intervention focuses on increasing children’s strength and 
resilience by teaching specific skills (e.g., cognitive and 
behavioral coping, problem-solving), on reducing known 
risk factors associated with the onset and maintenance 
of anxiety in children (e.g., distorted thinking, avoidant 
behavior, parental overprotection, family conflict) and on 
increasing knowledge of anxiety and its disorders in order 
to improve communication among family members, 
instill hope for positive outcomes, and help child/family 
make sense of illness.

Family folder with handouts, 
diaries, relaxation tapes/
CDs, discussions, role-play, 
fear hierarchy

Family folder with handouts (e.g., Anxiety Facts, Protective Factors, Anxiety 
Signs & CBT, Skills List, Parenting Tips) are used to provide information and 
tips for parents and children, so that they can review them. 

Diaries (e.g., Parent SLIPS to monitor parenting strategies) are used to monitor 
and keep track of emotions and behaviors and make connections between 
thoughts, behaviors and feelings.

Relaxation Tapes/CDs are used so that families can practice relaxation 
techniques that they learned during the session at home.

Discussions are used for instance to practice material or get to know more 
information about the effect of parental anxiety on family.

Role-play used to modify parental behaviors towards the child.

Fear hierarchy is used to make a list of anxious objects/situations for the family 
and to select exposures and rewards for these different objects/situations, 
starting with the easiest one.

Trained 
therapists 
(qualifications 
not further 
specified)

Face-to-face
treatment 
with 
individual 
families

Family group 
cognitive-behavioral 
intervention

Compas 2009

The main focus on this program are to educate families 
about depressive disorders, increase family awareness 
of the impact of stress and depression on functioning, 
help families recognize and monitor stress, facilitate the 
development of adaptive coping responses to stress, and 
improve parenting skills.

Family meetings, videotapes, 
role-play

During the sessions, skills are taught through didactic instruction, viewing a 
videotape, modeling, role-playing, and homework assignments. Parents learn 
parenting skills (i.e., praise, positive time with children, encouragement of child 
use of coping skills, structure, and consequences for positive and problematic 
child behavior) from one facilitator, and children learn skills for coping with 
their parent’s depression from the other facilitator.

Social workers 
and doctoral 
students

Face-to-face 
treatment 
with group 
of families

Hope, Meaning, and 
Continuity

Beardslee 1997

Solantaus 2010

The central goals of this intervention are to facilitate 
family discussion of parental affective illness and its 
impact on the family and to help parents identify and 
foster healthy coping strategies in their children. 

Family meetings and 
discussion, 
psychoeducational written 
materials for families 

Family meetings to develop a shared narrative of family depression, which helps 
children to better understand their parental illness and its effect on the family.

Written psychoeducational material helps families to develop the questioning 
spirit and seek out materials on their own is an important part of the best way 
to cope with this illness.

Licensed 
social workers 
or clinical 
psychologists 
who were 
rigorously 
trained in the 
intervention 
strategies

Face-to-face
treatment 
with 
individual 
families

Project Hope

Mason 2012

The main focus of the program is on helping to 
strengthen communication and positive relationships in 
these families and to teach specific skills (e.g., problem-
solving) in order to help the adolescents avoid developing 
depression, drug abuse and other serious problems.

Workbook (examples from 
the workbook include 
handouts or social support 
network map), role-play and 
practice situations, family 
meetings, family activities

In the workbook, there are a number of handouts, that provide information and 
tips (e.g., handout about adolescent development or handout to work together 
as a family to prevent the adolescent from getting depressed or using drugs).

Social support network maps are used for obtaining, structuring and feeding-
back information on informal and/or formal components of the adolescent’s 
support network.

Role play and practice situations are used to apply knowledge, for instance 
parents participate in practice situations to apply learned communication skills.

Family activities are given as homework and used to enhance family cohesion.

Trained 
masters-level 
clinicians with 
backgrounds 
in family 
intervention

Face-to-face
treatment 
with 
individual 
families

Table 2. TIDieR checklist for included prevention programs (continued)
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Name of 
intervention

Why What (Materials) What (Procedures) Who  
provided

How

Coping and 
Promoting Strenghts 

Ginsburg 2009 

Ginsburg 2015

Intervention focuses on increasing children’s strength and 
resilience by teaching specific skills (e.g., cognitive and 
behavioral coping, problem-solving), on reducing known 
risk factors associated with the onset and maintenance 
of anxiety in children (e.g., distorted thinking, avoidant 
behavior, parental overprotection, family conflict) and on 
increasing knowledge of anxiety and its disorders in order 
to improve communication among family members, 
instill hope for positive outcomes, and help child/family 
make sense of illness.

Family folder with handouts, 
diaries, relaxation tapes/
CDs, discussions, role-play, 
fear hierarchy

Family folder with handouts (e.g., Anxiety Facts, Protective Factors, Anxiety 
Signs & CBT, Skills List, Parenting Tips) are used to provide information and 
tips for parents and children, so that they can review them. 

Diaries (e.g., Parent SLIPS to monitor parenting strategies) are used to monitor 
and keep track of emotions and behaviors and make connections between 
thoughts, behaviors and feelings.

Relaxation Tapes/CDs are used so that families can practice relaxation 
techniques that they learned during the session at home.

Discussions are used for instance to practice material or get to know more 
information about the effect of parental anxiety on family.

Role-play used to modify parental behaviors towards the child.

Fear hierarchy is used to make a list of anxious objects/situations for the family 
and to select exposures and rewards for these different objects/situations, 
starting with the easiest one.

Trained 
therapists 
(qualifications 
not further 
specified)

Face-to-face
treatment 
with 
individual 
families

Family group 
cognitive-behavioral 
intervention

Compas 2009

The main focus on this program are to educate families 
about depressive disorders, increase family awareness 
of the impact of stress and depression on functioning, 
help families recognize and monitor stress, facilitate the 
development of adaptive coping responses to stress, and 
improve parenting skills.

Family meetings, videotapes, 
role-play

During the sessions, skills are taught through didactic instruction, viewing a 
videotape, modeling, role-playing, and homework assignments. Parents learn 
parenting skills (i.e., praise, positive time with children, encouragement of child 
use of coping skills, structure, and consequences for positive and problematic 
child behavior) from one facilitator, and children learn skills for coping with 
their parent’s depression from the other facilitator.

Social workers 
and doctoral 
students

Face-to-face 
treatment 
with group 
of families

Hope, Meaning, and 
Continuity

Beardslee 1997

Solantaus 2010

The central goals of this intervention are to facilitate 
family discussion of parental affective illness and its 
impact on the family and to help parents identify and 
foster healthy coping strategies in their children. 

Family meetings and 
discussion, 
psychoeducational written 
materials for families 

Family meetings to develop a shared narrative of family depression, which helps 
children to better understand their parental illness and its effect on the family.

Written psychoeducational material helps families to develop the questioning 
spirit and seek out materials on their own is an important part of the best way 
to cope with this illness.

Licensed 
social workers 
or clinical 
psychologists 
who were 
rigorously 
trained in the 
intervention 
strategies

Face-to-face
treatment 
with 
individual 
families

Project Hope

Mason 2012

The main focus of the program is on helping to 
strengthen communication and positive relationships in 
these families and to teach specific skills (e.g., problem-
solving) in order to help the adolescents avoid developing 
depression, drug abuse and other serious problems.

Workbook (examples from 
the workbook include 
handouts or social support 
network map), role-play and 
practice situations, family 
meetings, family activities

In the workbook, there are a number of handouts, that provide information and 
tips (e.g., handout about adolescent development or handout to work together 
as a family to prevent the adolescent from getting depressed or using drugs).

Social support network maps are used for obtaining, structuring and feeding-
back information on informal and/or formal components of the adolescent’s 
support network.

Role play and practice situations are used to apply knowledge, for instance 
parents participate in practice situations to apply learned communication skills.

Family activities are given as homework and used to enhance family cohesion.

Trained 
masters-level 
clinicians with 
backgrounds 
in family 
intervention

Face-to-face
treatment 
with 
individual 
families

Table 2. TIDieR checklist for included prevention programs (continued)
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Table 2 (continued). TIDieR checklist for included prevention programs  

Name of intervention Where When and How Much Tailoring Modifications How well (planned) How well (actual)

Coping with Stress Course

Clarke 2001

HMO clinic offices 15 sessions lasting 1 hour
Conducted 2-4 times per 
week
3 informational meetings 
for parents

Leaders are welcome to modify 
the lectures, examples, and 
vary the exercises at their own 
discretion as they become 
more comfortable with the 
various content areas, but 
the major points made in the 
narrative should be retained.   

Not described All sessions were digitally
audiorecorded. In addition, therapists 
receive ongoing supervision.

All intervention sessions were audiotaped 
and 2 or 3 sessions were randomly selected 
form each group and rated by a senior 
supervisor on a 10-item fidelity scale to 
assess therapist adherence to the study 
protocol. Mean therapist compliance was 
95.9% (SD 3.9%; range 90%-100%) across 
15 rated sessions.

Coping with Stress Course 
(revision)

Garber 2009

Not clear 8 sessions lasting 90 
minutes
Conducted weekly
6 monthly booster sessions 
2 informational meetings 
for parents 

Leaders are welcome to modify 
the lectures, examples, and 
vary the exercises at their own 
discretion as they become 
more comfortable with the 
various content areas, but 
the major points made in the 
narrative should be retained.   

Not described All sessions were digitally
audiorecorded. In addition, therapists 
receive ongoing supervision.

An early and a late session were randomly 
selected from each group (total of 12.5% of
all sessions; n=18) and rated by a senior 
supervisor using a 9-item fidelity scale. 
Therapist compliance rating scores ranged 
from 88.1% to 95.8%.

Coping and Promoting 
Strenghts 

Ginsburg 2009

Ginsburg 2015

Generally in 
therapist office

8 sessions lasting 1 hour
Conducted weekly
3 monthly booster sessions 

Not described Not described Ginsburg et al. (2009):
A detailed session-by-session intervention 
manual with session handouts, weekly 
supervision, and weekly progress notes 
documenting the content of each session 
that the first author reviewed weekly were 
used to enhance adherence.

Ginsburg et al. (2015):
Independent evaluators. Each 
evaluator rated adherence to specific 
session objectives (e.g., explaining the 
intervention model of anxiety reduction, 
teaching relaxation or cognitive 
restructuring techniques).

Ginsburg et al. (2009):
Adherenece was not formally evaluated

Ginsburg et al. (2015):
The average adherence ratings per family 
ranged from 86.36% to 100%, and the mean 
adherence rating across all sessions was 
97.58% (SD= 3.51), reflecting high levels of 
clinician adherence.

Hope, Meaning, and 
Continuity

Beardslee 1997

Solantaus 2010

Family’s home or 
clinician’s office

6–10 sessions lasting 
depending on family’s 
needs
Conducted weekly
1 booster session after 6 
months 
  

Authors provide a set of 
guidelines and principles 
that can be adapted flexibly 
to different settings while the 
core ideas remain. 

Not described Beardslee et al. (1997):
To ensure fidelity to the clinician-
facilitated protocol, a detailed rating 
of key sessions (ie, the meeting with 
the child[ren], planning for the family 
meeting, the family meeting) was 
conducted. Before rating any transcripts, 
we set an adherence standard of 80%. 
Clinicians attended weekly meeting for 
supervision.

Solantaus et al (2010): The fidelity of the 
interventions was ascertained by
logbooks filled out by practitioners. For 
the FTI, the logbooks
listed the manualized topics for 
discussion and the practitioners marked 
down choices  ‘Discussed, yes/no’.

Beardslee et al. (1997):
The clinical interventions of 10 families 
were rated (37 sessions), and an overall 
score was obtained by summing the three 
ratings. Raters for fidelity were not project 
clinicians and had no knowledge of the 
families’ treatment. Overall, interrater 
reliability with the scales was excellent 
(intraclass correlations ranged from 0.89 
to 0.99), and adherence to the protocol 
was similarly stellar (86.4% for the family 
meeting, 91.7% for the child session). 
Difference in adherence among the four 
clinicians was nonsignificant. 

Solantaus et al (2010):
The logbooks filled out by clinicians showed 
that both interventions were carried out 
with fidelity. All interventions included all 
of the different session types.
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Table 2 (continued). TIDieR checklist for included prevention programs  

Name of intervention Where When and How Much Tailoring Modifications How well (planned) How well (actual)

Coping with Stress Course

Clarke 2001

HMO clinic offices 15 sessions lasting 1 hour
Conducted 2-4 times per 
week
3 informational meetings 
for parents

Leaders are welcome to modify 
the lectures, examples, and 
vary the exercises at their own 
discretion as they become 
more comfortable with the 
various content areas, but 
the major points made in the 
narrative should be retained.   

Not described All sessions were digitally
audiorecorded. In addition, therapists 
receive ongoing supervision.

All intervention sessions were audiotaped 
and 2 or 3 sessions were randomly selected 
form each group and rated by a senior 
supervisor on a 10-item fidelity scale to 
assess therapist adherence to the study 
protocol. Mean therapist compliance was 
95.9% (SD 3.9%; range 90%-100%) across 
15 rated sessions.

Coping with Stress Course 
(revision)

Garber 2009

Not clear 8 sessions lasting 90 
minutes
Conducted weekly
6 monthly booster sessions 
2 informational meetings 
for parents 

Leaders are welcome to modify 
the lectures, examples, and 
vary the exercises at their own 
discretion as they become 
more comfortable with the 
various content areas, but 
the major points made in the 
narrative should be retained.   

Not described All sessions were digitally
audiorecorded. In addition, therapists 
receive ongoing supervision.

An early and a late session were randomly 
selected from each group (total of 12.5% of
all sessions; n=18) and rated by a senior 
supervisor using a 9-item fidelity scale. 
Therapist compliance rating scores ranged 
from 88.1% to 95.8%.

Coping and Promoting 
Strenghts 

Ginsburg 2009

Ginsburg 2015

Generally in 
therapist office

8 sessions lasting 1 hour
Conducted weekly
3 monthly booster sessions 

Not described Not described Ginsburg et al. (2009):
A detailed session-by-session intervention 
manual with session handouts, weekly 
supervision, and weekly progress notes 
documenting the content of each session 
that the first author reviewed weekly were 
used to enhance adherence.

Ginsburg et al. (2015):
Independent evaluators. Each 
evaluator rated adherence to specific 
session objectives (e.g., explaining the 
intervention model of anxiety reduction, 
teaching relaxation or cognitive 
restructuring techniques).

Ginsburg et al. (2009):
Adherenece was not formally evaluated

Ginsburg et al. (2015):
The average adherence ratings per family 
ranged from 86.36% to 100%, and the mean 
adherence rating across all sessions was 
97.58% (SD= 3.51), reflecting high levels of 
clinician adherence.

Hope, Meaning, and 
Continuity

Beardslee 1997

Solantaus 2010

Family’s home or 
clinician’s office

6–10 sessions lasting 
depending on family’s 
needs
Conducted weekly
1 booster session after 6 
months 
  

Authors provide a set of 
guidelines and principles 
that can be adapted flexibly 
to different settings while the 
core ideas remain. 

Not described Beardslee et al. (1997):
To ensure fidelity to the clinician-
facilitated protocol, a detailed rating 
of key sessions (ie, the meeting with 
the child[ren], planning for the family 
meeting, the family meeting) was 
conducted. Before rating any transcripts, 
we set an adherence standard of 80%. 
Clinicians attended weekly meeting for 
supervision.

Solantaus et al (2010): The fidelity of the 
interventions was ascertained by
logbooks filled out by practitioners. For 
the FTI, the logbooks
listed the manualized topics for 
discussion and the practitioners marked 
down choices  ‘Discussed, yes/no’.

Beardslee et al. (1997):
The clinical interventions of 10 families 
were rated (37 sessions), and an overall 
score was obtained by summing the three 
ratings. Raters for fidelity were not project 
clinicians and had no knowledge of the 
families’ treatment. Overall, interrater 
reliability with the scales was excellent 
(intraclass correlations ranged from 0.89 
to 0.99), and adherence to the protocol 
was similarly stellar (86.4% for the family 
meeting, 91.7% for the child session). 
Difference in adherence among the four 
clinicians was nonsignificant. 

Solantaus et al (2010):
The logbooks filled out by clinicians showed 
that both interventions were carried out 
with fidelity. All interventions included all 
of the different session types.
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Table 2. TIDieR checklist for included prevention programs (continued) 
Name of intervention Where When and How Much Tailoring Modifications How well (planned) How well (actual)

Een sprong vooruit (A 
jump forward)

Rasing 2017

Not described 6 sessions lasting 90 
minutes
Conducted weekly

Not described Not described Treatment integrity was determined 
by assessing the percentage of the total 
program that was actually delivered, that 
is, how many instructions and exercises 
the program were actually given to and 
done by the participants.

The prevention program was delivered with 
integrity in all groups (M = 95%, SD = 2.47; 
range 91% - 98%).

Family group cognitive-
behavioral intervention

Compas 2009

University offices 8 sessions (duration not 
described)
Conducted weekly
4 monthly booster sessions

Not described Not described A detailed list of the content of each 
group intervention session was developed 
from the manual. Five individuals not 
involved in delivery of the intervention 
were trained to code for presence 
versus absence of each content area or 
strategy of the intervention for each 
session. Intervention sessions were 
audio recorded, and 20% were randomly 
selected for fidelity coding.

The ratio of the number of checklist items 
covered during the sessions relative to the 
number of items that should have been 
covered was 92%. Reliability across coders 
was calculated for 31% of the sessions that 
were coded and yielded 93% agreement.

Project Hope

Mason 2012

10 sessions lasting 60-90 
minutes
Conducted weekly

Intervention Specialists are 
encouraged to follow the 
curriculum protocol closely, 
and at the same time remain 
responsive to the family’s 
individual situation and needs. 
They are welcome to change 
the wording at their own 
discretion.

Not described Further, treatment integrity was 
determined by assessing the percentage 
of the total program that was actually 
delivered, that is, how many instructions 
and exercises the program were actually 
given to and done by the participants.

The prevention program was delivered with 
integrity in all groups (M = 95%, SD = 2.47; 
range 91% - 98%).
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Table 2. TIDieR checklist for included prevention programs (continued) 
Name of intervention Where When and How Much Tailoring Modifications How well (planned) How well (actual)

Een sprong vooruit (A 
jump forward)

Rasing 2017

Not described 6 sessions lasting 90 
minutes
Conducted weekly

Not described Not described Treatment integrity was determined 
by assessing the percentage of the total 
program that was actually delivered, that 
is, how many instructions and exercises 
the program were actually given to and 
done by the participants.

The prevention program was delivered with 
integrity in all groups (M = 95%, SD = 2.47; 
range 91% - 98%).

Family group cognitive-
behavioral intervention

Compas 2009

University offices 8 sessions (duration not 
described)
Conducted weekly
4 monthly booster sessions

Not described Not described A detailed list of the content of each 
group intervention session was developed 
from the manual. Five individuals not 
involved in delivery of the intervention 
were trained to code for presence 
versus absence of each content area or 
strategy of the intervention for each 
session. Intervention sessions were 
audio recorded, and 20% were randomly 
selected for fidelity coding.

The ratio of the number of checklist items 
covered during the sessions relative to the 
number of items that should have been 
covered was 92%. Reliability across coders 
was calculated for 31% of the sessions that 
were coded and yielded 93% agreement.

Project Hope

Mason 2012

10 sessions lasting 60-90 
minutes
Conducted weekly

Intervention Specialists are 
encouraged to follow the 
curriculum protocol closely, 
and at the same time remain 
responsive to the family’s 
individual situation and needs. 
They are welcome to change 
the wording at their own 
discretion.

Not described Further, treatment integrity was 
determined by assessing the percentage 
of the total program that was actually 
delivered, that is, how many instructions 
and exercises the program were actually 
given to and done by the participants.

The prevention program was delivered with 
integrity in all groups (M = 95%, SD = 2.47; 
range 91% - 98%).
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Techniques used in prevention programs
Table 3 shows that the prevention programs varied in the number and types of techniques 
used. All programs provided psychoeducation on the etiology and signs and symptoms of 
depression and anxiety as well as on how parental mental illness impacts the family. For 
instance, in the Hope Meaning and Continuity program25,31, the clinician discusses the 
signs and symptoms of a mood disorder and analyzed together with parents and children 
the experiences in their family that reflected the parental depression. In addition, offspring 
learned that despite their familial risk they are not “doomed” to develop a mental illness 
themselves as they can strengthen their resilience. Another technique that was used in five of 
seven prevention programs were cognitive restructuring techniques. In the Coping with Stress 
Course24, for example, adolescents learned to recognize and deal with irrational, unrealistic 
or negative thoughts. Special attention is given to thoughts related to growing up with a 
depressed parent. Moreover, four prevention programs employed techniques that addressed 
children’s problem solving skills, for instance distraction, acceptance, and help-seeking. 
Improving family communication and/or parenting skills were important components of 
the family-focused programs. Family communication was targeted in three programs, for 
instance by stimulating family discussions about how parental illness affected the family or 
by teaching the family new skills to foster the communication between family members. In 
three programs, parents learned how to improve parenting skills such as praising children and 
how to foster healthy coping strategies in children. Another component that was addressed 
in three programs was strengthening social support, for instance by encouraging family 
members to think about ways to increase social networks and practicing asking for help. 
Behavioral activation techniques were used in three programs. In the Coping and Promoting 
Strengths32,33 program, for example, family members needed to make a list with reinforcers 
and rewards (e.g., social rewards) to increase approach behaviors (i.e., to decrease anxiety). 
Less frequent components of prevention programs were relaxation exercises and exposure 
techniques as a way to reduce fear and anxiety. 

Recruitment
Table 4 describes the recruitment approaches used. Most studies used multiple recruitment 
strategies. All but one study recruited participants via mental health care services. Specifically, 
three studies used databases from Health Maintenance Organization (HMO) databases, two 
studies had direct referrals from practitioners, four studies used letters to physicians and/or 
flyers in mental/general health clinics and one study did not specify how exactly participants 
were recruited via mental health clinics. In addition, six studies used recruitment strategies 
via media outlets (e.g., newspapers, radio, television, internet postings).
 We additionally wanted to gain a better understanding of the recruitment difficulties. 
Here, we extracted how many families were contacted/assessed for eligibility or themselves 
contacted the research team (see Table 4). Moreover, we extracted information about the time 
needed to recruit the participants, the percentage of participants from contacted participants 

137623_Petra Havinga_BNW.indd   101137623_Petra Havinga_BNW.indd   101 06-01-20   13:1506-01-20   13:15



102102

Study main Reference Recruitment (% of families recruited 
from that source, if available)

How many were initially approached? % of families contacted 
who also participated 
in trial

% of families who 
actively declined to 
participate

Time recruitment period Remarks on recruitment 
difficulties

Beardslee 1997 HMO (53.6%), mental health practitioners 
(13.05%), support groups (9.57%), 
advertisements (9.57%), other sources 
(18.26%)

Not reported Not reported Not reported 2.5 years (93 families) Not reported

Clarke 2001 HMO computerized pharmacy database 
for adults who had received  at least 2 
dispensations of an antidepressant within 
previous 12 months, the mental health 
appointment database was also searched for 
adults with at least two mental health visits 
in the past 12 months.

3374 offspring & 2995 parents were sent 
letters

2.8% (offspring) 78.3% (families) 2 years (94 offspring) They acknowledge that 
only a small number of 
identified subjects were 
enrolled out the pool 
of potential subjects.  
According to them, it raises 
concerns about patients’ 
interest in preventive 
services.

Compas 2009 Mental health clinics/practices (31%), 
family and general medical (9%) practices, 
media and public setting (53%), other (7%)

967 families contacted the research 
team

18.6% (families) 22.9% (families) Not reported Not reported

Garber 2009 HMO computerized database; a university 
medical center e-mail listserv; letters 
to physicians in the community; letters 
to parents of students in local schools; 
and newspaper, radio, and television 
advertisements.

2999 offspring screened for eligibility 10.5% (offspring) 11.3% (families) 3 years (316 offspring) Not reported

Ginsburg 2009 Advertisements in local papers, mailings 
to local physicians and psychiatrist, 
community flyers

51 families screened for eligibility 78.4% (families) Not reported Not reported Not reported

Ginsburg 2015 Advertisements in local papers, mailings 
to local physicians and psychiatrists,  
community flyers, radio advertisements

174 families completed baseline 
assessment

78.2% (families) 1.7% (families) Not reported Not reported

Mason 2012 Flyers in health care clinics and therapeutic 
centers, internet postings, magazine 
advertisements, targeted letters, parenting 
seminars, and school contacts and 
presentations.

51 families contacted the research team 58.8% (families) Not reported 1 year (30 families) Recruitment started with 
distribution of flyers in 
health care clinics and 
therapeutic centers. 
But due to slow rate of 
recruitment, strategies were 
expanded  (see column 
recruitment)

Rasing 2017 Schools 862 offspring assessed for eligibility 16.5% (offspring) 13.7% (offspring ) Not reported Not reported

Solantaus 2010 Health care units (Clinicians in the 
participating mental health units provided 
both verbal and written information of the 
study to the patients)

Not reported 40-45% (families, based 
on estimation from 
clinicians)

9.2% (families) 2 years (119 families) Major reason for refusal 
were due to patients (35%; 
e.g., felt better, were not 
interested) and other 
family members not being 
willing to participate (40%)

Table 4. Information on recruitment strategies and difficulties
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Study main Reference Recruitment (% of families recruited 
from that source, if available)

How many were initially approached? % of families contacted 
who also participated 
in trial

% of families who 
actively declined to 
participate

Time recruitment period Remarks on recruitment 
difficulties

Beardslee 1997 HMO (53.6%), mental health practitioners 
(13.05%), support groups (9.57%), 
advertisements (9.57%), other sources 
(18.26%)

Not reported Not reported Not reported 2.5 years (93 families) Not reported

Clarke 2001 HMO computerized pharmacy database 
for adults who had received  at least 2 
dispensations of an antidepressant within 
previous 12 months, the mental health 
appointment database was also searched for 
adults with at least two mental health visits 
in the past 12 months.

3374 offspring & 2995 parents were sent 
letters

2.8% (offspring) 78.3% (families) 2 years (94 offspring) They acknowledge that 
only a small number of 
identified subjects were 
enrolled out the pool 
of potential subjects.  
According to them, it raises 
concerns about patients’ 
interest in preventive 
services.

Compas 2009 Mental health clinics/practices (31%), 
family and general medical (9%) practices, 
media and public setting (53%), other (7%)

967 families contacted the research 
team

18.6% (families) 22.9% (families) Not reported Not reported

Garber 2009 HMO computerized database; a university 
medical center e-mail listserv; letters 
to physicians in the community; letters 
to parents of students in local schools; 
and newspaper, radio, and television 
advertisements.

2999 offspring screened for eligibility 10.5% (offspring) 11.3% (families) 3 years (316 offspring) Not reported

Ginsburg 2009 Advertisements in local papers, mailings 
to local physicians and psychiatrist, 
community flyers

51 families screened for eligibility 78.4% (families) Not reported Not reported Not reported

Ginsburg 2015 Advertisements in local papers, mailings 
to local physicians and psychiatrists,  
community flyers, radio advertisements

174 families completed baseline 
assessment

78.2% (families) 1.7% (families) Not reported Not reported

Mason 2012 Flyers in health care clinics and therapeutic 
centers, internet postings, magazine 
advertisements, targeted letters, parenting 
seminars, and school contacts and 
presentations.

51 families contacted the research team 58.8% (families) Not reported 1 year (30 families) Recruitment started with 
distribution of flyers in 
health care clinics and 
therapeutic centers. 
But due to slow rate of 
recruitment, strategies were 
expanded  (see column 
recruitment)

Rasing 2017 Schools 862 offspring assessed for eligibility 16.5% (offspring) 13.7% (offspring ) Not reported Not reported

Solantaus 2010 Health care units (Clinicians in the 
participating mental health units provided 
both verbal and written information of the 
study to the patients)

Not reported 40-45% (families, based 
on estimation from 
clinicians)

9.2% (families) 2 years (119 families) Major reason for refusal 
were due to patients (35%; 
e.g., felt better, were not 
interested) and other 
family members not being 
willing to participate (40%)

Table 4. Information on recruitment strategies and difficulties
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that actually participated in the trial and how many participants actively refused to participate. 
We note, however, to be cautious while interpreting these findings, because studies differ 
heavily on how to report these findings. Moreover, it is difficult to report on which strategies 
are most successful because most studies used multiple recruitment strategies.
 The three studies that predominately relied on flyers and media outreach, where 
participants had to contact them, report high rates of families actually participating in the 
trial (>60%). Only one of these three studies reported on the active refusal rates, but this 
was very low at 1.7%. This makes sense since those people that actively contact the research 
team are inherently interested in participating. However, here it is not clear how many people 
who initially saw the advertisements also decided to contact the research team. Three studies 
that used HMO databases show a relatively low participation rate. For instance, Clarke and 
colleagues24 used solely HMO databases based on antidepressants and mental health clinic 
visits and reported that only 2.8% of those approached participated in the trial with an active 
refusal rate of 78.3%. One study that was relatively successful with recruiting participants 
was the study of Solantaus and colleagues.31 The researchers recruited their participants 
via clinicians. Specifically, clinicians in the participating mental health units provided both 
verbal and written information of the study to the patients. Using this strategy, 40-45% of 
participants approached ended up participating in the trial. However, these authors expressed 
their concern about the initial refusal rate of families and considered this as main limitation 
of their study.
 Three studies gave some indication on whether they had difficulties with 
recruiting participants. First, Clarke and colleagues24 reported that “only a small 
number of subjects were enrolled out of a large initial pool of potential subjects”  
(p. 1133). Second, Solantaus and colleagues31, who themselves found that they recruited too 
few participants, stated that a major reason for refusal were due to patients (35%; e.g., felt 
better, were not interested) and other family members not being willing to participate (40%). 
Third, Mason and colleagues30 who started out with distribution of flyers in health care clinics 
and therapeutic centers expanded recruitment strategies to internet postings, magazine 
advertisements, targeted letters, parenting seminars, and school contacts and presentations 
“due to a slow rate of recruitment contacts” (p.5). In general, it took studies a mean of 2.1 
years to recruit a mean of 133 families (63 families per year). For instance, despite being a 
multicenter study in four US cities, it took Garber and colleagues34 almost 3 years to recruit 
316 offspring.   

Quality assessment
Figure 2 shows the results of the risk of bias assessments. More detailed information about the 
risk of bias assessment together with citations reported for supporting the decisions can be 
found in Table 3 in the Appendix. The quality of the studies varied. With respect to adequacy 
of randomization, seven studies were rated as at low risk for bias, while the other two did 
not specify the method of generating the randomization sequence and were therefore rated 
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as unclear risk. Three studies reported using appropriate methods to conceal allocation. The 
remaining studies were rated as at unclear risk of bias because they provided no information 
on allocation concealment. For none of the studies it was possible to blind participants and 
personnel due to the nature of the intervention (i.e., it is clear to participants that being in 
an intervention with exercises is another intervention than a waitlist-control or information 
condition). Thus, all studies were rated as high risk on that item. Four studies reported using 
blinded outcome assessors, in one study assessors were not blind to intervention allocation, 
three studies used self-report outcome measures and one study provided insufficient details 
to determine whether assessors were naive to conditions. Concerning incomplete outcome 
data, six studies were rated as low risk, because they used intention-to-treat designs, showed 
that there was no difference in drop-out between conditions and/or showed that missingness 
was not related to outcomes. One study was rated as unclear risk, as there was not enough 
information available for rating that item. Finally, two studies were rated as high risk for 
incomplete outcome data. With regard to selective reporting, three studies were rated as at 
low risk for bias as the authors reported for outcomes that were pre-specified in the study 

Figure 2. Risk of bias assessment across included studies
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 Seven of nine studies reported data on depressive/anxiety symptoms at post 
intervention and/or at 12-months follow-up. Results showed a significant difference between 
the experimental and control condition at post-treatment (i.e., immediately after the 
intervention; SMD = -0.23, 95%CI [-0.37; -0.09], see Table 6a). Moreover, when examining 
longer term effects, the experimental group again showed significantly fewer depressive/
anxiety symptoms at 12-month follow-up (SMD = -0.31, 95%CI [-0.57; -0.06], see Table 6b). 

DISCUSSION
The present review provides a fine-grained analysis of the characteristics of and techniques 
used in prevention programs for children of parents with mood/anxiety disorders. A total of 
20 articles reporting on nine studies containing seven unique prevention programs involving 
1283 subjects were identified, all delivered in face-to face format directed to offspring (mean 

protocol. The remaining studies were rated as at unclear risk, as the study protocols were not 
available. Studies were conducted by those who developed the prevention program in all but 
one study and were therefore rated as high risk for non-independence of investigators.

Meta-analysis results
Six of the nine studies reported data on depression/anxiety incidence. The meta-analysis 
showed that the risk of developing a depressive/anxiety disorder was significantly reduced 
in children in the experimental condition as compared to those in the control condition at 
short-term (RR=0.37, 95%CI [0.21; 0.66], see Table 5a) and at long-term follow-up (RR=0.71, 
95%CI [0.57; 0.87], see Table 5b). In other words, prevention programs reduced the risk of 
a depressive/anxiety disorder in offspring by 63% after about one year and by 29% after two 
years. The I²-statistic suggests some heterogeneity for the 12-month outcome (I² = 47%, p 
= .09). A funnelplot, as presented in Figure 3, shows slight asymmetry, indicating potential 
publication bias.

Figure 3. Funnel plot of incidence of depression/anxiety at 12-month follow-up
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age range: 8.7 to 14.8 years) or the family as a whole. Although these programs varied in 
the number and types of techniques used, all contained a psychoeducational element. 
Studies differed in their way of recruiting participants. Results suggested that recruitment 
via clinicians was more successful than recruitment via Health maintenance organization 
databases. Positive effects were found in favor of prevention programs as compared to a 
control condition on the risk of developing a depressive/anxiety disorder (short-term follow-
up RR=0.37; long-term follow-up RR=0.71) and depressive/anxiety symptom levels post-
intervention (g’= -0.23) and 12-months follow-up (g’= -0.31).

Characteristics of prevention programs 
The prevention programs that came through our search could roughly be divided into 
offspring-focused and family-focused interventions, the latter actively engaging both parents 
and children. All but one program42,43 adopted a disorder-specific approach, meaning that 
these programs aim to reduce offspring risk of developing the same disorder as diagnosed 
in the parent. Substantial comorbidity rates between depressive and anxiety disorders and 
considerable overlap in symptoms were important reasons for Rasing and colleagues42 to 
adopt a transdiagnostic approach developing a program focusing on both depression and 
anxiety prevention. As no effects were found in favor of this program the authors speculate 
that the limited amount of time to incorporate the several techniques and a potential 
mismatch between the exercises offered and offspring needs (e.g., exercises to reduce anxiety 
when anxiety symptoms are not experienced) may be reasons for a lack of intervention effect. 
They therefore argue that prevention programs should have a clear focus on either depression 
or anxiety prevention.43

 Remarkably, all prevention programs were delivered in a face-to-face format. A valid 
question is of course, whether delivering such programs in an online format are an alternative, 
given their high accessibility and cost-effectiveness.44 Only one online intervention for the 
broader group of children of parents with a mental illness has been investigated in an RCT, but 
its efficacy has not yet been proven.45,46 Although the evidence base for online interventions for 
offspring of mentally ill parents is thus virtually non-existent, recent meta-analyses emphasize 
that online interventions are effective in reducing internalizing problems in children and 
adolescents.47-49 Furthermore, studies indicate that online preventive interventions might be 
as effective as face-to-face treatments48,50,51 (however see47). And, perhaps most important 
of all, online support appears to attract offspring of affected parents52 suggesting that it is 
worthwhile to put effort in further exploring such online opportunities. 
 We used the TIDieR checklist13 as a tool to systematically identify and map 
characteristics of the included prevention programs, rather than as instrument to rigorously 
assess the exact degree to which these programs were described in sufficient detail in previous 
publications, like was done in other fields.e.g.53,54 Nevertheless, it was clear that published 
papers do not provide enough information to complete the TIDieR. For example, details 
on ‘intervention materials’ were commonly missing which was consistent with observations 
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in other fields16,54, but we could further complete this item using the program manuals we 
received. Efforts should be made to improve the completeness of intervention description in 
future studies. 

Techniques used in prevention programs 
Echoing findings of previous studies focusing on prevention programs for children of parents 
with mental disorders in general17,55, all prevention programs provided psychoeducation on 
parental disorder and on how parental illness may affect other family members. Studies have 
indicated that a lack of knowledge on parental mental illness could be a source of frustration 
and fears.56,57 Children note that improved knowledge and understanding of their parents 
depressive/anxiety disorder and its impact on parental behavior could contribute to diminish 
such feelings.25 For example, a boy participating in Beardslee’s intervention noted that he 
“used to feel it’s our fault for getting her angry, like not cleaning up, but now (we) know she has 
a problem. It’s helped a lot to know this.” (Beardslee and collegues25, 1997, p 202) illustrating 
the importance of openness regarding parental psychopathology. The importance of linking 
psychoeducation on depression/anxiety to family experiences is supported by a recent review.58 
This review investigated what kind of mental health literacy information should be delivered 
to children and found that for children of parents with a mental illness in particular, familial-
contextual context (e.g., dealing with stigma) is essential. In most programs psychoeducation 
mainly focused on parental disorders. Given the high comorbidity between depressive and 
anxiety disorder as well as the observation of non-specific familial aggregation of psychiatric 
disorders59-61 limiting psychoeducational efforts to the specific parental disorder may be a 
missed opportunity.
 Cognitive restructuring techniques can be considered as a central component of 
the offspring-focused interventions. Such techniques are among the basic tenets of cognitive 
behavioral therapy and commonly used in the treatment and prevention of depression and 
anxiety. McLaughlin and colleagues62 suggest that this technique may be particularly useful 
for persons already suffering from increased depressive symptom levels as maladaptive 
cognitive distortions are likely to be experienced in this group. In persons with low symptom 
levels these distortions may not be present and as such, these techniques may be difficult to 
internalize. Studies indicate that prevention programs may be more beneficial for offspring 
with higher baseline severity levels32,39, however, as programs have been evaluated as a whole 
(i.e., individual components were not evaluated), it remained unclear whether this cognitive 
restructuring technique was a contributing factor herein.
 In contrast to offspring-focused prevention programs, family-focused programs 
share a focus on family environment factors thought to be linked to the intergenerational 
transmission of mood/anxiety disorders8,63 (i.e., parenting skills, family communication). 
For example, parenting behaviors typical for anxious parents and known to be associated 
with offspring anxiety symptoms (e.g., parental overprotection) were targeted in the Coping 
and Promoting Strengths program.32,64 Family communication was addressed by improving 
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general communication between family members (e.g., teaching active listening) as well as 
communication related to parental illness in particular. The latter is a central aim of Hope, 
Meaning, and Continuity25 where the development of a shared understanding of parental 
illness involving individual experiences of each of the family members is considered one of the 
central “healing” principles. An unpublished study by Santvoort and colleagues65 on support 
groups for children from mentally ill or addicted parents showed that the proportion of 
explained variance in child problems six months later tripled (from 13.4% to 40.6%) when, in 
addition to child-related risk factors targeted by the intervention, family related-factors (e.g., 
parent-child interaction) were also added. These results, and those of other investigatorse.g.11,66, 
suggest that targeting family-related factors to prevention programs may facilitate stronger 
outcomes in children. 
 In addition to aforementioned central components of offspring- and family-
focused interventions, the programs vary in the number and type of additional components 
they contain. Four programs taught offspring problem solving skills which, like cognitive 
restructuring, can help offspring to solve or better cope with everyday problems (whether or 
not related to parental illness) that may hamper optimal emotional functioning. Prevention 
programs (also) focusing on prevention of anxiety disorders additionally included exposure 
techniques. Exposure therapy is a well-established treatment for many forms of pathological 
anxiety.67 Rasing and colleagues68 underline the importance of using exposure techniques also 
in the context of prevention given the relatively high symptom levels already experienced by 
high-risk adolescent populations likely requiring strong enough techniques to bring about 
change. Behavioral activation techniques were implemented in three programs. Although 
behavioral activation is widely used as treatment strategy in adults69,70, there is yet limited 
evidence to support its use in children and adolescents, but initial findings are promising.71 
Interestingly, behavioral activation has shown to increase well-being in non-clinical 
populations, at least in adults samples72, and may thus be an attractive element to include in 
selective prevention programs. Lastly, social support positively influences mental health and 
well-being73,74 and has been identified by offspring as resource that had helped them to cope 
with experiences related to parental illness.75,76 However, strengthening social support was 
addressed in only three programs. Relaxation techniques were not frequently implemented, 
although research shows that this may help in diminishing mood symptoms.77

 All prevention programs combined psychoeducational elements with skills training 
and/or cognitive behavioral therapy elements. The Coping and Promoting Strengths 
program32,33 combined all ten techniques we identified in our content analysis. This program 
also showed the largest effect sizes. A question we could not answer is whether the inclusion 
of multiple intervention techniques was responsible for these beneficial effects: yet little is 
known about the specific effects of the various components used in prevention programs. This 
is an important area for future research.
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Recruitment difficulties
We additionally sought to answer the questions regarding recruitment strategies and 
difficulties. However, we have to note that not all studies provided sufficient information for 
this part, thus conclusions should be treated with caution. Most studies used advertisements 
and media outlets for recruiting their participants. Here, a large number of people approaching 
the research team actually ended up participating in the trial but it remained unclear how 
many people were initially reached. Studies using HMO databases, for example the study of 
Clarke and collegues24, reported a very low participation and high refusal rate. In contrast, 
Solantaus and colleagues31 recruited their participants via clinicians and reported a lower 
refusal rate. It could be that participants trust their clinicians more when they inform them 
about potential studies compared to when they just receive letters or flyers which could be 
regarded as impersonal. Based on our results, we recommend two things: First, studies should 
employ multiple recruitment strategies to increase chances of recruitment success. Second, 
based on success recruitment rates from different studies, we suggest that studies should try 
to include participants in a more personal way, for instance via clinicians with whom the 
participants already have a relationship. 
 In general, even Solantaus and colleagues31, who were relatively successful compared 
to other studies, reported on recruitment difficulties supporting the view that this population 
may be difficult to engage in research. It appears more challenging to enroll participants 
in prevention than in treatment trials.78,79 Probably because treatment trials offer benefit 
to an active medical problem while prevention trials offer the possibility of prevention of 
potential future, but maybe not yet existing problems.78,79 In parents with depression/anxiety 
in particular, parental overburden, shame and stigma, and perceived lack of necessity for 
intervention were important reasons to refuse participation in an offspring prevention trial 
which was ended preliminary due to a lack of participants.18,80 It should be noted that the 
majority of studies did not contain indications of difficulties recruiting participants. However, 
it remains to be determined whether such problems were indeed not encountered or that this 
information was not included in the manuscript. To what extent the participants in these 
prevention programs are representative of the entire population of children of parents with 
mood/anxiety disorder thus remains to be determined.
 An accurate description of the recruitment process is often lacking in RCTs81, but 
of high importance for several reasons: it can be helpful to optimize recruitment strategies in 
future studies, it is informs us about the generalizability of study results and helps us to take 
informed decisions on whether or not to start a trial or to implement a prevention program. 
The latter is, for example, less attractive when, in spite of proven benefits, the target group is 
very hard to reach. As this issue is relevant to the broader field of intervention research, we 
recommend to consider to include this topic more explicitly in TIDieR. Quantitative (e.g., the 
number of participants initially contacted) as well as qualitative information (e.g., reasons for 
refusal) is likely to be relevant in this respect. This will remind and encourage researchers to 
report on this theme. 
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Meta-analysis effect of prevention programs
Our meta-analytic results show that prevention programs for children of parents with a mood/
anxiety disorder reduce child’s risk of developing a depressive/anxiety disorder and decrease 
symptom levels. This is in accordance with studies on the efficacy of prevention programs 
focusing on parental mental illness in general10,11 and on parental depression in particular.12 

In general, these studies also found that prevention programs for children of parents with 
a mental illness can prevent the onset of a mental illness in children.10,12 Our meta-analysis 
also considers long-term effects of prevention programs (i.e., >=24 months follow-up). 
Results indicate significant long-term effects on the incidence of depression/anxiety, but the 
magnitude of effect appear to diminish over time. With regard to symptom levels, our study is 
in accordance with Thanhäuser and colleagues11, who focused on mental illnesses in general 
and found short- and long-term effects on internalizing symptoms. The study of Loechner 
and colleagues12 which examined the effect of prevention programs specifically for children 
of parents with depression found, in contrast to our study, only post-intervention effects 
but not short-term effects of preventive intervention programs on the severity of depressive 
symptoms. In contrast to Loechner and colleagues12 we also focused on parental anxiety (and 
not only on parental depression) and thus included additionally three other trials which 
could be an explanation for the difference in findings. Indeed, two studies focusing on anxiety 
prevention had very positive results.32,33 It is possible that interventions for offspring of parents 
with anxiety are more effective. However, research actually shows that cognitive-behavioral 
treatments for anxiety and depression in children and adolescents show similar effect sizes.82 

Alternatively, the two studies32,33 were the only studies that included most techniques and 
might thus have been more powerful than the other RCTs. As mentioned earlier, we could 
not verify this as programs have been evaluated as a whole. Due to the relatively small sample 
size of trials, we were unable to assess potential moderators for treatment efficacy, such as 
providing booster sessions, which might seem important for the lastingness of an effect, or 
the influence of current parental depression. The latter has been shown to minimize effects 
of interventions.34,83 Individual patient-data meta-analyses would be equipped to better 
understand influences of such moderators.

Limitations
There are several limitations that need to be acknowledged when interpreting the results of 
this study. First, the description of the Family group cognitive-behavioral intervention21 was 
entirely based on information provided in published research papers as, unlike for the other 
prevention programs, the program manual was not available. Second, a certain degree of 
subjectivity is always involved when conducting a content analysis. We attempted to reduce 
subjectivity in the designing of our intervention technique template by independently pre-
testing the template by two researchers and discussing subsequent versions with the other 
researchers. Moreover, all data extraction was carried out in duplicate and independently. 
Third, recruitment approaches and difficulties were insufficiently described hampering us 
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to draw firm conclusions on this issue. Fourth, due to the limited number of prevention 
programs included in our review we were not able to assess which specific intervention 
characteristics or techniques were related to program efficacy. Fifth, there is likely to be a 
selection bias in the trials. It could for instance be that especially those parents that are aware 
of the risk for their children participate, because they are inherently more interested in the 
topic of intergenerational transmission of mood/anxiety disorders. Moreover, it could be that 
parents and offspring with high psychopathology are more reluctant to participate, because 
they do not have the energy to participate.18,84 Additionally, those parents who feel better 
after finishing their treatments might not be interested31, because they do not want to be 
confronted with their mood disorder again. Finally, the follow-up period was limited and 
long-term benefits of prevention programs remain to be determined. 

Conclusion
Only few studies have tested prevention programs in children of parents with mood/anxiety 
disorders. These programs combined psychoeducational elements with skills training and/
or cognitive behavioral therapy elements. Our meta-analysis suggests that prevention 
programs appear to be effective in reducing the risk for developing a mood/anxiety disorder 
in offspring. Despite these promising results, we still know little about whether and which 
specific intervention components contribute to these beneficial outcomes as little attention 
has yet been given to the individual components making up these prevention programs. 
Although we were not able to do subgroup analyses on the most important components of 
studies, those studies with the most components used, were also the studies with the largest 
effect sizes.32,33 Thus, it may be warranted that future RCTs involve multiple components in 
their therapy. Future studies of sufficient power to detect effective components are required 
to achieve a better understanding of the essential components of these prevention programs. 
Such studies can help to improve the efficacy of prevention programs and to successfully 
integrate them into clinical practice.85 Future studies should also address mediators and 
moderators for their treatments, so that we can learn how and for whom interventions work. 
Moreover, all prevention programs included in the present review were delivered in a face-to-
face format. Given that online interventions are highly accessible, potentially have lower costs 
and appear to meet a need of offspring52, it seems to be worthwhile to develop and rigorously 
test online prevention programs. Moreover, to increase recruitment success, studies should 
use multiple recruitment strategies. Based on our review, it seemed that recruitment via 
clinicians has the best chances of success. Last but not least, efforts should be made to improve 
the completeness of intervention descriptions in future efficacy trials. Specifically, researchers 
should make a greater effort in reporting on the content of their interventions (e.g., using 
the TIDieR checklist), make their manuals available and also be more complete about their 
recruitment strategies and difficulties. This information contributes to a solid basis for future 
investigations and could improve the uptake of research findings into clinical practice.
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ABSTRACT

Background
Offspring of patients with depressive and/or anxiety disorders are at high risk of developing a 
similar disorder themselves. Early recognition and treatment may have substantial effects on 
prognosis. The main aim of this study was to examine the time to initial help-seeking and its 
determinants in offspring after the first onset of a mood and/or anxiety disorder.

Methods
Data are presented of 215 offspring with a mood and/or anxiety disorder participating in 
a cohort study with 10 year follow-up. We determined age of disorder onset and age of 
initial help-seeking. Offspring characteristics (gender, IQ, age of onset, disorder type, 
suicidal ideation) and family characteristics (socioeconomic status, family functioning) were 
investigated as potential predictors of the time to initial help-seeking.

Results
The estimated overall proportion of offspring of depressed/anxious patients who eventually 
seek help after onset of a mood and/or anxiety disorder was 91.9%. The time to initial help-
seeking was more than two years in 39.6% of the offspring. Being female, having a mood 
disorder or comorbid mood and anxiety disorder (relative to anxiety) and a disorder onset 
in adolescence or adulthood (relative to childhood) predicted a shorter time to initial help-
seeking.

Limitations
Baseline information relied on retrospective reports. Age of onsets and age of initial help-
seeking may therefore be subject to recall bias.

Conclusion
Although most offspring eventually seek help after onset of a mood/anxiety disorder, 
delays in help-seeking were common, especially in specific subgroups of patients. This 
information may help to develop targeted strategies to reduce help-seeking delays.  
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INTRODUCTION
Depressive and anxiety disorders are disabling conditions that require timely and adequate 
treatment.1 Untreated disorders may have severe consequences, including significant 
psychosocial difficulties and an unfavorable clinical course.2-4 In addition, the longer symptoms 
have lasted, the poorer the response to treatment.5-7 Less than one third of adults who 
screened positive for depression received treatment in the past year.8 Studies concentrating 
on persons with a current disorder as established with a psychiatric diagnostic interview 
also found that the majority of depressed/anxious persons did not receive treatment: only 
one third of persons with a mood disorder and one fifth of persons with an anxiety disorder 
reported mental healthcare use in the past year.9,10 Other studies used a different approach  by 
not focusing exclusively on recent mental health care use, but investigating retrospectively 
the time to help-seeking after first onset of a psychiatric disorder in patients with lifetime 
psychopathology.e.g.11,12 These studies indicate that the majority suffering from depressive and 
anxiety disorders eventually seek help, but substantial delays exist between disorder onset and 
initial help-seeking. Wang and colleagues11 for example, reported help-seeking probabilities 
for any mood disorder of more than 90% in most investigated countries in Europe and in 
the USA, but with median duration of delays varying from 1 to 4 years after onset. This is 
relevant because, especially if recognized early, these disorders can be effectively treated.13-15 
Delayed or no help-seeking may therefore cause much unnecessary suffering and represents 
an important public health problem.
 To inform strategies to promote timely help-seeking, knowledge on factors 
facilitating or delaying the time to initial help-seeking are of great importance. Therefore, 
prior studies (all but one performed in adult samples16) have examined factors likely to 
influence initial help-seeking.11,12,16-21 Having a younger age of onset was consistently found 
to be associated with help-seeking delays.11,12,16-21 Previous investigators suggested that 
children’s dependency on adults to seek professional help and having become habituated to 
symptoms as they already appeared at young ages may act as barriers to help seeking.12,18 In 
addition, studies found persons with mood disorders to have a shorter time to help-seeking 
as compared to those with anxiety disorders11,16,17,20,21 which may be explained by the higher 
levels of impairments generally associated with mood disorders.22,23 Furthermore, some 
studies found being female11,21 and disorder severity16 to be positively related to initial help-
seeking. Socioeconomic indicators16,18,20 and intelligence16 were not found to be relevant in 
predicting initial help-seeking.
 A group highly in need of treatment are the offspring of depressed and anxious 
patients. A recent study by our own group24 found that an estimated two third of these offspring 
develops a mood or anxiety disorder before the age of 35, illustrating their high need for 
care. Furthermore, research suggests that these offspring may be at increased risk for a poor 
prognosis.25,26 Initial help-seeking has not previously been studied among these vulnerable 
offspring, and the factors involved are currently unknown. The present study, therefore, 
reports on initial help-seeking after the first onset of a mood and/or anxiety disorder in 
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offspring of depressed and anxious patients. Our main aim was to examine the time to initial 
help-seeking and its associations with offspring (i.e., gender, IQ, age of disorder onset, type 
of disorder, suicidal ideation) and family characteristics (i.e., socioeconomic status, family 
functioning). Other than previous studies, this study explored the role of family functioning 
as this factor have shown to be of relevance in some studies on help-seeking for mental health 
problems.27 A secondary aim was to document whether these offspring received secondary 
care (i.e., specialized treatment), again in relation to offspring- and family characteristics. 
Based on previous research16, we expect factors relevant in predicting secondary care to be 
largely similar to those of initial-help seeking. A lower socioeconomic status may be associated 
with receiving secondary care in particular.16

METHOD
Design and recruitment 
Data were from the ARIADNE cohort (Adolescents at Risk of Anxiety and Depression: A 
Neurobiological and Epidemiological approach; starting in 2000). This prospective cohort 
study included 523 offspring (baseline age 13-25 years) of 366 patients who had received 
specialized treatment for depressive (ie., major depressive disorder, dysthymia) and/or anxiety 
disorder (ie., panic disorder with or without agoraphobia, obsessive-compulsive disorder) at 
psychiatric facilities in the north of the Netherlands. Patients and their offspring were excluded 
from study participation if the parent had a history of schizophrenia or posttraumatic stress 
disorder (see Havinga et al 2017 for a detailed description of the study design). Of these 
parents, 320 had a depressive disorder (87.4%; of which 43.1% had a pure depressive disorder 
and 56.9% had a comorbid anxiety disorder) and 207 had an anxiety disorder (56.6%; of 
which 12.1% had a pure anxiety disorder and 87.9% had a comorbid depressive disorder) 
as established with the Composite International Diagnostic Interview (CIDI).28 No formal 
CIDI diagnosis was present in 5.5% of the index parents. Mean age of the offspring included 
in the study was 18.1 years (SD=3.2) and 57% were female. The families these offspring were 
raised varied in educational attainment (low: 28%; medium: 34%; high: 38%), occupational 
level (skilled: 54%), and income level (above average: 50%). All offspring were of native Dutch 
origin. 
 Face-to-face assessments, including the CIDI to assess de lifetime presence of mood 
and anxiety disorders, were conducted at baseline with the recruited patients and their 
offspring. Offspring completed self-report questionnaires at baseline, 1-year, 2-year and 4-years 
follow-up. These questionnaires assessed a wide range of DSM-IV symptoms, temperament, 
social support, coping, family functioning and parent-adolescent communication. After 
official closure of the ARIADNE study, offspring were again approached and asked if they 
were willing to participate in the Netherlands Study of Depression and Anxiety (NESDA).29 
This procedure was based on medical ethical regulations and resulted in a large drop-out 
(i.e., 50.1%) between the two studies. NESDA is an ongoing cohort study with face-to-face 
assessments, including the same diagnostic interview (i.e., CIDI), conducted at baseline and 
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then with two-year intervals. For the present study, the ARIADNE assessments and NESDA 
assessments were combined, covering a period of 10 years of prospective data. Of the 523 
offspring of the original cohort, 261 (49.9%) participated in the 4-year assessment, 241 
(46.1%) in the 6-year assessment, 232 (44.4%) in the 8-year assessment and 229 (43.8%) in 
the 10-year assessment. The ARIADNE and NESDA study protocols were approved by the 
Medical Ethics Committee of the University Medical Center Groningen and, for both studies, 
participants provided written informed consent.

Sample selection
For the present study, we selected 215 offspring (baseline age 13-25 years; mean=18.9, 
SD=3.4) with a mood and/or anxiety disorder at either the baseline assessment (retrospective 
reports; n=145) or at one of the follow-up assessments (n=70). Figure 1 shows the study 
design of the present study. To assess offspring DSM-IV diagnoses of mood (major depressive 
disorder, dysthymia, bipolar disorder) and anxiety disorder (generalized anxiety disorder, 
social phobia, panic disorder, agoraphobia) the CIDI was used at baseline and at 4-year, 
6-year, 8-year and 10-year follow-up. The CIDI is a comprehensive, fully-structured interview 
for assessing psychiatric disorders according to DSM-IV criteria and was administered by 
extensively trained and monitored interviewers. The CIDI has shown to be a reliable and valid 
instrument for assessing mood and anxiety disorders30 and is widely used in epidemiological 
studies.e.g.31,32 

Main outcome: initial help-seeking 
Help-seeking was assessed at baseline, 2-year, 4-year, 6-year, 8-year and 10-year follow-up and 
defined as ever having talked to or received help from a medical doctor or other professional 
(e.g., psychologist, social worker, counselor, healing professionals) for mental health 
problems. This measure thus also included treatment in secondary care. Age of initial help-
seeking was derived retrospectively at the baseline assessment and prospectively at all follow-
up assessments. At baseline respondents who reported help-seeking were subsequently asked 
how old they were the first time they did so. As questions on specific ages of first help-seeking 
were not included in follow-up assessments, it was first determined at which assessment 
(i.e., 2-year, 4-year, 6-year, 8-year or 10-year) help-seeking was first reported. Then, for cases 
reporting initial-help seeking during follow-up the average age between the first assessment 
at which the respondent reported help-seeking and the age at the previous assessment was 
included. Time to initial help-seeking was defined as the difference in age at first help-seeking 
and age at disorder onset.

Secondary outcome: treatment in secondary care
Secondary mental health care (i.e., specialized care) manages the more serious and complex 
psychiatric disorders and provides intensive forms of treatment. Secondary care requires 
referral of the general practitioner who acts as a gatekeeper to specialized care. In the 
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Netherlands, no major financial constraints hamper seeking professional help as all Dutch 
inhabitants are, in principle, covered by private or public health insurance.33 To examine 
whether offspring received secondary care, data from the ARIADNE cohort were linked 
to the Psychiatric Case Registry North Netherlands (PCRNN). PCRNN registers specialist 
treatment in child, adolescent and adult mental health and substance abuse services in 
the North of the Netherlands since 2000. The registry excludes primary (youth and adult) 
mental health care and for-profit providers of mental health care (i.e., private practices and 
commercial mental health care services). The PCRNN records every time a patient receives 
care (i.e., care contacts), which is defined as an outpatient contact, part-time treatment day 
or clinical care day (24 h), and can be used to determine whether and when offspring had 
entered secondary care.
 Information on secondary care entrance was not available before the year 2000. Of 
the 215 offspring, we therefore selected a subsample of offspring with an incident mood and/
or anxiety disorder after 2000 (n=70; mean age=17.7, SD=3.4). As a consequence, this sample 
did not include offspring who had their first disorder onset in childhood. Time to treatment in 
secondary care was defined as the difference in age at first secondary care entrance and age at 
disorder onset.

Potential predictors
Offspring characteristics. 
Gender was included as a predictor.
Intelligence was assessed at baseline using the Vocabulary and Block Design subtests of the 
Wechsler Adult Intelligence Scale (WAIS).34 A full scale IQ was estimated using the formula 
described by Sattler.35 As the average IQ score has been shown to increase about 3 points per 
decade36 (i.e., the Flynn effect), full scale IQ scores were corrected by subtracting 9 points (test 
was standardized in the Netherlands in 1970 and performed by our participants in 2000).
Retrospective age of onset reports were obtained for all mood and anxiety diagnoses across all 
waves by means of age of onset questions included in the CIDI. At baseline, a special sequence 
of questions was used which was designed to improve the reliability of retrospectively 
reported age of onset estimates (see37,38 for more details on specific questions). Offspring were 
categorized as having their first disorder onset in childhood (4-12 years) in adolescence (13-
18 years) or in adulthood (≥19 years).
Disorder type was defined as a mood disorder, an anxiety disorder or a comorbid mood and 
anxiety disorder. In offspring who had developed a comorbid mood and anxiety disorder, 
disorder type was defined as a ‘mood disorder’ if the mood disorder first occurred, an ‘anxiety 
disorder’ if the anxiety disorder first occurred and a ‘comorbid mood and anxiety disorder’ 
when both disorders had their onset within two years.
Suicidal ideation was included as severity indicator and assessed with the CIDI suicide 
module at baseline, 4-year, 6-year, 8-year and 10-year follow-up. The CIDI measures suicidal 
thoughts according to DSM-IV criteria. In addition, suicidal ideation was assessed using a 
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single item ‘I think about suicide’ at baseline, 1-year, 2-year, 4-year, 5-year, 6-year, 8-year and 
10-year follow-up. Response scale was 1 ‘no’, 2 ‘to a small extent’ 3 ‘to a large extent’ and 4 ‘to 
a very large extent’. The latter two answers were recoded as ‘present’. For each respondent, the 
presence or absence of suicidal thoughts as indicated through self-report or CIDI interview 
in the period prior to the assessment the disorder was first diagnosed, was incorporated in 
the analyses.

Family characteristics
Socioeconomic status (SES) was based on baseline educational attainment, occupational level 
and income level for both parents (six scales). Scale scores were then converted to Z-scores 
and combined into one SES variable. This was done for the total ARIADNE sample (n=523).
Family functioning was assessed at baseline with the Cohesion and Adaptability scales of 
the Dutch Family Dimension Scales (FDS).39 This instrument assessed the extent to which 
family members are adaptive (adaptability scale) and attached (cohesion scale) to their 
family. Adequate levels of both cohesion and adaptability were defined as ‘balanced’ family 
functioning.39 Remaining scores were categorized as ‘unbalanced’. 

Statistical analyses
We used survival analyses to analyze our data as our outcome of interest was the time to help-
seeking. This method takes into account the follow-up time of each person being followed 
and thus takes into account all available data. First, the Kaplan-Meier method was used to 
generate a time to initial help-seeking curve. Second, univariable Cox regression analyses 
were performed to examine potential predictors of time to initial help-seeking (further referred 
to as ‘initial help-seeking’) after the first onset of mood and/or anxiety disorder. Reference 
categories were childhood age of onset (4-12; relative to adolescent (13-18) and young adult 
(>= 19), respectively) and anxiety disorder (relative to mood, and comorbid mood and anxiety 
disorder, respectively). Age of onset was included as time-dependent covariate in the model, 
as the proportional hazard assumption was violated for this variable. Finally, a multivariable 
Cox regression analysis was performed selecting all predictors with p<.20 in the univariable 
analyses to determine which predictors were independently associated with initial help-
seeking. Similar steps were followed for the analyses on the time to treatment in secondary 
care (further referred to as ‘treatment in secondary care’) conducted in a subsample of 70 
offspring. SES was included as time-dependent covariate in the model, as the proportional 
hazard assumption was violated. In addition, as the PCRNN does not register treatment in 
secondary care outside the northern region, we performed a sensitivity analysis excluding 
those offspring who are moved elsewhere (36.2% of offspring without registered mental 
health care) to test if associations were similar. To account for potential nonindependence 
of outcomes for offspring from the same family Cox regression analyses were adjusted 
for familial clustering of sibling using clustered standard errors (Stata version 14.0). 
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RESULTS
Sample characteristics
Table 1 presents the characteristics of offspring with a mood and/or anxiety disorder for the 
analyses on initial help-seeking (n=215) and the subsample for the analyses on treatment 
in secondary care (n=70). With the exception of age of onset, characteristics were highly 
similar across the two samples. Anxiety disorders were proportionally more represented in 
the childhood-onset group (anxiety: 50,0%; mood: 33.9%; comorbid: 16.1%) as compared to 
the adolescent-onset (anxiety: 22.4%; mood: 51.8%; comorbid: 25.9%) and adulthood-onset 
group (anxiety: 25.0%; mood: 48.5%; comorbid: 26.5%). 

Initial help-seeking 
Figure 2 shows that the estimated overall proportion of offspring who eventually seek help 
was 91.9%. For 39.6% of the offspring, the time to initial help-seeking was more than two 
years. The probability of help-seeking was substantially higher in the first two years after onset 
than in subsequent years. 
Table 2 shows the results of the univariable Cox regression analyses relating potential 
predictors to the time to initial help-seeking in offspring. Being female, having a mood 
disorder or comorbid mood and anxiety disorder (relative to anxiety) and a disorder onset 
in adolescence or adulthood (relative to childhood) predicted a shorter time to initial help-
seeking. Age of disorder onset was found to have a time-dependent association with initial 
help-seeking, indicating that the estimated hazard declined over time. None of the family 
characteristics showed a significant association. Offspring gender, age of onset and type of 

Sample for analyses on 
initial help-seeking

(n=215)

Sample for analyses on 
treatment in secondary care

(n=70)

Characteristic n(%)/mean(sd) n(%)/mean(sd)

Offspring characteristics
Gender (female)
IQ
Age of disorder onset (years)
   4-12 
   13-18
   ≥19
Type of disorder
   Anxiety
   Mood
   Comorbid
Suicidal ideation (yes)

154 (71.6)
107.5 (12.4)

62 (28.8)
85 (39.5)
68 (31.6)

67 (31.2)
98 (45.6)
50 (23.3)
64 (29.8)

51 (72.9)
108.0 (11.9)

-
17 (24.3)
53 (75.7)

17 (24.3)
34 (48.6)
19 (27.1)
21 (30.0)

Family characteristics 
Socioeconomic status
Balanced family functioning (yes) 

0 (0.7)
95 (44.2)

0.1 (0.7)
35 (50.0)

Note. Socioeconomic status variable is transformed to a z-score.

Table 1. Sample characteristics
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disorder remained significant predictors in multivariable Cox regression analysis. A final post 
hoc analysis in which we shifted the reference categories of the three-category variables (i.e.,  
age of disorder onset and disorder type; tables available on request) revealed that the time 
to help-seeking was significantly shorter in offspring with a young adult onset as compared 
to offspring with a disorder onset in adolescence. Offspring with a comorbid disorder had a 
significantly shorter time to help-seeking as compared to those with a mood disorder.

Treatment in secondary care
Figure 3 shows that the estimated overall proportion of offspring who receive secondary care 
was 36.0%. Of the 23 offspring who entered treatment, 11 had a comorbid mood and anxiety 
disorder, 10 had a mood disorder and 2 had an anxiety disorder. All offspring had received 
outpatient care and, in addition, 5 (21.7%) had received part-time treatment, whereas none 
had received clinical care. Twelve (52.2%) offspring had more than 20 care contacts. 
 Table 3 shows the results of the univariable Cox regression analyses relating potential 
predictors to the time to treatment in secondary care. The time to treatment in secondary 
care was longer in offspring with a higher IQ. Offspring with a comorbid mood and anxiety 
disorder had a shorter time to treatment as compared to offspring with an anxiety disorder. 
Type of disorder, IQ and SES were significant predictors in multivariable Cox regression 
analysis. SES was found to have a time-dependent association with treatment in secondary 
care, indicating that the estimated hazard declined over time. A final post hoc analysis in 

Initial help-seeking
Univariablea

Initial help-seeking
Multivariableb

Predictor HR 95% CI p HR 95% CI p

Offspring characteristics
Gender (female)
IQ
Age of disorder onset (years) 
   4-12
   13-18
   ≥19
   13-18 * time
  ≥19 * time
Type of disorder
   Anxiety 
   Mood
   Comorbid
Suicidal ideation (yes)

1.38
1.00

2.49
3.93
0.87
0.74

2.02
2.83
1.14

1.01-1.88
0.99-1.01

reference
1.57-3.95
2.42-6.38
0.78-0.96
0.60-0.93

reference
1.45-2.80
1.97-4.06
0.87-1.50

.040

.716

<.001
<.001
.007
.008

<.001
<.001
.333

1.54
-

2.14
3.33
0.86
0.77

1.90
2.56

-

1.15-2.05
-

reference
1.35-3.37
2.02-5.49
0.78-0.95
0.62-0.97

1.34-2.70
1.77-3.70

-

.003
-

.001
<.001
.002
.025

<.001
<.001

-

Family characteristics
Socioeconomic status
Balanced family functioning (yes)

1.00
1.25

0.84-1.18
0.98-1.59

.991

.072
-

1.10
-

0.87-1.38
-

.436

Note. HR = Hazard ratio; 95%CI = 95% confidence interval; a = Based on univariable Cox regression analyses; b = Based on 
multivariable Cox regression analysis, including all variables that had a p<.20 in the univariable analyses.

Table 2. Associations of offspring- and family characteristics with initial help-seeking after first onset 
of mood and/or anxiety disorder (n=215)
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Figure 2. Cumulative probability of initial help-seeking after the first onset of mood 
and/or anxiety disorder in offspring (Kaplan-Meier failure estimate)

Figure 3. Cumulative probability of treatment in secondary care after the first onset of 
mood and/or anxiety disorder in offspring (Kaplan-Meier failure estimate)
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which reference categories of the disorder type variable were shifted revealed that the time 
to treatment in secondary care was significantly shorter in offspring with a mood disorder 
as compared to those with an anxiety disorder. Sensitivity analysis excluding offspring who 
had moved outside the northern region yielded similar results, that is, the same predictors 
reached significance in the multivariable model with hazards at least as great as those in the 
original multivariable analysis. In addition, suicidal ideation became a significant predictor 
(HR=2.90, 95%CI=1.02-8.23). 

DISCUSSION
We showed that the far majority of offspring with a mood and/or anxiety disorder eventually 
seek help after disorder onset (91.6%), although one third of them waited more than two 
years before doing so. The time to initial help-seeking was shorter in females than in males. In 
addition, we found that the time to help-seeking was shortest in offspring with an adulthood-
onset, followed by those with an adolescent-onset and a childhood-onset who reported the 
longest help-seeking delays. The same was true for having a comorbid mood and anxiety 
disorder, a mood disorder and an anxiety disorder, respectively, with the latter showing the 
longest time to help-seeking. An estimated one third of the offspring entered secondary care, 
in particular those with a lower IQ, comorbid mood and anxiety or a lower SES. 

Strengths and limitations
Major strengths of our study are the longitudinal design with regular (diagnostic) assessments, 

Treatment in secondary care 
Univariablea

Treatment in secondary care 
Multivariableb

Predictor HR 95% CI p HR 95% CI p

Offspring characteristics
Gender (female)
IQ
Age of disorder onset
   13-18
   ≥19
Type of disorder
   Anxiety 
   Mood
   Comorbid
Suicidal ideation (yes)

1.88
0.98

0.66

2.69
6.74
1.78

0.68-5.24
0.95-1.01

reference
0.30-1.48

reference
0.61-11.90
1.58-28.78
0.83-3.86

.226

.108

.317

.193

.010

.141

-
.97

-
-

2.21
5.98
1.76

-
.93-1.00

-
-

reference
0.51-9.54

1.44-24.75
0.65-4.74

-
.044

-
-

.289

.014

.263

Family characteristics
Socioeconomic status
Socioeconomic status * time
Balanced family functioning (yes)

0.59
1.83
1.49

0.29-1.19
1.18-2.81
0.66-3.34

.140

.006

.335

0.53
1.74

-

0.28-1.00
1.15-2.62

-

.049

.009
-

Note. HR = Hazard ratio; 95%CI = 95% confidence interval; a = Based on univariable Cox regression analyses; b = Based on 
multivariable Cox regression analysis, including all variables that had a p<.20 in the univariable analyses.

Table 3. Associations of offspring- and family characteristics with treatment in secondary care after 
first onset of mood and/or anxiety disorder (n=70)
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the examination of both initial help-seeking and treatment in secondary care, and the use of 
administrative health care data which are unaffected by recall bias. However, some limitations 
need to be acknowledged. First, although our study had a prospective design with regular 
assessments, baseline information relied on retrospective reports which is a limitation of the 
present study. Age of onsets and age of first initial help-seeking may be subject to recall bias, 
even though we attempted to reduce bias by using a sequence of questions designed to improve 
the reliability of age of onset estimates37,38, and with that, age of first help-seeking estimates. 
It should be noted, however, that the period of recall was much shorter in our study (age at 
baseline: mean 18.1 years, SD = 3.2) than in most previous cross-sectional studies on initial 
help-seeking as they used adult samples. Second, initial help-seeking was broadly assessed 
and did not include specific information on the type of professional that was contacted. In 
addition, we had no information on whether treatment was actually obtained. Third, we did 
not follow all offspring the entire follow-up period. The Medical Ethical Commitee’s decided 
that the ARIADNE study had to be officially closed before we were able to invite offspring 
to participate in NESDA. This was the main reason for the large drop-out rate (ie, 50.1%) 
in the process between the studies. Fourth, the sample size for the analyses on treatment in 
secondary care was small and results must therefore be interpreted with caution. Further 
larger studies are required to confirm current findings. Fifth, we assessed treatment in 
secondary care in general and, consequently, it is possible that offspring were not treated for 
mood/anxiety disorder but for other kinds of psychiatric disorders. Sixth, for-profit providers 
of mental health care (ie, private practices and commercial mental health care services) and 
mental health care services outside the Northern part of the Netherlands were not included 
in our measure of secondary care. Even though the far majority of patients are treated by 
large mental health care providers included in the PCRNN, the probability of receiving 
secondary care may be underestimated. Finally, as the PCRNN registers care contacts since 
2000, offspring with a disorder onset before the year 2000 were excluded from analyses. As a 
consequence, this sample did not include childhood-onset cases. As the latter very likely have 
considerable treatment delays, the time to treatment in secondary care may be somewhat 
longer than presented.

Comparison with previous studies
Despite delays in initial help-seeking, it is estimated that almost all offspring (91.3%) 
eventually take the step to contact a professional after the first onset of a mood or anxiety 
disorder. These high rates may particularly relate to how the Dutch health care system is 
organized (i.e., no major financial constraints, no distance barriers, and access to a broad 
range of services) as previous studies showed that the Dutch help-seeking rates are among the 
highest as compared to other countries.11 Similar high lifetime help-seeking probabilities for 
mood disorders were found in a Dutch study based on a community sample of adolescents 
rather than an offspring sample.16 Like our study, participants in this study participated in a 
longitudinal study including multiple assessments, which may also have contributed to the 
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high help-seeking estimates we found. Although help-seeking was not actively stimulated by 
interviewers of these studies, it is conceivable that participation in cohort studies encourages 
help-seeking. Finally, and very importantly, the offspring in our study constitute a distinctive 
group with regard to help-seeking as their parents had a history of a depressive and/or 
anxiety disorder which have shown to be positively related to mental health services use.40-42 
In addition, parental treatment-seeking in particular may be of relevance. A cross-sectional 
study found the impact of parental depression on child mental health care use to be greatest 
for parents who received treatment.43 Whether these factors also impact the time to initial 
help-seeking is an important issue to address in future studies.
 We found that females had a shorter time to help-seeking than males, which is 
consistent with studies supporting gender differences in help-seeking behavior.44,45 It is 
suggested that men’s masculinity norms, stereotypes, and ideology can act as barriers to help-
seeking.44,45 In addition, offspring with an earlier age of disorder onset or with an anxiety 
disorder reported longer help-seeking delays than offspring with a later age of onset or with 
a mood or comorbid disorder, which is in line with findings from community samples.e.g.11,16 
Previous investigators12,18 suggested that the longer delays in early-onset cases may be due 
to children’s dependency on their parents or other adults to start the help-seeking process. 
Youth internalizing symptoms may be overlooked or not be recognized by adults due to their 
covert nature or considered as normal moodiness, especially in adolescence.46,47 In addition, 
young persons with an early-onset may have become accustomed to their symptoms and 
may not reflect on these symptoms as being ‘abnormal’. In the case of persons with an anxiety 
disorder, it is possible that these are (initially) less disabling compared to mood disorders22,23, 
which may be a good reason for not seeking help or wait several years to do so. Note, however, 
that (developmental early manifestations of) anxiety disorders may set out, or be initially 
experienced as mild, yet they easily become chronic and highly impairing.48-51 
 Finally, more than one third of the offspring with mood and/or anxiety disorders 
entered secondary care. The patterns we found in our high-risk sample, that is comorbidity, a 
lower IQ and a lower SES facilitating secondary care entrance, were roughly similar to those 
found by Raven and colleagues16 who studied the time to treatment with secondary care in a 
community sample of Dutch adolescents using the same administrative health care data. It 
should be noted that, in this study, not all hazard ratios reached statistical significance, but 
patterns were clearly in the same direction. We found IQ and SES to be particularly relevant 
for secondary care entrance (and not for initial help-seeking). In the Netherlands, secondary 
care usually requires a referral from a general practitioner (GP), who has a central position as 
gatekeeper to specialist services.52 It may be that GPs are less likely to refer persons with high 
IQ and a high SES to secondary care as it is often believed that these individuals have more 
social and cognitive resources available to cope with their psychological problems without the 
need for specialist care. As suggested by Raven and colleagues16 another explanation may be 
that parents of higher SES more often refer their children to types of care not included in the 
PCRNN, for example private practices. 
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Implications
Offspring of depressed and anxious patients have a very high risk of developing a similar 
disorder themselves that often occurs early in life.24,53,54 Although it is reassuring that most 
offspring who developed a disorder did seek help, many waited several years before doing so. 
Considering the prognosis of mood and anxiety disorders51,55, the development of strategies 
to reduce help-seeking delays may be highly relevant to prevent a recurrent or chronic course. 
Such strategies may also be helpful to prevent a full-blown disorder when encouraging help-
seeking when the first signs and symptoms occur, thus in the earliest subclinical stage. 
 Efforts should therefore be made to raise awareness of the importance of timely 
help-seeking, to improve symptom recognition and to increase knowledge on help-seeking 
possibilities among offspring as well as their parents and school personnel, as the latter two have 
been shown to play an important if not pertinent role in the help-seeking process for child and 
adolescent psychopathology.33,56 One way to raise awareness and reduce help-seeking delays 
may be to actively approach patients (and through them their offspring) via adult mental 
health services. While parents perceive many barriers to involve their child in prevention 
or treatment directly, it has been found that parents may be open to psychoeducation on 
offspring mental health or on parenting.57 Direct involvement of the offspring themselves 
is another possibility. In addition, after treatment has ended watchful monitoring through 
raising awareness in GPs, parents and teachers of the importance of timely help-seeking when 
symptoms reoccur may aid to prevent relapse.
 A worrisome finding is the delay in initial help-seeking among offspring with an 
early disorder onset, especially in childhood, or a primary anxiety disorder, as both tend 
to have a severe clinical course. An earlier age of onset is associated with more frequent 
recurrences, higher psychiatric comorbidity and hospitalization58-60, and anxiety disorders 
often become chronic, with enduring symptoms and long-lasting impairments in social and 
work functioning50,51, especially if left untreated. Strategies to promote help-seeking should 
therefore give special attention to these groups, especially since available treatments for 
anxiety disorders have proven very effective in youth.61,62

 In the present study, an estimated 36.0% of offspring with a mood and/or anxiety 
disorder received secondary care. It is hard to say whether this can be considered as a high or 
low percentage. On the one hand, several clinical guidelines propose a stepped care approach 
to the treatment of depression and anxiety.63-65 Within this approach, first onsets, will, when 
possible, be managed in primary care since treatment will be allocated depending on the 
severity of symptoms, beginning with the least intensive interventions and only if necessary, 
moving on to more intensive levels of care. On the other hand, the problems of offspring with 
mood or anxiety disorders may be rather complex, as such providing a better fit with specialty 
mental health care. These offspring often face additional family adversities such as financial 
stress, parental conflict and social isolation66, and a first episode in this vulnerable group may 
flag the beginning of lifelong difficulties. Direct referral to secondary care may therefore also 
be a course of action to consider.
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Conclusion
This study showed that the vast majority of offspring of depressed and anxious patients seek 
help after the first onset of mood and/or anxiety disorder, although delays were common and 
a third waited for more than two years. Having a childhood-onset or anxiety was associated 
with the longest help-seeking delays. Systematic efforts to promote timely help-seeking by 
offspring in general, and particularly in those with a childhood-onset or an anxiety disorder, 
may prevent a recurrent or chronic course. 
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The aim of this thesis was to improve our knowledge of the intergenerational transmission of 
depressive/anxiety disorders and to shed light on possibilities to decrease the risk that these 
disorders pass on from one generation to the next. In the first part of this thesis, we examined 
the onset and course of mood/anxiety disorders in the context of parental depression/anxiety 
(Chapters 2, 3, 4, 5). The second part of this thesis reviewed existing programs aiming to 
prevent the onset of mood/anxiety disorders in offspring and focused on help-seeking in 
offspring already suffering from these conditions (Chapters 6, 7). In this final chapter we 
discuss the main findings, methodological considerations, potential clinical implications, and 
opportunities for future research. 

OVERVIEW OF MAIN FINDINGS
Onset of mood/anxiety disorders in offspring 
Chapter 2 showed that offspring of depressed/anxious patients are at very high risk to suffer 
from a similar disorder as their parents: in our cohort the cumulative incidence estimate 
for offspring mood/anxiety disorders was 38% at age 20 and 65% at the age of 35. Similar 
long-term follow-up studies in offspring of treatment-seeking depressed/anxious patients 
report comparable high cumulative incidence rates in offspring1,2, confirming our conclusion 
that suffering from a mood or anxiety disorder is the rule rather than the exception for 
these children. This is about two to three times as high as reported in another large Dutch 
community sample of persons aged 25-44 years assessed with the same diagnostic interview 
as in our study.3 With some exceptionse.g.4, previous studies have mainly discussed offspring 
vulnerability in terms of odds ratios or relative risk. As a high relative risk can be negligible 
when the absolute risk is low5, it is important that researchers also provide information on 
absolute risk and discuss their findings. This information is essential to make well-informed 
clinical and policy decisions. 

Our cohort of offspring may not be representative of the population of offspring 
of patients who receive specialized treatment. Not all families approached take part in the 
ARIADNE study which may have affected the representativeness of the sample. For example, 
research suggest that parents who feel overburdened more often decline to participate in 
research.6 This factor is likely to be related to lower levels of family functioning and the 
presence of two affected parents in a family. It is therefore possible that families with these 
characteristics are underrepresented in our sample which may have led to an underestimation 
of offspring risk. On the other hand, female offspring were slightly overrepresented in our 
offspring cohort which may have resulted in overestimation of risk. In addition, one should 
bear in mind that our sample consists of offspring of treatment-seeking depressed/anxious 
patients. The risk estimates presented above can therefore not automatically be extrapolated 
to all offspring exposed to parental depression/anxiety. It is conceivable that the parents in our 
sample were relatively severely affected7,8 which may be associated with increased offspring 
risk.9-11 It has, however, not previously been tested whether method of recruitment influences 
risk rates of psychopathology in offspring.4 A precise comparison of our cumulative risk 
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estimates with those found in similar longitudinal community studies12,13 cannot be carried 
out, mainly due to different approaches (i.e., trans-diagnostic versus disorder-specific). In any 
event, a rough comparison suggests that estimates of offspring risk in these studies are similar 
rather than lower.12,13 We tentatively conclude that our study does not markedly overestimate 
offspring risk for mood/anxiety disorder.

Another issue the reader should be aware of is that this study focuses on the 
intergenerational transmission of mood/anxiety disorders, in other words, on whether 
children develop problems similar to those of their parents. It is likely that offspring face 
other (additional) psychiatric or other problems that were not assessed in our study.14-16 A 
comprehensive review16 suggests that this may be especially true for offspring of parents with 
depression: they were found to be at risk of a broad spectrum of problems (e.g., depression, 
anxiety, conduct disorder) while studies on offspring of parents with anxiety indicated higher 
rates of offspring anxiety disorder, but not of other disorders. A recent study in younger 
children (age 5 years) found that children exposed to parental common mental disorder 
appear to be at elevated risk not only of anxiety, but also of aggressive, hyperactive and 
inattentive behavior.14 A study in adults considering a wide range of psychiatric disorders in 
both parents and offspring indicate that parental mood disorder as well as parental anxiety 
is associated with a broad spectrum of offspring problems (e.g., depression, panic disorder, 
antisocial personality disorder).15 For the present study these results imply that, considering 
the broad array of psychiatric diagnostic outcomes, offspring risk is likely to be higher than 
presented.

We found that a parental history of depression/anxiety is also a risk factor for the 
onset of depression/anxiety in adulthood (Chapter 4). This suggests that the influence of a 
parental history is not limited to the first two decades of life. Previous research has consistently 
demonstrated that subclinical states often precede the development of full-blown episodes.17-20 
Our study, taking parental history into account, shows that the presence of subclinical 
symptoms should be considered as the more powerful marker among the clinical variables 
that were investigated. Nowadays several indicated preventive interventions exist that could 
be helpful for adults already showing symptoms.21-25 Notably, these indicated interventions do 
not explicitly address the family context, in contrast with selective preventive interventions 
specifically developed for children and adolescents with affected parents. A parental history 
of depression/anxiety is likely to be present in a substantial subset of adults with subclinical 
symptoms. Whether this subgroup may benefit from family-contextual components added to 
these interventions (e.g., issues related to growing up with a depressed/anxious parent) is yet 
unclear, and certainly is an interesting question to address in future research.

A parental history in persons with depressive/anxiety disorders
ARIADNE studies the offspring of depressed/anxious patients taking the parent as its starting 
point which is referred to as the ‘top-down’ or ‘high-risk’ approach.26,27 Studies starting with 
depressed/anxious persons and examining rates of psychiatric disorders in their parents 
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or other relatives (i.e., ‘bottom-up’ approach) also show evidence that depressive/anxiety 
disorders run in families.28-30 Although the studies in this thesis do not apply this latter 
approach, they provide some indications in support of the previous findings. Chapter 4 shows 
clear differences in the proportions of parental history in persons who never had a depressive/
anxiety disorder (45.6%), persons with a remitted depressive/anxiety disorder (65.3%) and 
persons with a current depressive/anxiety disorder (71.4%). In Chapter 5, we describe the six-
year course of depression/anxiety in offspring with a parental history of depression/anxiety. 
We also select a comparison group of young adults with a lifetime depressive/anxiety disorder 
but without a parental history of these conditions. This comparison group, however, turned 
out to be relatively small (i.e., 25% reported no parental history). Perhaps not surprisingly 
since it aligns with studies on child-onset and adolescent-onset depression reporting that 
the vast majority has affected parents.31,32 Together, these findings indicate that a substantial 
number of depressed/anxious persons grow up in families where a parent has depression/
anxiety. This familial aggregation should receive clinical attention. 

Risk and protective factors influencing the onset of mood/anxiety disorders in offspring
It is important to state that not all offspring of depressed/anxious patients will experience 
negative outcomes.33,34 Chapter 2 indicates that mood/anxiety episodes occur in many, 
but not all, offspring. Offspring risk probably varies. We therefore investigated whether 
psychiatric characteristics, family context and offspring characteristics contribute to 
individual differences in offspring risk for mood/anxiety disorders. A female preponderance 
in mood/anxiety disorder was observed in our high-risk sample which concurs with 
what is consistently found in population-based samples.35-37 Substantial efforts have been 
made to unravel the underlying mechanisms of this heightened risk in females, but exact 
determinants remain speculative.38,39 Although this was not addressed in this thesis, gender 
differences in pubertal development, coping styles, social roles and childhood adversity are 
potential candidates38 which need to be addressed by future research. Other important factors 
independently contributing to individual differences in offspring risk were parental age of 
onset and so called ‘familial loading’: we found children of parents who reported a disorder 
onset before the age of twenty and children with two affected parents to be at increased risk 
for mood/anxiety disorders which is in line with results of two longitudinal studies.40,41 This 
finding may be explained by the increased genetic and environmental risk associated with 
these features which may reinforce one another. 

In terms of possible protective factors, balanced family functioning was found to 
diminish offspring risk for future mood/anxiety episodes. Results of a 20-year follow-up study 
of offspring of treatment-seeking depressed patients shows a marginally significant association 
between low family cohesion and depression in offspring.42 Interestingly, this study also shows 
that family discord factors do not have added predictive value above parental depression only, 
in predicting depression and anxiety in offspring. This would suggest that when it comes to 
identifying persons vulnerable developing these conditions in the future, parental depression 

137623_Petra Havinga_BNW.indd   144137623_Petra Havinga_BNW.indd   144 06-01-20   13:1506-01-20   13:15



145145

8

is the better marker, but this needs more research. Our samples were not suitable to clarify this 
issue: the ARIADNE sample does not include a control group of offspring without affected 
parents while the NESDA sample has no measure of family functioning. Nevertheless, our 
findings indicate the importance of strengthening family functioning as target of preventive 
or treatment interventions in offspring.

The association between parental gender, familial loading and the onset of mood/anxiety 
disorders in offspring
In our high-risk sample we found no evidence of differential effects of mothers versus fathers 
on the onset of mood/anxiety in offspring (Chapter 2, 3). These findings accord with recent 
longitudinal43,44 and cross-sectional work14 as well as with a meta-analyis45 showing that 
maternal as well as paternal depression/anxiety are associated with depression/anxiety and 
that parents’ gender seems to have little or no effect. So all in all, there is little evidence to 
substantiate the claim of differential effects of mothers versus fathers on offspring risk for a 
mood/anxiety disorder. Note, however, that this conclusion does not preclude the possibility 
that, for example, same sex dyads (e.g., mother-daughter) have specific influences.e.g.46 

Related to this, we found that offspring with two affected parents were at increased 
risk of developing a mood/anxiety disorder. A similar study shows that offspring risk for 
depression more than doubled when both parents are affected (i.e., interaction effect).41 As 
suggested by the authors, an explanation could be that in these families there is no second 
parent who may (partly) take a compensatory role buffering negative effects associated 
with the other parent’s depression.41 We were not able to examine interaction effects in 
our high-risk sample since healthy comparison parents were not included in our study. In 
response to our letter (Chapter 3), Lewis and colleagues47 addressed this question in two 
large prospective population-based studies in adolescents. Contrary to the study mentioned 
above41, these results support an independent, additive relationship between paternal and 
maternal depressive symptoms.47 Similar additive effects were reported earlier with regard 
to adolescent functioning.48 These results indicate that the combined effects of paternal and 
maternal depressive symptoms do not escalate into a more than doubled risk for offspring. 
Nevertheless, it is clear that in clinical practice as well as in future research the mental health 
of both parents should be taken into account. Especially, since marital resemblance appears 
to be more common among persons with psychiatric disorders49-51, probably mainly due to 
assortative mating.51 

The association between parental history and the course of depression/anxiety in offspring 
Depressive and anxiety disorders tend to run a recurrent or chronic course.52-54 Unlike the 
onset of these conditions, research is inconclusive as to whether parental depression/anxiety 
also predicts a less favorable disorder course.13,32,55-58 Notably, a parental (or family) history 
was not considered in the vast majority of studies examining putative predictors of course 
outcomes in depressed/anxious persons.59-61 In our nine-year prospective study we found a 
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parental history of depression/anxiety to increase the risk for recurrence in adults with a 
remitted depressive/anxiety disorder at baseline (Chapter 4). This association was independent 
of clinical and treatment factors in our model, in line with previous studies.55,62,63 A parental 
history also emerge as risk factor for the most persistent forms of depression/anxiety, but the 
earlier age of onset typical for persons with a parental history64-66 predominantly contributed 
to this association. In a similar longitudinal study in adults over 18 a family history was not 
found to be related to persistent depression.67 This study did not address chronicity, however, 
given a much shorter follow-up period (i.e., three years) than our study. Prospective studies 
in younger samples55,56 find that parental history is related to chronicity. The potential role 
of age of onset in this association is, however, not considered and therefore remains unclear, 
although age of onset would show less variation in young samples. Contrary to our findings 
in Chapter 4, the results presented in Chapter 5 do not corroborate the premise that a parental 
history may signal a less favorable disorder course. In this chapter, we compare the six-year 
course in depressed/anxious persons with a parental history with the course in persons 
without a parental history. Notably, the small sample size of the latter limits our ability to 
draw strong conclusions. 

The long-term course in offspring with a history of depression/anxiety
The onset of depression/anxiety in offspring is often used as endpoint in existing studies on 
families living with parental depression/anxiety. Far less is known about how these offspring 
fare after onset of a depressive/anxiety disorder. In general terms, it has been stated that 
research on depression/anxiety should include repeated follow-up measurements to capture 
the fluctuating course typical of these diseases.8,68 In our six-year follow-up study we found 
that 59% of young adult offspring with a history of depression/anxiety also suffered from 
these conditions during follow-up. The remaining 41% of offspring did not. This suggests 
that stable recovery is possible, at least when defined as not fulfilling the diagnostic criteria 
anymore. Appropriate comparison of these rates with those found in other studies is difficult 
due to heterogeneous methodology. Longer recall periods between assessments69,70 and 
using a sample of early-onset cases71 could be explanations for the lower respectively higher 
recurrence rates found in other samples. Furthermore, variability in symptom severity and 
disability was found in offspring who suffered from depression/anxiety during follow-up 
as well as in offspring who recovered. This supports previous work performed in non-high 
risk samples stating that syndromal recovery does not necessarily coincide with restoration 
of psychosocial functioning.72-74 It is, therefore, important to evaluate functioning when 
assessing the effectiveness of preventive or therapeutic interventions for depression/anxiety 
in clinical practice as well as for research purposes.

Mechanisms of risk transmission
Although this was not directly addressed in this thesis, our findings warrant discussion 
of mechanisms underlying offspring vulnerability.75-78 Genetic factors may contribute to 
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increased vulnerability through biological processes.79 But also the degree of exposure 
to risky environments and sensitivity to environmental risk may be partially genetically 
determined.80 Furthermore, children of depressed/anxious parents are more often confronted 
with maladaptive behavior and cognitions associated with parental illness which is another 
possible way through which parental disorder exerts its effects on offspring. Finally, children 
of depressed/anxious parents are more likely grow up under conditions of stress and adversity 
(e.g., marital problems, poverty) which may predispose them to developing depressive/
anxiety disorder. A recent study based on the national Swedish population register found 
parental genetic factors and rearing influences to affect offspring risk of depressive disorder 
to an approximately equal degree.81 However, such splits are rough approximations, as the 
environment that parents create for their children covaries with parental genes, which are only 
partly transmitted to their children.82 Furthermore, environmental effects possibly interact 
with genetic vulnerability in the transmission of depressive/anxiety disorders from parent 
to offspring.83,84 These examples show how tightly genetic and environmental mechanisms 
are entangled. Notably, the field of epigenetics is quickly growing and has provide insights 
to epigenetic processes in psychiatric disorders. Results should, however, be interpreted with 
caution as replication of findings is generally lacking.85

With regard to the clinical course, rather than onset per se, it is suggested that 
different processes may be involved.57,59,86 Our findings may support this: we found different 
factors contributing to the impact of parental depression/anxiety on the onset, recurrence 
and persistence of depression/anxiety (Chapter 4). It should be emphasized that causal factors 
involved in the association between parental depression/anxiety and offspring risk are far 
from clear and further work is required. Such knowledge is needed to optimize prevention 
and treatment strategies.

Prevention programs 
To prevent the intergenerational transmission of psychiatric disorders in offspring, several 
prevention programs have been developed in different countries in the world.87 In Chapter 
6 we identified studies testing the efficacy of prevention programs in children of parents 
with mood/anxiety disorders in particular. These studies report on seven unique prevention 
programs. All of them were delivered face-to-face and contain a psychoeducational element 
which is in line with previous findings on prevention programs in children of parents with 
mental disorders in general.88,89 Family-focused programs address family environmental 
factors thought to be linked to the intergenerational transmission of mood/anxiety 
disorders77,78 while in offspring-focused programs cognitive restructuring techniques were 
a central component. Our meta-analysis reveals that prevention programs reduce the onset 
of depression/anxiety in offspring and relieve symptoms. So it seems possible to prevent the 
onset of depression/anxiety in offspring or at least delay it. However, we still know little about 
which intervention components are critical in producing these positive outcomes as programs 
have been evaluated as a whole. Moreover, published papers sometimes contain incomplete 
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program descriptions, a problem noticed in the broader field of health sciences90-92, which 
can hamper translation into clinical practice. Another issue of concern is that families with a 
mental illness appear to be difficult to engage in prevention activities.6,93 This was why a closer 
look was taken at the recruitment process in the studies included in our review. Most studies 
recruited participants via mental health clinics, media outlets, and clinicians with the latter 
likely to be the most successful approach. This accords with findings from a qualitative study 
showing that depressed/anxious parents were more willing to participate in a prevention 
study with their offspring when a therapist was involved.6 A few studies indicate that they 
experienced recruitment problems, but, like findings on recruitment approaches, we could 
not draw firm conclusions on this issue since not all studies provided sufficient information 
on the recruitment process. It therefore remains unclear to what extent sampling biases that 
may limit real-world utility of such programs exist in these studies. Our findings highlight 
the importance of adequately reporting on the content of prevention programs (e.g., using 
the TIDieR checklist), of providing a detailed description of recruitment approaches and 
problems experienced and of sharing program manuals. This would contribute to a solid basis 
for future investigation and will promote the uptake of research findings into clinical practice.

Help-seeking in offspring with a mood/anxiety disorder
Despite the high prevalence of psychiatric disorders in offspring of affected parents only 
few studies reported on treatment-seeking in this subgroup. Previous studies do not report 
on the time to initial help-seeking, an approach already embraced in studies of offspring 
samples.e.g.94-96 This outcome is highly relevant as prompt help-seeking is related to better 
treatment response.97-100 Chapter 7 addresses this issue and shows that an estimated 92% of 
offspring with a mood/anxiety disorder eventually contact a professional, but about a third of 
them delays help-seeking for more than two years after its first manifestation. These estimates 
are broadly comparable to those found in a Dutch community sample of adolescents101, and 
should be seen in the context of the Dutch health care system where help-seeking rates are 
found to be relatively high in comparison to other countries.94 In addition, one should bear 
in mind the specific characteristics of our high-risk sample, that is all offspring have a parent 
with depression/anxiety, moreover, these parents all received treatment. Both factors may, 
possibly even additively102, increase the likelihood of help-seeking.13,103,104 In line with studies 
in non-offspring samplese.g.94,105, we conclude that the main problem is not the failure to seek 
help, but the tendency to wait for a considerable period of time before seeking treatment. 
Promoting timely help-seeking should thus be the focus of attention.

Chapter 7 also sheds light on subgroups among whom help-seeking delays are 
more prevalent. First, the time to initial help-seeking is found to be longer in males than in 
females which may relate to gender differences in expressing and sharing emotions that for 
men act as barrier to help-seeking.106,107 A second and third subgroup are offspring with a 
childhood-onset or an anxiety disorder. Previous investigators95,108 suggest that, in children, 
the initiative for seeking help lies with the parent or another adult who may not recognize 
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internalizing problems. It could also be argued108 that it takes a relatively long time to self-
recognize symptoms because they already appeared at young ages, which may act as barrier 
to help-seeking. Anxiety disorders may (initially) be perceived as less impairing compared 
to mood disorders72,109, which may be a reason to postpone help-seeking. The predictors of 
initial-help seeking identified in our study are broadly in line with those found in community 
studies.e.g.94,96,101 

This suggests that, apart from their ‘at risk status’, factors generally playing a role 
in help-seeking may not be different for offspring characterized by parental depression/
anxiety. Notably, we did not take into account parents’ previous experiences with health care, 
which may contribute to individual differences in help-seeking.110 We also examined whether 
offspring with mood/anxiety disorders enter secondary care and show that this is the case 
for about one third of offspring. A lower IQ, lower SES or comorbid mood and anxiety are 
relevant in predicting secondary care entrance. We find these patterns to be roughly similar 
to those found in the previously mentioned community sample of Dutch adolescents based 
on the same administrative health care data. 94 

As depressive/anxiety symptoms can resolve with time, immediate help-seeking 
may not be necessary. The question, which was also raised by previous investigatorse.g.94,95,111, 
is whether help-seeking delays could be considered clinically relevant. Based on our own 
and previous findings, our answer is: yes. Our study indicates that offspring mental health 
problems apparently persist or reach a level at which offspring eventually perceive a need 
to contact a professional. The relevance of timely help-seeking is also apparent from studies 
demonstrating that even subthreshold forms of mood/anxiety disorder impact quality of life 
and symptoms easily can get worse.18,20,112,113 Furthermore, help-seeking delays are also seen in 
persons who were very severely affected.111 Lastly, higher pre-treatment severity and a longer 
duration of untreated illness have been associated with a lack of treatment response and a 
less favorable clinical course.98,99,114,115 Efforts to promote timely help-seeking are therefore 
worthwhile, with a special focus on subgroups with long help-seeking delays.

METHODOLOGICAL CONSIDERATIONS
Several strengths and limitations of the studies included in this thesis have already been 
addressed in the previous chapters. In this section, the most important general methodological 
issues will be discussed. 

The ARIADNE sample consists of 523 offspring (baseline age 13-25 years) of 366 
patients who had received specialized treatment for depressive and/or anxiety disorder. 
Investigating the onset and course of mood/anxiety disorders and help-seeking in such a 
sample is of high relevance since adult mental health care provides a unique point of departure 
for identification and intervention aimed at children’s wellbeing.116 On the other hand, as we 
previously discussed, recruitment via mental health care facilities may limit generalizability 
of findings as not all depressed/anxious persons receive treatment.3,117 The offspring in our 
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study may therefore not be representative of the entire population of offspring with parental 
depression/anxiety. 

In the present thesis we took a trans-diagnostic rather than a disorder-specific 
approach by grouping parental and offspring mood and anxiety disorders together into one 
broad category. As substantial comorbidity rates exist between mood and anxiety disorders 
as well as within these subcategories118,119 (e.g., anxiety-anxiety comorbidity) we adopted 
this method to increase generalizability of findings. Our own data on parental as well as 
offspring diagnosis support this notion of high comorbidity (Chapter 2). The downside of 
this method is that we do not provide a detailed picture on the intergenerational transmission 
of specific disorders, but in our opinion this not does outweigh the benefits of the approach 
we have chosen.

A major strength of this study is that diagnostic information was ascertained 
prospectively over multiple assessments, but baseline information may still have been biased 
by failure to recall past mood/anxiety episodes. Reporting of mood/anxiety episodes appeared 
to diminish with time120-123, whereby especially milder and untreated episodes may have been 
missed.124,125 The cumulative incidence of offspring mood/anxiety disorder may therefore 
be slightly higher than presented in Chapter 2. The same applies to age of onset and age of 
first help-seeking reports gathered at baseline which may be less precise. Notably, problems 
related to recall bias are probably tempered in our study since offspring age at baseline was 
relatively young.

Our study is among the largest long-term follow-up studies of offspring of depressed/
anxious patients worldwide, with more than 200 offspring having been followed for more 
than 10 years now. A major issue of concern is that about half of the original offspring 
cohort dropped out in the process between the ARIADNE and NESDA study. As previously 
stated, due to medical ethical regulations the ARIADNE study had to be officially terminated 
and only afterwards could offspring be approached again to ask if they were willing to 
participate in the NESDA study. This was an important reason for the high dropout rates. 
In Chapter 2 we find that male gender, lower occupational level, lower educational level and 
lower IQ are negatively related to follow-up duration (i.e., age at last interview), indicating 
underrepresentation of these groups. These are well-known factors related to loss of follow-up 
in longitudinal studies.126-129 Results may be less generalizable to these groups. 

In the NESDA sample a younger age, fewer years of education, not being of North 
European descent, having been recruited in Amsterdam and no previous participation in 
research were related to attrition at two-year follow-up.130 Among the psychiatric characteristics 
examined, persons with a major depressive disorder, and in particular those with a comorbid 
depressive/anxiety disorder and higher symptom severity were underrepresented in the 
two-year assessment.130 Importantly, it should be borne in mind that the NESDA study is 
characterized by a relatively low attrition rate.130 

A major strength of the ARIADNE study is the accuracy of the data collected 
regarding the presence of parental depressive/anxiety disorder: parents were recruited via 
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mental health care facilities because they had received treatment for these conditions and, in 
addition, they were interviewed about their own psychopathology (direct report) by means 
of a standardized psychiatric interview referred to as the “family study method”. Whether 
the other biological parent had a history of depression/anxiety was, however, reported by the 
index parent (indirect report) which is referred to as the “family history method”. Apart from 
the fact that self-report is preferable, an important limitation of this commonly used method 
is that respondents who suffer from a psychiatric disorder are more likely to report the same 
disorder to be present in their relatives.131,132 This is more of an issue in the NESDA study in 
which data on parental history of depression/anxiety are entirely based on indirect report of 
NESDA participants. Information regarding the psychiatric status of family members is thus 
influenced by informant’s own psychiatric history and overestimation of the degree of familial 
aggregation is a possible consequence. 

Although extensive information on parental mental health is available for offspring 
of the ARIADNE cohort, these data do not provide us with a detailed picture of the timing of 
parental depressive/anxiety episodes. Most studies suggest that negative developmental effects 
of parental depression are largest early in life76,133, but not all studies support the notion of 
timing effectse.g.10. Timing of exposure to parental depression/anxiety as potential moderator 
merits further investigation in future studies. Addressing this question requires longitudinal 
study designs assessing both parents and children at regular intervals in order to precisely 
map if the patterns of exposure influence child development. 

Most instruments used in the studies presented in this thesis have good psychometric 
properties in terms of reliability and validity (e.g., CIDI, BAI, IQ). For some constructs, 
however, single-item questions are used as indicator (e.g., parentification, suicidal ideation). 
Although in clinical practice such simple questions may be an attractive alternative to multi-
item questionnaires (e.g., efficient, easy to implement), it has not yet been investigated if these 
questions are sufficient for representing the intended constructs. We can therefore not rule 
out that the lack of predictive power of, for example parentification, is due to this.

CLINICAL IMPLICATIONS
This thesis shows that it is more likely than not that offspring of depressed/anxious patients 
will develop a similar condition at some point in their life. And once affected, a parental 
history of depression/anxiety may be an indicator for a less favorable disorder course. These 
findings, together with the very large numbers of children growing up in a family with an 
affected parent134, highlight the need for large-scale preventive and treatment efforts aiming 
to, ideally, prevent that depressive/anxiety disorders pass from one generation to the next. As 
most offspring experience their first episode at some point during adolescence or in young 
adulthood these efforts should start early in life.
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How to reach offspring and their families?
One of the challenges in implementing preventive and treatment measures on any scale is to 
determine how the target group can be reached. Firstly, professionals working with depressed/
anxious adults (e.g., psychiatrists, social workers, general practitioners) are in the position to 
identify these offspring via the parent. Secondly, professionals working with children and 
adolescents (e.g., youth care professionals, child psychologists) could play an important role 
here. Please note that these professionals have a less clear starting point than those serving 
depressed/anxious adults: in the case of the former the mental health status of parents is often 
unknown. The Dutch COPMIA guideline135 (Children of Parents with Mental Illness and or 
Addiction; in Dutch: Richtlijn Kinderen van Ouders met Psychische Problemen) is developed 
to assist professionals working in youth mental health care services in the identification and 
intervention with families in which a parent has a mental illness. This guideline can also be 
useful for other professionals working with children. We recommend extra efforts to improve 
the implementation of this guideline as far too few professionals apply this directive.136 Lastly, 
informal networks - whether or not in cooperation with professionals - can be of great value 
for persons with mental health problems and their families, for example friends, relatives and 
neighbors (see for a further elaboration on this topic137). 

In the next section, we will primarily discuss implications for adult mental health 
care given the unique position these professionals have in making significant contributions to 
offspring’s mental health. Moreover, the sample of offspring on which the results of this thesis 
are mainly based was recruited via adult mental health care. 

Parent’s contacts with mental health care as a window of opportunity for prevention and 
treatment in offspring
As also emphasized by otherse.g.116,138, a parent’s entry into adult mental health care represents 
a unique, but yet highly underutilized, point of departure for identification and intervention 
aimed at children’s wellbeing. In the Netherlands, the Child Check obligates professionals to 
inquire whether a patient has children and could provide a starting point for recognizing the 
needs of children of parents with mental illness.

Although parental interventions were not explicitly addressed in this thesis, we 
believe that the parent is the key to prevention of mood/anxiety disorders in offspring. In 
addition to adequate treatment of parental disorder9,11,139, we therefore recommend to address 
parenting - an important mechanism through which parental depression/anxiety exerts its 
influence on offspring - as standard part of treatment. When evaluating the extent to which 
depression/anxiety impacts a patient’s functioning in the various social roles (e.g., work, 
relationships), patient’s role as parent should always be considered. Parenting is a sensitive 
topic to discuss and professionals emphasize they need additional knowledge and skills 
to carry out such conversations.140,141 ‘Parenting with Success and Satisfaction’ (PARSS) 
(in Dutch: Ouderschap met Succes en Tevredenheid) comprises a comprehensive method 
to support patient’s rehabilitation goals in the area of parenting.142 Parenting as a focus of 
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recovery practice may not only benefit child’s but also parental well-being143, but this field 
is still in its infancy and efforts should be made to further strengthen the evidence base of 
such aproaches.143 Parents could additionally be offered less intensive (anonymous online) 
opportunities specifically designed for parents with a mental illness where they can be helped 
to fulfill their parenting role.e.g.144 Importantly, addressing parenting issues within treatment 
appears to fulfill a need of most parents.142 

Moreover, it is important that professionals gain insight into children’s and families’ 
well-being, strengths, vulnerabilities and needs so that they can discuss appropriate support 
opportunities with parents (and other family members). They should be aware that, regardless 
of their level of risk, many may benefit from support. Findings of the present thesis indicate 
that specific attention should be given to the strengthening of family functioning (Chapter 2). 
Our findings further emphasize the importance of taking into account both parents’ mental 
health given that depression/anxiety in mothers as well as in fathers influence offspring well-
being, probably to an equal extent (Chapter 2, 3). The characteristics found in Chapter 2 
may aid professionals to identify offspring that are most likely to be in need of (preventive) 
support. For offspring already experiencing serious signs and symptoms, it is vital that they 
are identified as such, and that they receive adequate and timely care for their problems. 
Encouraging timely help-seeking is then the best possible advice. This is particularly relevant 
for male offspring, offspring with both depressive and anxiety symptoms and offspring 
with a symptom onset early in life: groups we find to wait a considerable amount of time 
before seeking help (Chapter 7). Furthermore, one should bear in mind that families in 
which a parent has depression/anxiety or another mental illness may be difficult to engage 
in prevention activities6,93 (see also Chapter 6). It is important that professionals are aware of 
possible barriers that prevent parents from talking about parenthood and the well-being of 
their children and how these barriers may be addressed (see a recently published paper of our 
own group141 for an overview of common barriers and possible remedies). Examples of such 
barriers include reluctance to bother offspring, feelings of shame and stigma and, overload of 
the parent.6,93 

One type of preventive interventions that can be offered or referred to are the 
offspring-focused and family-focused prevention programs specifically developed for 
offspring of parents with a mood/anxiety disorder (Chapter 6). They show promise in 
preventing new mood/anxiety episodes in offspring. However, in the Netherlands, as well as 
in other countries, these interventions appear to have limited reach.145 It could for example 
be that these programs insufficiently align with the needs of this population. Further research 
is needed to gain insight into the reasons why before large-scale implementation of such 
programs should be initiated. Notably, these programs should be viewed as one of the many 
options to consider. As risk and needs vary widely among offspring and families, it is of great 
importance to offer a variety of interventions and to select those interventions that best fit 
individual needs. The SIK-list (Screening en Interventie Keuze Lijst) can assist professionals 
in this process. 
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Moving toward a family-focused approach 
Identifying and responding to the needs of children and families in this respect is, however, 
not yet common practice in adult mental health care. An important reason for this is 
that an individual deficit approach is paramount, rather than providing family-focused 
care, acknowledging the pivotal role of the family.e.g.116,146,147 More specifically, commonly 
encountered barriers are concerns that talking about parenting and child’s well-being may 
have a deleterious effect on the therapeutic alliance, or professionals feeling they have 
insufficient knowledge, skills or time to work with families, and a lack of (knowledge of) 
appropriate referral options.116,148-150 From the results of the present thesis it is evident that 
expanding efforts to carefully integrate family-focused practices in adult mental health care 
is highly desirable. This requires changes at organizational level (e.g., supportive resources, 
organizational culture, policies, procedures) as well as workplace training to equip professionals 
with the necessary knowledge and skills. In our University Center of Psychiatry the first steps 
toward embedding a family-focused approach have been taken and are described in a recently 
published paper.141 Notably, a generic COPMIA module (in Dutch: generieke module KOPP/
KVO) is currently being developed and will be added to all Multidisciplinary Guidelines in 
Dutch mental health care in 2019. We are looking forward to the publication of this module 
and recommend to carefully monitor its implementation. We further advocate to incorporate 
education on family-focused practice into the curriculum of psychiatrists, psychologists, 
nurses and social workers as these students will constitute the mental health care workforce 
in future.

Family-focused practice within adult mental health care is not enough
Successful implementation of family-focused practices within adult mental health care 
services would be an important step forward, but additional measures are needed to address 
intergenerational risks to offspring’s mental health.151 A broader approach to prevention and 
treatment of depression/anxiety - with families with parental depression/anxiety representing 
an important target group - is essential to lower the incidence and prevalence of these disabling 
conditions in the population, and so to help interrupting the cycle of intergenerational 
transmission. Important elements of such an approach are strategies to improve mental health 
literacy, to reduce stigma and to promote mental health and well-being in schools.
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DIRECTIONS FOR FUTURE RESEARCH
Several potential future research questions have already been pointed out throughout this 
thesis. In this section we discuss the key research areas that would merit further investigation. 

Chapter 2 focuses on the onset of mood/anxiety disorders in the context of parental 
depression/anxiety. Nonetheless, and this should be emphasized, there are also offspring 
who report to have acquired strengths (e.g., empathy, maturity)152 or who appear to have 
successfully adapted, despite experiencing parental depression/anxiety.33,153,154 Although 
some recent longitudinal work has focused on contributors to resilient outcomes33,153 (e.g., 
maintained healthy functioning in daily life, absence of mental illness, despite high-risk 
status), past studies have primarily focused on risk processes. Further prospective studies 
should be undertaken to improve our understanding of resilience promoting factors in 
offspring. Such studies may provide possible novel targets for preventive interventions. Level 
of social support, participation in leisure activities and having someone to talk to outside the 
family are examples of factors that received little attention so far, but certainly merit further 
investigation.

Prevention programs for offspring of parents with depressive/anxiety disorder 
have shown promise in reducing the onset of depressive/anxiety disorder in offspring. It is, 
however, still unclear if specific intervention ingredients are responsible for these positive 
results. To improve the effectiveness of prevention programs it is crucial to achieve a better 
understanding of the essential intervention components. This information can be used to 
optimize existing preventive interventions and design new approaches. This is an important 
area for further study. 

An issue of concern is the limited reach of prevention programs.6,93 Future research is 
needed to gain insight into the reasons why only a small fraction of eligible families participate 
in these programs. This information may guide further research and/or implementation. 
Since online support opportunities offer the possibility to enhance reach, potentially have 
lower costs and appear to align with the needs of offspring155, it may be worthwhile to develop 
and rigorously evaluate such online support opportunities. The Netherlands is a pioneer 
in this field144,156,157, and valuable expertise already gained in this field should certainly be 
used. The development of an online preventive intervention for offspring of parents with a 
mood disorder is part of the recently started Dutch MARIO project (Mood And Resilience 
In Offspring).

Even if prevention strategies are implemented on a larger scale, there will always 
be offspring who develop mental health problems. Findings ways to contribute to long-term 
recovery in offspring is therefore of high importance. Surprisingly, this is an area that has 
remained unexplored to a large extent. Prospective longitudinal studies are needed to identify 
factors that promote recovery in affected offspring. Our findings underline the need to look 
beyond symptomatic recovery and to also include social and role-functioning outcomes 
which may be even more relevant from a patient perspective. 
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As previously argued, professionals working with depressed/anxious adults are in a unique 
position to recognize and respond to the needs of children and families. Such a family-
focused approach has, however, not yet been implemented in everyday clinical practice. 
Several barriers have been identified that make it difficult to address the needs of children 
and the patient in his/her role as parent such as practitioners feeling they have insufficient 
knowledge or not enough time to work with families.116,148 Implementation research would 
provide important information that can help to improve the uptake of family-focused practice 
within adult mental health care. 

CONCLUSION
This thesis shows that there is a considerable risk that children of today’s depressed/anxious 
patients become tomorrow’s patients. For a large part of offspring this happens somewhere 
during secondary school and in young adulthood, at an age in which many important steps 
in life have to be taken. Once affected, a parental history of depression/anxiety may forebode 
a less favorable disorder course. Our findings from Chapter 6 indicate that it may be possible 
to prevent the onset of depression/anxiety in offspring, or at least delay it. And in offspring 
already suffering from these conditions, help-seeking delays are common and could be 
improved. All in all, the results of this thesis highlight the need to expand efforts to interrupt 
the cycle of intergenerational transmission. This requires the development, implementation 
and evaluation of prevention and treatment strategies. We recommend to start with integrating 
family-focused practice in adult mental health care. If no further action is taken, the cycle will 
never be broken. 
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NEDERLANDSE SAMENVATTING

Depressieve stoornissen en angststoornissen komen vaak voor, en kunnen zeer ingrijpend 
zijn. Dit geldt voor de persoon zelf, maar ook voor diens naasten zoals partner en kinderen. 
In dit proefschrift staat de intergenerationele overdracht van depressieve stoornissen en 
angststoornissen centraal, en proberen we zicht te krijgen op mogelijkheden voor interventie.

Achtergrond
Depressieve stoornissen en angststoornissen zijn veel voorkomende psychische aandoeningen 
die de kwaliteit van leven sterk kunnen beïnvloeden. In Nederland krijgt ongeveer 1 op de 
5 mensen ten minste éénmaal in het leven een depressie. Hetzelfde geldt voor een angststoornis. 
Deze stoornissen komen ook vaak samen voor. In dit proefschrift spreken we daarom van 
depressieve/angststoornissen. Deze stoornissen kunnen zich op elke leeftijd manifesteren, 
maar ontstaan vaak al op jongere leeftijd. Angststoornissen ontstaan vaak in de kindertijd 
of adolescentie. Voor depressie ligt de piek iets later, zo tussen het 20e en 40e levensjaar. 
Het beloop van deze stoornissen is dikwijls terugkerend of chronisch, wat kan leiden tot 
substantiële beperkingen in het fysieke, sociale en schools/beroepsmatig functioneren. Ook 
voor de samenleving als geheel zijn de kosten van deze aandoeningen vanwege ziekteverzuim 
en zorgkosten hoog. 

Eén van de belangrijkste risicofactoren voor het ontwikkelen van een depressieve/
angststoornis is een geschiedenis van depressie/angst bij de ouder. Kinderen van wie één of 
beide ouders last hebben van (één van) deze aandoeningen, hebben een verhoogde kans om zelf 
ook een depressieve/angststoornis te ontwikkelen. Genetische invloeden, omgevingsfactoren 
(bijvoorbeeld blootstelling aan een meer stressvolle omgeving) en de wisselwerking tussen 
beide komen uit de literatuur naar voren als mogelijke mechanismen die kunnen verklaren 
waarom deze kinderen extra vatbaar zijn. 

Dit proefschrift bouwt voort op deze achtergrond. Het eerste deel van dit 
proefschrift richt zich op het ontstaan en beloop van stemming/angststoornissen bij deze 
kinderen (hoofdstuk 2 t/m hoofdstuk 5). In het tweede deel staan preventieprogramma’s en 
professionele hulpverlening centraal (hoofdstuk 6 en hoofdstuk 7). 

Welke onderzoeksgegevens hebben we gebruikt?
Voor de studies in dit proefschrift is gebruik gemaakt van de gegevens van twee grote 
Nederlandse studies: Adolescents at Risk of Anxiety and Depression: A Neurobiological and 
Epidemiological approach (ARIADNE) en de Nederlandse Studie naar Depressie en Angst 
(NESDA). ARIADNE is in 2000 gestart en heeft 523 jongeren (13-25 jaar) gevolgd in hun 
ontwikkeling. Al deze jongeren hadden een ouder die behandeld is binnen de geestelijke 
gezondheidszorg voor een depressieve/angststoornis. In 2004 is ARIADNE afgesloten en is 
aan alle deelnemers gevraagd of zij wilden meedoen NESDA dat destijds werd opgezet (2004-
2007). NESDA is een groot cohort onderzoek onder 2.981 volwassenen, dat als doel heeft het 
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beloop en de gevolgen van depressieve/angststoornissen in kaart te brengen. NESDA loopt 
nog steeds en van de deelnemers is inmiddels informatie beschikbaar over een periode van 
negen jaar. Dat betekent dat een groot deel van het ARIADNE-cohort inmiddels 13 jaren 
is gevolgd.

Hoe groot is de kans dat ‘kinderen van’ zelf een stemming/angststoornis ontwikkelen?
In hoofdstuk 2 hebben we onderzocht hoe groot de kans is dat kinderen van ouders die 
behandeld zijn voor een depressieve/angststoornis vergelijkbare problemen ontwikkelen als 
hun ouder(s). Het is relevant om dit binnen deze populatie te bekijken, omdat de geestelijke 
gezondheidszorg voor volwassenen een setting is waarbinnen deze kinderen relatief eenvoudig 
zijn te identificeren en waar indien nodig gepaste ondersteuning kan worden geboden of 
in gang kan worden gezet. Tot nu toe weten we nog weinig over de omvang van dit risico 
vanwege het beperkte aantal studies dat deze kinderen heeft gevolgd tot in de volwassenheid, 
en daarmee de piekperiode waarin depressieve/angststoornissen voor het eerst ontstaan heeft 
meegenomen. Uit onze studie, gebaseerd op gegevens van ARIADNE, blijkt dat naar schatting 
38% van de jongeren op 20-jarige leeftijd zelf een stemming/angststoornis heeft ontwikkeld. 
Op 35-jarige leeftijd is dat 65 procent. Hoofdstuk 2 laat hiermee zien dat kinderen van ouders 
die ooit behandeld zijn voor een depressieve/angststoornis vaak, maar niet altijd, soortgelijke 
stoornissen als hun ouders ontwikkelen. Het is daarom van groot belang dat preventie zich 
richt op deze kwetsbare groep kinderen en dat kinderen die al klachten hebben zo snel 
mogelijk passende ondersteuning of zorg ontvangen. Opgemerkt moet worden dat in deze 
studie andere stoornissen zoals stoornissen in gebruik van middelen en eetstoornissen niet 
zijn meegenomen. Ook weten we niet in hoeverre de onderzochte groep representatief is voor 
alle kinderen van ouders die voor depressieve/angststoornissen behandeld zijn binnen de 
geestelijke gezondheidzorg.

Welke risico- en beschermende factoren spelen een rol bij het ontstaan van klachten?
Gelukkig krijgen niet alle kinderen van patiënten met een depressieve/angststoornis te maken 
met een vergelijkbare stoornis. Het risico blijkt daarnaast niet voor elk kind even groot, en is 
mede afhankelijk van het bestaan van andere zogenaamde risico- en beschermende factoren. 
In hoofdstuk 2 hebben we daarom ook de invloed van verschillende ouder-, gezins- en 
kindkenmerken op het ontstaan van stemming/angststoornissen onderzocht. We zagen dat 
meisjes/vrouwen, kinderen die een ouder hebben bij wie de stoornis al op jonge leeftijd (voor 
het 20e levensjaar) is ontstaan, en kinderen die opgegroeid zijn in een gezin waarin beide 
ouders een dergelijke stoornis hadden, vaker stemming/angststoornissen ontwikkelden. 
Deze resultaten kunnen mogelijk helpen om kinderen in beeld te krijgen voor wie het risico 
extra hoog is en voor wie gerichte preventie of behandeling aangewezen kan zijn. Bovendien 
vonden we dat het opgroeien in een goed functionerende gezinsomgeving geassocieerd is 
met een verminderd risico op het ontstaan van een stemming/angststoornis, ook wanneer 
er andere risicofactoren aanwezig zijn. Deze bevinding ondersteunt het belang van het 
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versterken van het gezinsfunctioneren als onderdeel van preventieve of behandelinterventies 
voor deze kinderen. 

Spelen het geslacht van de ouder en het aantal aangedane ouders een rol bij het ontstaan 
van klachten?
Lange tijd heeft met name de moeder aandacht gekregen in onderzoek naar het ontstaan van 
psychische aandoeningen bij kinderen. In hoofdstuk 3 bespreken we de studie van Lewis 
en collega’s, die specifieke aandacht hebben voor de rol van vaders. Zij tonen aan dat zowel 
depressieve symptomen van de vader als depressieve symptomen van de moeder bijdragen 
aan het risico op depressieve symptomen (in de adolescentie) bij het kind. Deze resultaten 
sluiten aan bij onze eigen bevindingen uit hoofdstuk 2: het geslacht van de ouder is geen 
voorspeller voor het ontstaan van een stemming/angststoornis en het risico voor het kind 
is hoger wanneer beide ouders een depressieve/angststoornis hebben gehad dan wanneer 
dat er één is. Het is mogelijk dat de gecombineerde invloeden van een aangedane moeder 
én vader elkaar ook nog eens versterken (een zogenaamd interactie-effect) en het risico 
optelt tot ‘meer dan dubbel’ (1+1=3), bijvoorbeeld doordat er geen ouder is die eventuele 
negatieve gevolgen van de psychische aandoening op de ouder-kind relatie (gedeeltelijk) kan 
compenseren. Omdat onze eigen gegevens niet geschikt zijn om dit te onderzoeken, hebben 
we Lewis en collega’s gevraagd deze vraag te beantwoorden. Zij vonden geen interactie-effect: 
wanneer beide ouders depressieve symptomen hebben is het risico voor het kind niet ‘meer 
dan dubbel’. Desalniettemin maken onze bevindingen duidelijk dat in de klinische praktijk en 
in toekomstig onderzoek rekening gehouden moet worden met de geestelijke gezondheid van 
beide ouders, en niet zoals nog vaak gebeurt, voornamelijk met die van de moeder. 

Zijn ‘kinderen van’ ook op volwassen leeftijd verhoogd kwetsbaar?
Eerder onderzoek naar intergenerationele overdracht is voornamelijk uitgevoerd onder 
kinderen en jongeren, en heeft een duidelijk verband laten zien tussen depressie/angst bij de 
ouder en de aanwezigheid van deze problemen bij hun kinderen. Hoofdstuk 4 laat zien dat 
dit verband ook op volwassen leeftijd bestaat. In een grote groep NESDA-deelnemers blijkt 
het hebben van een ouder die ooit depressief/angstig was een voorspeller van het ontstaan 
van depressieve/angststoornissen op volwassen leeftijd. Dit verband blijft echter niet bestaan 
wanneer we rekening houden met subklinische symptomen van de deelnemers bij aanvang 
van NESDA. Onze resultaten suggereren dat, eenmaal volwassen, depressie/angst bij de ouder 
een risicofactor is voor het ontstaan van depressieve/angststoornissen, maar dat de mate 
waarin iemand al subklinische klachten ervaart beter kan voorspellen wie later depressief/
angstig zal worden en wie niet. 

Lopen ‘kinderen van’ meer risico op een ongunstig beloop van klachten?
Of het hebben van een depressieve/angstige ouder ook nadelig is voor het verdere beloop 
van depressieve/angststoornissen wanneer deze aandoeningen zich eenmaal hebben 
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gemanifesteerd is nog onduidelijk. Het is belangrijk om hier beter zicht op te krijgen, 
omdat inzicht in factoren die een ongunstig beloop voorspellen mogelijk kan helpen bij het 
maken van behandelbeslissingen. In hoofdstuk 4 hebben we het beloop van depressieve/
angststoornissen bekeken van een grote groep NESDA-deelnemers die gedurende negen 
jaren zijn gevolgd. Een geschiedenis van depressie/angst bij de ouder blijkt een onafhankelijke 
voorspeller te zijn van terugval in een nieuwe episode. Ouderlijke geschiedenis is tevens een 
risicofactor voor een zeer chronisch beloop. Anders dan voor terugval, blijft dit verband niet 
bestaan wanneer we rekening houden met de leeftijd waarop de stoornis is ontstaan. Onze 
resultaten suggereren dat deelnemers met een depressieve/angstige ouder meer kans hebben 
op een zeer chronisch beloop van hun aandoening, maar dat een lagere aanvangsleeftijd een 
sterkere voorspeller is van chroniciteit.

Hoe gaat het met ‘kinderen van’ nadat zij zelf klachten hebben gekregen?
In hoofdstuk 5 hebben we het beloop in kaart gebracht van (inmiddels volwassen geworden) 
deelnemers van het ARIADNE-cohort die zelf ook een depressieve/angststoornis hebben 
gekregen. Ruim de helft heeft op enig moment tijdens de onderzoeksperiode van zes jaar nog 
last van depressieve/angst episodes. Tegelijkertijd zien we dat een aanzienlijk deel klinisch 
is hersteld, tenminste wanneer we dit definiëren als de afwezigheid van een diagnose. Het 
merendeel ervaart ook daadwerkelijk nauwelijks klachten meer. Herstel van een psychische 
aandoening gaat niet alleen om terugdringing van symptomen en genezing van de ziekte. 
Minstens net zo belangrijk is of iemand nog beperkingen in het dagelijks functioneren 
ervaart, bijvoorbeeld op het gebied van werk en sociale relaties. Onze resultaten laten zien 
dat klinisch herstel en herstel van algemeen functioneren niet per se gelijk opgaan. We zagen 
enerzijds dat ongeveer driekwart van de volwassenen die tijdens de onderzoeksperiode geen 
depressieve/angst episode doormaakte nog steeds aanzienlijke beperkingen in functioneren 
rapporteerde. Anderzijds ervaarde een deel van de volwassenen met een diagnose juist 
nauwelijks beperkingen in functioneren. Het evalueren van beperkingen in het dagelijks leven 
is een belangrijk onderdeel in de diagnostiek. Deze resultaten onderstrepen het belang om 
tevens het functioneren te evalueren bij het beoordelen van het beloop, en bij de effectiviteit 
van preventieve interventies of behandeling. Daarnaast hebben we gekeken of het beloop 
verschillend is voor deelnemers van het ARIADNE-cohort en NESDA-deelnemers zonder 
depressieve/angstige ouder. We hebben, anders dan in hoofdstuk 4, geen bewijs gevonden 
voor verschillen in beloop. 

Zoeken ‘kinderen van’ met klachten ook hulp?
Het is zinvol om te weten of kinderen met een depressieve/angstige ouder die zelf ook 
psychische problemen hebben gekregen, in beeld komen bij de hulpverlening. We hebben 
dit bekeken in een groep deelnemers van het ARIADNE-cohort die, net als hun ouders, zelf 
ook een stemming/angststoornis hebben ontwikkeld. Hoofdstuk 7 laat zie dat bijna iedereen 
uiteindelijk professionele hulp zoekt, bijvoorbeeld bij de huisarts of psycholoog. Wel blijkt het 
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bij een deel van de kinderen lang te duren voordat de stap naar hulpverlening wordt gezet, 
soms pas jaren nadat de stemming/angststoornis voor het eerst is ontstaan. We vonden drie 
groepen die relatief lang wachten met het zoeken van hulp: jongens en mannen, deelnemers 
bij wie de stoornis al vroeg in het leven is ontstaan en deelnemers met een angststoornis. 
Wat betreft type hulp vonden we dat ongeveer een derde hulp zocht bij de tweedelijns 
geestelijke gezondheidszorg. Een lagere intelligentie en lagere sociaaleconomische status 
waren voorspellers van het zoeken naar dit type hulp. Sneller hulp zoeken vergoot de kans op 
herstel. Daarom is het van belang kinderen die klachten ervaren te stimuleren hulp te zoeken 
en daarbij gerichte aandacht te hebben voor groepen die hier over het algemeen relatief lang 
mee wachten. 

Preventieprogramma’s voor ‘kinderen van’: hoe ziet de inhoud eruit en zijn deze 
programma’s effectief?
In hoofdstuk 6 hebben we bestaande preventieprogramma’s voor kinderen van ouders met 
een stemming/angststoornis op een rij gezet. We vonden 20 studies die over zeven unieke 
preventieprogramma’s rapporteerden. Hoewel de programma’s qua inhoud verschillen, 
bieden ze allemaal psycho-educatie over de psychische aandoening van de ouder en de 
mogelijke invloed ervan op het kind en het gezin als geheel. Bij vier programma’s staat het 
familie functioneren centraal, waarbij er met name aandacht is voor opvoedcompetenties 
en/of communicatie tussen de gezinsleden. Bij programma’s voor het kind is er aandacht 
voor cognitieve herstructurering, een techniek waarbij belemmerende gedachten worden 
opgespoord en uitgedaagd. We zagen dat kinderen die deelnemen aan preventieprogramma’s 
minder vaak een soortgelijke stoornis als de ouder ontwikkelen, in vergelijking met een 
controlegroep. Het effect is wel minder sterk op de lange termijn (≥2 jaar). Ook zagen we 
een afname van het symptoomniveau bij de kinderen. Onduidelijk is welke elementen van 
deze programma’s bijdragen aan dit positieve effect, omdat uitsluitend de effectiviteit van 
de programma’s als geheel is onderzocht. Wie er baat hebben bij deze programma’s is ook 
onbekend, onder meer omdat niet onderzocht is in hoeverre de kinderen/gezinnen die 
hebben meegedaan een representatieve groep vormen. In toekomstig onderzoek is het van 
belang dat onderzoekers nauwkeurig de inhoud van de onderzochte interventies beschrijven 
en de gebruikte wervingsstrategieën, onderzoekspopulatie, kenmerken van wie er wel en niet 
meedoen, en eventuele andere moeilijkheden in meer detail rapporteren. 

Discussie
Dit proefschrift eindigt met een algemene discussie (hoofdstuk 8) van de bevindingen in 
hoofdstuk 2 tot en met 7. Ook worden methodologische overwegingen en beperkingen, 
implicaties voor de klinische praktijk en mogelijkheden voor vervolgonderzoek besproken. 
Al onze bevindingen tezamen wijzen erop dat kinderen van ouders die behandeld zijn 
voor een depressieve/angststoornis een aanzienlijk risico lopen om zelf ook soortgelijke 
problemen te ontwikkelen. Bij een groot deel van deze kinderen ontstaan deze problemen in 
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de adolescentie of jongvolwassenheid, fasen waarin belangrijke stappen in het leven worden 
gezet, zoals het opbouwen van een vriendenkring en het volgen van een studie. Een psychische 
stoornis in deze fase van het leven, zelf als deze eenmalig zou zijn, kan daarmee het verdere 
leven nadelig bepalen. We vonden tevens dat een geschiedenis van depressie/angst bij de 
ouder een voorbode kan zijn voor een ongunstig beloop van depressieve/angststoornissen. 
Tegelijkertijd lijkt het niet onmogelijk het ontstaan van deze aandoeningen te voorkomen, 
uit te stellen, en/of in ernst te reduceren. Dat zagen we in onze studie naar de effectiviteit van 
preventieprogramma’s. Ook onze bevinding dat het risico op stemming-/angststoornissen 
afneemt wanneer er sprake is van een goed functionerende gezinsomgeving ondersteunt 
deze uitspraak. Deze inzichten benadrukken het belang van een geïntensiveerde aanpak 
gericht op preventie en steun aan deze kinderen en gezinnen, en tijdige behandeling, indien 
nodig en wenselijk. We pleiten daarom voor een gezinsgerichte aanpak binnen de geestelijke 
gezondheidszorg voor volwassenen, waarbij aandacht voor ouderschap en het welzijn van de 
kinderen een standaard onderdeel is van de dagelijkse behandelpraktijk. Intergenerationele 
overdracht is niet geheel te voorkomen, maar valt zeker terug te dringen, en daartoe moeten 
concrete stappen worden gezet.
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Offspring onset of
mood disorder

Univariablea

Offspring onset of
mood disorder 
Multivariableb

Baseline predictor HR 95% CI p HR 95% CI p

Parental psychiatric characteristics
Early onset of disorder
Comorbidity
Hospitalized
Two affected parents

1.32
1.22
1.25
1.56

0.97-1.80
0.89-1.66
0.91-1.73
1.08-2.26

.073

.216

.168

.018

1.32
1.16

-
1.56

0.97-1.79
0.84-1.59

-
1.07-2.27

.081

.366
-

.019

Family context
Socioeconomic status
   Educational attainment
      High
      Medium
      Low
   Occupational level (semi- or unskilled)
   Income level (below or at average)
Balanced family functioning
Parentification
Parent with chronic, medical disease
Parental divorce

 

1.02
1.07
1.23
1.02
0.79
1.21
0.99
1.41

reference
0.71-1.47
0.73-1.57
0.90-1.67
0.74-1.40
0.59-1.06
0.78-1.89
0.67-1.47
0.99-2.00

.904

.721

.192

.911

.122

.396

.972

.058

-
-
-
-
-

0.81
-
-
-

-
-
-
-
-

0.61-1.09
-
-
-

-
-
-
-
-

.161
-
-
-

Offspring characteristic
Female gender
IQ
Severe medical illness
Childhood trauma

2.11
1.01
1.03
1.50

1.52-2.93
1.00-1.02
0.76-1.40
1.08-2.08

<.001
.139
.851
.015

2.25
-
-
-

1.61-3.14
-
-
-

<.001 
-
-
-

HR = Hazard ratio
95%CI = 95% confidence interval
a = Based on univariable Cox regression analyses
b = Based on multivariable Cox regression analyses

APPENDIX - CHAPTER 2

Table 1. Predictors of offspring onset of mood disorder
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Table 2. Predictors of offspring onset of anxiety disorder

Offspring onset of
mood disorder

Univariablea

Offspring onset of
mood disorder 
Multivariableb

Baseline predictor HR 95% CI p HR 95% CI p

Parental psychiatric characteristics
Early onset of disorder
Comorbidity
Hospitalized
Two affected parents

1.21
1.26
0.92
1.48

0.86-1.70
0.90-1.77
0.62-1.36
0.99-2.21

.276

.178

.667

.056

1.14
1.25

-
1.49

0.81-1.61
0.87-1.78

-
0.97-2.30

.450

.223
-

.070

Family context
Socioeconomic status
   Educational attainment
      High
      Medium
      Low
   Occupational level (semi- or unskilled)
   Income level (below or at average)
Balanced family functioning
Parentification
Parent with chronic, medical disease
Parental divorce

 
0.97
1.03
1.01
1.04
0.68
1.23
0.87
1.49

reference
0.66-1.43
0.67-1.57
0.72-1.43
0.74-1.46
0.49-0.93
0.79-1.91
0.53-1.41
1.02-2.19

.887

.900

.941

.837

.017

.351

.561

.041

-
-
-
-
-

0.68
-
-
-

-
-
-
-
-

0.49-0.94
-
-
-

-
-
-
-
-

.020
-
-
-

Offspring characteristic
Female gender
IQ
Severe medical illness
Childhood trauma

2.11
1.01
0.86
0.99

1.50-2.97
1.00-1.02
0.60-1.22
0.68-1.42

<.001
.165
.394
.939

2.14
-
-
-

1.53-3.00
-
-
-

<.001 
-
-
-

HR = Hazard ratio
95%CI = 95% confidence interval
a = Based on univariable Cox regression analyses
b = Based on multivariable Cox regression analyses
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Table 1. Keywords used for literature searches in Pubmed, Psycinfo, and Central

APPENDIX - CHAPTER 6

Pubmed Psycinfo Central

Keywords for children of 
disordered parents

((“Child of Impaired Parents”[Mesh] OR COPMI [tiab] OR impaired parent* 
[tiab] OR impaired mother* [tiab] OR mentally ill parent* [tiab] OR mentally ill 
mother* [tiab] OR parental illness* [tiab] OR maternal illness [tiab] OR paternal 
illness [tiab] OR bipolar offspring [tiab] OR depressed offspring [tiab] OR 
parental psychopatholog* [tiab] OR maternal psychopatholog* [tiab] OR paternal 
psychopatholog* [tiab] OR maternal depress* [tiab] OR paternal depress* [tiab] OR 
parental depress* [tiab] OR maternal anxiet* [tiab] OR paternal anxiet* [tiab] OR 
parental anxiet* [tiab] OR depressed parent* [tiab] OR depressed mother* [tiab] 
OR depressed father* [tiab] OR anxious parent* [tiab] OR anxious mother* [tiab] 
OR anxious father* [tiab] OR bipolar parent* [tiab] OR bipolar mother* [tiab]) 
OR ((“Depression”[Mesh] OR “Mood Disorders”[Mesh] OR depression* [tiab] OR 
depressed* [tiab] OR depressive* [tiab] OR dysthymi* [tiab] OR melanchol* [tiab] 
OR affective disorder* [tiab] OR “Anxiety Disorders”[Mesh] OR “Anxiety” [Mesh] 
OR anxiet* [tiab] OR anxious* [tiab] OR agoraphobi* [tiab] OR panic* [tiab] OR 
phobi* [tiab] OR “Bipolar and Related Disorders”[Mesh] OR bipolar [tiab] OR 
manic* [tiab] OR mania* [tiab] OR hypomania* [tiab] OR hypomanic [tiab]) AND 
(family histor* [tiab] OR familial histor* [tiab] OR family risk* [tiab] OR familial 
risk* [tiab] OR familial transmission* [tiab] OR family transmission* [tiab] OR at-
risk child* [tiab] OR at-risk offspring [tiab] OR at-risk adolescent* [tiab] OR at-risk 
youth* [tiab] OR child at-risk [tiab] OR adolescents at-risk [tiab] OR children at risk 
[tiab] OR offspring at-risk [tiab] OR youth at-risk [tiab] OR high-risk child* [tiab] 
OR high-risk adolescent* [tiab] OR high-risk offspring [tiab] OR high-risk youth* 
[tiab])))

DE “Offspring” OR DE “Transgenerational Patterns” OR TI(COPMI 
OR impaired parent* OR impaired mother* OR impaired father* 
OR mentally ill parent* OR mentally ill mother* OR mentally ill 
father* OR parental illness OR maternal illness OR paternal illness 
OR bipolar offspring OR depressed offspring OR anxious offspring  
OR parental psychopatholog* OR maternal psychopatholog* OR 
paternal psychopatholog*  OR maternal depress* OR paternal 
depress* OR parental depress* OR maternal anxiet* OR paternal 
anxiet* OR parental anxiet* OR depressed parent* OR depressed 
mother* OR depressed father* OR anxious parent* OR anxious 
mother* OR anxious father* OR bipolar parent* OR bipolar mother* 
OR bipolar father* OR maternal bipolar OR paternal bipolar OR 
parental bipolar) OR AB(COPMI OR impaired parent* OR impaired 
mother* OR impaired father* OR mentally ill parent* OR mentally 
ill mother* OR mentally ill father* OR parental illness OR maternal 
illness OR paternal illness OR bipolar offspring OR depressed 
offspring OR anxious offspring  OR parental psychopatholog* 
OR maternal psychopatholog* OR paternal psychopatholog*  OR 
maternal depress* OR paternal depress* OR parental depress* 
OR maternal anxiet* OR paternal anxiet* OR parental anxiet* OR 
depressed parent* OR depressed mother* OR depressed father* OR 
anxious parent* OR anxious mother* OR anxious father* OR bipolar 
parent* OR bipolar mother* OR bipolar father* OR maternal bipolar 
OR paternal bipolar OR parental bipolar)
OR
((DE “Anaclitic Depression” OR DE “Dysthymic Disorder” OR DE 
“Endogenous Depression” OR DE “Late Life Depression” OR DE 
“Postpartum Depression” OR DE “Reactive Depression” OR DE 
“Recurrent Depression” OR DE “Treatment Resistant Depression” 
OR DE “Depression (Emotion)” OR DE “Major Depression” OR 
DE “Mania” OR DE “Affective Disorders” OR DE “Hypomania” 
OR DE “Bipolar Disorder” OR DE “Anxiety” OR DE “Anxiety 
Disorders” OR DE “Generalized Anxiety Disorder” OR DE “Panic 
Disorder” OR DE “Phobias” OR TI(depression* OR depressed* 
OR depressive* OR dysthymi* OR melanchol* OR affective 
disorder* OR anxiet* OR anxious* OR agoraphobi* OR panic* OR 
phobi* OR bipolar OR manic* OR mania* OR hypomania* OR 
hypomanic) OR AB(depression* OR depressed* OR depressive* 
OR dysthymi* OR melanchol* OR affective disorder* OR anxiet* 
OR anxious* OR agoraphobi* OR panic* OR phobi* OR bipolar 
OR manic* OR mania* OR hypomania* OR hypomanic)) AND 
(DE “At Risk Populations” OR TI (family histor* OR familial histor*  
OR family risk* OR familial risk* OR familial transmission* OR 
family transmission* OR at-risk child* OR at-risk offspring OR at-
risk adolescent* OR at-risk youth* OR high-risk child* OR high-
risk adolescent* OR high-risk offspring OR high-risk youth*) OR 
AB(family histor* OR familial histor*  OR family risk* OR familial 
risk* OR familial transmission* OR family transmission* OR at-
risk child* OR at-risk offspring OR at-risk adolescent* OR at-risk 
youth* OR high-risk child* OR high-risk adolescent* OR high-risk 
offspring OR high-risk youth*))

(COPMI OR impaired parent*  OR 
impaired mother*  OR mentally ill parent*  
OR mentally ill mother*  OR parental 
illness*  OR maternal illness  OR paternal 
illness  OR bipolar offspring  OR depressed 
offspring  OR parental psychopatholog*  
OR maternal psychopatholog*  OR 
paternal psychopatholog*  OR maternal 
depress*  OR paternal depress*  OR 
parental depress*  OR maternal anxiet*  OR 
paternal anxiet*  OR parental anxiet*  OR 
depressed parent*  OR depressed mother*  
OR depressed father*  OR anxious parent*  
OR anxious mother*  OR anxious father*  
OR bipolar parent*  OR bipolar mother*) 
OR 
(depression*  OR depressed*  OR 
depressive*  OR dysthymi*  OR melanchol*  
OR affective disorder*  OR anxiet*  OR 
anxious*  OR agoraphobi*  OR panic*  OR 
phobi*  OR bipolar  OR manic*  OR mania*  
OR hypomania*  OR hypomanic) AND 
(family histor*  OR familial histor*  OR 
family risk*  OR familial risk*  OR familial 
transmission*  OR family transmission*  
OR at-risk child*  OR at-risk offspring  
OR at-risk adolescent*  OR at-risk youth*  
OR child at-risk  OR adolescents at-risk  
OR children at risk  OR offspring at-risk  
OR youth at-risk  OR high-risk child*  
OR high-risk adolescent*  OR high-risk 
offspring  OR high-risk youth*)
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Pubmed Psycinfo Central

Keywords for children of 
disordered parents

((“Child of Impaired Parents”[Mesh] OR COPMI [tiab] OR impaired parent* 
[tiab] OR impaired mother* [tiab] OR mentally ill parent* [tiab] OR mentally ill 
mother* [tiab] OR parental illness* [tiab] OR maternal illness [tiab] OR paternal 
illness [tiab] OR bipolar offspring [tiab] OR depressed offspring [tiab] OR 
parental psychopatholog* [tiab] OR maternal psychopatholog* [tiab] OR paternal 
psychopatholog* [tiab] OR maternal depress* [tiab] OR paternal depress* [tiab] OR 
parental depress* [tiab] OR maternal anxiet* [tiab] OR paternal anxiet* [tiab] OR 
parental anxiet* [tiab] OR depressed parent* [tiab] OR depressed mother* [tiab] 
OR depressed father* [tiab] OR anxious parent* [tiab] OR anxious mother* [tiab] 
OR anxious father* [tiab] OR bipolar parent* [tiab] OR bipolar mother* [tiab]) 
OR ((“Depression”[Mesh] OR “Mood Disorders”[Mesh] OR depression* [tiab] OR 
depressed* [tiab] OR depressive* [tiab] OR dysthymi* [tiab] OR melanchol* [tiab] 
OR affective disorder* [tiab] OR “Anxiety Disorders”[Mesh] OR “Anxiety” [Mesh] 
OR anxiet* [tiab] OR anxious* [tiab] OR agoraphobi* [tiab] OR panic* [tiab] OR 
phobi* [tiab] OR “Bipolar and Related Disorders”[Mesh] OR bipolar [tiab] OR 
manic* [tiab] OR mania* [tiab] OR hypomania* [tiab] OR hypomanic [tiab]) AND 
(family histor* [tiab] OR familial histor* [tiab] OR family risk* [tiab] OR familial 
risk* [tiab] OR familial transmission* [tiab] OR family transmission* [tiab] OR at-
risk child* [tiab] OR at-risk offspring [tiab] OR at-risk adolescent* [tiab] OR at-risk 
youth* [tiab] OR child at-risk [tiab] OR adolescents at-risk [tiab] OR children at risk 
[tiab] OR offspring at-risk [tiab] OR youth at-risk [tiab] OR high-risk child* [tiab] 
OR high-risk adolescent* [tiab] OR high-risk offspring [tiab] OR high-risk youth* 
[tiab])))

DE “Offspring” OR DE “Transgenerational Patterns” OR TI(COPMI 
OR impaired parent* OR impaired mother* OR impaired father* 
OR mentally ill parent* OR mentally ill mother* OR mentally ill 
father* OR parental illness OR maternal illness OR paternal illness 
OR bipolar offspring OR depressed offspring OR anxious offspring  
OR parental psychopatholog* OR maternal psychopatholog* OR 
paternal psychopatholog*  OR maternal depress* OR paternal 
depress* OR parental depress* OR maternal anxiet* OR paternal 
anxiet* OR parental anxiet* OR depressed parent* OR depressed 
mother* OR depressed father* OR anxious parent* OR anxious 
mother* OR anxious father* OR bipolar parent* OR bipolar mother* 
OR bipolar father* OR maternal bipolar OR paternal bipolar OR 
parental bipolar) OR AB(COPMI OR impaired parent* OR impaired 
mother* OR impaired father* OR mentally ill parent* OR mentally 
ill mother* OR mentally ill father* OR parental illness OR maternal 
illness OR paternal illness OR bipolar offspring OR depressed 
offspring OR anxious offspring  OR parental psychopatholog* 
OR maternal psychopatholog* OR paternal psychopatholog*  OR 
maternal depress* OR paternal depress* OR parental depress* 
OR maternal anxiet* OR paternal anxiet* OR parental anxiet* OR 
depressed parent* OR depressed mother* OR depressed father* OR 
anxious parent* OR anxious mother* OR anxious father* OR bipolar 
parent* OR bipolar mother* OR bipolar father* OR maternal bipolar 
OR paternal bipolar OR parental bipolar)
OR
((DE “Anaclitic Depression” OR DE “Dysthymic Disorder” OR DE 
“Endogenous Depression” OR DE “Late Life Depression” OR DE 
“Postpartum Depression” OR DE “Reactive Depression” OR DE 
“Recurrent Depression” OR DE “Treatment Resistant Depression” 
OR DE “Depression (Emotion)” OR DE “Major Depression” OR 
DE “Mania” OR DE “Affective Disorders” OR DE “Hypomania” 
OR DE “Bipolar Disorder” OR DE “Anxiety” OR DE “Anxiety 
Disorders” OR DE “Generalized Anxiety Disorder” OR DE “Panic 
Disorder” OR DE “Phobias” OR TI(depression* OR depressed* 
OR depressive* OR dysthymi* OR melanchol* OR affective 
disorder* OR anxiet* OR anxious* OR agoraphobi* OR panic* OR 
phobi* OR bipolar OR manic* OR mania* OR hypomania* OR 
hypomanic) OR AB(depression* OR depressed* OR depressive* 
OR dysthymi* OR melanchol* OR affective disorder* OR anxiet* 
OR anxious* OR agoraphobi* OR panic* OR phobi* OR bipolar 
OR manic* OR mania* OR hypomania* OR hypomanic)) AND 
(DE “At Risk Populations” OR TI (family histor* OR familial histor*  
OR family risk* OR familial risk* OR familial transmission* OR 
family transmission* OR at-risk child* OR at-risk offspring OR at-
risk adolescent* OR at-risk youth* OR high-risk child* OR high-
risk adolescent* OR high-risk offspring OR high-risk youth*) OR 
AB(family histor* OR familial histor*  OR family risk* OR familial 
risk* OR familial transmission* OR family transmission* OR at-
risk child* OR at-risk offspring OR at-risk adolescent* OR at-risk 
youth* OR high-risk child* OR high-risk adolescent* OR high-risk 
offspring OR high-risk youth*))

(COPMI OR impaired parent*  OR 
impaired mother*  OR mentally ill parent*  
OR mentally ill mother*  OR parental 
illness*  OR maternal illness  OR paternal 
illness  OR bipolar offspring  OR depressed 
offspring  OR parental psychopatholog*  
OR maternal psychopatholog*  OR 
paternal psychopatholog*  OR maternal 
depress*  OR paternal depress*  OR 
parental depress*  OR maternal anxiet*  OR 
paternal anxiet*  OR parental anxiet*  OR 
depressed parent*  OR depressed mother*  
OR depressed father*  OR anxious parent*  
OR anxious mother*  OR anxious father*  
OR bipolar parent*  OR bipolar mother*) 
OR 
(depression*  OR depressed*  OR 
depressive*  OR dysthymi*  OR melanchol*  
OR affective disorder*  OR anxiet*  OR 
anxious*  OR agoraphobi*  OR panic*  OR 
phobi*  OR bipolar  OR manic*  OR mania*  
OR hypomania*  OR hypomanic) AND 
(family histor*  OR familial histor*  OR 
family risk*  OR familial risk*  OR familial 
transmission*  OR family transmission*  
OR at-risk child*  OR at-risk offspring  
OR at-risk adolescent*  OR at-risk youth*  
OR child at-risk  OR adolescents at-risk  
OR children at risk  OR offspring at-risk  
OR youth at-risk  OR high-risk child*  
OR high-risk adolescent*  OR high-risk 
offspring  OR high-risk youth*)
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Pubmed Psycinfo Central

Keywords for Prevention 
– intervention

(“Primary Prevention” [Mesh] OR “Preventive psychiatry” [Mesh] OR 
“prevention and control” [Subheading] OR prevent* [tiab] OR interven* [tiab] OR 
psychoeducati* [tiab] OR psycho-educati* [tiab] OR “Telemedicine”[Mesh] OR 
ehealth [tiab] OR e-health [tiab] OR mhealth [tiab] OR m-health [tiab] OR “Mobile 
Applications”[Mesh] OR mobile app* [tiab])

DE "Preventive Medicine" OR DE "Primary Mental Health 
Prevention" OR DE "Group Intervention" OR DE "School Based 
Intervention" OR DE "Prevention" OR DE "Crisis Intervention" 
OR DE "Intervention" OR DE "Suicide Prevention" OR DE "Family 
Intervention" OR DE "Psychoeducation" OR DE "Early Intervention" 
OR DE "Online Therapy" OR DE "Mobile Devices" OR TI(prevent* 
OR interven*  OR psychoeducati* OR psycho-educati*  OR ehealth 
OR e-health OR mhealth OR m-health OR mobile app* OR mobile 
device*) OR AB(prevent* OR interven*  OR psychoeducati* OR 
psycho-educati*  OR ehealth OR e-health OR mhealth OR m-health 
OR mobile app* OR mobile device*)

prevent* OR interven*  OR psychoeducati* 
OR psycho-educati*  OR ehealth OR 
e-health OR mhealth OR m-health OR 
mobile app* OR mobile device*

Keywords for RCT/ 
Clinical trial

(random*[tiab] AND (controlled[tiab] OR control[tiab] OR placebo[tiab] OR 
versus[tiab] OR vs[tiab] OR group[tiab] OR groups[tiab] OR comparison[tiab] 
OR compared[tiab] OR arm[tiab] OR arms[tiab] OR crossover[tiab] OR cross-
over[tiab]) AND (trial[tiab] OR study[tiab])) OR ((single[tiab] OR double[tiab] 
OR triple[tiab]) AND (masked[tiab] OR blind*[tiab])) OR (randomized controlled 
trial[pt] OR controlled clinical trial[pt] OR clinical trial [pt] OR clinical trial* [tiab])

DE “Clinical Trials” OR DE “Treatment Effectiveness Evaluation”  
OR TI(clinical trial* OR controlled trial* OR randomized trial* OR 
randomised trial* OR randomized stud* OR randomised stud* OR 
RCT) OR  AB(clinical trial* OR controlled trial* OR randomized 
trial* OR randomised trial* OR randomized stud* OR randomised 
stud* OR RCT)

randomized or randomised or controlled

Table 2. TIDieR checklist for control conditions

Name of control condition Why What
(Materials)

What (Procedures) Who provided How

Lecture intervention 
Beardslee et al., 1997

The central goals of this lecture 
intervention are to increase parental 
knowledge about the cause and symptoms 
of depression, to facilitate family discussion 
of parental affective illness and its impact 
on the family and to help parents identify 
and foster healthy coping strategies in 
their children. The lecture intervention 
is based on the same constructs as the 
clinican-facilitated intervention, but there 
is no attempt to link psychoeducational 
material to the family’s illness experience.

Lecture, group discussion, 
psychoeducational written materials 
for families, videotapes

Lecture is used to deliver psychoeducational material.

Materials describe depression, the state-of-the-art 
standard treatments, some of first authors own work 
on resilience, and other matters. 

Time is available for questions and group discussions.

Videotapes are used for parents unable to attend the 
lectures with possibilities for additional consultation.

The first author delivers 
each lecture.

Face-to-face with group 
of parents (average three 
families).

Usual care 
Clarke et al., 2001

All enrolled adolescents, regardless of 
randomization condition, are permitted to 
initiate or continue any nonstudy mental 
health or other health services.

N/A N/A N/A N/A

Written information self-
study condition 
Compas et al., 2009

To educate families about the nature 
of depression, the effects of parental 
depression on families, and the signs of 
depression in children.

Written psychoeducational material 
developed for parents and children 
separately (materials for children 
were based on age 9-11 or 12-15), 
schedule

To educate families, written materials are emailed to 
families (self-study).

Families are provided with a schedule for reading the 
materials.

Not described Materials are 
e-mailed to families. 
Families had to study the 
materials themselves.
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Pubmed Psycinfo Central

Keywords for Prevention 
– intervention

(“Primary Prevention” [Mesh] OR “Preventive psychiatry” [Mesh] OR 
“prevention and control” [Subheading] OR prevent* [tiab] OR interven* [tiab] OR 
psychoeducati* [tiab] OR psycho-educati* [tiab] OR “Telemedicine”[Mesh] OR 
ehealth [tiab] OR e-health [tiab] OR mhealth [tiab] OR m-health [tiab] OR “Mobile 
Applications”[Mesh] OR mobile app* [tiab])

DE "Preventive Medicine" OR DE "Primary Mental Health 
Prevention" OR DE "Group Intervention" OR DE "School Based 
Intervention" OR DE "Prevention" OR DE "Crisis Intervention" 
OR DE "Intervention" OR DE "Suicide Prevention" OR DE "Family 
Intervention" OR DE "Psychoeducation" OR DE "Early Intervention" 
OR DE "Online Therapy" OR DE "Mobile Devices" OR TI(prevent* 
OR interven*  OR psychoeducati* OR psycho-educati*  OR ehealth 
OR e-health OR mhealth OR m-health OR mobile app* OR mobile 
device*) OR AB(prevent* OR interven*  OR psychoeducati* OR 
psycho-educati*  OR ehealth OR e-health OR mhealth OR m-health 
OR mobile app* OR mobile device*)

prevent* OR interven*  OR psychoeducati* 
OR psycho-educati*  OR ehealth OR 
e-health OR mhealth OR m-health OR 
mobile app* OR mobile device*

Keywords for RCT/ 
Clinical trial

(random*[tiab] AND (controlled[tiab] OR control[tiab] OR placebo[tiab] OR 
versus[tiab] OR vs[tiab] OR group[tiab] OR groups[tiab] OR comparison[tiab] 
OR compared[tiab] OR arm[tiab] OR arms[tiab] OR crossover[tiab] OR cross-
over[tiab]) AND (trial[tiab] OR study[tiab])) OR ((single[tiab] OR double[tiab] 
OR triple[tiab]) AND (masked[tiab] OR blind*[tiab])) OR (randomized controlled 
trial[pt] OR controlled clinical trial[pt] OR clinical trial [pt] OR clinical trial* [tiab])

DE “Clinical Trials” OR DE “Treatment Effectiveness Evaluation”  
OR TI(clinical trial* OR controlled trial* OR randomized trial* OR 
randomised trial* OR randomized stud* OR randomised stud* OR 
RCT) OR  AB(clinical trial* OR controlled trial* OR randomized 
trial* OR randomised trial* OR randomized stud* OR randomised 
stud* OR RCT)

randomized or randomised or controlled

Name of control condition Why What
(Materials)

What (Procedures) Who provided How

Lecture intervention 
Beardslee et al., 1997

The central goals of this lecture 
intervention are to increase parental 
knowledge about the cause and symptoms 
of depression, to facilitate family discussion 
of parental affective illness and its impact 
on the family and to help parents identify 
and foster healthy coping strategies in 
their children. The lecture intervention 
is based on the same constructs as the 
clinican-facilitated intervention, but there 
is no attempt to link psychoeducational 
material to the family’s illness experience.

Lecture, group discussion, 
psychoeducational written materials 
for families, videotapes

Lecture is used to deliver psychoeducational material.

Materials describe depression, the state-of-the-art 
standard treatments, some of first authors own work 
on resilience, and other matters. 

Time is available for questions and group discussions.

Videotapes are used for parents unable to attend the 
lectures with possibilities for additional consultation.

The first author delivers 
each lecture.

Face-to-face with group 
of parents (average three 
families).

Usual care 
Clarke et al., 2001

All enrolled adolescents, regardless of 
randomization condition, are permitted to 
initiate or continue any nonstudy mental 
health or other health services.

N/A N/A N/A N/A

Written information self-
study condition 
Compas et al., 2009

To educate families about the nature 
of depression, the effects of parental 
depression on families, and the signs of 
depression in children.

Written psychoeducational material 
developed for parents and children 
separately (materials for children 
were based on age 9-11 or 12-15), 
schedule

To educate families, written materials are emailed to 
families (self-study).

Families are provided with a schedule for reading the 
materials.

Not described Materials are 
e-mailed to families. 
Families had to study the 
materials themselves.
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Name of control condition Why What 
(Materials)

What (Procedures) Who provided How

Usual care 
Garber et al., 2009

All enrolled adolescents, regardless of 
randomization condition, are permitted 
to initiate or continue nonstudy mental 
health or other health care services.

N/A N/A N/A N/A

Waitlist control condition
Ginsburg et al., 2009 

The waitlist constitutes the control 
condition. Participants could participate 
in intervention after the end of the study.

N/A N/A N/A N/A

Information monitoring 
condition
Ginsberg et al., 2015

To educate adolescents about anxiety 
disorders and associated treatments. 
No detailed information about anxiety 
reduction strategies included in the 
intervention condition (CAPS) is given.

Educational pamphlet (36 pages) The pamphlet is used to provide adolescents with 
information.

Not described Families are given an 
educational pamphlet, 
which adolescents had to 
study individually.

Waitlist control condition
Mason et al., 2012

The waitlist constitutes the control 
condition. Participants could participate 
in intervention after the end of the study.

N/A N/A N/A N/A

Waitlist control condition
Rasing et al., 2017

The waitlist constitutes the control 
condition. Participants could participate 
in intervention after the end of the study.

N/A N/A N/A N/A

Brief psychoeducational
discussion with parents 
(Let’s Talk about Children, 
LT)
Solantaus et al., 2010

The intervention aims to assess the child’s 
situation and to provide information on 
how parents can support their children.

Discussion, self-help guide called 
‘How Can I Help My Children, 
A Guide Book for Parents with 
Mental Health Problems’, a 
standard information booklet about 
depression.

The discussion is conducted with the patient and 
possibly with his/her partner to assess the child’s 
situation and to provide information on how parents 
can support their children.

The self-help guide and standard information booklet 
is used to deliver the psychoeducational material.

Clinicians carry out the 
intervention with their 
own patients.

Face-to-face with the patient 
and possibly his/her partner.

Table 2. TIDieR checklist for control conditions (continued) 
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Name of control condition Why What 
(Materials)

What (Procedures) Who provided How

Usual care 
Garber et al., 2009

All enrolled adolescents, regardless of 
randomization condition, are permitted 
to initiate or continue nonstudy mental 
health or other health care services.

N/A N/A N/A N/A

Waitlist control condition
Ginsburg et al., 2009 

The waitlist constitutes the control 
condition. Participants could participate 
in intervention after the end of the study.

N/A N/A N/A N/A

Information monitoring 
condition
Ginsberg et al., 2015

To educate adolescents about anxiety 
disorders and associated treatments. 
No detailed information about anxiety 
reduction strategies included in the 
intervention condition (CAPS) is given.

Educational pamphlet (36 pages) The pamphlet is used to provide adolescents with 
information.

Not described Families are given an 
educational pamphlet, 
which adolescents had to 
study individually.

Waitlist control condition
Mason et al., 2012

The waitlist constitutes the control 
condition. Participants could participate 
in intervention after the end of the study.

N/A N/A N/A N/A

Waitlist control condition
Rasing et al., 2017

The waitlist constitutes the control 
condition. Participants could participate 
in intervention after the end of the study.

N/A N/A N/A N/A

Brief psychoeducational
discussion with parents 
(Let’s Talk about Children, 
LT)
Solantaus et al., 2010

The intervention aims to assess the child’s 
situation and to provide information on 
how parents can support their children.

Discussion, self-help guide called 
‘How Can I Help My Children, 
A Guide Book for Parents with 
Mental Health Problems’, a 
standard information booklet about 
depression.

The discussion is conducted with the patient and 
possibly with his/her partner to assess the child’s 
situation and to provide information on how parents 
can support their children.

The self-help guide and standard information booklet 
is used to deliver the psychoeducational material.

Clinicians carry out the 
intervention with their 
own patients.

Face-to-face with the patient 
and possibly his/her partner.
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Name of control condition Where When and How 
Much

Tailoring Modifications How well (planned) How well (actual)

Lecture intervention 
Beardslee et al., 1997

Not described Two separate 
lectures (each 1 
hour)

Not described Not described A manual-based lecture script is used. 

A standardized scale based on content 
information from the lecture script is used 
to measure adherence to the lecture script. 
A rater, blind to the family’s response to the 
lecture, rated 5 videotapes from the first 
lecture and 5 videotapes from the second 
lecture, randomly selected. 

Adherence to the lecture 
protocol was >95%.

Usual care 
Clarke et al., 2001

N/A N/A N/A N/A N/A N/A

Written information self-study 
condition 
Compas et al., 2009

Families can choose 
where to read the 
material

Families can 
choose where 
to read the 
material

Not described Not described Research assistants checked with the families 
to ensure that they received the materials. 
In addition, families are provided with a 
schedule for reading the materials.

Not described

Usual care 
Garber et al., 2009

N/A N/A N/A N/A N/A N/A

Waitlist control condition
Ginsburg et al., 2009 

N/A N/A N/A N/A N/A N/A

Information monitoring 
condition 
Ginsberg et al., 2015

Families can choose 
where to read the 
pamphlet

Not described Not described Not described Not described Not described

Waitlist control condition
Mason et al., 2012

N/A N/A N/A N/A N/A N/A

Waitlist control condition
Rasing et al., 2017

N/A N/A N/A N/A N/A N/A

Brief psychoeducational
discussion with parents (Let’s 
Talk about Children, LT)
Solantaus et al., 2010

Not described Discussion 
time minimum 
15 min and 
maximum two 
45-min sessions

Not described Not described Discussion is manualized. Not described

N/A = item not applicable for the control condition being described

Table 2. TIDieR checklist for control conditions (continued) 
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Name of control condition Where When and How 
Much

Tailoring Modifications How well (planned) How well (actual)

Lecture intervention 
Beardslee et al., 1997

Not described Two separate 
lectures (each 1 
hour)

Not described Not described A manual-based lecture script is used. 

A standardized scale based on content 
information from the lecture script is used 
to measure adherence to the lecture script. 
A rater, blind to the family’s response to the 
lecture, rated 5 videotapes from the first 
lecture and 5 videotapes from the second 
lecture, randomly selected. 

Adherence to the lecture 
protocol was >95%.

Usual care 
Clarke et al., 2001

N/A N/A N/A N/A N/A N/A

Written information self-study 
condition 
Compas et al., 2009

Families can choose 
where to read the 
material

Families can 
choose where 
to read the 
material

Not described Not described Research assistants checked with the families 
to ensure that they received the materials. 
In addition, families are provided with a 
schedule for reading the materials.

Not described

Usual care 
Garber et al., 2009

N/A N/A N/A N/A N/A N/A

Waitlist control condition
Ginsburg et al., 2009 

N/A N/A N/A N/A N/A N/A

Information monitoring 
condition 
Ginsberg et al., 2015

Families can choose 
where to read the 
pamphlet

Not described Not described Not described Not described Not described

Waitlist control condition
Mason et al., 2012

N/A N/A N/A N/A N/A N/A

Waitlist control condition
Rasing et al., 2017

N/A N/A N/A N/A N/A N/A

Brief psychoeducational
discussion with parents (Let’s 
Talk about Children, LT)
Solantaus et al., 2010

Not described Discussion 
time minimum 
15 min and 
maximum two 
45-min sessions

Not described Not described Discussion is manualized. Not described
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Random sequence 
generation

Allocation 
concealment 
(selection bias)

Blinding of 
participants 
and personnel 
(performance 
bias)

Blinding of outcome 
assessment (detection 
bias)

Incomplete outcome data (attrition bias) Selective 
reporting 
(reporting 
bias)

Other bias

Beardslee et al. 
(1997)

Low risk

“Pilot families were 
randomized to 
treatment groups on a 
2/3:1/3 basis (clinician 
facilitated: lecture). We 
used a balanced block 
randomization procedure 
for the other 84 families, 
with blocks of 4 stratified 
by family type (single 
parent or dual parent; 
Beardslee et al., 1999).” 
(Beardslee et al., 2007, p. 
705)

Unclear risk

No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

High risk

“It was impossible for 
individual assessors to 
be blind to group status, 
although child and 
parent assessors were 
kept blind to assessment 
information from each 
other.” (Beardslee et al. 
2007, p.705)

Low risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (“We performed regression analyses with SAS 
Version 9.0 using generalized estimating equations, which provide 
unbiased estimates of treatment effects and tests of hypotheses 
when data are missing at random”(Beardslee et al., 2007, p. 707)

* Difference in drop-out between groups: LOW RISK (“The 8 
families who dropped out between assessment and intervention 
were not different from the 97 families who completed the 
intervention on measures of global functioning or socioeconomic 
status. There were no significant differences between groups for 
completion status on any variable.” (Beardslee et al., 2007, p. 708))

* Missingness related to outcome: LOW RISK (“The 8 families 
who dropped out between assessment and intervention were not 
different from the 97 families who completed the intervention on 
measures of global functioning or socioeconomic status. There 
were no significant differences between groups for completion 
status on any variable.” (Beardslee et al., 2007, p. 708))

Unclear risk

Protocol not 
available

High risk

* Trial conducted by 
those who developed the 
intervention.

* Inclusion criteria were 
not completely strictly 
executed: “Children 
were excluded from 
the study when parents 
reported a history of 
major depression in 
the children by brief 
screening. However, 
data from the Schedule 
for Affective Disorders 
and Schizophrenia for 
School-Age Children 
revealed that 16 children 
had experienced an 
episode of major 
depression prior to 
baseline.” (Beardslee et 
al., 2007, p.710)

Clarke  et al. 
(2001)

Low risk

“Qualifying subsyndromal 
youth were randomized 
to conditions using a 
block procedure to ensure 
that group assignments 
were never significantly 
imbalanced”. (Clarke et al., 
2001, p. 1129)

Low risk

“Group 
assignment 
was preprinted 
using a 
computer 
program and 
sealed in 
sequentially 
numbered 
envelopes 
which were 
opened in 
sequential order 
by the project 
coordinator”. 
(Clarke et al., 
2001, p. 1129)

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Low risk

“Assessors were unaware 
of the experimental 
condition of interviewed 
subjects” (Clarke et al., 
2001, p. 1128)

Low risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (used an intent-to-treat design)

* Difference in drop-out between groups: UNCLEAR RISK (no test 
reported whether missing data differed between conditions)

* Missingness related to outcome: LOW RISK (“We found few 
baseline or treatment interaction differences between participating 
subjects and those unavailable for follow-up at any follow-
up point on any of the key demographic, major affective, or 
psychopathological measures. None of the few differences were 
consistent across time, suggesting that there was no systematic 
bias in drop-out. As a further check on bias as a result of attrition, 
primary outcome analyses were conducted that included only 
participants who completed all 4 assessments. The patterns of 
results did not change when the sample was limited in this way, 
lending further confidence that missing data did not bias results”. 
(Clarke et al., 2001, p. 1130))

Unclear risk

Protocol not 
available

High risk

Trial conducted by those 
who developed the 
intervention.

Table 3. Risk of bias assessment across the preventive intervention studies
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Random sequence 
generation

Allocation 
concealment 
(selection bias)

Blinding of 
participants 
and personnel 
(performance 
bias)

Blinding of outcome 
assessment (detection 
bias)

Incomplete outcome data (attrition bias) Selective 
reporting 
(reporting 
bias)

Other bias

Beardslee et al. 
(1997)

Low risk

“Pilot families were 
randomized to 
treatment groups on a 
2/3:1/3 basis (clinician 
facilitated: lecture). We 
used a balanced block 
randomization procedure 
for the other 84 families, 
with blocks of 4 stratified 
by family type (single 
parent or dual parent; 
Beardslee et al., 1999).” 
(Beardslee et al., 2007, p. 
705)

Unclear risk

No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

High risk

“It was impossible for 
individual assessors to 
be blind to group status, 
although child and 
parent assessors were 
kept blind to assessment 
information from each 
other.” (Beardslee et al. 
2007, p.705)

Low risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (“We performed regression analyses with SAS 
Version 9.0 using generalized estimating equations, which provide 
unbiased estimates of treatment effects and tests of hypotheses 
when data are missing at random”(Beardslee et al., 2007, p. 707)

* Difference in drop-out between groups: LOW RISK (“The 8 
families who dropped out between assessment and intervention 
were not different from the 97 families who completed the 
intervention on measures of global functioning or socioeconomic 
status. There were no significant differences between groups for 
completion status on any variable.” (Beardslee et al., 2007, p. 708))

* Missingness related to outcome: LOW RISK (“The 8 families 
who dropped out between assessment and intervention were not 
different from the 97 families who completed the intervention on 
measures of global functioning or socioeconomic status. There 
were no significant differences between groups for completion 
status on any variable.” (Beardslee et al., 2007, p. 708))

Unclear risk

Protocol not 
available

High risk

* Trial conducted by 
those who developed the 
intervention.

* Inclusion criteria were 
not completely strictly 
executed: “Children 
were excluded from 
the study when parents 
reported a history of 
major depression in 
the children by brief 
screening. However, 
data from the Schedule 
for Affective Disorders 
and Schizophrenia for 
School-Age Children 
revealed that 16 children 
had experienced an 
episode of major 
depression prior to 
baseline.” (Beardslee et 
al., 2007, p.710)

Clarke  et al. 
(2001)

Low risk

“Qualifying subsyndromal 
youth were randomized 
to conditions using a 
block procedure to ensure 
that group assignments 
were never significantly 
imbalanced”. (Clarke et al., 
2001, p. 1129)

Low risk

“Group 
assignment 
was preprinted 
using a 
computer 
program and 
sealed in 
sequentially 
numbered 
envelopes 
which were 
opened in 
sequential order 
by the project 
coordinator”. 
(Clarke et al., 
2001, p. 1129)

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Low risk

“Assessors were unaware 
of the experimental 
condition of interviewed 
subjects” (Clarke et al., 
2001, p. 1128)

Low risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (used an intent-to-treat design)

* Difference in drop-out between groups: UNCLEAR RISK (no test 
reported whether missing data differed between conditions)

* Missingness related to outcome: LOW RISK (“We found few 
baseline or treatment interaction differences between participating 
subjects and those unavailable for follow-up at any follow-
up point on any of the key demographic, major affective, or 
psychopathological measures. None of the few differences were 
consistent across time, suggesting that there was no systematic 
bias in drop-out. As a further check on bias as a result of attrition, 
primary outcome analyses were conducted that included only 
participants who completed all 4 assessments. The patterns of 
results did not change when the sample was limited in this way, 
lending further confidence that missing data did not bias results”. 
(Clarke et al., 2001, p. 1130))

Unclear risk

Protocol not 
available

High risk

Trial conducted by those 
who developed the 
intervention.
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Random sequence 
generation

Allocation 
concealment 
(selection bias)

Blinding of 
participants and 
personnel (per-
formance bias)

Blinding of outcome 
assessment (detection 
bias)

Incomplete outcome data (attrition bias) Selective 
reporting 
(reporting 
bias)

Other bias

Compas et al. 
(2009)

Low risk

“The order of 
randomization was 
determined by a random 
number generator, and 
the assignment order 
was kept in a series of 
sealed envelopes that 
were opened by research 
assistants who were blind 
to assignment until the 
envelope was opened for 
a family.” (Compas et al. 
2015, p. 546)

Low risk

“The order of 
randomization 
was determined 
by a random 
number gener-
ator, and the as-
signment order 
was kept in a 
series of sealed 
envelopes that 
were opened by 
research assis-
tants who were 
blind to assign-
ment until the 
envelope was 
opened for a 
family.” (Com-
pas et al. 2015, 
p. 546)

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Low risk

“Doctoral students in 
clinical psychology and 
staff research assistants, 
who were blind to 
condition, conducted 
the structured diagnostic 
interviews after receiving 
extensive training.” 
(Compas et al., 2015, 
p.544)

Low risk

* intention to treat design/statistical method to account for 
missing data: LOW RISK (“Using an intent-to-treat approach, we 
fit all models with SAS 9.3 Proc Mixed and restricted maximum 
likelihood estimation (i.e., method = REML), which allows missing 
outcomes under missing-at-random assumptions and can provides 
less biased estimates of the variance components when the number 
of groups is small. (Compas et al. 2015, p. 546))”

* Difference in drop-out between groups: LOW RISK (“Third, 
because not all parents and children provided complete data at all 
five time points, a variable reflecting the amount of missing data 
was derived and participants assigned to the FGCB intervention 
and the WI comparison condition were compared on this 
variable. The amount of missing data (i.e., missing data at none, 
one, two, three, four or five of the follow-up assessments) did not 
differ between families assigned to the FGCB condition vs. WI 
condition.” (Compas et al. 2015, p. 547))

* Missingness related to outcome: UNCLEAR RISK (Not reported)

Unclear risk

Protocol not 
available

High risk

Trial conducted by those 
who developed the 
intervention.

Garber et al 
(2009)

Low risk
“Adolescents were 
randomized using 
the Begg and Iglewicz 
modification of the Efron 
biased coin toss to ensure 
that the 2 cells were 
balanced on age, sex, race/
ethnicity, and inclusion 
criteria (i.e., history of 
depressive episode, high 
CES-D score).” (Garber et 
al., 2009; p. 2217)

Unclear risk
No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Low risk

“Independent evaluators 
were blinded to 
experimental condition 
throughout the study, 
were excluded from 
meetings at which 
condition assignment 
was discussed, and were 
not located in offices in 
which the CB prevention 
program was delivered 
in order to avoid 
inadvertent discovery of 
condition. In addition, 
at the beginning of each 
follow-up assessment, 
parents and youth were 
explicitly instructed 
not to divulge to the 
independent evaluator 
their assigned condition.” 
(Garber et al., 2009; p. 
2216)

Low risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (“All participants were considered part of the 
study once randomized (i.e., an intent-to-treat design)” (Beardslee 
et al., 2013, p. 1163))

* Difference in drop-out between groups: LOW RISK (“At the 
75-month evaluation, there were no differences between those 
retained vs those lost to follow-up with respect to age, sex, 
race, ethnicity, sibling status, parent employment, adolescent 
depression severity or past episodes, index parent depression at 
baseline (IPDB), or intervention group (all P >.07, all q > .99). 
In the retained sample, there were no significant differences by 
intervention condition or site with respect to baseline variables, 
retention, or follow-up duration.” (Brent et al., 2015, p. 1112))

* Missingness related to outcome: LOW RISK (“At the 75-month 
evaluation, there were no differences between those retained vs 
those lost to follow-up with respect to age, sex, race, ethnicity, 
sibling status, parent employment, adolescent depression severity 
or past episodes, index parent depression at baseline (IPDB), or 
intervention group (all P >.07, all q > .99). In the retained sample, 
there were no significant differences by intervention condition 
or site with respect to baseline variables, retention, or follow-up 
duration.” (Brent 2015, p. 1112))

Unclear risk

Protocol not 
available

High risk

Trial conducted by those 
who developed the 
intervention.

Table 3. Risk of bias assessment across the preventive intervention studies (continued)
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Random sequence 
generation

Allocation 
concealment 
(selection bias)

Blinding of 
participants and 
personnel (per-
formance bias)

Blinding of outcome 
assessment (detection 
bias)

Incomplete outcome data (attrition bias) Selective 
reporting 
(reporting 
bias)

Other bias

Compas et al. 
(2009)

Low risk

“The order of 
randomization was 
determined by a random 
number generator, and 
the assignment order 
was kept in a series of 
sealed envelopes that 
were opened by research 
assistants who were blind 
to assignment until the 
envelope was opened for 
a family.” (Compas et al. 
2015, p. 546)

Low risk

“The order of 
randomization 
was determined 
by a random 
number gener-
ator, and the as-
signment order 
was kept in a 
series of sealed 
envelopes that 
were opened by 
research assis-
tants who were 
blind to assign-
ment until the 
envelope was 
opened for a 
family.” (Com-
pas et al. 2015, 
p. 546)

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Low risk

“Doctoral students in 
clinical psychology and 
staff research assistants, 
who were blind to 
condition, conducted 
the structured diagnostic 
interviews after receiving 
extensive training.” 
(Compas et al., 2015, 
p.544)

Low risk

* intention to treat design/statistical method to account for 
missing data: LOW RISK (“Using an intent-to-treat approach, we 
fit all models with SAS 9.3 Proc Mixed and restricted maximum 
likelihood estimation (i.e., method = REML), which allows missing 
outcomes under missing-at-random assumptions and can provides 
less biased estimates of the variance components when the number 
of groups is small. (Compas et al. 2015, p. 546))”

* Difference in drop-out between groups: LOW RISK (“Third, 
because not all parents and children provided complete data at all 
five time points, a variable reflecting the amount of missing data 
was derived and participants assigned to the FGCB intervention 
and the WI comparison condition were compared on this 
variable. The amount of missing data (i.e., missing data at none, 
one, two, three, four or five of the follow-up assessments) did not 
differ between families assigned to the FGCB condition vs. WI 
condition.” (Compas et al. 2015, p. 547))

* Missingness related to outcome: UNCLEAR RISK (Not reported)

Unclear risk

Protocol not 
available

High risk

Trial conducted by those 
who developed the 
intervention.

Garber et al 
(2009)

Low risk
“Adolescents were 
randomized using 
the Begg and Iglewicz 
modification of the Efron 
biased coin toss to ensure 
that the 2 cells were 
balanced on age, sex, race/
ethnicity, and inclusion 
criteria (i.e., history of 
depressive episode, high 
CES-D score).” (Garber et 
al., 2009; p. 2217)

Unclear risk
No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Low risk

“Independent evaluators 
were blinded to 
experimental condition 
throughout the study, 
were excluded from 
meetings at which 
condition assignment 
was discussed, and were 
not located in offices in 
which the CB prevention 
program was delivered 
in order to avoid 
inadvertent discovery of 
condition. In addition, 
at the beginning of each 
follow-up assessment, 
parents and youth were 
explicitly instructed 
not to divulge to the 
independent evaluator 
their assigned condition.” 
(Garber et al., 2009; p. 
2216)

Low risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (“All participants were considered part of the 
study once randomized (i.e., an intent-to-treat design)” (Beardslee 
et al., 2013, p. 1163))

* Difference in drop-out between groups: LOW RISK (“At the 
75-month evaluation, there were no differences between those 
retained vs those lost to follow-up with respect to age, sex, 
race, ethnicity, sibling status, parent employment, adolescent 
depression severity or past episodes, index parent depression at 
baseline (IPDB), or intervention group (all P >.07, all q > .99). 
In the retained sample, there were no significant differences by 
intervention condition or site with respect to baseline variables, 
retention, or follow-up duration.” (Brent et al., 2015, p. 1112))

* Missingness related to outcome: LOW RISK (“At the 75-month 
evaluation, there were no differences between those retained vs 
those lost to follow-up with respect to age, sex, race, ethnicity, 
sibling status, parent employment, adolescent depression severity 
or past episodes, index parent depression at baseline (IPDB), or 
intervention group (all P >.07, all q > .99). In the retained sample, 
there were no significant differences by intervention condition 
or site with respect to baseline variables, retention, or follow-up 
duration.” (Brent 2015, p. 1112))

Unclear risk

Protocol not 
available

High risk

Trial conducted by those 
who developed the 
intervention.
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Table 3. Risk of bias assessment across the preventive intervention studies (continued)

Random sequence  
generation

Allocation 
concealment 
(selection bias)

Blinding of 
participants and 
personnel (per-
formance bias)

Blinding of outcome 
assessment (detection 
bias)

Incomplete outcome data (attrition bias) Selective 
reporting 
(reporting 
bias)

Other bias

Ginsburg et al. 
(2009)

Unclear risk

No information specified

Unclear risk

No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Unclear risk

They used independent 
evaluators, however, it is 
not clear whether they 
are naive to conditions.

Low risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (used intention-to-treat analysis)

* Difference in drop-out between groups: LOW RISK (dropout was 
similar in both groups (20 vs. 15 %))

* Missingness related to outcome: LOW RISK (Missingness is 
related to age and number of parents in treatment, but not to 
outcome)

Unclear risk

Protocol not 
available

High risk

Trial conducted by those 
who developed the 
intervention.

Ginsburg et al. 
(2015)

Low risk

“Eligible families were 
randomly assigned in a 1:1 
ratio to an intervention 
condition (using random 
numbers derived from 
randomization. com).” 
(Ginsburg et al., 2015, p. 
1209)

Unclear risk

No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Low risk

“All participating 
families were expected 
to complete assessments, 
administered by 
interviewers blind to 
intervention condition 
and reviewed by a senior 
child psychiatrist, at 
end of the intervention 
(or 8 weeks after 
randomization) and 
at followups 6 and 
12 months after the 8 
weeks.” (Ginsburg, 2015, 
p. 1209).

Low risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (used intention-to-treat analysis)

* Difference in drop-out between groups: HIGH RISK (“There 
were also group differences in the attrition rate, with significantly 
more children in the intervention condition failing to complete 
the 1-year assessment within the allotted window (p=0.03; see the 
CONSORT diagram in the online data supplement).” (Ginsburg et 
al., 2015; p. 1210))

* Missingness related to outcome: LOW RISK (Missingness is 
related to age, but apparently not to other outcomes. “Attrition 
analysis comparing families that remained in the study and families 
that dropped out indicated that parents who dropped out were 
significantly younger on average (mean age, 41.3 years compared 
with 37.2 years; p=0.002). Attrition analyses for group-by-attrition 
interaction were not performed because of the small attrition rate 
(N=4) in the information-monitoring group (Ginsburg et al., 2015; 
p. 1210))”

Low risk

The primary 
outcome 
reported in 
this paper is 
the same as 
reported in 
the protocol.

High risk

Trial conducted by those 
who developed the 
intervention.

Mason et al 
(2012)

Unclear risk

No information specified

Unclear risk

No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Unclear risk

All outcomes self-
reported. Assessor 
blinding therefore not 
applicable

High risk

*intention to treat design/statistical method to account for missing 
data: LOW RISK (“To preserve the integrity of the randomized 
design, an intent-to-treat strategy was adopted in which all 
participants were included in the analyses based on their original 
random assignment to conditions rather than according to their 
degree of engagement in Project Hope.” (Mason et al., 2012, p.899))

* Difference in drop-out between groups: HIGH RISK (Not tested 
specifically, but more waitlist people dropped out: “Fewer wait-
list control families participated in Project Hope because they 
were given the option of either completing the standard in-home 
program or receiving a take-home version of the program for their 
reference, without any staff follow-up (Mason et al., 2012, p.897)).”

* Missingness related to outcome: UNCLEAR RISK (no 
information reported)

Unclear risk

Protocol not 
available

High risk

Trial conducted by those 
who developed the 
intervention.
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Random sequence  
generation

Allocation 
concealment 
(selection bias)

Blinding of 
participants and 
personnel (per-
formance bias)

Blinding of outcome 
assessment (detection 
bias)

Incomplete outcome data (attrition bias) Selective 
reporting 
(reporting 
bias)

Other bias

Ginsburg et al. 
(2009)

Unclear risk

No information specified

Unclear risk

No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Unclear risk

They used independent 
evaluators, however, it is 
not clear whether they 
are naive to conditions.

Low risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (used intention-to-treat analysis)

* Difference in drop-out between groups: LOW RISK (dropout was 
similar in both groups (20 vs. 15 %))

* Missingness related to outcome: LOW RISK (Missingness is 
related to age and number of parents in treatment, but not to 
outcome)

Unclear risk

Protocol not 
available

High risk

Trial conducted by those 
who developed the 
intervention.

Ginsburg et al. 
(2015)

Low risk

“Eligible families were 
randomly assigned in a 1:1 
ratio to an intervention 
condition (using random 
numbers derived from 
randomization. com).” 
(Ginsburg et al., 2015, p. 
1209)

Unclear risk

No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Low risk

“All participating 
families were expected 
to complete assessments, 
administered by 
interviewers blind to 
intervention condition 
and reviewed by a senior 
child psychiatrist, at 
end of the intervention 
(or 8 weeks after 
randomization) and 
at followups 6 and 
12 months after the 8 
weeks.” (Ginsburg, 2015, 
p. 1209).

Low risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (used intention-to-treat analysis)

* Difference in drop-out between groups: HIGH RISK (“There 
were also group differences in the attrition rate, with significantly 
more children in the intervention condition failing to complete 
the 1-year assessment within the allotted window (p=0.03; see the 
CONSORT diagram in the online data supplement).” (Ginsburg et 
al., 2015; p. 1210))

* Missingness related to outcome: LOW RISK (Missingness is 
related to age, but apparently not to other outcomes. “Attrition 
analysis comparing families that remained in the study and families 
that dropped out indicated that parents who dropped out were 
significantly younger on average (mean age, 41.3 years compared 
with 37.2 years; p=0.002). Attrition analyses for group-by-attrition 
interaction were not performed because of the small attrition rate 
(N=4) in the information-monitoring group (Ginsburg et al., 2015; 
p. 1210))”

Low risk

The primary 
outcome 
reported in 
this paper is 
the same as 
reported in 
the protocol.

High risk

Trial conducted by those 
who developed the 
intervention.

Mason et al 
(2012)

Unclear risk

No information specified

Unclear risk

No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Unclear risk

All outcomes self-
reported. Assessor 
blinding therefore not 
applicable

High risk

*intention to treat design/statistical method to account for missing 
data: LOW RISK (“To preserve the integrity of the randomized 
design, an intent-to-treat strategy was adopted in which all 
participants were included in the analyses based on their original 
random assignment to conditions rather than according to their 
degree of engagement in Project Hope.” (Mason et al., 2012, p.899))

* Difference in drop-out between groups: HIGH RISK (Not tested 
specifically, but more waitlist people dropped out: “Fewer wait-
list control families participated in Project Hope because they 
were given the option of either completing the standard in-home 
program or receiving a take-home version of the program for their 
reference, without any staff follow-up (Mason et al., 2012, p.897)).”

* Missingness related to outcome: UNCLEAR RISK (no 
information reported)

Unclear risk

Protocol not 
available

High risk

Trial conducted by those 
who developed the 
intervention.
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Random sequence  
generation

Allocation 
concealment 
(selection bias)

Blinding of 
participants and 
personnel (per-
formance bias)

Blinding of outcome 
assessment (detection 
bias)

Incomplete outcome data (attrition bias) Selective 
reporting 
(reporting 
bias)

Other bias

Rasing et al 
(2017)

Low risk
“Directly after screening, 
participants were 
randomly allocated to 
the conditions, stratified 
on school, grade and 
educational level 
(allocation ratio (1:1)). 
The randomization was 
done by an independent 
researcher using a 
computer-generated 
randomization procedure.” 
(Rasing 2017; dissertation, 
p.100).

Low risk
“Directly after 
screening, 
participants 
were randomly 
allocated to 
the conditions, 
stratified on 
school, grade 
and educational 
level (allocation 
ratio (1:1)). The 
randomization 
was done by an 
independent 
researcher 
using a 
computer-
generated 
randomization 
procedure.” 
(Rasing 2017; 
dissertation, 
p.100).

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Unclear risk

All outcomes self-
reported. Assessor 
blinding therefore not 
applicable

Unclear risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (used intention-to-treat design. Also used 
maximum likelihood estimation)

* Difference in drop-out between groups: UNCLEAR RISK (not 
reported)

* Missingness related to outcome: UNCLEAR RISK (not reported)

Low risk

The primary 
outcome 
reported in 
this paper is 
the same as 
reported in 
the protocol.

High risk  

* Trial conducted by 
those who developed the 
intervention

* One problem is that 
the inclusion was based 
on the adolescent’s 
judgement of parental 
symptoms. However, 
the authors report later 
that the adolescent 
perception of parental 
problems was not very 
much associated with 
the parental self-report 
of psychopathology.
(Rasing 2017; 
dissertation, p.144).

Solantaus et al. 
(2010)

Low risk

“The consenting families 
were randomized into two 
groups using computerized 
block randomization with 
block sizes” (Solantaus et 
al., 2010, p. 885).

Unclear risk

No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Unclear risk

All outcomes self-
reported. Assessor 
blinding therefore not 
applicable

High risk

* intention to treat design/statistical method to account for missing 
data: HIGH RISK (used complete datasets and apparently not 
intention-to-treat analyses. “The final sample consisted of parental 
reports on 149 children with 83 (43 LT, 40 FTI) having complete 
data sets” (Solantaus et al., 2010, p. 886))

* Difference in drop-out between groups: UNCLEAR RISK (not 
reported)

* Missingness related to outcome: LOW RISK (The drop-out 
analyses revealed that patient’s lower level depression (p = 0.047) 
and anxiety (p = 0.031) at baseline, but not children’s psychosocial 
symptom levels (all ps>0.07) predicted participation in the 
forthcoming data collection rounds.” (Solantaus et al., 2010, p. 
886))

Unclear risk

Protocol not 
available

Low risk  

Trial not conducted by 
those who developed 
the intervention (not 
developed by Solantaus 
et al, but by Beardslee). 
Although the control 
condition is developed 
by Solantaus et al, 
this is not the active 
intervention in this 
study.

Table 3. Risk of bias assessment across the preventive intervention studies (continued)
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Random sequence  
generation

Allocation 
concealment 
(selection bias)

Blinding of 
participants and 
personnel (per-
formance bias)

Blinding of outcome 
assessment (detection 
bias)

Incomplete outcome data (attrition bias) Selective 
reporting 
(reporting 
bias)

Other bias

Rasing et al 
(2017)

Low risk
“Directly after screening, 
participants were 
randomly allocated to 
the conditions, stratified 
on school, grade and 
educational level 
(allocation ratio (1:1)). 
The randomization was 
done by an independent 
researcher using a 
computer-generated 
randomization procedure.” 
(Rasing 2017; dissertation, 
p.100).

Low risk
“Directly after 
screening, 
participants 
were randomly 
allocated to 
the conditions, 
stratified on 
school, grade 
and educational 
level (allocation 
ratio (1:1)). The 
randomization 
was done by an 
independent 
researcher 
using a 
computer-
generated 
randomization 
procedure.” 
(Rasing 2017; 
dissertation, 
p.100).

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Unclear risk

All outcomes self-
reported. Assessor 
blinding therefore not 
applicable

Unclear risk

* intention to treat design/statistical method to account for missing 
data: LOW RISK (used intention-to-treat design. Also used 
maximum likelihood estimation)

* Difference in drop-out between groups: UNCLEAR RISK (not 
reported)

* Missingness related to outcome: UNCLEAR RISK (not reported)

Low risk

The primary 
outcome 
reported in 
this paper is 
the same as 
reported in 
the protocol.

High risk  

* Trial conducted by 
those who developed the 
intervention

* One problem is that 
the inclusion was based 
on the adolescent’s 
judgement of parental 
symptoms. However, 
the authors report later 
that the adolescent 
perception of parental 
problems was not very 
much associated with 
the parental self-report 
of psychopathology.
(Rasing 2017; 
dissertation, p.144).

Solantaus et al. 
(2010)

Low risk

“The consenting families 
were randomized into two 
groups using computerized 
block randomization with 
block sizes” (Solantaus et 
al., 2010, p. 885).

Unclear risk

No information 
specified

High risk

Blinding not 
possible due to 
the nature of the 
intervention

Unclear risk

All outcomes self-
reported. Assessor 
blinding therefore not 
applicable

High risk

* intention to treat design/statistical method to account for missing 
data: HIGH RISK (used complete datasets and apparently not 
intention-to-treat analyses. “The final sample consisted of parental 
reports on 149 children with 83 (43 LT, 40 FTI) having complete 
data sets” (Solantaus et al., 2010, p. 886))

* Difference in drop-out between groups: UNCLEAR RISK (not 
reported)

* Missingness related to outcome: LOW RISK (The drop-out 
analyses revealed that patient’s lower level depression (p = 0.047) 
and anxiety (p = 0.031) at baseline, but not children’s psychosocial 
symptom levels (all ps>0.07) predicted participation in the 
forthcoming data collection rounds.” (Solantaus et al., 2010, p. 
886))

Unclear risk

Protocol not 
available

Low risk  

Trial not conducted by 
those who developed 
the intervention (not 
developed by Solantaus 
et al, but by Beardslee). 
Although the control 
condition is developed 
by Solantaus et al, 
this is not the active 
intervention in this 
study.

137623_Petra Havinga_BNW.indd   189137623_Petra Havinga_BNW.indd   189 06-01-20   13:1506-01-20   13:15



190

DANKWOORD

Mijn eerste werkdag herinner ik me nog als de dag van gisteren. En nu is dit proefschrift 
opeens af. Dat was natuurlijk niet opeens. Inmiddels zijn we een aantal jaren hard werken 
verder. Dat heb ik niet alleen gedaan. Graag wil ik iedereen bedanken die heeft bijgedragen 
aan de totstandkoming van dit proefschrift. 

Allereerst de honderden deelnemers die vrijwillig hebben meegedaan aan ARIADNE en 
NESDA. Zonder deelnemers geen onderzoek. En zonder onderzoek geen nieuwe inzichten. 
Mijn dank aan jullie is groot. 

Veel dank ben ik verschuldigd aan mijn (co)promotoren. Robert, bedankt dat je me de kans 
hebt gegeven om te promoveren. Ik weet nog goed dat ik in de trein terug zat naar Utrecht 
toen jij mij belde om te vertellen dat ik bij het UCP aan de slag kon. Wat was ik blij! Ik had 
deze jaren beslist niet willen missen. Ik herinner me ons eerste overleg nog goed, samen met 
Catharina en Lynn buiten lopend in het zonnetje. Een beter promotieteam kon ik mij niet 
wensen. Robert, bedankt voor je enthousiasme, je aanmoedigingen en scherpe klinische blik. 
Ik bewonder hoe jij wetenschap, patiëntenzorg en onderwijs geven combineert. Hoe jij dit 
voor elkaar krijgt is mij nog steeds een raadsel. Bedankt ook voor de ruimte die je me hebt 
gegeven om mijn promotieonderzoek te combineren met andere projecten binnen het UCP. 
Ik heb hier ontzettend veel van geleerd en kijk met plezier terug naar onze samenwerking. 
Lynn, het was zo fijn om jou de eerste jaren van mijn promotie in de buurt te hebben, altijd 
positief en vrolijk. SPSS, een lastige e-mail opstellen, de structuur van een tekst bepalen; ik kon 
altijd bij je binnenlopen en jij kon mij altijd verder helpen. Ik waardeer het dat jij niet alleen 
oog had voor het onderzoek, maar ook voor mij als persoon. Ik heb veel geleerd van je rake 
feedback op mijn teksten, jij wist precies je vinger op de zere plekken te leggen. Bovendien 
ben je razendsnel, vaak had ik mijn stukken dezelfde dag nog terug, grondig doorgelezen en 
uitgebreid voorzien van feedback. En waar ik al snel achter kwam en wat mij veel vertrouwen 
gaf: als Lynn het goed vindt, is het goed. Catharina, de laatste jaren van mijn promotietraject 
nam jij de rol van Lynn als dagelijkse begeleider over en dat deed je op een hele fijne manier. 
Ook bij jou kon ik altijd terecht, zelfs in hele drukke tijden. Jij staat altijd voor je aio’s klaar 
en dat is veel waard. In onze gesprekken voelde ik mij gesterkt om zelf na te denken en eigen 
ideeën in te brengen. Jouw kritische vragen hebben mij geholpen om onderzoeksplannen te 
verbeteren en teksten aan te scherpen. Dikwijls heb ik ook moeten lachen om je directe (soms 
zelfs met CAPSLOCK) feedback in de kantlijn. Bedankt ook voor de link die je hebt gelegd 
met Nanda. Hierdoor heb ik nog een tijd lang met veel plezier met je samengewerkt.

Alle co-auteurs wil ik bedanken voor hun waardevolle feedback en behulpzame suggesties. 
Ellen, jou wil ik in het bijzonder bedanken voor je hulp bij mijn paper over hulp zoeken. 

137623_Petra Havinga_BNW.indd   190137623_Petra Havinga_BNW.indd   190 06-01-20   13:1506-01-20   13:15



191

Dominique, wat werk jij zorgvuldig, efficiënt en snel. Ik heb met veel plezier samen gewerkt 
aan onze review.

De leden van de beoordelingscommissie wil ik bedanken voor de tijd en moeite die zij 
hebben gestoken in het lezen van mijn proefschrift. 

Oud-collega Filip, jou wil ik bedanken voor je tip eens de mogelijkheden voor een 
promotieonderzoek bij het UCP te verkennen. Agnes, jij stimuleerde mij de resultaten van 
ons project over injecterend druggebruikers in de vorm van een Engelstalig wetenschappelijk 
artikel op papier te zetten. Dank daarvoor en voor je positieve energie en bemoedigende 
woorden. Hiermee was promoveren opeens een reële optie, een stap waar ik eerder niet 
over nagedacht had. Rianne, van onze samenwerking op KOPP-gebied heb ik tijdens mijn 
promotietraject veel profijt gehad.

Ook wil ik mijn collega’s van het ICPE/UCP bedanken. Roelie, jou ben ik speciale dank 
verschuldigd. Het was heel fijn om bij jou terecht te kunnen met vragen over ARIADNE en 
NESDA: jij kent deze studies tot in de puntjes en ik was door jou dan ook altijd snel geholpen. 
Ook wil ik de NESDA medewerkers in Groningen bedanken van wie ik een aantal interviews 
heb mogen bijwonen.

Dan mijn in samenstelling wisselende kamer 1.09a: Elise, Arunima, Ymkje Anna, Annelene, 
Stefan, Karlijn, Astrid, Ella, Marieke, Stella, Annelies en Huifang. Bedankt voor de leuke 
tijd. Dear Huifang, you came all the way from China to spend two years of your PhD program 
in Groningen. I am so proud of all your hard work and achievements: you are Dr. Huifang now. 
Thanks for your support and encouragement the last years of my PhD. I have fond memories 
of our lunches, dumpling diners at you place, Noorderzon and our diner in the best Chinese 
restaurant in town. I am happy that I have met you and hope to see you once again in China.

Elise, de eerste jaren van mijn promotieonderzoek hebben wij heel wat uurtjes samen op 
kantoor doorgebracht. Samen met Arunima hadden we al gauw een goede balans gevonden 
tussen werken, kletsen en chocolade eten. Wat had ik het getroffen met jou op de kamer. Een 
lief kaartje bij terugkomst van een reis, een cadeautje voor mijn eerste gepubliceerde paper, 
en een versierde stoel op mijn verjaardag, jij bent een van de meest attente mensen die ik 
ken. Sanne, ook jij bent een lieve en betrokken collega. Via het ketamine project hebben we 
elkaar leren kennen en het contact is gebleven. Bedankt voor de gezellige lunches, kids dates 
en goede gesprekken. Ik hoop dat we dat blijven doen. Elise en Sanne, ik ben blij dat jullie 
mijn paranimfen zijn. 

Louisa, op de gang van onze werkplek ontmoetten we elkaar voor het eerst en kwamen we 
erachter dat we op hetzelfde terrein onderzoek doen. Ik heb veel energie en proefschrift 
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inspiratie gehaald uit onze gesprekken. Het was fijn om met iemand van gedachten te kunnen 
wisselen die al jaren expertise heeft op dit onderwerp. De gehonoreerde Healthy Ageing Pilot 
aanvraag was een mooi resultaat van onze samenwerking. Marieke, ook met jou heb ik met 
veel plezier samengewerkt op KOPP-gebied. Ook werkten we samen aan een subsidieaanvraag. 
De snelheid waarmee jij goede teksten op papier zet is mij bijgebleven.

Margo, Gerry, Esther en Martha, het is zo fijn dat jullie altijd voor ons klaar staan. Jaap, ook jij 
bedankt voor je hulp en voor de kletspraatjes op de gang. Paulien, het is bewonderenswaardig 
hoe jij overzicht houdt en altijd alles tiptop regelt. Ik wil je bedanken voor de prettige 
samenwerking. 

Bij Kinnik Kind en Jeugd GGZ (GGZ Friesland) kreeg ik de kans een kijkje te nemen in de 
praktijk van ondersteuning aan gezinnen met een ouder met een psychische aandoening. Een 
waardevolle en onmisbare ervaring. De medewerkers van het Specialistisch KOPP-team wil 
ik hier noemen. Jennifer, jij hebt mij op sleeptouw genomen en daarvoor wil ik je bedanken. 
Ik vond het knap hoe jij, soepel en met humor, een open en vertrouwde sfeer creëert en 
haarfijn aanvoelt welke ondersteuning passend is. Ik heb ontzettend veel van je geleerd en 
gun elk gezin een hulpverlener zoals jij. Roland, ook jou wil ik bedanken voor de prettige 
samenwerking.

Lieve Christien, jij hebt de tijd en moeite genomen om mijn Inleiding en Discussie te lezen en 
van Engelse puntjes op de i te voorzien. Ik vond het leuk om samen de teksten nog eens goed 
door te nemen, veel dank daarvoor. 

Marlies, bedankt voor het ontwerpen van de lay-out van mijn proefschrift. Knap hoe jij je 
hierin hebt vastgebeten, ik ben er erg blij mee.

Dank aan mijn volleybalteam voor de sportieve onderbrekingen tijdens de werkweek.

Elise en Richard, lieve buurtjes, bedankt dat Faye op de dag van mijn verdediging bij Vera 
mag logeren. Dat zal ze fantastisch vinden. 

Mijn vrienden hebben gezorgd voor welkome afleiding tijdens het schrijven van dit 
proefschrift. Bedankt voor jullie interesse in de voortgang, maar meer nog voor de gezelligheid 
en kletspraat over andere dingen. Ik wil een paar mensen in het bijzonder bedanken. Hinrike, 
als huisgenoten deelden wij jaren lief en leed en hebben we elkaar heel goed leren kennen. 
Wat heb ik geboft en gelachen met jou als buuf. Ik denk nog vaak met een hele grote glimlach 
terug aan onze tijd aan de Landstraat en niet te vergeten onze gezamenlijke vakanties. Esmee, 
jou kwam ik als eerste tegen bij de studie en de klik was er meteen. Aan onze tijd in Groningen 
en later nog in Utrecht heb ik veel mooie herinneringen. Bedankt dat je mijn Nederlandse 
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samenvatting hebt nagelezen, zo ben je er toch ook een beetje bij. Ik kijk uit naar je terugkomst 
in Nederland. Taar, bedankt voor je betrokkenheid bij mijn proefschrift, ook op inhoudelijk 
vlak. Ik heb genoten van de fijne (al dan niet werkgerelateerde) gesprekken tijdens de vele 
autoritjes richting Zwolle en natuurlijk ook daarbuiten. Hinrike, Esmee en Tara, lieve dames, 
ik geniet van onze momenten samen en ik denk dat we allemaal blij zijn dat we toch op de 
boot naar Schiermonnikoog zijn gestapt. Ruby, onze vriendschap gaat al heel lang terug en 
dat vind ik heel speciaal. Ons gedeelde gevoel voor humor heeft al gezorgd voor vele gezellige 
momenten en ik hoop dat er nog vele mogen volgen. De Veluwe, Hamburg, Egmond aan Zee 
en Texel, laten we deze traditie in ere houden. En wat is het leuk om wetenschapsperikelen 
te kunnen bespreken met een vriendin die in hetzelfde werkveld zit. Lieve Janneke, wij zijn 
samen opgegroeid en jij kent me beter dan wie dan ook. Jij staat altijd voor mij klaar. Ik ben 
blij dat jij op deze bijzondere dag naast mij staat. 

Lieve mam en pap. Bedankt voor jullie betrokkenheid bij mijn proefschrift. Toen ik jaren 
geleden mijn scriptie schreef vond ik het al leuk om jullie mee te nemen in dit proces en 
nieuwe inzichten aan de keukentafel te bespreken (soms tot ergernis van Job en Tjeerd: “Niet 
weer je scriptie P”). Het was heel fijn het proces van het schrijven van een proefschrift en 
uitkomsten ook nu weer met jullie te kunnen delen. Maar nog veel en veel meer wil ik jullie 
bedanken voor de onvoorwaardelijke steun op alle andere vlakken. Jullie zijn er altijd voor 
mij, en ook voor Remco en Faye, en dat is heel veel waard. Dat dat niet vanzelfsprekend 
is besef ik maar al te goed. Lieve bro’s, Job en Tjeerd, ik heb het zo getroffen met jullie als 
broertjes, ik ben dol op jullie! Bedankt ook Eleonore voor de steun en het oppassen op Faye. 
Dat ze zich zo vertrouwd voelt thuis bij haar oma’s en opa is mooi om te zien. Gri, je bent een 
hele fijne schoonzus.

Lieve Remco, jij hebt de totstandkoming van dit proefschrift van het meest dichtbij 
meegemaakt. Ik ben dankbaar dat jij er altijd voor me was. Voor je enthousiasme om samen 
de leuke dingen en successen te vieren en voor je relativerende woorden tijdens de moeilijkere 
momenten. Jij bent een van de meest positieve personen die ik ken en weet altijd weer een 
glimlach op mijn gezicht te toveren. Ook wil ik je bedanken voor de ruimte die je me hebt 
gegeven om mijn proefschrift naast mijn nieuwe banen af te ronden. Dat was anders niet 
gelukt. Lieve Remco, ik ben zo ontzettend blij met jou en heb heel veel zin in onze toekomst 
samen. Dankjewel voor wie je bent.

Mijn lieve, vrolijke meisje Faye, de laatste woorden in dit proefschrift zijn voor jou. Ergens 
halverwege dit proefschrift kwam jij in mijn leven. Jij bent verreweg het mooiste hoofdstuk. 
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