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Background: Children of mentally ill parents have a three to seven times higher risk of developing mental disorders compared to the general population. For this high-risk group, specialized prevention and intervention programs have already been developed. However, there has been insufficient sytematic evaluation to date. Moreover, effectiveness and the cost-effectiveness data of the respective programs until today is very scarce and at the same time constitutes the pre-condition for the program's implementation into regular health care.

Methods: The study consists of a two-group randomized controlled multicenter trial conducted at seven study sites throughout Germany and Switzerland. Participants are families with mentally ill parents and their children aged from 3 to 19 years. The intervention comprises 6 to 8 semi-structured sessions over a period of about 6 months. Topics discussed in the intervention include parental mental illness, coping, family relations and social support. Families in the control condition will receive treatment as usual. The children's mental health, assessed using the K-SADS-PL by blinded external raters will constitute the primary efficacy outcome. Further outcomes will be assessed from the parents' as well as from the children's perspectives. Participants are investigated at baseline, 6, 12, and 18 months after baseline assessment. In addition to the assessment of various psychosocial outcomes, a comprehensive health-economic evaluation will be performed.

Discussion: This paper describes the evaluation of a family-based intervention program for children of mentally ill parents (CHIMPs) in the regular health care system in Germany and Switzerland. A methodically sophisticated study design has been developed to reflect the complexity of the actual health care situation. This trial will contribute to the regular health care for the high-risk group of children of mentally ill parents.

Clinical Trial Registration: www.ClinicalTrials.gov, identifier NCT02308462; German Clinical Trials Register: DRKS00006806.
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INTRODUCTION

Growing up with a parent who suffers from a mental disorder can be a major challenge for the affected children or adolescents. Around the world, 15–23% of all children are assumed to face this challenge (1). In Germany, about 3.6 million children are considered to have at least one parent with a mental illness (2). These children have a 3 to 7 times higher risk to develop a mental disorder compared to the general population. Moreover, the risk for a mental disorder of these children increases with the parental mental stress (3). The costs related to these children's use of mental healthcare services is up to five times higher compared to other children (4). This is why these children are an economically highly relevant target group for the health care system (5, 6).

Both, genetic and environmental factors were identified to account for the association between parents' and children's psychopathology (7–10). The children's mental health problems along with the risk and protective factors associated with the parental disorder can be described on multiple levels, including the child, parental, family, and social level (8).

Previous research has identified numerous risk factors for children's mental health. Risk factors on the parental level are e.g., the specific psychiatric diagnosis, the severity and chronicity of the disease, inappropriate coping strategies and poor emotional availability. On the family level, violence as well as a lack of communication and social isolation are examples of risk factors. The child's temperament and cognitive and social skills, as well as parentification are risk factors on the child level. Regarding the psychosocial level, insufficient social support and a lack of attachment figures outside the family represent risk factors for children's development. These risk factors do not simply add up, but have a multiplying effect (8, 11). Opposite these risk factors, specific protective factors have been identified. These are e.g., primarily positive relationships inside and outside the family, information about the parental disease which is adequate for the children's age and development, adequate individual and familial coping strategies, and supporting parental and family dynamics (12–14).

The tight association of parental mental disorders with the increased risk for mental health problems in children emphasizes the need for early treatment in order to prevent unfavorable development of these children (15–17). Correspondingly, a large number of programs that support families with mentally ill parents has been developed during the last decades. These programs are offered at different levels of the family system: at the child level (e.g., peer support groups, psychoeducational interventions), at the parent level (e.g., parent groups, couple therapy, parent skills groups) and at the family level (e.g., family counseling, family therapy, family assistance) (7, 18, 19).

In respect of intervention programs for children with mentally ill parents, Reupert and colleagues (20) described in their comprehensive review that psychoeducation regarding the parental mental disorder was the key element of the investigated programs. This review also showed that interventions for children of parents with affective or anxiety disorders were overrepresented compared to interventions for other parental diagnoses. Cognitive or behavioral and psychoeducational approaches were the most common therapeutic approaches. Main objects of these approaches are to increase parenting skills and children's knowledge about the parental disease, and to strengthen resilience factors (7). Regarding the programs' effectiveness, Siegenthaler et al. (7) reviewed thirteen randomized controlled trials of preventive interventions for children of mentally ill parents and reported that the risk of developing the same mental illness as the parent was decreased by 40%. Although the effectiveness of prevention and intervention programs was mostly evaluated in randomized controlled trials, the methodical quality of many studies was insufficient (7, 21). The use of cost-effectiveness analyses in the evaluation of these programs was also rare: only one study included an economic evaluation (22). The review by Thanhauser et al. (23) analyzed 50 independent samples from randomized controlled trials, quantifying effects of preventive interventions for children of mentally ill parents. They reported small but significant effects in reducing psychopathology and enhancing mother-infant interaction for different intervention programs. Interventions addressing parents and children jointly produced overall larger effects. The authors state that further studies of high quality are urgently needed. While many programs for the high-risk group of children of mentally ill parents have been developed and evaluated, the implementation of these programs into practice is not yet satisfactory. Even in regions with a high standard of mental health services, affected families do not benefit sufficiently from the respective programs. Assumed reasons are that these programs are not well-established, too expensive and that many parents are afraid of losing the custody for their children if they admit that they need support (24). Moreover, mental health problems are frequently associated with feelings of shame and guilt with the result that often help-seeking is impaired (25).

The cited reviews emphasize the need for further studies with validated outcome measures, high methodic quality, rigorous evaluation designs, high quality cost data and sufficient sample size to implement feasible and acceptable interventions for this risk group (7, 20, 22). A family-based intervention program for children of mentally ill parents is currently implemented and evaluated in a randomized-controlled multicenter trial to address this demand.

The CHIMPs intervention (CHIMPs = Children of mentally ill parents) is based on 4 pillars.

1) The “Model of psychosocial development conditions for children of mentally ill parents” (26) describes the interaction of various risk and resilience factors for children of mentally ill parents.

2) The principles and interventional methods of psychoanalytic family therapy (27).

3) The findings of a needs assessment showed that family-based interventions are well-accepted by families with mentally ill parents, compared to other interventions like for example group interventions (28).

4) The psychoeducational behavior-oriented counseling program of Beardslee et al. (29, 30) is an internationally evaluated approach for families with parental affective disorders. The structure of the CHIMPs sessions is based on the program of Beardslee et al.

Based on these considerations, the CHIMPs intervention was developed in a previous pre- post-trial. The effectiveness of the intervention has been evaluated in a waiting-list control group trial (26). Results of this pilot trial showed that the CHIMPs intervention enhances children's mental health (31), quality of life and social support (32), the parents' coping strategies (33) and family relationships (34).

A crucial element of this study design is the comprehensive evaluation of the cost-effectiveness of the intervention. This trial intends to improve the mental health care situation for children and adolescents affected by a parental mental disorder; first in the participating centers, then nationwide.



METHODS


Aims and Hypotheses of the Study

The aims of the study are (1) to evaluate the long-term effectiveness of the intervention compared to a control group regarding the children's psychopathology and their health-related quality of life in seven participating sites, (2) to investigate the cost-effectiveness of the intervention in comparison to a control group under conditions of practice. The study for the cost-effectiveness of the intervention is described and published elsewhere (35).

In summary, we assume that the family-based intervention program for children of mentally ill parents will be associated with (1) an improvement of mental health and (2) an improvement of health-related quality of life in children and adolescents of the intervention group compared to the control group after treatment. We expect that these improvements remain stable during the follow-up period.

More specifically, the following hypotheses will be tested:

1) The whole group of children and adolescents (with and without mental health problems) of the intervention group exhibit on average less mental health problems (CBCL) and a higher health-related quality of life (KIDSCREEN) 18 months after baseline assessment compared to the control group.

Those children who have been evaluated having mental health problems at baseline (assessed by CBCL, cut-off T-score > 63) will be analyzed separately regarding the following hypotheses:

2) The proportion of children and adolescents with mental health problems in the intervention group (assessed by CBCL, cut-off T-score > 63) will be lower compared to the control group 18 months after baseline assessment.

3) Children and adolescents with mental health problems of the intervention group will show a better health-related quality of life (KIDSCREEN) 18 months after baseline assessment compared to the children and adolescents with mental health problems of the control group.

Those children who have been evaluated having psychiatric diagnosis at baseline (assessed by K-SADS-PL by an external rater which is blind for the group assignment of the family) will be analyzed separately. To evaluate the effectiveness of the intervention according to this stricter criterion the following primary hypothesis will be analyzed:

4) The proportion of children and adolescents with psychiatric diagnoses (assessed by K-SADS-PL) will be lower in the intervention group, compared to the control group 18 months after baseline assessment.

Additionally, the following secondary hypothesis will be evaluated:

5) Children and adolescents of the intervention group with psychiatric diagnoses will show a better health-related quality of life (KIDSCREEN) 18 months after baseline measurement compared to the children and adolescents with psychiatric diagnoses of the control group.



Study Design

The present study is a prospective, two-group randomized controlled multicenter trial. In a design with assessments at baseline as well as at 6, 12, and 18 months after baseline assessment, the family-based intervention program CHIMPs is evaluated against a control group. Families in the control group receive treatment as usual (TAU).

Outcomes will be assessed from the patient's, the partner's and the children's perspective (for children aged 10 years and older) as well as from the therapist's perspective. Moreover, the primary outcome of the study (children's mental health) will be externally assessed by rater which is blind for the family's group assignment (K-SADS-PL).


Study Centers

The following seven centers, which are located in Germany and Switzerland, are involved in the evaluation of the CHIMPs program: Hamburg (University Medical Center Hamburg-Eppendorf, Germany), Leipzig (University Medical Center Leipzig, Germany), Ulm-Günzburg (Ulm University, Department of Psychiatry and Psychotherapy II, Germany), Wiesbaden-Rheingau (Medical Center Vitos Clinic, Germany), Gütersloh-Paderborn (LWL Community Hospitals, Germany), Berlin (Charité – Universitätsmedizin Berlin, Germany) and Winterthur (Center of Social Pediatrics, Switzerland). All participating study sites will be involved in patient recruitment, diagnostics and in the implementation of the intervention. The study center in Hamburg will furthermore be responsible for the coordination of the study and for the data management. A steering committee at the coordinating site in Hamburg (SW-G, BF, KW) as well as an external scientific advisory board will regularly examine the study's progress. Yearly meetings of the scientific advisory board and monthly meetings of the steering committee will take place. In these meetings, the study progress, the recruitment, the protocol deviations, the loss-to-follow-up, serious adverse events (SAE) and all problems of the study conduct will be discussed.




Participants
 
Recruitment

Participants will be recruited from in- and outpatient departments of psychiatric clinics in the seven participating study centers. Recruitment will take place at both university and communal hospitals and at child and adolescent as well as adult psychiatric departments. These various access paths reflect the diversity of the population of mentally ill parents and their children.

A member of the research staff will approach the mentally ill parent at the end of his/her treatment period and inform him/her about the project. Moreover, therapists will be asked to inform their patients about the project and to encourage them to contact the study team. After all participating family members provided informed written consent, the study starts with the baseline questionnaires and interviews.



Eligibility Criteria

Families with at least 1 mentally ill parent and at least 1 child aged 3–19 years will be included. A parent is defined as mentally ill if he or she has a psychiatric disorder which is treated in an in- or outpatient department at the time of recruitment; in addition, parents currently not in treatment are eligible to participate if they had at least one episode of illness within the last 5 years.

If there is more than one child in the family, families are free to decide with which children they want to participate; however, all family members are encouraged to take part in the study. Couples as well as single parents can take part in the study. Participation is not limited to biological parents; adoptive parents, stepparents as well as foster parents may enter the study.

To compensate for their time conducting the interviews and filling in the questionnaires, each family will receive a staggered financial compensation.

Complete inclusion and exclusion criteria are presented in Table 1.


Table 1. Inclusion and exclusion criteria.
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Intervention: CHIMPs

Families in the intervention group will receive the manualized intervention program CHIMPs (26). The psychodynamic CHIMPs approach is based on a theoretical model that addresses coping strategies, family relationships as well as couple and family dynamics. All CHIMPs interventions are derived from these essential issues. Furthermore, the approach is based on key concepts of psychoanalytic family therapy. Moreover, the CHIMPs approach is inspired by Beardslee (29, 36) exclusively in the specific intervention setting of 8 interview sessions with parents, children and the whole family. However, the Beardslee approach is working mainly with cognitive-behavioral psychoeducation. In contrast, the CHIMPs intervention is working consequently with a psychotherapeutic process which is not structured in advance, using the psychodynamical (clarifying, confronting and interpreting) intervention techniques—with the result that the family plays a leading role in the planning of the session content. The psychodynamic approach is also expressed in the multi-generational work at all levels (parents, children, family) that is used for the management of present conflicts. For example, the parents will be asked to tell about how they grew up themselves and which experiences they remember from early childhood in their own family. The work continues with this material. The understanding of the individual psychodynamics of one of the family members will then be worked into the understanding of the psychodynamics of the whole family, and the re-enactment of the primary relationship experiences. Both the work with the parents and with the child is reflecting the respective development experiences. Furthermore, the family dynamic is the object of observation, in so far as it is the representation of earlier relationship experiences and unconscious family conflicts. The relationship dynamics that are developing within the family-therapist-relationship is comprehensible against this background of the reported biographical experiences. Based on these results of the understanding of the dynamics on the different levels we address the focus issues disease coping, family relationships and social network looking at two directions: the reflection of the actual situation as well as entry points for a more positive, intentional, comprehended change process.

Over a period of ~6 months, 8 semi-structured sessions (60–90 min) are conducted with the family. Central themes of the first session are procedure and topics of the CHIMPs program. In the next 2–3 sessions the parental mental illness, the communication and information about the disorder as well as the coping with the disorder within the family are discussed. At the same time, the couple's relationship, the children and the parent-child-relationship are examined; the parental families of origin, the contact with other family attachment figures and the family living conditions are also considered. This information serves as a starting point for the family-based intervention.

Children and adolescents are subsequently invited for one or two individual sessions per child. The main objective is to capture the family situation from the child's perspective with focus on the individual and familial coping as well as relationship structures inside and outside the family.

The core of the CHIMPs intervention is formed by the following three sessions for the whole family that complete the program. All family members together participate in these sessions. Main aim is to reflect the different perspectives that evolved from the single sessions. At the same time, openness, transparency and communication within the whole family are encouraged. The family's present and future handling of the disorder and support from inside and outside the family are reflected on and responded to. Depending on the family's needs and wishes, individual topics like current conflicts can also be discussed. If any family member or the whole family needs further treatment or support, this is initiated by the program staff.

All therapists are experienced in the field of adult or child and adolescent psychiatry or psychotherapy and received a comprehensive 2-day training based on the CHIMPs manual (26). To evaluate adherence to the intervention manual, therapists will complete a self-rate checklist asking for the main topics after each session. In addition, adherence will be evaluated by video or audio recording of sessions and subsequent analysis of the recordings. Furthermore, continuous supervision will enhance adherence to the manual intervention.

The goals of the CHIMPs program can be structured into the three levels family dynamics, coping and relationships. On the level of family dynamics, the main aims are to:

• Link the information on the parental illness to family-historical experiences considering family dynamics

• Promote the understanding of the disorder and the couple and family dynamics from a psychodynamic, multi-generational perspective

On the coping level, the main aims are to:

• Provide both parents with information about the disease (as needed)

• Provide the children with age-appropriate information about the parental mental disorder (as needed)

• Enhance communication about the mental disorder and the problems involved

• Reinforce the coping strategies for the handling of the disorder

• Inform about offers of assistance and encourage greater use of these offers

• Discuss important events maintaining conflicts inside the family, such as hospitalization, loss of employment or change of residence

On the relationship level, the main aims are to:

• Overcome social isolation caused by the parental mental disorder

• Strengthen intra-familial relationships

• Address the topic of extra-familial relationships with the focus on compensating relationships for the child

• Provide knowledge about both risk and protective factors for child development

• Talk about strengths and weaknesses of the child and support options

If participants agree, all sessions are video-recorded for quality control reasons (adherence).



Control Group

Families who have been randomly assigned to the control condition will receive treatment as usual (TAU). TAU comprises for example individual psychotherapy for children and/or parents, psychiatric treatment for parents and/or children and support at youth welfare services. Both the control and the intervention group are not prohibited from receiving additional treatment or additional interventions. In the context of the cost-effectiveness analysis, psychosocial and health care service use will be assessed in the intervention and in the control group (35).



Sample Size and Power Calculation

The primary analysis is based on the intention-to-treat population of all children and adolescents with initial psychiatric diagnosis (addressed in hypothesis 4). In a first step, we calculated the number of children and adolescents to demonstrate the assumed effect in this population. Since the intervention takes place at family level, we determined the total number of children and adolescents and their families to be recruited in a second step.

We assume that 18 months after the baseline assessment 76% of children and adolescents in the intervention group and 90% in the control group still have a psychiatric diagnosis according to K-SADS-PL. Further, we suppose that 25/55/15/5% of the families have 1/2/3/4 children, so that on average a family has 2 children and adolescents. With a power of 80%, a two-sided alpha of 5% and an intracluster correlation of 0.05, we need 116 children and adolescents per group (232 children and adolescents in total) with an initial psychiatric diagnosis in 58 families per group (116 families in total) to detect this difference. We rounded up to 240 children and adolescents in 120 families. Additionally, we expect that 15% of children and adolescents show an initial psychiatric diagnosis according to K-SADS-PL. With this assumption, we have to recruit in total 800 families with 1,600 children and adolescents.

In this study, we have two additional populations. The first population consists of all children and adolescents (addressed in hypothesis 1) and the second population consists of all children and adolescents with initial mental health problems (addressed in hypothesis 2). For these two hypotheses, we calculated the power with which we can detect the assumed effects based on the sample size calculated for the primary analysis. This sample size enables us to demonstrate with a power of at least 80% the assumed between-groups difference of 0.25 standard deviations in the whole sample (continuous outcomes, hypothesis 1) 18 months after baseline assessment. Furthermore, for the population of hypothesis 2 we expect 400 children and adolescents in 200 families with initial mental health problems if the calculated sample size for the primary hypothesis will be included. In the population, we then can demonstrate a between-groups difference of 10% (80% of the children and adolescents in the intervention group still have mental health problems and 90% in the control group) with a power of 79%.

We used the modules “Tests for Two Proportions in a Cluster-Randomized Design” and “Tests for Two Means in a Cluster-Randomized Design” in PASS 15 (NCSS, LLC. Kaysville, Utah, USA) for these calculations.



Outcome Measures

Sociodemographic information including age, gender, number of children, educational and employment status, somatic and psychiatric diseases, history of treatment and current treatment are recorded with a specifically designed questionnaire at baseline.



Primary Outcome Measure

Schedule for Affective Disorders and Schizophrenia for School Aged Children, Lifetime Version (K-SADS-PL).

The primary outcome in this study is the children's psychopathology measured by the German version of the K-SADS-PL (37, 38). The K-SADS-PL (Schedule for Affective Disorders and Schizophrenia for School Aged Children, Lifetime Version) is a standardized semi-structured interview for an early diagnosis of mental disorders in children and adolescents according to DSM-III-R and DSM-IV criteria. A trained external rater (blind to the family's group assignment) performs the K-SADS-PL by interviewing one parent for each participating child and adolescent—and in addition all children and adolescents aged 10 years and older about current and past episodes of the children's psychopathology. Children and adolescents are classified as having a psychiatric diagnosis if the interview of either the parent or the child or both indicate a psychiatric diagnosis. The K-SADS-PL has been widely used in research due to its good reliability and validity (39). The K-SADS-PL interviews are audiotaped for quality control.



Secondary Outcome Measures
 
Child Behavior Checklist/Youth Self Report

The children's psychopathology will further be assessed by the German version of the Child Behavior Checklist (CBCL) (40) and the Youth Self Report (YSR) (41). Both questionnaires describe a variety of internalizing and externalizing behaviors in children between the ages of 4 and 18. The CBCL consists of 113 items on which the parents are asked to rate the frequency of their children's behavior; a 3-point Likert-scale (0 = does not apply; 2 = clearly/often) is used. In addition, children 10 years of age and older report on their own behavior with the YSR. Children and adolescents are classified as having mental health problems, if the CBCL assessed by a parent or the YSR assessed by the child or both indicate mental health problems (T-score > 63). Both instruments provide raw and T-scores for internalizing and externalizing behavior as well as a total problem score. Due to their satisfactory psychometric properties (42), the CBCL and YSR are among the most widely used questionnaires in research.



KIDSCREEN-27

The health-related quality of life of the children is assessed by the KIDSCREEN-27 questionnaire (43). The KIDSCREEN instruments are a set of self-assessment questionnaires used to assess subjective health and well-being of children and adolescents between the ages of 8 and 18; corresponding versions for the parents' assessment of their children's quality of life are available. The short version of the KIDSCREEN questionnaire includes 27 items and covers 5 health-related quality of life dimensions. The questionnaire assesses the child's quality of life in consideration of his or her physical, mental and social well-being. Health-related quality of life is assessed by one parent for each participating child and adolescent and in addition by all children and adolescents aged 10 years and older. A short version of the KIDSCREEN 27 questionnaire, the KIDSCREEN 10 questionnaire, will be used for the calculation of QALYs for children and adolescents (44, 45).



Children Global Assessment Scale

In addition, the children's global impairment will be assessed by the German Skala zur Gesamtbeurteilung von Kindern und Jugendlichen (SGKJ) (46), the German version of the Children Global Assessment Scale (CGAS) (47). This scale is the internationally most commonly used scale for the assessment of the severity of psychiatric disorders in children and adolescents. The severity of the disorder is rated on a scale from 1 (needs constant supervision) to 100 (superior functioning in all areas).



Brief Symptom Inventory and Patient Health Questionnaire

The parent's symptomatology will be assessed by the German version of the Brief Symptom Inventory (BSI) (48), a short version of the Symptom Checklist-90-Revised (SCL-90-R). This self-assessment questionnaire measures psychological symptoms during the last 7 days. Parents are asked to rate their individual psychological stress on a 5-point Likert-scale from 0 (“not at all”) to 4 (“very strong”). In addition to the BSI, the German version of the Patient Health Questionnaire (PHQ-D) (49) is applied to screen for depressive, anxiety, somatoform, alcohol, and eating disorders. The PHQ-D showed good agreement with the Structured Clinical Interview for DSM-IV (SCID-I) (49); good validity of the PHQ-D for the diagnostic of psychiatric disorders can therefore be assumed. Further aspects of the parental psychopathology will be assessed by the German versions of the Clinical Global Impressions Scale (CGI) (50) and of the Global Assessment of Functioning (GAF) (51). While the CGI is used to measure the severity of the disease, the GAF is used to rate the person's overall level of functioning.



European Quality of Life 5 Dimensions Scale

The parents' health-related quality of life is assessed by the German version of the European Quality of Life 5 Dimensions Scale (EQ-5D) (52–54). This health questionnaire expresses the patient's quality of life. The EQ-5D defines the participants' health states at 5 dimensions (mobility; ability to fend for oneself; daily activities; pain; anxiety); The EQ-5D is the most frequently used instrument worldwide for the assessment of health-related quality of life in adults and will be used for the health-economic analyses.



Freiburg Questionnaire of Coping With Illness (Freiburger Fragebogen zur Krankheitsverarbeitung)

The Freiburg Questionnaire of Coping with Illness (Freiburger Fragebogen zur Krankheitsverarbeitung, FKV) (55) is a self-report instrument that assesses the parents' coping with the disorder. The FKV assesses a broad spectrum of coping mechanisms on the levels of cognition, emotion and behavior. The short version includes 35 items on the 5-point Likert-scale from 1 (not at all) to 5 (very strong) and is particularly appropriate for follow-up measurements.



General Family Questionnaire (Allgemeiner Familienfragebogen)

Family relations and family functioning will be assessed by the German General Family Questionnaire (Allgemeiner Familienfragebogen, FB-A) (56). This self-report instrument focusses on the family system and includes the scales task fulfillment, role behavior, communication, emotionality, affective establishment of relationships, control, values and norms, social desirability, and defense. Forty items are answered on a 4-point Likert-scale ranging from “exact agreement” to “no agreement at all.”



Global Assessment of Relational Functioning Scale

In Addition, the dysfunction and relational health of the family is rated based on the German version of the Global Assessment of Relational Functioning Scale (GARF) (51).



Oslo Social Support Questionnaire

The Oslo Social Support Questionnaire (OSSQ) (57) measures social support of parents and children. The original version of the OSSQ consists of three items regarding (1) the number of confidants, (2) the sense of interest from other people and (3) the relationship to neighbors. An extended version developed by our research group was used, covering prospective individuals providing social support.



Questionnaire for the Assessment of Therapy Outcome (Fragebogen zur Beurteilung der Behandlung)

The evaluation of the treatment will be assessed by the Questionnaire for the Assessment of Therapy Outcome (Fragebogen zur Beurteilung der Behandlung, FBB) (58), which offers the possibility to assess the subjective quality of care according to the two main aspects quality of results (treatment success) and process quality (treatment procedure).



Comparative Psychotherapy Process Scales (Vergleichende Psychotherapie Prozess Skalen)

The therapeutic process is also assessed by the Comparative Psychotherapy Process Scales (Vergleichende Psychotherapie Prozess Skalen, VPPS) as the German translation of the Comparative Psychotherapy Process Scale (CPPS) (59, 60). The VPPS was developed to measure therapeutic activity like the process and techniques that are used in the therapeutic setting. It was designed as a primarily descriptive measure (i.e., what was done), but not as an evaluative measure (i.e., how it was done). The aim of the VPPS is to describe the therapeutic session as accurately and objectively as possible.



Client Socioeconomic and Services Receipt Inventory

The assessment of psychosocial and health care service use (as a basis for the estimation of treatment costs for the parents) will be performed by the German version of the “Client Socioeconomic and Services Receipt Inventory” (CSSRI-DE) (61). The CSSRI-DE is an interview including five dimensions (sociodemographic data, living conditions, occupation and income, utilization of health services, and medication). The CSSRI-DE was developed for cost analysis of the psychiatric supply system and allows a comprehensive assessment of all substantial components for direct and indirect costs.



Children and Adolescent Mental Health Service Inventory

The German version of the “Children and Adolescent Mental Health Services Receipt Inventory” (CAMHSRI) (62) will be used to assess the health and psychosocial service use as a basis for the assessment of treatment costs for the children.

All interviews and questionnaires are administered at baseline as well as at 6, 12, and 18 months after baseline assessment. Although participants are aware of the group they have been assigned to, the external raters assessing the primary outcome and the health-economics, are not.

The measures to be administered at each time point are listed in Table 2.


Table 2. Outcomes and measures.
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Randomization Procedure

Computerized lists for familywise randomization with an allocation ratio of 1:1 stratified by centers with a variable block length will be prepared by the Department of Medical Biometry and Epidemiology of the University Medical Center Hamburg-Eppendorf. The subsequent central allocation procedure is managed by the coordinating study center in Hamburg to guarantee allocation concealment.

Randomization will take place once the standardized baseline diagnostics are complete. Thus, every randomized family, both in the intervention and in the control group, will receive comprehensive standardized diagnostics of every participating child.



Data Assessment and Data Management

At the beginning of the study (T1; see Figure 1), the mentally ill parent and—if there is one—the partner fill in the baseline questionnaires and participate in the K-SADS-PL interviews about their child/children. All children aged 10 years and older are also asked to complete this diagnostic process. As soon as all documents are completed, the family is randomized to either control or intervention group. The research staff subsequently informs the family about their group assignment and provides feedback on the results of the child's K-SADS-PL interview.


[image: Figure 1]
FIGURE 1. Overview of the CHIMPs study design.


If the family has been referred to the intervention group, the therapist who carries out the CHIMPs program is informed and the start of the intervention is initiated. If the family has been referred to the control group, no further treatment is provided within the CHIMPs study.

At 6 (T2), 12 (T3), and 18 (T4) months after baseline assessment, the families will be contacted again by the research staff. The questionnaires and diagnostic interviews for all three follow-up assessments are the same as at the baseline assessment. Families receive a financial compensation (up to €50) if a follow-up assessment is completed, in order to further promote a complete follow-up.

All study-related information will be stored securely at the study site. All records that contain names or other personal identifiers, such as locator forms and informed consent forms, will be stored separately from study records identified by code number. The coordinating study site will oversee the intra-study data sharing process.

All study outcomes, especially the primary outcome papers, will be published in peer-reviewed journals and presented at scientific conferences. All papers and abstracts must be approved by the coordinating site before submission.




Data Analysis

All data will be entered twice at the coordinating site. Original study forms will be sent to the coordinating site and a copy of them will be kept at the participating site. Participant files will be stored in a secure and accessible place for a period of 3 years after completion of the study.

Data will be analyzed and reported according to the CONSORT statement. Mean and standard deviation will be presented for the continuous variables and absolute and relative frequencies for the categorical variables for the whole sample and separated by treatment groups. Since the relatives of a family are subject to common influences, cluster effects are generally to be expected. Therefore, the inferential statistics will be conducted using mixed models with the family and the relatives as random effects. As further covariates, recruitment center, treatment group, time, and the interaction between the two, as well as baseline variables that are unbalanced between the treatment groups. As further possible covariate, the type of clinic (university clinic vs. supply clinic) will be examined. For this purpose, baseline comparisons will be performed. If significant differences are found, this variable will be included in the model as a further fixed effect. We will use the direct Maximum-Likelihood as the statistical estimation procedure in the intention-to-treat population (ITT), which results in unbiased estimations under the missing-at-random assumption. The ITT analysis will be based on the available clinical data from all randomized families. The primary outcome analysis is the treatment group contrast (CHIMPs vs. TAU) at 18 months after baseline assessment in the ITT population of the children with an initial psychiatric diagnosis according to K-SADS-PL in a mixed logistic regression with the above-mentioned specification. The primary outcome is a psychiatric diagnosis according to K-SADS-PL (yes/no). Only the result of this comparison will be interpreted in a confirmatory manner. Additionally, this analysis will be repeated in the per protocol population. Sensitivity analyses will be performed for the primary outcome analysis with different methods of missing value imputation such as multiple imputation and last observation carried forward (LOCF) to study the robustness of the findings. Odds ratios, their 95% confidence intervals and p-values will be reported. The type I error will be set at 5% (two-sided). The secondary outcomes will be examined with appropriate methods in the ITT population in an exploratory manner. As far as possible, these outcomes will be operationalised as difference to baseline. Interim analyses are not planned. Subgroup analysis will be conducted on study sites, children's and adolescents' age and children's and adolescents' gender. A detailed statistical analysis plan will be finalized based on an analysis of a blinded, pooled data set. Statistical analyses will be carried out with SPSS, version 24 or newer (IBM Corp, Armonk, NY, USA) R, version 3.6.3 or newer (R Foundation for Statistical Computing, Vienna, Austria) or SAS, version 9.4 or newer (SAS Institute, Cary, NC, USA).

Cost differences between both study groups will be analyzed by linear regression models (63–65). The adjustment of standard errors in case of deviations from the normal distribution will be performed by non-parametric bootstrapping (65, 66). The cost-effectiveness of the CHIMPs intervention compared to treatment as usual (TAU) will be computed by the net-monetary-benefit method (67–69). Quality adjusted life years (QALYs) will be computed by transforming KIDSCREEN-10 values into Child Health Utility (CHU9D) values (70) using the algorithm provided by Chen and colleagues (71). Incremental cost-effectiveness ratios (ICER) will be calculated to estimate the maximum willingness to pay necessary for the gain of one quality-adjusted life year (QALY) by implementing the CHIMPs intervention in comparison to standard care (69). ICER will be interpreted on the basis of the cost-effectiveness plane (67–69). Stochastic uncertainty of the ICER will be estimated by non-parametric bootstrapping and the cost-effectiveness acceptability curve (67–69).




DISCUSSION

The present study will implement an intervention program for families with mentally ill parents in regular care at multiple sites in Germany and at one site in Switzerland. In the current trial, the program's effectiveness and cost-effectiveness will be evaluated in a randomized-controlled design with a comprehensive health-economic assessment at baseline, 6, 12, and 18 months after baseline assessment. We hypothesize that the CHIMPs intervention improves children's mental health and health-related quality of life compared to the control condition. An important strength of this study is the use of a randomized controlled trial design with a control group receiving treatment as usual. The study design includes a comprehensive health-economic evaluation.

The low-restrictive inclusion criteria allow patients with a variety of psychiatric disorders to take part in the study. Moreover, not only biological parents, but also adoptive parents, foster parents or step parents will be included. This represents an important opportunity to investigate a sample that is representative for this diverse high-risk population in a standard environment.

The CHIMPs family intervention of the present study involves all family members. This setting of the intervention represents an important strength of the study as existing research proves that addressing parents and children jointly produced larger effects of preventive interventions for children of mentally ill parents compared to interventions addressing parents and children individually (23).

In the CHIMPs study, psychopathology will be assessed by multiple perspectives. Most importantly, children's mental health, the primary outcome, will be assessed by a clinical interview by an external rater blind to the family's group assignment. Moreover, psychopathology of the children will be measured by parents' and children's perspectives using the CBCL and the YSR for children 10 years and older. Overall, a wide range of outcome measures (e.g., mental health, health-related quality of life, coping, social support, family relationships) for children and parents will be assessed from multiple perspectives. As multiple perspectives are estimated to be state-of-the art measuring psychopathology (72, 73) and quality of life (74) in children and adolescents, this assessment presents another clear strength of our study.

The extensive assessment of outcomes will allow for a comprehensive analysis of various risk and protective factors relevant for the interplay between parental mental disorders and children's mental health. This analysis will facilitate the further understanding of transgenerational transmission of mental disorders and the adaptation of existing support programs for families with parental mental health problems. Moreover, this study aims at reducing transgenerational transmission of mental health problems in families with parental mental disorders.

An important implication for practice is that all children participating in the study are screened for mental health problems at the very beginning of study participation. This provides the opportunity for an early identification of children with mental health problems who will subsequently be referred to appropriate offers of assistance. All children and adolescents participating in the intervention or the control group with indication for individual support like e.g., psychiatric treatment or psychotherapy will obtain the corresponding referral.

Difficulties could arise from the multicenter design of this study. The combination of both university and supply clinics could lead to differences in the recruitment process. For this reason, possible center effects will be analyzed and treated accordingly during the statistical analysis.

As a large number of therapists from different therapeutic approaches will lead the CHIMPs program, it could be difficult to perform the intervention in a reliable standardized manner. To ensure adherence to the manual, the process and the methods of each session will be documented and analyzed for compliance with the manual.

Experience from this trial will be used to revise the existing manual. The financing of the intervention in regular care beyond the duration of the study will be discussed with health-insurance representatives as part of the study. An important aim of the study is to not only evaluate the CHIMPs intervention in the participating study centers, but to implement it into regular care throughout Germany.

The support provided to families with mentally ill parents should be comprehensive and integrative and therefore oriented toward all family members as the psychosocial and medical starting points for the affected families are equally complex. If successful, the CHIMPs intervention could be the first program for mentally ill parents and their children to be implemented nationwide into regular practice; this could be an important and future-oriented contribution to the improvement of a family-oriented support system for this particular risk group.



ETHICS STATEMENT

The studies involving human participants were reviewed and approved by the Hamburg Medical Council as well as by the Ethics Committees of all participating study sites. Written informed consent to participate in this study was provided by the participants' legal guardian/next of kin.



AUTHOR'S NOTE

The full trial protocol can be accessed at Silke Wiegand-Grefe, Department of Child and Adolescent Psychiatry and Psychotherapy, University Medical Center Hamburg-Eppendorf, Hamburg, Germany.



AUTHOR CONTRIBUTIONS

SW-G is the principal researcher of this project. SW-G and AP-C have developed and evaluated the CHIMPs intervention. AP-C, SW-G, and BF have drafted the manuscript. BF and MB are responsible for the data and study management in the coordination study center. SW-G, RK, K-TK, KK, KW, and ML were significantly involved in the conception of the study and participated in its design with study advisory by AP-C. CN, KA, and SW are responsible for the realization of the project at their study sites. AD and KW wrote the paragraph on statistical methods. SW-G, BF, KW, and MB are responsible for the data and study management. All authors contributed to the editing of the manuscript and have read and approved the final manuscript.



FUNDING

The study described in this protocol is funded by a grant from the Federal Ministry of Education and Research (BMBF) of Germany (O1GY1337).



ACKNOWLEDGMENTS

The authors wish to thank Doris Mallmann for helpful discussions.



REFERENCES

 1. Leijdesdorff S, van Doesum KTM, Popma A, Klaassen R, van Amelsvoort T. Prevalence of psychopathology in children of parents with mental illness and/or addiction: an up to date narrative review. Curr Opin Psychiatry. (2017) 30:312–7. doi: 10.1097/YCO.0000000000000341

 2. Plass-Christl A, Haller A-C, Otto C, Barkmann C, Wiegand-Grefe S, Holling H, et al. Parents with mental health problems and their children in a German population based sample: results of the BELLA study. PLoS ONE. (2017) 12:e0180410. doi: 10.1371/journal.pone.0180410

 3. Wiegand-Grefe S, Geers P, Plaß A, Petermann F, Riedesser P. Kinder psychisch kranker Eltern: Zusammenhänge zwischen subjektiver elterlicher Beeinträchtigung und psychischer Auffälligkeit der Kinder aus Elternsicht (Children of mentally ill parents: associations between subjective parental impairment and psychological problems of the children). Kindheit und Entwicklung. (2009) 18:111–21. doi: 10.1026/0942-5403.18.2.111

 4. van Santvoort F, Hosman CMH, Janssens MAMJ, van Doesum KTM, Reupert A, Van Loon ALM. The impact of various parental mental disorders on children's diagnoses: a systematic review. Clin Child Fam Psychol Rev. (2015) 18:281–99. doi: 10.1007/s10567-015-0191-9

 5. Kilian R, Losert C, Park A, McDaid D, Knapp M. Cost-effectiveness analysis in child and adolescent mental health problems—an updated review of literature. Int J Ment Health Promot. (2010) 12:45–57. doi: 10.1080/14623730.2010.9721825

 6. Kilian R, Mueller-Stierlin A, Herder K, Helmbrecht MJ, Walendzik J, Holzmann M, et al. The effectiveness and cost-effectiveness of an integrated mental health care programme in comparison to standard psychiatric care in Germany. J Ment Health Policy Econ. (2017) 20:S18–9.

 7. 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) 51:8–17.e8. doi: 10.1016/j.jaac.2011.10.018

 8. Reupert AE, Maybery DJ, Kowalenko MN. Children whose parents have a mental illness: prevalence, need and treatment. MJA Open. (2012) 1(Suppl. 1):7–9. doi: 10.5694/mjao11.11200

 9. Caspi A, Sugden K, Moffitt TE, Taylor A, Craig IW, Harrington H, et al. Influence of life stress on depression: moderation by a polymorphism in the 5-HTT gene. Science. (2003) 301:386–9. doi: 10.1126/science.1083968

 10. Assary E, Vincent JP, Keers R, Pluess M. Gene-environment interaction and psychiatric disorders: review and future directions. Semin Cell Dev Biol. (2018) 77:133–43. doi: 10.1016/j.semcdb.2017.10.016

 11. Krumm S, Becker T, Wiegand-Grefe S. Mental health services for parents affected by mental illness. Curr Opin Psychiatry. (2013) 26:362–8. doi: 10.1097/YCO.0b013e328361e580

 12. Wiegand-Grefe S, Sell M, Filter B, Plass-Christl A. Family functioning and psychological health of children with mentally ill parents. Int J Environ Res Public Health. (2019) 16:1278. doi: 10.3390/ijerph16071278

 13. Jozefiak T, Greger HK, Koot HM, Klockner CA, Wallander LJ. The role of family functioning and self-esteem in the quality of life of adolescents referred for psychiatric services: a 3-year follow-up. Qual Life Res. (2019) 28:2443–52. doi: 10.1007/s11136-019-02197-7

 14. Collishaw S, Hammerton G, Mahedy L, Sellers R, Owen MJ, Craddock N, et al. Mental health resilience in the adolescent off spring of parents with depression: a prospective longitudinal study. Lancet Psychiatry. (2016) 3:49–57. doi: 10.1016/s2215-0366(15)00358-2

 15. Brent DA, Brunwasser SM, Hollon SD, Weersing VR, Clarke GN, Dickerson JF, et al. Effect of a cognitive-behavioral prevention program on depression 6 years after implementation among at-risk adolescents a randomized clinical trial. JAMA Psychiatry. (2015) 72:1110–8. doi: 10.1001/jamapsychiatry.2015.1559

 16. Aktar E, Qu J, Lawrence PJ, Tollenaar MS, Elzinga BM, Bogels MS. Fetal and infant outcomes in the offspring of parents with perinatal mental disorders: earliest influences. Front Psychiatry. (2019) 10:391. doi: 10.39110.3389/fpsyt.2019.00391

 17. Reedtz C, Lauritzen C, Stover YV, Freili JL, Rognmo K. Identification of children of parents with mental illness: a necessity to provide relevant support. Front Psychiatry. (2019) 9:728. doi: 10.3389/fpsyt.2018.00728

 18. Tabak I, Zablocka-Zytka L, Ryan P, Poma SZ, Joronen K, Vigano G, et al. Needs, expectations and consequences for children growing up in a family where the parent has a mental illness. Int J Ment Health Nurs. (2016) 25:319–29. doi: 10.1111/inm.12194

 19. Lauritzen C, Reedtz C, Rognmo K, Nilsen MA, Walstad A. Identification of and support for children of mentally ill parents: a 5 year follow-up study of adult mental health services. Front Psychiatry. (2018) 9:507. doi: 10.3389/fpsyt.2018.00507

 20. Reupert AE, Cuff R, Drost L, Foster K, van Doesum KTM, van Santvoort F. Intervention programs for children whose parents have a mental illness: a review. MJA Open. (2012) 1(Suppl. 1):18–22. doi: 10.5694/mjao11.11145

 21. Fraser C, James EL, Anderson K, Lloyd D, Judd F. Intervention programs for children of parents with a mental illness: a critical review. Int J Ment Health Promot. (2006) 8:9–20. doi: 10.1080/14623730.2006.9721897 

 22. Bee P, Bower P, Byford S, Churchill R, Calam R, Stallard P, et al. The clinical effectiveness, cost-effectiveness and acceptability of community-based interventions aimed at improving or maintaining quality of life in children of parents with serious mental illness: a systematic review. Health Technol Assess. (2014) 18:1–250. doi: 10.3310/hta18080

 23. Thanhauser M, Lemmer G, de Girolamo G, Christiansen H. Do preventive interventions for children of mentally ill parents work? Results of a systematic review and meta-analysis. Curr Opin Psychiatry. (2017) 30:283–99. doi: 10.1097/YCO.0000000000000342

 24. Hefti S, Kölch M, D Gallo A, Stierli R, Roth B, Schmid M. Welche Faktoren beeinflussen, ob psychisch belastete Kinder mit einem psychisch kranken Elternteil Hilfen erhalten? Kindheit und Entwicklung. (2016) 25:89–99. doi: 10.1026/0942-5403/a000193

 25. Schulze LN, Klinger-Konig J, Stolzenburg S, Wiese J, Speerforck S, Van der Auwera-Palitschka S, et al. Shame, self-identification with having a mental illness, and willingness to seek help in northeast Germany. Psychiatry Res. (2020) 285:112819. doi: 10.1016/j.psychres.2020.112819

 26. Wiegand-Grefe S, Halverscheid S, Plass A. Kinder und ihre psychisch kranken Eltern. Familienorientierte Prävention—Der CHIMPs-Beratungsansatz. Göttingen: Hogrefe (2011).

 27. Cierpka M, Massing A, Reich G. Praxis der Psychoanalytischen Familien- und Paartherapie. Stuttgart: Kohlhammer (2007).

 28. Wiegand-Grefe S. Belastungen von Kindern psychisch kranker Eltern. Psychosoziale Folgen und Präventionsbedarf. Der Neurologe und Psychiater. (2010) 11:42–47.

 29. Beardslee WR, Gladstone TRG, Wright EJ, Cooper BA. A family-based approach to the prevention of depressive symptoms in children at risk: evidence of parental and child change. Pediatrics. (2003) 112:e119–31. doi: 10.1542/peds.112.2.e119

 30. Beardslee WR, Wright EJ, Gladstone TRG, Forbes P. Long-term effects from a randomized trial of two public health preventive interventions for parental depression. J Fam Psychol. (2007). doi: 10.1037/0893-3200.21.4.703.supp

 31. Wiegand-Grefe S, Cronemeyer B, Plass A, Schulte-Markwort M, Petermann F. Psychische Auffälligkeiten von Kindern psychisch kranker Eltern im Perspektivenvergleich: Effekte einer manualisierten Familienintervention (Comparison of mental abnormalities in children of mentally ill parents from different points of view: effects of a manualized family intervention). Kindheit und Entwicklung. (2013) 22:31–40. doi: 10.1026/0942-5403/a000096

 32. Wiegand-Grefe S, Werkmeister S, Bullinger M, Plass A, Petermann F. Gesundheitsbezogene Lebensqualität und soziale Unterstützung von Kindern psychisch kranker Eltern: Effekte einer manualisierten Familienintervention. (Health-related quality of life and social support of children with mentally ill parents: effects of a manualized family intervention). Kindheit und Entwicklung. (2012) 21:64–73. doi: 10.1026/0942-5403/a000071

 33. Wiegand-Grefe S, Cronemeyer B, Halverscheid S, Redlich A, Petermann F. Krankheitsbewältigung psychisch kranker Eltern und psychische Auffälligkeit ihrer Kinder im Fokus einer manualisierten Familienintervention. Zeitschrift für Psychiatrie, Psychologie und Psychotherapie. (2013) 61:51–58. doi: 10.1024/1661-4747/a000140

 34. Wiegand-Grefe S, Alberts J, Petermann F, Plass A. Differential perspectives on family functioning and interfamilial relationships: the effect of a manualized intervention program on children of mentally ill parents. Kindheit und Entwicklung. (2016) 25:77–88. doi: 10.1026/0942-5403/a000192

 35. Waldmann T, Stiawa M, Dinc Ü, Saglam G, Busmann M, Daubman A, et al. Costs of health and social services use in children of mentally ill parents. Results form the CHIMPs trial. Child Adolesc Psychiatry Ment Health. (in review).

 36. Beardslee WR, Wright EJ, Gladstone TRG, Forbes P. Long-term effects from a randomized trial of two public health preventive interventions for parental depression. J Fam Psychol. (2007) 21:703–13. doi: 10.1037/0893-3200.21.4.703

 37. Kaufman J, Birmaher B, Brent DA, Rao U, Ryan N. Kiddie-Sads-Present and Lifetime Version (K-SADS-PL). (1996). Pittsburgh: University of Pittsburgh, School of Medicine. Available online at: http://www.psychiatry.pitt.edu/sites/default/files/Documents/assessments/ksads-pl.pdf (accessed December 23, 2020).

 38. Delmo C, Weiffenbach O, Gabriel M, Stadler C, Poustka F. Diagnostisches Interview Kiddie-Sads-Present and Lifetime Version (K-SADS-PL). 5. Auflage der deutschen Forschungsversion, erweitert um ICD-10-Diagnostik. Frankfurt: Klinik für Psychiatrie und Psychotherapie des Kindes- und Jugendalters (2001).

 39. Villabø MA, Oerbeck B, Skirbekk B, Hansen BH, Kristensen H. Convergent and divergent validity of K-SADS-PL anxiety and attention deficit hyperactivity disorder diagnoses in a clinical sample of school-aged children. Nordic J Psychiatry. (2016) 70:358–64. doi: 10.3109/08039488.2015.1125944 

 40. Arbeitsgruppe Deutsche Child Behavior Checklist. Elternfragebogen über das Verhalten von Kindern und Jugendlichen; deutsche Bearbeitung der Child Behavior Checklist (CBCL/4-18). Einführung und Anleitung zur Handauswertung. 2. Auflage mit deutschen Normen. In: Döpfner M, Plück J, Bölte S, Lenz K, Melchers P. Heim K, editors. Arbeitsgruppe Kinder-, Jugend- und Familiendiagnostik, Köln (1998).

 41. Arbeitsgruppe Deutsche Child Behavior Checklist. Fragebogen für Jugendliche; deutsche Bearbeitung des Youth Self Report (YSR) der Child Behavior Checklist. Einführung und Anleitung zur Handauswertung. 2. Auflage mit deutschen Normen. In: Döpfner M, Plück J, Bölte S, Lenz K, Melchers P, Heim K. Arbeitsgruppe Kinder-, Jugend- und Familiendiagnostik. Köln (1998).

 42. Van Meter A, Youngstrom E, Youngstrom JK, Ollendick T, Demeter C, Findling LR. Clinical decision making about child and adolescent anxiety disorders using the Achenbach system of empirically based assessment. J Clin Child Adolesc Psychol. (2014) 43:552–65. doi: 10.1080/15374416.2014.883930

 43. The KIDSCREEN Group Europe. The KIDSCREEN Questionnaires. Quality of Life Questionnaires for Children And Adolescents. Handbook. Lengerich: Papst Science Publisher (2006).

 44. Bouwmans C, Van der Kolk A, Oppe M, Schawo S, Stolk E, van Agthoven M, Hakkaart-van RL. Validity and responsiveness of the EQ-5D and the KIDSCREEN-10 in children with ADHD. J Ment Health Policy Econ. (2013) 16:S3–4. doi: 10.1007/s10198-013-0540-x

 45. Ravens-Sieberer U, Erhart M, Rajmil L, Herdman M, Auquier P, Bruil J, et al. European: reliability, construct and criterion validity of the KIDSCREEN-10 score: a short measure for children and adolescents' well-being and health-related quality of life. Qual Life Res. (2010) 19:1487–500. doi: 10.1007/s11136-010-9706-5

 46. Steinhausen HC. Eine Skala zur Beurteilung psychisch gestörter Kinder und Jugendlicher. Zeitschrift fuer Kinder- und Jugendpsychiatrie. (1985) 13:230–40.

 47. Shaffer D, Gould MS, Brasic JR, Ambrosini P, Fisher P, Bird HR, et al. A children's global assessment scale (CGAS). Arch Gen Psychiatry. (1983) 40:1128–31. doi: 10.1001/archpsyc.1983.01790100074010

 48. Franke H. Brief Symptom Inventory von L.R. Derogatis (Kurzform der SCL-90-R). Deutsche Version. Manual. Göttingen: Beltz Test Gesellschaft (2000).

 49. Löwe B, Spitzer RL, Zipfel S, Herzog W. Gesundheitsfragebogen für Patienten (PHQ-D). Komplettversion und Kurzform. Autorisierte deutsche Version des “Prime MD Patient Health Questionnaire (PHQ)”. Karlsruhe: Pfizer (2002).

 50. Collegium Internationale Psychiatriae Scalarum. Internationale Skalen für Psychiatrie. Göttingen: Beltz Test GmbH (1996).

 51. Saß H, Wittchen HU, Zaudig M, Houben I. Diganostisches und Statistisches Manual psychischer Störungen—Textrevision. Göttingen: Hogrefe (2003). 

 52. Brooks R, Rabin R, Charro dF. The Measurement and Valuation of Health Status Using EQ-5D. A European perspective. Evidence from the EuroQol BIO MED Research program. New York, NY: Springer (2003). 

 53. Hinz A, Klaiberg A, Brahler E, Konig HH. The quality of life questionnaire EQ-5D: modelling and norm values for the general population. Psychother Psychosom Med Psychol. (2006) 56:42–8. doi: 10.1055/s-2005-867061 

 54. Ravens-Sieberer U, Wille N, Badia X, Bonsel G, Burstrom K, Cavrini G, et al. Feasibility, reliability, and validity of the EQ-5D-Y: results from a multinational study. Qual Life Res. (2010) 19:887–97. doi: 10.1007/s11136-010-9649-x 

 55. Muthny FA. Freiburger Fragebogen zur Krankheitsverarbeitung. Manual. Weinheim: Beltz Test GmbH (1989).

 56. Cierpka M, Frevert G. Die Familienbögen. Ein Inventar zur Einschätzung von Familienfunktionen. Göttingen: Hogrefe (1995).

 57. Dalgard OS, Dowrick C, Lehtinen V, Vazquez-Barquero JL, Casey P, Wilkinson G, et al. Negative life events, social support and gender difference in depression: a multinational community survey with data from the ODIN study. Soc Psychiatry Psychiatr Epidemiol. (2006) 41:444–51. doi: 10.1007/s00127-006-0051-5

 58. Mattejat F, Remschmidt H. Fragebögen zur Beurteilung der Behandlung (FBB). Handanweisung. Göttingen: Hogrefe (1999).

 59. Hilsenroth M, Bonge DR, Blagys MD, Ackerman SJ, Blais AM. Measuring psychodynamic-interpersonal and cognitive-behavioral techniques: development of the comparative psychotherapy process scale. Psychother Theory Res Pract Train. (2005) 42:340–56. doi: 10.1037/0033-3204.42.3.340.supp

 60. Beutel ME, Bahrke U, Fiedler G, Hautzinger M, Kallenbach L, Kaufhold J, et al. LAC-Depressionsstudie. Psychoanalytische und kognitiv-verhaltenstherapeutische Langzeittherapien bei chronischer Depression. Psychotherapeut. (2016) 61:468–75. doi: 10.1007/s00278-016-0144-x

 61. Roick C, Kilian R, Matschinger H, Bernert S, Mory C, Angermeyer CM. Die deutsche Version des Client Sociodemographic and Service Receipt Inventory. Psychiat Prax. (2001) 28:84–90. doi: 10.1055/s-2001-17790 

 62. Kilian R, Losert C, McDaid D, Park A, Knapp M, Beecham J, et al. The Health Economic Evaluation of Children and Adolescent Mental Health Services Across the Enlarged Europe. Ulm: Ulm University, Department of Psychiatry and Psychotherapy (2009).

 63. Knapp M. Making music of the noise—the cost function approach to evaluation. Br J Psychiatry. (1998) 173(Suppl. 36):7–11. doi: 10.1192/S0007125000297997

 64. Kilian R, Matschinger H, Becker T, Angermeyer CM. A longitudinal analysis of the impact of social and clinical characteristics on the costs of schizophrenia treatment. Acta Psychiatr Scand. (2003) 107:351–60. doi: 10.1034/j.1600-0447.2003.00072.x

 65. Kilian R, Matschinger H, Löffler W, Roick C, Angermeyer CM. A comparison of methods to handle skew distributed cost variables in the analysis of the resource consumption in schizophrenia treatment. J Ment Health Policy Econ. (2002) 5:21–31.

 66. Manning WG, Mullahy J. Estimating log models: to transform or not to transform? J Health Econ. (2001) 20:461–94. doi: 10.1016/S0167-6296(01)00086-8

 67. Hoch JS, Briggs AH, Willan R. Something odd, something new, something borrowed, something blue: a framework for the marriage of health econometrics and cost-effectiveness analysis. Health Econ. (2002) 11:415–30. doi: 10.1002/hec.678

 68. Willan AR, Briggs HA. Statistical Analysis of Cost-Effectiveness Data. Chichester: Wiley (2006).

 69. Glick HA. Economic Evaluation in Clinical Trials. Oxford: Oxford Univ. Press (2010).

 70. Furber G, Segal L. The validity of the child health utility instrument (CHU9D) as a routine outcome measure for use in child and adolescent mental health services. Health Qual Life Outcomes. (2015) 13:22. doi: 10.1186/s12955-015-0218-4

 71. Chen G, Stevens K, Rowen D, Ratcliffe J. From KIDSCREEN-10 to CHU9D: creating a unique mapping algorithm for application in economic evaluation. Health Qual Life Outcomes. (2014) 12:134. doi: 10.1186/s12955-014-0134-z

 72. Kuhn C, Aebi M, Jakobsen H, Banaschewski T, Poustka L, Grimmer Y, et al. Effective mental health screening in adolescents: should we collect data from youth, parents or both? Child Psychiatry Hum Dev. (2017) 48:385–92. doi: 10.1007/s10578-016-0665-0

 73. Becker A, Hagenberg N, Roessner V, Woerner W, Rothenberger A. Evaluation of the self-reported SDQ in a clinical setting: do self-reports tell us more than ratings by adult informants? Eur Child Adolesc Psychiatry. (2004) 13(Suppl. 2): II1724. doi: 10.1007/s00787-004-2004-4

 74. Dey M, Landolt MA, Mohler-Kuo M. Assessing parent-child agreement in health-related quality of life among three health status groups. Soc Psychiatry Psychiatr Epidemiol. (2013) 48:503–11. doi: 10.1007/s00127-012-0556-z

Conflict of Interest: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2021 Wiegand-Grefe, Filter, Busmann, Kilian, Kronmüller, Lambert, Norra, von Klitzing, Albermann, Winter, Daubmann, Wegscheider and Plass-Christl. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.



OPS/images/fpsyt-11-561790-t002.jpg
Outcome

Demographics
Diagnoses/Psychiatric
symptomatology

Health-related quality of
ffe

Family relations and
family functioning

Coping with the
disorder

Social support
Evaluation of treatment

Health economic
assessment of
treatment costs

Formulation of goals

Achievement of goals,
satisfaction

Therapeutic process

*For intervention group only.
" During the intervention.

Parents

Children

Parents

Children

Parents

Parents

Children

Instrument

Questionnaire  Interview

Ad hoc items.
Medical history

PHQ-D
BSI
cal
GAF

CBCL Kiddie-SADS-

PL
YSR
SGKJ
EQ-5D

Kidscreen-27/-
10

FB-A

GARF
Ad hoc items.
FRV

ossQ
FBB*
CSSRI-DE

CAMHSRI-DE
Ad hoc items*
Ad hoc items®

VPPS®
Ad hoc tems*

Patient

x

Partner

Source

Child
(>10 year)

Therapist

External
rater

Time (months)

pre 6 12 18

X X x % x

x

X x
X x x
X x x
X x x
X x x
X x x
X x x
X x x
X x x
X x %
X x x
X x x
X x x
X x x
X x x
X x x
X x x





OPS/xhtml/Nav.xhtml




Contents





		Cover



		Evaluation of a Family-Based Intervention Program for Children of Mentally Ill Parents: Study Protocol for a Randomized Controlled Multicenter Trial



		Introduction



		Methods



		Aims and Hypotheses of the Study



		Study Design



		Study Centers









		Participants



		Recruitment



		Eligibility Criteria



		Intervention: CHIMPs



		Control Group



		Sample Size and Power Calculation



		Outcome Measures



		Primary Outcome Measure



		Secondary Outcome Measures



		Child Behavior Checklist/Youth Self Report



		KIDSCREEN-27



		Children Global Assessment Scale



		Brief Symptom Inventory and Patient Health Questionnaire



		European Quality of Life 5 Dimensions Scale



		Freiburg Questionnaire of Coping With Illness (Freiburger Fragebogen zur Krankheitsverarbeitung)



		General Family Questionnaire (Allgemeiner Familienfragebogen)



		Global Assessment of Relational Functioning Scale



		Oslo Social Support Questionnaire



		Questionnaire for the Assessment of Therapy Outcome (Fragebogen zur Beurteilung der Behandlung)



		Comparative Psychotherapy Process Scales (Vergleichende Psychotherapie Prozess Skalen)



		Client Socioeconomic and Services Receipt Inventory



		Children and Adolescent Mental Health Service Inventory









		Randomization Procedure



		Data Assessment and Data Management









		Data Analysis







		Discussion



		Ethics Statement



		Author's Note



		Author Contributions



		Funding



		Acknowledgments



		References

















OPS/images/cover.jpg
’ frontiers
in Psychiatry

Evaluation of a Family-Based
Intervention Program for Children of
Mentally Il Parents: Study Protocol

for a Randomized Controlled

Multicenter Trial





OPS/images/fpsyt-11-561790-g001.gif
ssessed for elighilty
(psychiarcdinics)

Exciuded: Donot meet
| cibiryordecineto

porticoate

Baselne sssessment (1),

— =)
/ \

—

nalsts






OPS/images/fpsyt-11-561790-t001.jpg
Inclusion criteria®

Family with at least one mentally il parent and at least one child between

the age of 8 and 19 years

Parental diagnoses:

- Mental and behavioral disorders due to psychoactive substance use
(F10-F19)

- Schizophrenia, schizotypal and delusional disorders (F20-F29)

- Mood (affective) disorders (F30-F39)

- Neurotic, stress-related and somatoform disorders (FA0-F48)

- Disorders of adult personality and behavior (F60-F69)

Regular contact between the mentally il parent and the child/children

Written informed consent with the study protocol

Sufficient knowledge of the German language of parents and children

Exclusion criteria

Severe psychiatric disorders and impairments with acute symptoms such
as suicidal tendencies, massive self-injurious behavior, acute psychotic
symptoms etc., with indication for inpatient treatment (these patients are
placed in inpatient treatment)

aThe numbers in parentheses refer to the codes of the International Statistical
Classification of Diseases and Related Health Problems (ICD-10).
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